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of ok AAst wAgel ool 19 18] A7 =@ + Utk of % 19 13 Fofst9g @ @
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- 70 kg AF7AA L Lokl HEF §F

of ok 19 % oF 0.5 mghkgel £OE Aol Bk Az S UAA wg D Uebdel w
g g9e WAReR 45477 A Aad® 79 TE fASCE @tk A4 47 sFe o
1.omg/kg/dayolth. (@Ae] AF g AEHE of o Fpol wet thE) 1.2 mgkgldayRet £ §F
NA F7HHQ o5 YFHA wekth zoflA 1Y F §FO2 limgkg EE 100mge ZHs)A
= qhEnh
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- 420 2 70 kg AFS 2HsteE kot e &F

o] oo 19 & of 40mgo.z Al Zsof Frh Hx £ oA we @ oo weh fee o
Aoz FeAT 7] A Hag 797 A& F 3tk A4 44 S 80mgolw FEI ukS L 1
o]A &&= F}AEMNAE 2~4 F T H 100 mg7tA FFE 5 JTH
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ZE=z9] 717]% %o} (Child-Pugh Class B)7} Jd= 3o aiMe, 7] £F 2 EF £ S 54
7l §e] 50%2 ZaAlAck @tk FFo| 11759 (Child-Pugh Class O7F Q& Fabol is)Al
w27 8RS SR 8w %MOJ Fo] 25%7Hx) A A ek
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oF 2 AFelA, ADHD A5 dwupgt o o2 X5 3ok 3t=AE AN F= F&3 5
Ae AT 28y dukd o2 ADHDO| k&S A Xme FHAs 71t 5 HO& Z oF gtk
AolE ottt OgdE BFsta, o g AR 7t T AEIIVIE ARG oAb, 7247
Ao sl oF=o AT AHEY] &S FUIHOE AHIL dfof Tt

© 1d & &% U3 ¥ AARe= HI7t HA &gk

-CYP2D6 73 A sfjA|2te] B &ol gk &5 =4

CYP2D6 73 A3l A|(of|; paroxetine, fluoxetine ¥ quinidine)E Fo w2 70kg A F7FA] 2] AoloA,
o] oF2 0.5mg/kg/day® AlZ}afof dtal, 45 Fol|k FAto]l MAEHA o, 7] &7 Wekdol £
< Ao, B3 &3 1.2mg/kg/day7tA F#FE ofof F}

CYP2D6 7+ A &f|Al|(<l; paroxetine, fluoxetine @ quinidine)E Fof W& A<l @ 70kg A= o]Atol
ol MAHA a1, 27] &9

A ZoloAl, o] k& 40mg/dayE Al Z}; sof ki, 4F FTom
Werdol & A5, 8 &3 80mg/day7tA SF = ofoF 7

ol e &% 7w glo]l FW  F 9tk
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ZaEd 5%)] Yol A= olE @ o] o] §lthn=85D). ol# 3 o] AP Aol AH
HolEe 7 ~ 12A19. Fo84 aa+°‘6£5ﬂ°H(ADHD)i A3 AZE v e FAELS A4

>~—|~r

B8 Yo WA EE ofgol U] AFeA RUEYH o} Bt
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5 COIEZAR B8 Fu Fol 3BHATh & BAAANM, T £33

&o) Z7HCRAS] @71 ZULN) 408 el o))k B (g Fxle] ULNe 126fe) o] B)=
shon], Al ok Al AW Foprlol BBH o of efo] b &abe] AAYL AAS FATh

A g A AL F 5L Fol WA F dou), AAA oL FE FH Folx 5

F 5 ostE 4 Qo

AFE A= 7F £400A 38 Ha, Ho]dS B R A= Gt 18y, 4259 Aol A,
A 7213 oFE A™ 3F £4fo] Abdoly 7ol S Qe FAl R HO R oS FIE Fr
ATh

o] efe 3oy 3t &4 AAZ F77F de A AE B S Fasof sy, A EIFHAE
tATh T B4 £ A4S A AFAF HAs s ANY A S == A5
UERSS uf] s ok (e, 72, AL &, 39, 4EF 4ERUQ tenderness) =+

