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Atomoxetine Oral Solution
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B/ 7407 RAVIVEBE) 285952 VIEEREHIEE

2EBLIN DB [10.1 BIE]

2.3 BEEARLDNEREDD 5 EBE [MEIIDHEEZ LR S
TVEREZE(ESEE2BENDSHS.]1[8.7. 8.8, 15.1.3 =
FA]

2.4 BEMEESXIZISTH T4 —vE L IEZFOBERE
DOHHEE [BEzIELEARCMAEIEMORE KD 5.]

2.5 FEBARNEORE (BESHSDONEIENH D,]
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2.
2.

3. #8RE - eIk
3.1 #8m
- AL .
W74 (1L o) VRN
FavLyZya—, Y K
|7 hEFEFUE|FEFNYTL D-VILE b—ILK,
;%ﬁggj;@ﬁ 4.6mg FU L=, AZTU—R, KA
G TN F P EFEFOE|BEHRFLUTL, NS Y, IFL
LT 4mg) N=U v, B pHAEBA (V>
B, KE(LF N L)
3.2 BFIOMR
MR7e% [E27N
7rEFEF Y
WO 0.4 % | EEEEOWR
MG)

4. FHEEN ISR
BRI/ ZEEEE (AD/HD)

5. MEENIFIRICAET HER

5.1 6 RO EBEICB T 2EFWERLEMEITHETLL TV,
[9.7. 17.1.1-17.1.3 &&]

5.2 AD/HD O#Zlid. KEBHEZSOBHEROBZNE - Hat
v =a27)L (DSM®)) EDEER TN LZEBICE D&
EEICEML., BEZH-TEAICOABRET ST &,

1) Diagnostic and Statistical Manual of Mental Disorders

6. FiENUHRE

(18 @MKREDEE)
BE. I8 AmMOBEICE,. 7hEFEFELTIH
0.5mg/kg (0.125mL/kg) & DBA#AL. D% 1 H 0.8mg/kg
(0.2mL/kg) & L. 5121 H 1.2mg/kg (0.3mL/kg) T
#ELU7%. 1 H1.2~1.8mg/kg (0.3~0.45mL/kg) TR
T 5,
2L, HEEE AR EOBEEH I TITS>ZEEL. 0T
NOBERICBWVWTH 1 H 2B TROKET 2.
B ERICIVEEBERT 22, 1 HEIX 1.8mg/kg
(0.45mL/kg) Xix 120mg (30mL) OWIhrLizWwERiE
AW &,

(18 WU EDEE)
BE. I8 EOBEEICIE, 7hEFEFELT] HA40mg
(10mL) XVBAL. 0% 1 H 80mg (20mL) ETHEEL
7e#. 1 H80~120mg (20~30mL) TH#FEd 2.
7272L. 1 H80mg (20mL) £ ToHERIL 1 BEEL L. Z0%

s = -

OHEEIX 2BEMM EORMEZ DI TITH>ZEE L. WTho#
S8IZBVWTH 1 H1EXE] H2EIIOTTROKBST %,
7B ERICKDBEEHEERT 24, 1| HEWE 120mg (30mL)
BHBIITNT &,

7. BENUHEICEET 3R
7.1 CYP2D6 HEEAZE T 2 EA 2 HE5H O BH ILEEZRH

12 CYP2D6 DEMEDNRIBLTWA Z ENHBAL TWAEE
(Poor Metabolizer) Tl ARADMAHIBED EF L. BIfERA
LT WBENSH D700, HEICEL TIZBEME ICRIE
BRVEBEICOAEET 228, BEOREZTREBEL.
BEEICHRET S5 &, [9.1.9, 10.2. 16.4.1, 16.4.2, 16.7.5
]

.2 & (Child-Pugh 7338 B) O #EEREEZF T 5 EBEHICH
WX, BEHEROHEHAEZEE O S0%ICEET 52 &,
F7z. EE (Child-Pugh % C) OIFEEREL2HT 2BHIC
BOTIX FBAEROHRHAEZEED 25%ICHET 52 L.
[9.3. 16.6.2 &=H]

. BEEREANER

A BRI %5 2 EMAUIEBRSES L. HE5cEE (DR
DOBAICIZBEERREE TN ET &) 1L
T KAIOWBE LOME DT ROARFEIC X5 BIEAREISE
DY ATZIZDOWT, +ohERzRM1I 2 bic, WLE
FAAFEIIOVWTIEET S &,

8.2 AH| 2 EHMIRE T 2B EITIE. BEITE U CIRSEHAR 2 3%
ET LT, ENICEREOHEEAERT 22 &
8.3 BERAB CARZESHFO/NEREFICBVT, BRSEPHEE
TEPRDONTWE S, KEEEGFOBRETIIINS DIE

ROFBRICOWTERFELBET 52 &, [15.1.1 2]

8.4 WM, BEIZ AD/HD ICBL T LIRLIZBE SN LM, &
BloHE5Hic b B Y, BHEORBRIBEIRESL TV S,
BERIT, WERNTE. MEORBENIIENIIOVLWTEET S
Z &, [15.1.2 ]

S5 OEEE ORI ZRA LT WL RS HIE R E S IR O BEHEE S
BTVWEFICBWT, IRZFORBHERE IR OERS #HE S
NTW3, COLDTIEROFREEZRBD/6. RFEDOBEED
AR A EET AT & BEFIEPBEYRGELH .

