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A& 13, CYP2D6 EM T (d 4% 5- 141681 [H] LA 12 £ 5- & D £596 % 75 Jik

FIE & A EREY L LCHRIES 0, 323 #92% 08 RIS 7,

CYP2D6 PM Tl $%5- 126415 [ DL $2 5- L 7= U RE D980 % AR

FCIFE A SR & LCHRES L, I3 17% 2R S oo £

7R S AL E 7B EED 5 B RZALIERIEH1% (EM) & U0F92%

(PM)TH Y ERFW D4 Fuxy 7 FExLF2-0-7 )V 7 0 U
FER1£84% (EM) K 1°81% (PM) Td - 7=
CHLE RSB 2 C-7 b & & F > 20mg % H Al 4% 5- 14 D Tt g

O FREHEME (%) [SAT-FI9 i + BREsRsE])

R 3 JR3E
EM (n=4) =" 95.81+2.16 1.67+0.32 97.48+1.92
PM (n=3)"* 79.92+2.39 16.91+2.50 96.83+1.09

6. ﬁ$
CYP2D6 EMEHE AT b EF £ T >~ 40mg X IE60mg % 2SI 1
ARICHEBRE OGS L& &, SR EEIUC X o TZERIC N

oe (%@)&’(@h&‘ﬁ‘ﬂ)

CraclE37% 384 L | Tl TFI2BFRTRAE L 7275, AUCIZ I ZE1ZFR0 H 7
5 72,CYP2D6 EMAEIZ BT % B4 MW BT O R Cld, &
FIZL 2 ConDFAIZI% TH 5 720

(4)

HEDRE R ) OG-8 THIE L7,
8. FHEREREER O MEFEFEE (S1E A TORIE)

CYP2D6 EM® K ANFZE EHIZT M EF L F v 20mg s H A Ok 54
L7z& &, % FF (Child-Pugh Class B) J O£ (Child-Pugh Class C) IF
TEZE BB BT Z B IUBRER & i L CAUCHSR2f5 T 4512
WAL

(RN ERAFELEREDT FEX LT v OEMBEFI T X —F

(AT ME (CV %) 1)

(;:HS";‘;L) Cmax(ng/mL) Tmax (hr) ™! Tz (hr) ™ CL/F (L/hr/kg)

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

18 1) Tmax: Hr S f ()
#2) Tuz: JAF -2 fil (GEPH)

9. CYP2DGEIZFEZENENEEICRITTH

HHEI OPMAEREE A Tld . EMAERER A Z BB L T 2R IRE D AH] O
I MEE AR (Cunee) DI LORE L TE B IRFE D Coness D HIBHE AT 8 > 726

GHENERE A 331 5 BRREHRBM G 2 5567 b EX LT
¥ DIFEYBREFH N T X — & GATT-IHE (WERERCV %)) )

e Cavss Crmax.ss
& S ) ‘max b 2

R (ng/m)/(mfkg) " | (gL (mg/kg>, Trmax (hr) Tiz(hr) | CL/F (L/hr/kg)
EM (n=223) 249(58.5) 667(41.3) 1.00(0.50, 2.00) |356(275) | 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)

TED)RE A 72 ) OFEG 4 THITE L 72
72) Tmax HHHA (107 8=t > £, 90/ 5=+t > b

0
HAR BT, EM#% HI23212 454 L 723 & (UM, EM L OTM™) . IM*”
DAUCO HEAMTFFEIIMEIZEM ™ IR THRLAMESETH o722 B AR
MNZIFUMIE YD 2 0o 720
(HAANCYP2D6 EMMEEEHAIZT b EFtF > 120mg% HEHE %S L7z
LEDT MEF YT L OFEYHEFEN T A — 5 [BHTIME(CV%)])

AUCo- Cumax
T o (hp) 2
R (ug-hr/mL) (ng/mL) Tz (hr)
EM* (n=5) 4.95(39.4) 861(23.3) 3.87(2.85-4.87)
IM* (n=14) 6.96(34.4) 1170(28.9) 4.41(3.04-6.23)

1) # (BEFI2EDWCYP2D6s ) CYP2D6ZBIA Ok A it - THHL 720
T2) Tz SEAI -1t ()