A EA e "SE-FANSA)

=]
2) MAO AAl &84t

] oF-& MAO9 A Al (monoamine oxidase inhibitors) ¢ M &3jA= <tdT)
MAOAAA FoF T8 & Holx 27 o] FofaljAe HeTh wp7IA R o] oF FofF T8 &
25 olylol MAO AAAE FFal= At =9 monoamine F=o ¥FS F+= &34
MAOSAA & W& o, AAstAY &2 XHZHl whgo] AATHE Burt i ag, 44,
R 2A 9, 88 AT 453 WES FRete ASAAA B, AWy EFYEE Held
F AE BEF TR zdste FAAEH H3h. 2 des AgogA JASITEH v FFS
Hol7Z|= 3}, oY Hhg2 o]F ¢FEo] FAl FAHAY ZF3t Fod o Y F QU
3 FA SR A 0 A A FANA o] o AgoR FF 4 Aol FUIEIHORE,
A7 U] e oAl AHEsiAdE LdET
4) AFASFAZZ(ZAAZF)3A}: o] & B AFIFAEFT FA Y AFINFAEFT ¥
AE FANA depded weE FANS st A4S vhgo] HuFEIT. Jg R
AEFHSNET Y AFHASNET BHo] e FAAAIE AHEEIAE G
5 TF AEW A3 S o] 2 YAFHOE FRI Fof e vt TS AFske
7Z9-(of, 9t =15~20 mmHg, 48 =20 bpm) AEi7} o8t Aolgta ddEHE T35 A ==
3 A3 7H A A ARSEIAE o "o
3. T Aol AF3] BAE A.
D &8A w39 7heA: ESEA EAT o] ks Bt FASAA LR, 3 A FF,
Fog7], opy= A~ WhEE e &3 A Whgo] RIE
2) AF 2 Al o] e FxAHJ A o) e OE A4G AR EA: o] oo FeFS
&3 F2ZH AA ool e AotelA 22~ Aol RuE Q. vlE AZgE F2FQ
A ol dRte g R~ A g 1ol SV = YA o] o2 A FERAHR AA
old& 712l &otolAlE FE JFA I ARGk st AR A&} Aol E aloF ot
) AdBA | A= I o] & Foste dFe FAEL e Auks F7HE <10 bpm)
/s d S7HE < SmmHE AE AT 7w sl ojefd wste QdHo=




ZFaaA 9. o e wEY, NW, AARAY Tr HIRAue] DAY o] g Ee
ko] gl 3] 71ze] Wwol okakd = At BAeIA Folste] Agsiok Bk e
AR Hzot B Aol oF 5-10%0H YFHOE FaF AR(=20 bpmEE FH(=15~20
mmHg)e] %718 A PsHAT (Table 1. L 2. b AL Folshn 2 2 F2), Y3so=
298 4% 5Ae FAsI] 98, o] of ol A, g% WA A YL Foldhs Fob Al
YL Hr1H oz Yok Ak
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Z0 S A0 FU S8 AT 0E
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TR E R I E S I E B (R E EE
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a QA PFARZE F BAES wEE BT Ao AR
o] g Fofst: ok /IYH APl BIHULh o] ke APY &elo] F F Qe W E:
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D 93Ad 48 - ol e 93 arolA o daA4YF5 3 NADHD)E /17 53823 €] ZoF o
100739) 4elolA %ol Hich. ADHDS] 44 A@ 713t B, 162589 B2k 1 o) ¢ 1elw
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[e]

A MR F Y ol AAlolA BHEE DAL WIsHA gk

O 28 Aatel A3, o] oS Fof W JdF FAS5LS A5 27| AFH A BFolA
ARZAAES UEHHRITE A2 o] ko2 X5 & W2 S, A7 X5 A AFTH AZS571H9
Z7|1A3E o] &, AAA dg OFAA dSHE B A% S