8.6 RS, WEWVWESEI AT ENHBHDT, RABESFHOEE
IITHBHEOERSEREE O BROBREICHESE VLD
HEETHI &,

J DIMERICNT 2HEXBET 5700, KFOKSRART &
OB SHARRIZERAIC. MER A (IRIa%) ZBIET
5T &, 12.3.9.1.2-9.1.5, 15.1.3 &#]

8 AFNGIME I AR ICEE 25X 52 EFHHD T KAl
EDIMEREODH S BEICHEST 2L, BERE2HMET
EEiICHRT 272 L, BEICESOREE2KET A &0 2.
BEONERBICHET 2RE. ERELPEE R VERICETAE
EREE»S ., DMEICEETIIZWIEENROLNS, BHLL
ZFDOEREE AR S NS BE I L TARORS 2319 5
BEICE. BERBRTICOODERNEEFICK D DNERORES
FMiie A2 &, [2.3. 9.1.2-9.1.5, 15.1.3 &f&]

9 NRIZBWTAR OB SMEIAREREMOME]. WEEED
WESNTWE, AFOBEFI/NEEEOHEICERL. &
ERHREOHEMAEREDL LL 20 & ERBEN RSO TS 2
EEITH L,
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9.1.4 SMEXIFZDEHEFENH D EE
ERZEAITEHRSEL2BZNPH 5, [8.7. 8.8, 15.1.3
]

9.1.5 RIMNEEENFZDEHEREDH D EE
SERZ B NIIEHRESELBZNIDH S, [8.7. 8.8, 15.1.3
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nnH 5.

9.1.8 HIRAHDNH I EE
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9.1.9 &IGHIIC CYP2D6 DEMNRIELTWVWS Z ENMFIBALT
W3EE (Poor Metabolizer)
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9.5 1FiF
R AIEGR L T WA AREME D B 5 ik Icid . BB LA
PfElgte % FE 2 LM SN A EAICOABET S &, B
EE (v M) KBLWTHBEBESZOONT NS,

9.6 1ZZLIR
HWELOERERUBARBEOAREZEE L., BILOMEYX
GBI T 52 &, BER (T ) ICBLTHITFEA
OBITHEREOENT W5,

9.7 INR
(EHEAEAER, #FiER. AR,
REFIERL T2, [5.1.

9.8 SHkE

—fRICAEEREDSETRL TV S,

10. #HE{EA
AANE. EICHEDRBEER CYP2D6 TRES NS, [16.4.1
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1. BWER

ROBWERPHHbNBIENHBHDT, BEEZ 7T,
RENROONIBEICIRG2HIEY 274 EEY) 2 LE 21T

ST &,
1.1 EXBEIER

11.1.1 FFiRERE. BB, FfE (WIh L HERY)
R REMEME D L7 2 45 FRERE. BE, Frarsdob

NesZENH5,

MN1.27F743F— (BHEARH)
MERIEEIFE, BREEDOT 74 7F v —DHobNs T

ENDHBo
11.2 ZOtDEWER
S%LLE | 1~5%kKiE | 1%k 4 RBR
= O TR IR 05
(31.5%). &|B. OKNER
- (/G- S =
Rfea (19.9%) . &
. BN, fE
. OB
5 |0 £ 1 % |RERERAR| 0 R
(15.4%) . f6i| 12, BEARIEE, |REE. S9%
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13. BERS

13.1 fER
BEZSEICIE, B, QT &R, MR, BE, EFHiE, =2
WITE) . HILEREIR. B, SEAR. 0B, FEMEO T, REK
BOMEEFEPRDO SN T WD, Fio. KRAK OMhA] 2 [ER
ICBEREG LZBEIE, HEFRES N TV S,

13.2 &
FANIEEBAREIE VO, BITIZED TRV,

14. BALEDFR

14.1 ERIESEROFR
NIRFAICOAFERSE2 2 &,

14.2 FERIZHFOER

14.2.1 REZHFR LW & RAIIHILEROE RT3
ZE, RUEBIRAEZNTTTEHERE. KFOERARRE
FHI A&, /o0 BF (NEOBEICIZEERORES X
ZICRb 2 %E) ISR L. RENCAMT S h T W AR
FEAEAE L. IRAAEEEET S L,

14.2.2 NEOFOBE» 2 WFIICHEET L HEET S &,

14.2.3 BRERFEMEDS D 2720 WHAWDIREKIC TE L7ZBAEIET
SITKTHE L., ERICHRKT A2 LHEET 228, /2. F
RFOMDOMNE LR O H A EFfIE. T <KTHRET S &
HSIET HT &,

15. ZDDER

15.1 ERFRERICE D < 153k

15.1.1 AEO/NEROFDFEEZ MR E L2772 R BRAEHR
B (AD/HD #8105 11 HBEOERERZFICB T2 1R
BEOET 12 HBR) OMAMITICB VT, T REERICH LT
7T hEFEF UREHTRIBRESMHOBRESED ) AT PRE
PolzbOWMEN DB (7 rEFLF VG5B 5/1357
(0.37%) 7R REE5E 0/851 (0%)). 2B, InoORE
IZBWTBEEFIIFED 5N ah o7z, F72. AD/HD IZHfET
PREMBREBIERSE. BRITHOY A7 OBEBIICEEL T
W2 EDHEDORENH 5B, (8.3 SH]

15.1.2 AEDO/NEROEFDEE NG E Lz 7T A RERR
5 (AD/HD BEI2BT 5 11 #E) OHAMBITIcS VT, e
HITE. MEORARIT bEFLF &R E5H 21/1308
(1.6%). 77 tREE5E9/806 (1.1%) Tholzo HAKY
NEORAZRNRE L7 TR BERHE (AD/HD &%
2B 5 9RER) OHFARITICB LT, WRNTE. MEOR
HWRII7 bEFLF UHE5E6/1697 (0.35%). 7T AREE
BE4/1560 (0.26%) TH -7z, [8.4 ZHE]

15.1.3 BN OERRE T — 5 OHERITICB VT, NERUR
AD5.9~11.6%ICIME LR (IfEH 20mmHg BLE. #R5RH
15mmHg Pl E) U Oia#dEm (20bpm BLE) AR ohi:
EOWMENH B, (2.3, 8.7, 8.8, 9.1.2-9.1.5 Z[&]

15.2 FEERARELBRICE D < 1B

15.2.1 $#5 v M7 FEF+EF > 1, 10 &0 50mg/kg %49
75 BRERE®#R S Liz& 2 A, Img/kg L ETHRRO DT » i
B, 10mg/kg L ECREE MEBHMEROER TR OBEE g
ORETFEHD DR S NTH, HEREEOETERE R ZIaRE I
E%awotze TV FTELZINSDE(LIZERETH - 725,
ForE omEFEE (AUC) 2BERAHAEREH
(1.8mg/kg) @ AUC & H#id 5 & 1mg/kg TIEBAT 0.2 %
(CYP2D6 i@HEEME. EM) Xix 0.02 5 (CYP2D6 1&HEXRIE.
PM). 10mg/kg Tixfm AT 1.94% (EM) i3 0.2 % (PM)
THY ., BRABRTOREHIBRERINTH RV, 5B, JE
DNRROBEDEREIIBO T, ETRERBICHT 2 E%2H
N7ZEERABRTIE T N EF L F VRS OERFIC T 52
RBENZZPoT,