10. EMIEEER
(1) EAEEROZVEH & OHH (in vitroRER)
T FEFET I EREEEOT TV ) FVER. T SA T2 M
YTV T ) o M EEEARGRISEE LY RIS hho T ARk
AL T FEF T o MISEREREAFICHEE K féttﬁ‘oto
AFINT =7 — FEOHANEATORIE)
CYP2D6 EMMEERAIZ A F )V 7 = =5 — 60mg% 1 H 1[5 H [ 1
BH L. 7 bEXEF 60mg#x 3. 4,50 HIZ1H20E3H MFEIH 5 L
FEE T REFEFLVERAF VT2 F— FOBEHICE D AF VT =
=7 b HAME LR 6 N7z O O A - LRI I ~ o> 5
BIHETR L o7,
() MAHILT 2 E—IL&DHA (SLE A TOREHE)
CYP2D6 EM{EEEH ALIZ 7 b+ €%+ F > 80mg# 1 H 1AK% 5B
DEFIRFET, PV T ¥ E—N200ugs WAFLG L7z & 7 M EX L
F v EWAT VTS = VHEEIC & D DA CNIILE A~ D 5SS 7RO
SNTD DT R TH o707 bMEF YT VHEET ROIEERET TRA
TN T 5 E— I E RS LS ORI L L o 7o,
(4) LT 2 E—IVEIRNIES & O (SR A TORE)
CYP2D6 EMEEEHAIZB VT T b EF 1T >~ 60mg 1 H 2[5 H %
55 L v 74 £ — )V %1, 3.5 H HIZ5ug/min D it # C2REH 2> 15
THEIRNFE G- L7z & X V7 % F— VERIR I 5\ R R 2 O30

ORI M % & € O I 2L I B 5853800 H 7z,

)
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(5) CYP2D6FEEH| & OB (SHE AN TORHE)
CYP2D6 EMO R A2 /8T F £ F > 20mg% 1 H 114X 1% 51
SEWIRET, 7 M EX L F 20mgH 1 H2M SERIIHR G Lz & & /8
Ot F v EOBFRICL ) EFIREICBIZT FEF LT ¥ DCunlk
UAUCIEZNZNR3.568 K 6.5 18I L . €0 & ol i
CYP2D6 PMEHEIK A IZAA & HAIPE G L7z & & Ol P s & FARE
Tho2,
(7 b EFtF VBRI STXLF v ERES L2 E0T PEF LT
Y DOEYBRE ST A — 5 (RN TR EIH) )

AUCo12
(ug-hr/mL) Crmax (ng/mL) Tz (hr)
7 bEFtF v HH (n=21) 0.77 173 3.92
/3u k£ P (n=14) 5.01 612 10.0

CYP2D6 EMMEMHER AL 7 v+ * 1 F > (EHNRKFR) 60mg# 1H1H
TTH MBS WI220meg#x 1H 114 H B#%5- H%1220mg1 H 11H]
L7 MEFLT (10045, T5mg) 1H 2 % 15 H %5 L7- & & EM
WERETIE, 7 VA X2 F 20T 5 2 L& ) PMBEBRE 2TV T
b EF LT v OIS RIREEARED H 7z,
(6) BOpHICHE T 2EE & OHE GHE A TORE)
CYP2D6 EMEHEHAIZT b EF LT > 40mgH Ak 3% 55, 5 5\ id
F X T 7= N80mg I < 7 F 7 AT IV 3 = AKERALH20mLE
BEHFS- U728 &7 P EX LT OEYFHFHRIIZELL 0o 72,
M) 347 LEDOHAGEATDORE)
CYP2D6 PMIEEERAIZT b EF £ F > 60mg# 1H2[AI12 H M 4% 5%
L .CYP3AADILE TH %I ¥V T Lbmgk HIAFEI# G L7 X, 34
5 LD Coax b AUCo- IR 16 % 1M L 72 W BR E N A B & E N2 b 0T
Holze
(8) T&/—ILEDHEHNEANTORE)
CYP2D6 EM/& 1% A % (°CYP2D6 PMIEHEIK A7 b EF £ F &~
40mg# 1H 2[5 H MR #% 5% L, =4 / — ) 2.0mL/kg (0.6mg/kg) % H[Al
RS- L7z b & R A — v EESE A 27 RS oREh
BILY )= VORIER%Z 7 M EFLF AIHGEROIRIE D L 25720
11. QTS 2 EA (SHE A TORE)
CYP2D6 PMfEFEE A (13161) 12, 7 M E X & F »20mg, 7 b EF L F
60mg. 7' 7 AR E ZNENLH2E KRG EF o 70F4 3 v
400mg (P Akt HE) BEERE 9% 5-0 4] 7 0 2+ — /N — DtQTHRER 2 1T - 720
MA7 MEFLF VEEDO_EFIEND TN ICQTMRFE (B %2 —5 &
BIoN—=2T A H 5 OQTHIIRE LR % IR A E. M & — 3 S 72—
AT A 6 ORRBEIFZAVE R (G S ORI X 598 % [ 5 A B
H B X} R OB } IR AR & T 2IRERRET VIS L
DL 72) OER AT SN 7=A%, B R M THE S 2 i i LS
BWTLT7 MEFEF U OQTchFEIZN§ 25837 T bR E ik L TR
RIICEFR DD 5 ETlE A h o7,
(QTMO B i % — B &R 72N— A F A ¥ H 5 DEALRED TN TG
TR EDEDFERME)

e 5t 7“:7va&‘& D
(hr) [90% 15X ] (msec)
7 hEF £ F ¥ 20mgBID 2 0.5(-1.2,2.2]
7 EF T~ 60mgBID 2 4.2[2.5,6.0]
EF 7 0% 2 400mg™! 4 4.8(3.3,6.4]