O &0t 4 AFAA o] Bhgo = % A5 THo U

Aofe] 9o thx F4 AZANA, o] o T 3.0%(48/1613) ¥ #1oF T2 1.4% (13/945)7}
olAHlS- o7 ¢la) XNBE FUd AUt E AFoA (open-label AT A7 AT £3)),
extensive metabolizer (EM)32}2] 6.3%2} poor metabolizer (PM)E-A}2] 11.2%7} o]/ HE-g&-°0 2 <13)
A5E THsAT o] oS Fo g A F, 1W o]io] HFIAH0.3%, N=5), ZH(0.3%, N=b),
FA440.2%, N=4), 79(0.2%, N=4), 7TE(0.2%, N=4), B-%(0.2%, N=4), ¥H](0.1%, N=2), 3 Z(0.1%,
N=2), vl =72(0.1%, N=2) 283 F5(0.1%, N=2)2.& X 5& T3t

O &=

o] oF& Al Aol TAANE fe Lof Aol WA HJ S EE o] RSN AAH R
H7 E A sk 48 A ZE O A B Wt A% 10416 ~ 16412 Aof
0.2%(12/5073) A R = AT o] U7dolAl Tzfol] thdk 9P A2 extensive metabolizer7}
0.2%(11/4741D) wI3] poor metabolizer= 0.3%(1/293)°] i T}.

O &0t 54 9oF thx AFolA, dutd oz AZEE= o) g

A= BEEHA Fa, o] ¢F BHEA ity oz AFFHE o] vE2% v I oY

WA E)-& Table 29 YetWth 19 23 &HEID)F 1¥ 13 &H@QD)ol gt 2 3= Table 3¢
141%9— Aestn M2 g o o Fof BAdA 744 duidoz #AFHE o4 WHSBD
= QD £HAA, 5% £ I oA HAET Holx ek 2ue dAE)S AzlEHYE T,

TE, 9, 4845, BEF, Y Solth(Table 2 ¥ 3 F),
ANREE R R GHNDE FHH o BT Aot 2o} el of 5-10%7F YyHoR

A
F83% Aur(=20 bpm) == H(=15~20 mmHg)e] F7HE 4 Pk
Iebﬁé: A-0t2] SEME1SFERANNA 0] 2 FHH BN LEE 22 LIEILE Al R-24¢ 0]
o irs
|AHEESE 20E 0| HrEe| BEAFH|E(%H)
OFESHE ==t
(N=1597) (N=934)
RFE 0
=En 18 10
IE 11 G
4 10 g
Mol
oz 8 3
pIIS] [ 3
7IH5}R 22 RIRHIS 2 1
2 MHInvestigations)
HE dx el i]
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EE 19 15
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2% °1’FA RuFERoH, ARy HAY 22 HER By o] dHlsL A% E EHF (27
EWF, T7]|EHS 3ol o3 JFdE BA FAT BFAZHOE {3 SHNSAAE
BRI o] 4ws& VIHESolth
b 552 A% 5% 5%, A9 B, BF EHL, FER EHRLES g
c 9L A, EH9& g
Ie:bﬁ 3 A0k2] S2EMENSFEREHAM 0] ZFEHH 2 UEEE o2 LIEHL= R 2-2-2 0]
= BID EHHA E0F 0|& BrE2] Ex}|OD ESHHA E0F 0] &FHEE 2| Ex}
0] & g9rs = o = o
HI Z(%) HI & (%)
OFE =S C; GFESHE o
(N=715) (N=434) (N=882) {N=500)
STE Y
=2E2 17 13 18 7
FE 11 8 1 4
= 7 B 13 4
Hy|e b 1 1 0
EMO| A
i B 4 ) 2
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N Z2=2(meod swi 5 o ; 1
ngs)©
a BE5S AE BF EF, A9 EAE, BE EIY, AER BEALS 2T
b W)= Breslow-Day teste] SAIZ fFolddd SFHA= EAAT Fedhd 7teido] Jem=z
B o] E-2tol| 3
c 7% 58 005—?%01]/3 Breslow-Day testo] EA12 FoAd FZHA = LAAT prs
0.10] 3} A Th(7g &F

4o} CYP2D6 Poor metabolizer(PM) 3+x12] H 4 2% oA 2HAAEQ, CYP2D6 extensive
metabolizer(EM) X}l vlsle] PM &}l Al FASHSZ {Fo5tA o WIS o] duk-g2 o3