15.2.2 IRV FICHRERSHAZBALCTCT b EF LT U 2O
BELEZ3RBOS S5 1 REBRICBVWT, HEHEOD 100mg/kg
THEERRBROBAD . FHBNEOEN, BHEBIRERETR &
HETHIRKBORRLOBIENTD 5Nz, IhsDZEl
HERT—YOHFENTH -7z, ZORETIIBEDOAEE
OMF K BEHEOETEOREFELREOSNTHED. 2D
L 2D AUC IZRREAHER SR (1.8mg/kg) @ AUC L
B95L2.6R (EM) XX 0.3 (PM) TH-o7e 2B, Z

NSDFEPROOSNT-DIFZ3HBDS>5 1 HEETHD., T b
EFLF OREEOBEEERTE SAOIMEERIIRHATH %,

16. EYIERE

16.1 MOEE

16.1.1 CYP2D6 DiE(GFEI DT
KREERFHMMICEE L. CYP2D6 M ZEETFRICK VB L. NEkkR 7
LIVERETET 5568 %AEE (Poor Metabolizer. PM). Zihblot
%S (Extensive Metabolizer. EM) & E&F L7z, HAATIE PM
DEEHDE W EH S, EM 2EICHSE L. CYP2D6 OEEAET
L7zE(E 7 EE S % Intermediate Metabolizer (IM) #E&E L7V,

% 1) BEFICES W CYP2D6 73

CYP2D6 CYP2D6 CYP2D6 #fzFHE D
KA RO (ZLL/T L)
PM PM ANETERL /AN EET
UM (Ultra rapid N ———
Metabolizer) BRI/ B R
EM SEEE B SR
EM SERF R R E T
™M S E MR AN R
TEMER RV AR TR
TR R AR R

W) EEIEE 1 (BER) 2,735
EEE R < °9, *10, *17, "29, 41
NEWER © %3, 74, %5, %6, "7, "8, *11, 12, *14/*14A, *15, *19, *20, *21, *36, *40
E2) EHEEEE 3 EET 258
16.1.2 BOig5
CYP2D6 EM #EREAICT M EFtF > 10, 40, 90 Xix 120mg % B

EHEOHRSE Lz EOR@MEETRE (Cna) ROMEEHEEhT
TEHE (AUC) &, HBEBICHAIL THEmL 2,

% 2) CYP2D6 EM BERFEAICT b EFtF V2 BEREOKEG LIz ED
7 b EF LT OBEMBREER ST A -5 [FhiFHE (CV%)]

g | AUCH Conae T Tis CL/F

* | (ugehr/mL) | (ng/mL) (hr) %3 (hr) =4 (L/hr)

10mg 0.574 110.53 (01 -5205N (13'3561 22.93

(n=22) (70.2) (33.2) 2‘00> 6.61) (43.0)
1.00 4.12

40mg 1) 51 68.5)| 4783 | (050~ | (2.09~ 21.18

(n=21) (33.5) 4.00) 7.06) (47.0)
1.75 4.01

0mg s 30 (s4.2)| 92903 | 050~ | (2.16~ 20.50

(n=20) (33.1) 000 o) (39.3)
1.00 4.27

120mg g 43 37.5)| 198623 | (950~ | (2.86~ 21.43

(n=19) (30.6) 200 b (38.7)

T 3) Tmax : HRE (HFE)
E4) T BfPHE (HE)

16.1.3 RigES
CYP2D6 EM B AIC7 b4+ 5 > | [ 40mg Xid 60mg % 1 H
2 [0 7 HEREZROREEL Ul & &0 mEEh@gix, MERsH 1
HBICENZN Cmaxd27.34ng/mL K UV 615.52ng/mL IC#E L7z, K
BEIRGHD 6K) 24 RETERRERICET 2 RIS, REKREGRIC
BV TERERGH 1 FERIC Cnax604.52ng/mL K U 874.33ng/mL
IEL 72D,

% 3) CYP2D6 EM ALY FEFtF U 2REROHRS L&D
7 RNEFEF L OEYBEELNST A —F [EHTHEE (CV%)]

. . AUCo-12 ®5)
w58 #5 (1g - hr/mL) Cmax (ng/mL) | Tmax (hr) |
40mg (n=10) | #J[E 1.95 (38.3) 427.34 (33.9) o 5%3; 00)

_ p 26 1.00
40mg (n=10) 8 2.47 (42.0) 604.52 (35.3) (0.50~1.50)
60mg (n=10)| #J[E 3.14 (41.6) 615.52 (32.3) 1.00

’ : ’ : (1.00~2.00)
60mg (n=9) & 3.73 (41.8) ®0 | 874.33 (26.2) 1.00
! ’ ’ ! (0.50~2.00)

TES5) Tmax : FRME (FEEH)
#6) AUCo-t

16.1.4 FA & BIRDOEMENELER
CYP2D6 EM R A L BIE (7T~1475%) OFEVHEE HE L ERE
MU7ze BREMAD Cmax (BEEEZMFETHIE) ROHEELEIZHE
BETHDEWRENTZ, FEMELLZI VT IV AEHHEREICD
WEMTRELEVIIRD SN -7239 (BEAT—4).