QTeM: #atE 7V 12 & 2 HHIEQTIH IS

EDEF T 70F9 2 oM PRETTFEL ) HE ZO2OIZQTHIBOIER b 47 4 o 72, QTcF D
EFLTUFHI LTI RREDEE, EF T T UFT D L QMBI L IR H B LGS
NTH Y AR R EMHR O M X 1£0.00395msec/ (ng/mL) & | i 0.0039msec/ (ng/mL) & [
JETH Y .7 JEDPRAE S 7o

) ARFN OGRS N g FEE - e 0ESH,

(5)

ANZFIHT IV (5)

(3%

O/NRAD/HDEE R & U - BRR R A

ENCEmS N EERRBRT S UHRRBEI B EEL AR

PEDIRITII B & 7% o - WEBREIC BT DI T O L BY) TH 5,

1. ZEERSAB?

/NEBAD/HDAEE (61 DL E18RRm) 20t RICEM L2 7T+
Rxf B B E TR LR IS B WO BRI 0SB R E T
% ADHD RS-TVHARGERR (BRI A I 7L TROLEBY T
Holzo

(ADHD RS-IVHAGER (FEEHH) OR—2 5 1 ¥ H 5 Ri&HEHE TO%

L(LYBC#ER) )

) N=ATA Y | BRER 2L o | OBUIRHAXEI™ | pfi
BB | N " - e Il e - e

P | B | T | R | Ty | R R I | (LR | Williams

774K 61| 32.3 9.6 24.2 11.4 -8.1 7.1
ATX 0.5| 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:RRDOH REFOREGE ATX: 7 b EF v F » (Bl O HAL: mg/kg/H)
* pfi (F- ) 12 WilliamsHsE 12 20 S S S 7z,

=R OEEX MG N— 27 4 ¥ & 0L B HEER LT 2 /0B E 7TV AW THRGHEE 7T
AR ORI ED S E .

2. REpMie 5 =6
/NEADHDER (65 18K A ) 2 X RIZFEML 727 7 A%
B EE R BGEER L 2 T L7/ NEBE 2 SUICE L 7K
WIRkBE G- BRIC BT A RIMEOFHIIR % TH HADHD RSIV
HAGERR (R A I T ORI TEDOEB) TH o7,
(ADHD RS-IV H AFEN (B AR ) # A 2 7 OfEF (LYDARER) )

Jim(A) N Py {2

0 228 22.2 104

0.5 221 21.7 102

1 204 19.7 9.8
206 16.4 9.6

6 169 14.8 9.6

12 146 12.7 8.4

24 104 10.7 7.5

36 62 10.6 8.1

48 11 12.5 6.6

N iR K O AT S G 8 F >3 B 5
3. EANICH T2 —EEHRRER ()Y

HHE O /NEAD/HDEE (87 LA L1858 i) % X RICFERM L 72
77 AR BRI R R GBI BV TR RO FHER
ECTdH HADHD RS- IV-Parent:Invie 22 7 I3 TERDE LD
THo7z0

(ADHD RS-IV-Parent:Inv® N— 2 J 1 ¥ H b B £ ToOEAL

(LYAC#E) )

S N=2AF4 ARG 2tk pfi*
B | N . — -
Ty | R Ty R | P | i

7I4F | 83| 383 8.9 32.5 13.8 -5.8 10.9

ATX 05 | 43 | 402 9.6 30.3 15.2 -9.9 14.6

ATX 12 | 84| 392 9.2 25.5 13.8 -13.6 14.0 <0.001
ATX 18 | 82| 397 8.7 26.2 14.8 -135 14.5 <0.001

NR DN REMOIEGE  ATX: 7 b EF £ F > (Bl HAL mg/kg/H)

* pliiE BRI A #5255 CYP2D6 e & BIK N — A T 1 ¥ & W& & § 5 I HATE 7V Ofi/h =
TP T T 7 1R L OREIC £ 0 55 L Dunnett® J5ik & i CE R T L 72,