Fdges
EHZ(PMse] 11%, EMse] 6%); A% Z4(PMse] 7%, EMse] 4%); HBI(PMse] 7%, EMse] 4%);
221(PMs®] 7% EMs®| 4%), E H(PMs®] 5%, EMs®] 1%); Z3HPMse] 4%, EMse] 2%); F7]
EHZ(PMse] 3%, EMs9| 1%); A=A(PMse] 3%, EMse] 1%); XA (PMse] 3%, EMs¢] 1%); o] &
oo kol A ZA(PMse] 2%, EMse] 1%); 5& Ati(PMse] 2%, EMse] 1%); A (PMse] 4%, EMs2)
2%) 1922 O 898 X233 th &, F8E, ¢35, 2% V8, B4
3 AAe YF AR
O A9 Qe dlx FA AgelA o) vkg wiEd X85 THAS 49, 1 9

g

Aol A, 11.3%61/54D9] o] of T3} 3.0%(12/405)¢] $efxto] o4&
i TEEAT. o] ofF Fof &4 F, 198 ool =H3(0.9%, N=5); 7-4(0.9%,
N=5); $%5(0.6%, N=3); I =(0.6%, N=3); &<2H0.4%, N=2); &7 F7(0.4%, N=2), 7|35 2(0.4%, N=2);
A7 A0.9%, N=2), FZA™H0.4%, N=2 0.7%, N=2); 2 = A7F0.4%, N=2)& X855 FE3ATH
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B 5 ZAE K] °F, N=943; 9]°F, N=869)

g & A4 &A 75 ZAR ] oF, N=754; 9], N=691)

CYP2D6 Poor metabolizer(PM) &-x}2] #H A 2% oA A=, CYP2D6 extensive metabolizer(EM)
ZhAtoll mlste] PM3HALAl BASHH o2 FolstA o Wt o] dukgd tha 2

Aloks H(PMse] 4%, EMsel 1%); 7731 2=(PMse] 35%, EMsel 17%); ¥ HI(PMse] 11%, EMs®| 7%);
2178 ARI(PMs®] 5% EMs®| 2%); 21 8-7+4-(PMs®] 23%, EMs®] 15%); 1 (PMs®] 5%, EMs®] 1%);
EHZ(PMs2] 19%, EMse] 11%); <=4 ©](PMs2] 7%, EMse] 3%); 571 EHZ5(PMse] 5%, EMsQ]
3%);, E7] BEWF(PMse 3%, EMs®] 1%); =4 /F(PMse] 6%, EMs®| 1%); &7] Zef(PMse] 21%,
EMs¢] 9%); AFA 7N (PMse] 6%, EMse] 2%); thgt5(PMse] 15%, EMse] 7%); &3t (PMse] 3%,
EMse] 1%)

O w4 o elge] 47]% gl o] oke BB BxjelAlA 7)ol £4¢ FE Ao Yeit
5, A9 9 AR MSkE o Ag} BAge] AR Ty YE RRoln SWUF T8
ast7] wEel, thRRel YAl F BrEA Btk debd AFehol AFHo] Yt
SAGH AAAT ABS TAES B AA BAEFRG WA SAHUL 5 Uk Table 4o
Aokt zAFolA o] of Fol BAe] Ha 2% o4 BHIE AH o4 wee] WAEo] YEh gl

I3}
of ofz} BAR A% Al 2Al el HAsA & BelE AFE gk o) o AL BAD
)% Aole) 984S Agar) Br) WEY] WEl, oA olH @ o4 Wl tls) Hr)Hew