# 4) CYP2D6 EM AD/HD 28 & CYP2D6 EM R AR (iK%
HERRAHNT) OF D EFLTF L OEMEREEN)ST A =5 OIE (B/h=

*£6) SR NBRRAIC B 2 lREREFHBRAFN P /o7 M EF
LT L OFEMEREN ST A8 GRIAFIE (FHBRER CV%))

T FI51E) Cavss Caxss T CL/F
Crnax®7) Cnass™7) BEFE | (ng/ml) / | (ng/mL) / e Tisz (hr)
S5l (ng/mL) / (ng/mL) / | T2 (hr) CL/E Vz/F (mg/kg) #9| (mg/kg) =8 (hr) (L/hr/kg)
(L/hr/kg) (L/kg)

(me/ke) (me/ke) EM 1249 (58.5) | 667 (41.3) | 100 1356 (27,5 9352

IR EM 512 524 3.10 0.435 | 2.01 (n=223) : -3 1(0.50,2.00) |- : (55.7)
A EM 569 667 3.56 0.352 1.82 (nz\ﬁg) 2540 (14.0)|3220 (11.3)| 5(556000) 20.6 (17.3) (()'1232)7

W7) HENTDOBE5ETRELL, -00,6. :
L 8) BENELDOBSECHELL,

16.1.5 EWPHIEIZEF SR
7 hEFEFOHATK0.4% [JG] EAF T IHAIK0.4%%, 71 A
F—N—FIcLDEhZN 10mL (7 FEFEF 2 ELT4A40mg) 77
T Y ADKE LR ABEICERRER RS U mEEhRE kR
EEREL., FoNiEYHE/ YT X —% (AUC, Cmax) IZ21T 90%
EREX A I THEEHBIT 217 > 72 #55R. log (0.80) ~log (1.25) #i
FENTH D, HAOEDFENFRSFESERS Y,

(ng/mL)
600 -
500t
%_g —o— 7 L EF T F L HAIEO.4% [1G)
+ 400 | —o— A+ 57 TP 0.4%
; Mean=+S.D., n=16
* 300 H
+
¥ 200
a
b3
& 100
00
B 51% OrEE (hr)
£ 5) EBYEESTA—%
HFEISTA—% SENTX—Y
AUCo-24 Crax Tmax T
(ng - hr/mL) (ng/mL) (hr) (hr)
7 N EFLF UM
0.4% 1G) 2086+859 |383.24+141.81| 1.4%x1.7 | 3.3%+0.8
A NT 7T IHHK0.4% 2000+834 |376.40+132.16] 0.8+0.3 | 3.3%+0.8

(Mean+S.D., n=16)

MEEFEEE N NS AUC, Crax ZHD/8T X —# 13, HeERE OREIR, Ak D
BREUEISY - RS ORBEMIC I > TR DAHRENH S,

16.2 ORUN

16.2.1 #EXIHIEZHIFIFEER
CYP2D6 EM K UF PM A IC B T % Mt B M2 Rl R I3 Z h 2
NK 63% KTV 94%TH - 75 JEAT—%),

16.2.2 REDOHE
CYP2D6 EM EERAIC 7 FEF 1 F > 40mg ik 60mg % ZEfERE X
IFARRICHEROKEGEY Lzl &, BEHRERICE > T2EERICHT
B U C Cmax (& 37%1 Uy Tmax 1359 2 BRRDELE L7245, AUC 12132
3RO 6N%E A 572, CYP2D6 EM BIRICH T % RHEMZE SREARNT D
ﬁ%%‘(“ti\ ﬁ?l: ck 5 Cmax @ﬁ'}\fi 9%‘(“% D f:é) (9*}\7_"—57)0

16.3 916
7 M EFEF VEIRNIESHO DAL 0.85L/kg (CYP2D6 EM fi
B KU 0.91L/kg (CYP2D6 PM @R A) TH Y . EIZLlkil
PR AT HEEZ 6N BHEAT—%),
7 NEFLF VIEE 150~3000ng/mL OHEFHIZB VT, in vitro & Ml
REARBERIIN OB THD . FICTLT I VIHEET 27,

16.4 {5

16.4.1 (KEHBERRULHEN
7 N EFEF I EICEMRBEESE CYP2D6 ICL> THR# SN, E
EREREME 4 FuF T fAThHD. ChET IV r o v BEias
ft&hs, 4~ FOFURE7 b EFEF V EIZIER%ED ) LT RLF
) VELDAARERRAZET 2P MBEPEEIIIEEICEN, 4-2 FoF
SARIZEIC CYP2D6 I & DK E NS A, CYP2D6 iEHEARIE L T
TH, MOKED CYP R SEERLEDSSERSND WEAT—%),
F7-. CYP2D6 EHAKIB LI HBE» S/ NFI 70y —L%H
Wiz in vitro B Tld. 7 N EFtF & CYP2D6 HERZHA L T
b4t FuF o FERICR L THEEERD NG >72. B MFFI 70
V= LR OISR Z AW in vitro RERICK D, 7 REFEF UL
CYP1A2 i3 CYP3A #ZF# Lzs\wZ &, CYP1A2, CYP3A. CYP2D6
XiZ CYP2CO #HE LRV EMPHRENY, [7.1. 10. BHE]

16.4.2 CYP2D6 B FZEDEMEEICRIFTHE
SLEO PM BRI Tld EM B AICHE L CERREDOT b EF L
Fr OFHMIEFEE (Cavss) 799 10 65, EFIRED Crmaxss 775 5 1%
BlETH -7,

#9) Tmax: FRIE (10/5—t> b, 90/5—t > bH)

HAANIZBWT, EM 28I 32138 LALEA (UM, EM XU
IMEID) | IME19 » AUC OF#FFHEIL EME 10 (LT 1.4 1%
BETH /2. B BAANIE UM EZUP L7210, (7.1, 9.1.9
%08]

Y

#£7) HAEA CYP2D6 EM R AICT b EFtF > 120mg 2 BEED
BELELEEDOT FEXF LTV OEYFHEZNIST X -4 [EiFFEE

(CV%)]
T AUCo- Conan ?
BIEFE (1g - hr/mL) (ng/mL) Tizz (hr) 1
EME10 (n=5) 4.95 (39.4) 861 (23.3) 3.87 (2.85~4.87)
IME10) (n=14) 6.96 (34.4) 1170 (28.9) 4.41 (3.04~6.23)
1 10) F1BEFICED W CYP2D6 533 O CYP2D6 RIFAID FEM /2 HHICHE -
THH LI
FE1D) Tie: SEfFEE (EE)
16.5 HEitt