OB AAD/HDEE 23R & U 7-ERRAERKE
1. ZEERHARY
BAADHDEF 18 LA R) 2 X RUICERM L 7277 LR R EH
TREE R L EGRBR I B W CUE RO R R T d 5 CAARS-inv:
SVAD/HDJERIE AT TITTEDEBY THo72,
(CAARS-inv:SV AD/HDIEIRFEA 27 D=2 5 4 ¥ h SRk BlgK T

DAL (LYEE#ER) )
R—= AT 1 > s TEAd i AL 95 % 15 HEIX [
psm | N |SDAT A | R 53 s 7~of‘¢§ff’ﬂ ol
Ty | B | P | RS | P | RS fEHTR | FE LR
77K (195 33.9 7.5 25.1 11.2 -8.8 9.6
ATX 191| 33.2 7.8 18.9 10.2 -14.3 10.4 -5.78 | -7.66 -3.91 <0.001

NRR DN GG OFERE ATX: 7 FEF £ T~
* pfl R OGNS 3 58 E 2 EH N — 2T A v &R &3 A5 T E T vici o S sz,



ANZFIHTRIV (6)

2. REAMKGEHE SR
B NADHDEE (18 DL 1) 3 RICFEM L 727" LR E
BRI % 52 T L7288 % P RSN L 7= R EIkbk
SR BRIZ BT AR ORI R E TH 5 CAARS-inv:SV AD/
HDIERARA I 7 ORI TERO LB TH o7z,
(CAARS-inv: SV AD/HDJERFE A T 7 DR (LYEK#HER) )

(A7) N ) PR {2
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 R O BT b R i 111 %
LYEK#E: O i BR B 415 2 (LYEERBR C 0 1038 M 5 1) & 5-00 H & L7z

[€3B-31)
1. ZEIBEH
(1) £/ 73 VB AHBAEMEA (in vitro)”
AFNLT Y MR F TRV —2~D VT FLFY YHY A
AEFEIICHE L7 (Kii4.4ToM) o KHIO / V7 FLF Y »
B AARHEEMIZET b= 2 RO R8I VLY AR LENE
JHIZ HR80R5 A ESBIRAI T D o 720 7 B BHNT KRR 5%
WEZERIZITE A B ERE 20572,
T/ 73R AHKBEEIER (in vivo)®
RENIMBEFICLD VT FLF ) U B EHEL R
(EDs»:2.5mg/kg, p.o.). 0 M= UfiEICH L TiFIFE AL
TER AR RE R dro 72,
MBS T/ 7 3 VIEBEICRIETEE (in vivo)®
ARENIFTARTEFIC BT A /U7 L) RO RR3 Ol
YV & A B B S 27225 (0.3~3mg/kg, i.p.) #EARR M
LSBT DM BX I VIR IIREE RUT S e h o,
2. 1ER#%F
BRI B 2 AEICIHRE RO ) VT FLF) v b v
AR—=F =139 B BIRHEIEH DS LT\ 5 2 LA
BEMEE LCIZEASN D000 WiELET IR TH S,

(B2 1CBEd 2 IB{L¥MFR)

—f4a 7 b EF LT CHEHEE (JAN)

Atomoxetine Hydrochloride
ez (3R)-N-Methyl-3- (2-methylphenoxy) -3-phenylpropan-1-

amine monohydrochloride
Ha:

H
o o,
NN
0 N
CHs

PN Ci:H2NO-HC1
s 291.82
%ok FHEORFLIILT, A8 —MET R 18 7 — )1 (99.5)

[ZRRIET R CIKIZRRIETIZ v,
SrBCAREL 3.8(1-F 2 &/ — )V =A%)
(2]
# 72 VHl bmg 1140 41 7 IVPTP (1474 7))V X 10)
# 72 V#Hl 10mg:140 4 7L VPTP (147 7+ X 10)
# 7 VHl 25mg:140 41 7L IVPTP (147 74 )L X 10)
# 72 VHl 40mg:140 4 7 IVPTP (147 7+ X 10)

(6)

[(EEXE R XEEKE]"

1) L& £ Analysis of the Changes in Hemodynamic Parameters
of Blood Pressure and Heart Rate Associated with Atomoxetine
Treatment in Pediatric and Adult Patients with ADHD in
Clinical Trials and in Healthy Adult Subjects who are CYP-2D6
Poor Metabolizers

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

3) A& EL/NTADMDEF 0 % 5§ WA EHIRk a5 B R U8R

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

5) AENEE: BNADHDEE 33 2 S MAREHIR S 7' 7 R B
HEMRILEHER

6) FEPNEE: B ANAD/HDEE 0 % 5 AR Rk Sedk 5 B R U8R

) ANERE T 3 R AR BHECEH OGS

8) Bymaster, F. P. et al.:Neuropsychopharmacology, 27, 699
(2002)
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