H BT &olE HOE YPAFE AN A3 ERAY BEBANA I oT ehp




0.01~0.35 mg/kg/| 0.36~0.85 ma/ka/ ;%ngm
0] 2F S0{H| RS LA 0] & EbS s e ay
2= = N=48 H
n(%) ni%) (%)
%gfg&iggam LIEFLH 13| 0] &2] 0 &F EFE 15 (20.41) 22 (40.74) g? (583
=E£ 0o 0o 1(2.08)
HEHE 0o 5 (0.26) 4(8.33)
EL 00 00 1(2.08)
=a =0t 00 1(1.85) 0(0)
X 2(3.82) 2(3.70) 6 (12.50)
=) 1(1.96) 1(1.88) 0(0)
£4H 0o 1(1.85) 0 (0)
M 00 00 1(2.08)
Ihs S 0io 00 1(2.08)
EEE] 00 00 1(2.08)
HH| 0o 1(1.85) 0 (0)
= 1(1.96) 4(7.41) 6 (12.50)
EN[ELES 00 00 1(2.08)
FHAAEE 1(1.96) 0(0) 0 (0)
At 0o 00y 2 (4.17)
HAEHS 1(1.96) 3 (5.56) 0 (0)
ABHEEF 0o 1(1.85) 0 (0)
U E 00 00 1(2.08)
] Eof 0o 0 1(2.08)
i = 2(392) 0(0) 0 (0)
EZ 00 00 1(2.08)
o= ()] 1(1.85) 0(0)
TE 0o 2 (3.70) 2(417)
EE 00 1(1.85) 0 (0)
ENE 0(0) 1(1.85) 0(0)
= 2(392) 2370 4(8.33)
EFE I 00 00 1(2.08)
FEEE 3(5.88) 4(741) 2(4.17)
29 2(392) 3 (5.56) 2(4.17)
o= 00 1(1.85) 0(0)
JEAHEY oo L) 1(2.08)
EE 0o 1(1.85) 0(0)
HE 0o 00 1(2.08)
ST 1(1.96) 00 0 (0)
JUEEIHE 1(1.98) 0(0) 0
WEMNT 0o 0o 1(2.08)
=E 1(1.96) 00 1(2.08)
SHIEH 00 00 1(2.08)
H I 4(7.84) 00y 1(2.08)
E8 (0] 1(1.85) 4(8.33)
El 1(1.96) 00 1(2.08)
g 00 1(1.85) 0 (0)
HE EEIA LY R {)] 1(1.85) 1(2.08)
== 1(1.96) 00 1(2.08)
FE 7 (392) 0(0) 1(2.08)
HEd 1(1.96) 1(1.85) 0(0)
5) lstol Ao A F A8 A
oo Al 3 o] dHEE2 o] ¢k X5} A AR Aol e AR HIAHFI oA o]
oke] A% A Y ddel fTh ALH Hude FAE nAPTY o] olgeEe
Aol ARl A S5 olHoh
- AE3A: QT A, A4, dolx 4
- AAlo)4: 71H
- AAA o) AR, aofolA e ztold: o3zt ¥
- A4l ol T L% VR, B AAWGE S 23D, 22, AATE A, 34, F14,
4AH B
- 2z B2 AE E U F RuEdY AE $ 3z AgE Aol EAY @A) o)
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ol
el
D)
5
Iy}

S B oox oy oY § o & P10 o M ooy wE & e ol

o
N

JARE 1 o] ofe] A7) Aol theh Eyp=(a] ZobollAl 95 o4 B AlelA 105 <))
FA iz AlgelA AAH oz H7FE A XA w2k, o] ofs dAste Agshrle AAT

ot27

o)Ak, Zh Bkl hs) kR A7) Aol HEHS JIER AMToE Bt

D FF ARl e SN 9 247 Qe BAY AT ol %o A8 F £F == £FY
AT EET AT APl B 5 Atk o) o) B F WYV £3F = EFY ovass

of ool oMo WAYEA TR AL FITYFNR AT AAA BYHY &

otk o] ofe] ANmE AFsY] Aol BAL 23 % 239 A BE AFHT gL FFA

ool 93 Q4o ts] AAstA AP ojof )