BEBAGABITICBIS7T FEFEF O PHMEEREIZ.
CYP2D6 EM & U' PM TZ N 2N 3.6 K% 20.6 B TH - 7=,

EERAICT P EFEF 2 1 H20mg % 1 H 2 E 5 HRERDR
HEID Liz4gic, MCIE#7 M EF 1 F > 20mg 2 BEREORSE Lz &
ZOHETEEIL. CYP2D6 EM Tld# 5% 168 B LINICHEE DK 96%
MREIIZEA KRB & LTt s, #HRICIE 2%t s /.
CYP2D6 PM Tld. #51% 264 BiEILINICHE G L 72 BUATHED K 80% 18R
FICIFEAERE E LTS h, EHICIIH 17%D s Nz, £
7zv R SRS N EHRED > B REEIZHK 1% (EM) KU
2% (PM) THV. ER#EWD 4- FuF> 7 b EFLF 2 -O-F LY
o A AIE 84% (EM) KU 31% (PM) TH- 720 (SEAF—%).

% 8) SHEAEBRBRABEICAC-7 M EF LT 20mg & HER OS54
DOERED REFRMER (%) [HATFifE+ =]

R 3 PR3
EM (n=4) %12 95.81£2.16 1.67+£0.32 97.48+1.92
PM (n=3) #13 79.92+2.39 16.91£2.50 96.83%1.09
E12) MC-7 bEFLF UEER 168 B & THRELL 22 B4 TR

E13) MC-7 M EF LT LK 264 BifH] E THRELL 7oA TR

16.6 BEDEHRZHT DBE

16.6.1 BHEEEEZIHIOMERBRIRE
CYP2D6 EM O ABARLBEHEICT M EF L F > 20mg 2 BEED
BEEID Uiz b &, RBALBEICBL T, EEEAICHEL T 64%
D AUC DIERDPBD 5Nz D AETHIE L REREICREST S LI
0T ZDEIL 24%IC % 5712 HHEANT—%). [9.2 ]

£9) BREEAEBABALEEDOT M EF LT L OEYHELI/T X —
5 (BN SRAEAPIE)

AUCo- Crmax
AUCo-» Chmax
. (pg-hr/mL) / (ng/mL) /
(ug - hr/mL) (mg/kg) 14 (ng/mL) (mg/kg) 14
R A (n=6) 0.469 2.26 86.0 415
R
HTé%% 0.769 2.80 92.2 336
(n=6)
T 14) FEYDOR5BTHIELR.

16.6.2 FFESHERESIFOMETRE
CYP2D6 EM OB AMBEEBEICT M EF L F » 20mg = BHERFED
FEEID U & &, %R (Child-Pugh %% B) R UEE (Child-Pugh
S C) FEEBZEICBWVL T, TNZIBREAICHE LT AUC %5 2
BEROK AFICHERLED GHEAT—%). (7.2, 9.3 ]



£ 10) BEBEAEBRAFEEZREDT M EFLT > OREYFRLH) VT A
—% [BifiFHE (CV%)]

A(UCO_’“’ Crmax Trmax Tiz CL/F

hr‘/flm (ng/mL) | (hr) ®19 | (hr) 19 | (L/hr/kg)
B 0.706 142 (01 'S& (24 '3256~ 0.506
(n=10) (67.9) (36.0) 1 %5) 5.0%) (53.5)
R AT 117 116 3.27 11.0 0.208
o (36.7) (55.2) 0.50~ (7.85~ (28.1)
(n=6) ) ’ 6.00) 17.9) ’
EEFEE 7 126 5.98 16.0 0155
bl ©3.0) | (a4.8) | (OS50~ 1 (T2l~ o ge7
(n=4) . : 12.02) 26.3) ’
¥ 15) Tmax : RRME (i)

E16) Tie: HfTFIE (4EH)

16.7 EYMEEER

16.7.1 ZEERBESROFVEER & DOHA
T REFEFUIE, RBEEOTEF LYY FILEE, VT7EISL, T2
M UVTLT 7Y YO MEEAKGRICEEERIZS B o7, [
RICESREANZ, 7 P EFEF OO MNEEAKASRICHELRITS
o 7219 (in vitro)

16.7.2 XFILTT=F— b EDHA
CYP2D6 EM R AICAF L7 2 =F— b 60mg = 1 H 1 @5 HfEH
BOBS L. 7 hEFEF > 60mg 2 3. 4. 5HEIC 1 H 2 [ 3 HERE
OREEL) Lizb&, 7hEFEF UV EAF LT 2T — FOFHAICK
D, AFNVT =57 — NEFRSEICERD & N7 DIEER OGER - 538
HIMEADFEBIHER L2 r > 725 JEAT—%),

16.7.3 RAYIL DI E—ILEDIHA
CYP2D6 EM R AICT N EFtF > 80mg %2 | H 1 BEEOHKE
BELD OFEFIRET, VLT Y E—L200ug ZMAFG LzEE, 7
NEFEF 2 EMATILT Y E—LHFRIC K 0 DIHE R OIEANDFE
WROOENTB DI TH o720 7 MNEFLF UIEE RRUIEFEERT
AT LT E— )% REHS LA MABIEEL Lz » 57210 (44E
AT —=%), [10.2 8]

16.7.4 BILT'I E—ILEEIRAIRS & DA
CYP2D6 EM #EMAICBWTCT b EFEF > 60mg % 1 H2E S5 H
BEOHREE L, L7 E—L% 1, 3. 5 HEIC 5ug/min OFiHE
T2 BED» T TRIRNRE L & & UL T 9 E— LEIRNZRSICEER T
2 I ABR OB UE % & & DB E LIS RD 51721 (SEA
T—%). [10.2 B8]

16.7.5 CYP2D6 FEEH| & DA
CYP2D6 EM DR A/ ST Ft 5> 20mg % 1 H 1 EEOH7 5
OEFIRET, 7 MEFELF > 20mg 2 1 H 2 EREROHSE L
LE. U EFUEOMAICED EFEREICBIAT bEFEF Y
@ Cmax X AUC IZZFNZENH 3.5 R OK 6.5 FICHEML. 2D & &
O MHEE X CYP2D6 PM #EEAICT FEFtF > 2 BAHKRS Lz
LEDQMTEELREETH -1 GHEAT—%).

F11) 7rEFLF VAR ROF LT EHAREGLEEDOT ME
FLF L OEWBEI T A -5 (BN AT IS(E)

AUCo-12
(1g - hr/mL) Cmax (ng/mL) Tz (hr)
T hERLT A 0.77 173 3.92
(n=21)
ruF ey G 5.01 612 10.0
(n=14)

CYP2D6 EM EERAIC 7 LAt 5> (ENAKER) 60mg % 1 H 1
ET7HEZEO®ES, w2 20mg 2 1 B 1 [E 14 HRE#ES., ®EIC
20mgl H1E&E7 FEFEF > (10, 45, 75mg) 1 H 2 [E% 15 A
BEED Li-E &, EMBEBETIE. 7V 3t F 2 HHTAI &I
L0 PMBEBEIGEVWTY bEFEFOMBERBESRD SN,
[7.1. 10.2 ]

16.7.6 BD pH ICRET 2RI DOHA
CYP2D6 EM R AICT b EF 1 F > 40mg BEREOHRSED, 55
WIEF XTS5V =)L 80mg XIE < F R T L/ T IV I = LIKEEEH)
20mL 2 ARG Lz & 7 NEFEF L OEYENFIARIIEL L%
o720 (REAT—%4),

16.7.7 S VS LEDHA
CYP2D6 PM K AICT FEF+t 5> 60mg % 1 H 2 [H 12 HE&EO
FEEL L, CYP3A4 OEETH S I ¥V 5L 5Smg 2 HEROHRS L
12L& IF VT LD Cmax & AUCo- 135 16%3EHN L 7= A9 E PN ZE 8
ICEENBHEDTH 7D FHEATF—%).

16.7.8 T9./—ILEDHA
CYP2D6 EM R A K% U CYP2D6 PM R AICTY hEFEF >
40mg % 1 H2ES HERO®HSEE!T L, =4 7 —)L 2.0mL/kg
(0.6mg/kg) ZHEREORSG LizE &, EH AT —, HEEBEAT,
HRERAITRSINDEIY ) —)LOFRIER%Z 7 b EF L F 2 I3HR
LEFL L -2 HEAF—),

H17) RAORBPENI-FHE - HEE. /MR 1 B 0.5mg/kg
(0.125mL/kg) X VB L. £0% 1 H0.8mg/kg (0.2mL/kg) &
L. 5121 B 1.2mg/kg (0.3mL/kg) TR UA%, 1 H 1.2~

1.8mg/kg (0.3~0.45mL/kg) CTHERFT 5. AUA 1 1 H 40mg (10mL)
FOBRL. Z0% 1 H80mg (20mL) £THEELE. 1 H80~
120mg (20~30mL) THEF9 %.] TH 5.

17. BRPRARAE

17.1 BWERUVREEICEIT B

(MR AD/HD E&)

17.1.1 EASE I/ MHEE5R
/NE AD/HD 8% (6 #bl k18 mkil) 2 MGUCHEM L7z 7T & Al
—EHEMREELBEERICE VT AHHEORMIRE TS 5 ADHD RS-IV
AN (EMA) BRAITIETROEBD TH 722,

# 1) ADHD RS-1V HAGER (EHF) OR—AF A1 2 » 6 RiEBERE
TnZAt (LYBC itB%)

=2, i v |y | O5%(EE | pit?
asm | N sS4y By Zieg |2 RRAED | Willams
o | | e | [ 4 | =8
9 e | P e | T TR | LR
75+1E |61]32.3] 9.6 |24.2|11.4]-8.1] 7.1
ATX
oswe |62[32.3]8.4(22.7|11.4)9.6( 9.1 |-1.5| 43| 1.3 | -
ATX 1.2 |5833.3] 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 BROBHIT A RERADEFH ATX : 7 bEF T > (BEDHLL : mg/kg/H)
E ) ERCEEKEIL X—RT71 V2 /ER, BEFE2ERET2HIHITET
LERWTHRERE TR o BcE S SHH S,

*2) pfE (Ff) 13 Williams BEICE SRS N,

T hEFEFURES SN 183414 92 f (50.3%) ICEIERNER
Sz ELEIEM (S%LILE) 38EFE (11.5%. 21/183 #l). BAREGE
(11.5%. 21/183 ). 1EER (9.3%. 17/183 i), Fls (7.1%. 13/183
fl) TH-o7ze [5.10 9.7 ]
17.1.2 EA% D ERMIGIR SHER

/N2 AD/HD 83 (6 UL 18 fRAki) A RSRICHEH L7 7Tt R
_EHERBMMLERBR 2T U/NEEE £ RICEM L - REAR
HHEICB W AMEOFHERE TH % ADHD RS-IV HAGER (EHH

) BAI7OEBIITROEBD TH o725,
% 2) ADHD RS-IV HAGER (EHiH) #2370 (LYDA #E)
e (A) N Ty T
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 @ RO R D REGIEL

7 FEFEF UEEE SN 228 FlFF 155 ] (68.0%) ICRIMERAERD
5Nb, EREIER (10%2 EFH) ($5ER (18.9%. 43/228 ). &
Bk (13.6%. 31/228 ). B&EE (11.0%. 25/228 ). ME%E
(10.5%. 24/228 fil) TH -7z, [5.1. 9.7 &)
17.1.3 S ESE MAE5ER

SEO/NE AD/HD B (8 mbl b 18 mkim) #MRICEE LTIt
A EEREELERBIC B W, BYE0FHERE TH %5 ADHD
RS-IV-Parent : InVi8 XA I T IZFEDEB Y TH - 72202,

% 3) ADHD RS-IV-Parent : Inv DRX—=2 5 1 2> 6 BB RIEE TOE
1t (LYAC #5%)

R=ATA BB Lt p fEd
#58 | N it e e
T e | Y| e | PY | Es
7ItAR | 83 | 38.3 8.9 32.5 13.8 -5.8 10.9
ATX
ome | 43| 402 | 9.6 | 303 | 152 | 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 : BRI REFOREFE ATX : 7 M EFEF 2 (FEOHM : mg/kg/H)
¥ 3) pfEld. BRREM. #58. CYP2D6 R#EE2BER, R—25( v 2 HERL
TOHAWAMET VOR/N_RFHEZRANT T IR EOMBEBRICEDEEL,
Dunnett 5 #EEHWTZEERZRARE L,

7 hEFEFUEHESESNE 211 Hid 98 Bl (46.4%) IZBIWER AR
5Nize EuEWER (5%LLE) (3R (14.7%. 317211 ). EAEGE
(8.5%. 18/211 ffl) . &R (6.6%. 14/211 ). MEM: (5.7%. 12/211
Bl) TH-7z. [5.1. 9.7 ZBIE]



(R A AD/HD E&)

17.1.4 ERHRSTHERR
XA AD/HD ##& (18 /&bl L) ZMRICEM L 72 7 I e AR _EE®R
BB IC B L T B ORI RE T H % CAARS-inv : SV
AD/HD FERIEA I 7 IZ FRDO LBV Th - 7%,

# 4) CAARS-inv : SV AD/HD SERIBE AT 7 DR—=RF 1 > 6 il
B E TcOE (LYEE #E)

N—=2 e o : 95%(5H8
sS4y ﬁ%g@; e S X RS 1@24)
BE58 N - - — —
T4 1R Ty 1R Ty T {598 | 58
TRz Rz Rz R | ERR
7oA [19533.9] 7.5 |25.1]11.2|-8.8| 9.6
ATX 191133.2| 7.8 [18.9]10.2|-14.3|10.4|-5.78|-7.66(-3.91|<0.001

N BROBITIREROREFH ATX : 7 b EFEF
F4) pfl. ZEROEERMEZ. #5858, B2ER, X—251 v 2 {ERET HHS
WA ET VICEDSEREB S W,

T hEFLF RS SNz 193 Bt 142§ (73.6%) (CEIWERAER
SNize EEWER (10%LLE) 13ED (40.4%. 78/193 fil) . EAKIE
B (22.8%. 44/193 ). {HHR (15.0%. 29/193 fil). HNE1E
(10.4%. 20/193fl) T -7z,

17.1.5 ERHESE IBREBH#ETIR SR
BN AD/HD % (18 il k) 2WGRICER L7277t RN EER
BB 2T L BE 2 0RICER L RERRSRBEICBL
T BWEOFHERE T 5 CAARS-inv : SV AD/HD B R a7 D
HHIETROLBY TH 7,

#5) CAARS-inv : SV AD/HD SERE A 37 O (LYEK itBg)

#E (A) N 15 TR (R
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 @ AT RER DREFIEL
LYEK B0 BB (LYEE #B2C o 10 BRHE ) 23507 H& Ui,

7 hEFRLFUERESSNLZ 211 B 139 i (65.9%) ICEIfERAER
57z, EZEWER (10%LLE) ZEDL (42.2%. 89/211 ). 8
(12.8%. 27/21161) TH- 7

17.3 Z0fth

17.3.1 QT MREICxs 31ER
CYP2D6 PM fEERX A (131 #l) 1. 7 hEFEF > 20mg. 7 hEF
tF > 60mg. FItREZNZN | H 2 BEREROHRSED, TF2 7
0¥ 400mg (FBHEXE) BERORSD 4H7 024 —N—0
QT KB Z21To 7. MA T FEFEFUVBEDO LFICHEVDT PIC
QTcM Riilf (BfEE—HSEERN—2T54( v 560 QT MEELE2E
BEH, BREZ—BESEN—2F 1 H 560 RR BRELE. K. A
BN OB X I8 % BEERN R HERE . HEE X B R OHERE X a8 %
BEPHRETHREADRETNVICEDER L) OEEDSRD 5NZD.
BERERTHEESNA2RENFEZEICBLTHT FEFEF D QTC
HlEICRT 2 EBIE T IR ERB L TEKRNICEZEDODHAHETIIRD
27230 (SHNEAT—%),

%£6) QTcM OEEZ—HSB2R—2AF A V75 DE(LBDHE/N_FF

BEDT TR EDEDORKE
oy B 5% IR 7"jtfr¢‘t®§
(hr) [90%{E48X ] (msec)
7 bEFtF > 20mgBID 2 0.5 [-1.2,2.2]
7 bEFtF >~ 60mgBID 2 4.2 [2.5,6.0]
EFT70FH T 400mgEd 4 4.8 [3.3,6.4]

QTcM : #EHETIVIC L HHIE QT HFE

E5) EFT7OFY YU OMBFREITELDBMES, 202D QTc MEOE
EbDhahrol. QICFOEF Y 7uxH 0 e/ REDEIF. EF P TUFH Y
COMBFRELBEES DL ERESNTBY, ARBOOREROES X
0.00395msec/ (ng/mL) &. ##{E® 0.0039msec/ (ng/mL) LFEBETH D,
DHTEEDRIE S N7z,

*6) ARAORBSNhZAHAE-AHEE. [/NE 1 H 0.5mg/kg
(0.125mL/kg) £ VBB L. 0% 1 H0.8mg/kg (0.2mL/kg) &
L. 5121 B 1.2mg/kg (0.3mL/kg) £THBLAK, 1 H 1.2~
1.8mg/kg (0.3~0.45mL/kg) THEET %, A 1 H40mg (10mL)
EDBIBL. £0% 1 H80mg (20mL) £ CHEELZE. 1 H80~
120mg (20~30mL) TR B.] ThH5.

18. EMFIE

18.1 {ERtERT
FERRICBUY 2B AEICITHEKERED ) LT RLF Y Y R T U AR—F —
IC0f 9 2 BIREEEAAPEE L TWAZ EAARERE LTIREZSN
5500, PESHEFIIRATSH 5,

18.2 EIB{ERA

18.2.1 E/ 7 VEXWAHBEEIER (in vitro)
TREFEFLWETY MY F TRV —=LAD /LT RLF Y VEDRA
HEBMNEELL (Ki:4.47aM)s 7 hEFEF DO/ LT KL FY
VIO AAEEFERIEET b= 2 RO RS I VLD A ABREERIC
LT 30N EBIRNTH 570 B 7 N EFEF VIZBEEREED
BRARIEEA EBMEZ RS o723,

18.2.2 E/ 7 VEXWAHBEEIER (in vivo)
TFEFLFURBMERICEA /LT RLFY VB EEELEDS
(EDso : 2.5mg/kg, p.o.). Lo F=VHEBICH L TRIZEA LR %
RE L7239,

18.2.3 fHBINE/ TS VIREICRIFTEE (in vivo)

7 hNEFLF VIFHERTFICBIS /LT RLF) YR RISI COM
sl BE A ERIC RSS2 (0.3~3mg/kg, i.p.). MEEPAILE
1B AR RS VIBEICIIHEERITS hr o723,

19. B ICRAT BB EFHFR

—%4 7 M EF L F UIERE (Atomoxetine Hydrochloride)
b4 : (3R)-N-Methyl-3-(2-methylphenoxy)-3-phenylpropan-1-
amine monohydrochloride
733 1 Ci7H21NO - HCl
SFE:291.82
R HEOBERTH S,
VAFNANFFY NIZETFRI < TF /=)L (99.5) 2%
REIFRT <L KITRRBEFIT L,
HE
H
. _cHa - HC
0 N
p
CHs
22. @R
100mL [#7F A ]
23. EEMH

1

CYP2D6 DEEFRDMEN (A NFF5H 71 20124 8 A 24
AR, HREERMIEE 2.7.2.1)

HARNERRAZ TR E L BERGRORERSRER (A5 T75

K17l 12009 4 4 A 22 HAERR. HEEERMIE 2.7.6.2)

A& BIROHENBREHE (X N5F5H LIV :12009F4 H 22 H
. HEEREE 2.7.2.3)

HER AW RS R

HRIEINA T T RASEY T4 (A FFTFTHTEIL 12009 4 B

22 HAR., HFERIE 2.7.6.2)

NAFTRATEY T AT H2REEOHE (AT TIH T

2009 £ 4 A 22 HA&RR. HFEEMEE 2.7.1.3)

B (A NFTFTH T 2009 4 4 B 22 HEER.

2.7.2.3)

R, FYHEEER (A NF5 58712 2009 4 4 A 22 H&E.

HEERE 2.7.2.3)

SLELA PM BEEERAICB I 2 EE (A h5 57577 1)L 2009

fF£4 822 HEAR, HHEERMEE 2.7.2.3, 2.7.2.5)

HANBRBEAICB T 2EYEHE (R hFTTH 7 L 2012458

A 24 H., HFEERIE 2.7.2.2)

Bt (2 v 57471 12009 4 4 H 22 HAE,

2.7.2.2. 2.7.2.3)

KB R2BEICBT2EMEE (A 5575 H 7L 12009 £ 4

A 22 HA&R. HEEERMIE 2.7.2.2, 2.7.2.5)

FFREZBFHICB T 2EMEE (R N5 5 FH 7L 12009 4 4 B 22

H&RR, HFEERIE 2.7.6.2)

HYMEENER (nvitro) (ANS5F5H 71 1200944 H 22 H

AR, HEEERE 2.7.2.3)

BOXFIVT 2 =F — MERICBIT HMITHHST XA =7 ICRIETTE

B (ANTITS5HTEIL 2000 F 4 A 22 HAER., HFEEHE

2.7.6.2)

AT LT 5 E—UHBEICBY 2T HET XA =5 DB (R LT

FIH T 2009 4 A 22 HAER. HEEREE 2.7.6.2)

P T = VEIRNERSHBICB T 2 MTH% 85 X —5 DZAt

(ANFF5H7EI 12009 4 4 B 22 HAR. HFETERE

2.7.6.2)

NuFxtF O HRAICB T 2R R OEMEREEOEENER (R

FIHTEI 2009 F 4 A 22 HAR., HEEHHEE 2.7.6.2)

2)

ze

AR RS R

AR RS
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=

TNFFEF UHAICBT AREMEROEBREEIHEEER (A
FT7IHh TV 2009 F 4 A 22 HER, HEERMEE 2.7.6.2)
20) FATSI VRO TR L/TIVI =7 LAKEEEHRICB T
DHEMINAFTARATEY T4 (AT TITHTEIL 2000 5 4
H 22 HA&GR, HHEERIE 2.7.6.2)

YT LPRICBT 2 RENROEMBEENEEER (AT 7
FH T eI 2009 F 4 B 22 HAER., HEERHIE 2.7.6.2)

IH ) —VOHRIC B 2 EMESER (A 57 I 87 k)L 2009
F4H 22 HEGR, HFEERMIE 2.7.6.2)

Takahashi, M. et al. : J. Child Adolesc. Psychopharmacol.
2009 ; 19 (4) : 341-351

/N AD/HD BE 1S9 2ENE I/IAERE (A N5 75 A 7 k)L
2009 £ 4 H 22 HA&GR. HHEERE 2.7.6.3)

/N AD/HD B3 1C ﬁ@“%%ﬂl*ﬁﬁﬁﬁfﬂ‘ﬁhﬁﬁm Kb (R hT7 T
H 7RIV 2009 &4 A 22 HAR. %Mﬁ%%z 7.6.3)

26) Michelson, D. et al. : Pediatrics. 2001 ;108 (5) :e83

27) /NR AD/HD B& 1S9 2 EEIHERE (A NI 77 h TR
2009 FE 4 H 22 HAGRR, HHERMEIE 2.7.4.2, 2.7.6.3)

21

22

23

24

25

28) FA AD/HD B#&ICx§ 2 S IRERIRS 77 E ANB_E5 M
R (R NI TFFH 7L 2012 £ 8 A 24 H&F., HFEERTE
2.5.4.2, 2.7.6.3)

29) B A AD/HD B ﬂ@“é%ﬂl*ﬁﬁﬁﬁ‘ﬁ‘ﬁ&’:}ﬁm HEE (A bFT77
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