6. A3E A&

D o] ool d&FS = &

O MAOYAA : o] ¢k MAO
e

rr

12 o>

} & =}
AA et AHEA = T (AR FYAE 2. v SRl =

o

~—

[e)
Fosia & A 3 Fu
O CYP2D6 A &4l (HHAANZEDANGSFAASSREs, ZFSAE, gZA48), AYd, 8H=2843) :
o] oF2 CYP2D6 2ol o8] F= 4-3s|=FAolERAd o2 thAE T CYP2D6 Extensive
metabolizer¢! A5 CYP2D62] &3k A sfjAlo] =% A, CYP2D6 Poor metabolizeroil Al
HZE = A FAG AE7A] olEFARY FAFAH dFsEE SUHAKIT EA "oy
ZFSME S Foke extensive metabolizer= olEEAME GEFEATFET olEEA®EL AUCTH
6~81l, Css, max7} ¢F 3~48] © =t} In vitro Al g el A, CYP2D6 poor metabolizerol] o gk
Cytochrome P450 A 3jAle] HE&Fd= o] ¢ko] A FEE FVIAIIA &2 Aolgtes AS
A ALstA . CYP2D6 A Al & A Fostal v kol disiAe o] o9 &3 44139
GAHoZ F7HAE vt th
O AREHE o] oF2 AREE A A Uigh Zgo] FsE F Joern=z 7879
AREE(EE 7]E beta2 E5ADS 5 Fo e A4 FAGHT == =
Stpo| Al Folste] Fodfof gt A4l Fod AREE(FAIZES 6004 g 1v)> Aubsa dete
SIS FE3%T o] 298 olEEARGYELL 60mg 1Y 23] Fo)ol| 93 FUE AHElEH
OLEEAEIY %x7] HEEA i) 7pA Fr el olEEAE Y extensive metabolizer

2
N
o
e




SfAol AUE ASE & AFADNA AREE £z FAF00.9o T& B} A5
g aee AuEclel vaste] QdHoR Fo5hA WL HEBARC W] W EEIGUF
80mg 1% 25 Fal)ol o) Z7}ahA] RATh. AREHEG0 £l ThE FY ol Autse
SLEZA RIS Folol Al fAFT

O o] ¢fo] QT AN & Q= h{(oﬂ A74e) $hA, class [ASH I G54 A, 5 A FZAA,
o2 zzuold, WAE WMERA, A8 G, PF T Azl D)ol deld BEEL

oF7| Al 7] oFE(d. EolA = O]J‘ixﬂ) T CYP2D6 SAA e §A T A QT H4 A%el ot

APS A2 F7MAZE F UTh

O o] of2 W&o tigk AAA PES 7HA Aot B X E FFE AR IH7 oF=(d.

GoeA, AAolgA, HEZ2A, Fxaye == EgnE)d HEEY A Fo7t Fesih

O 1EPAEA ¢ A

o] ¢f2 ot FEFES W AF JQoBE, THAXEA L FYFSA(A. =R, ERER) =

s S7HIAE F e e GEH A AEStE S Fostd Agslof g

O 2otegddd d&FS v &= oFFE  m2otudddd FFES vA= =2 o] 7 H¥E

FoAA 3712 e Aed o] 289 JhsAdol dermg FosA ALEsok dtt o]Hd R

ow] Z g} ¥l (imipramine), Hlz}ZAl(venlafaxine)® HEfA}d(mirtazapine)? 22 &4 =& T8

AAA] wEAdHEH e sdozyo] 3T

O 919 pHell &S "X &= & : 99 pHE FsA7le Ee(4sint v /548 S # vl F,

e ZgtE)S o] ofo] AA o] GE FFES PAA Lt

O @4 ool ZetA Adste ke - A8F w59 o] o 7|g & AgHo] 2 FES

o] &3t In vitro ¢FE A& APS FASATE S, oA g AL AUESR 9 tolAFE

o] ofe] Abgl HEWlo] g Aol FFS WX A Fshth o9} wiRIIAE, o] o o] 7 oFE 9

At o ERlel gk Aol FEFE mX A okt

2) o] ¢fo] OE & FFE & F v 5L

O Cytochrome P450 &4 : o] ¢k2 CYP1A2, CYP3A, CYP2D6, CYP2C9 5 Cytochrome P450 E4 &

AEGHoE Fo3t Al EE AEE 27A FAUTH

7. AR B iRl gk Fo

D o] ko] R ik Adsta 2 #ed A= Aok o] & AR o] 5] gotol| Wik

DA A 9L A Al o} o =)

A4l vjoHEjol W, B9 e E4F 3 3Ey #Yste] AFAE me HE f3 AEs

VER A & okt

2) HEA] o] ¢ Y/mEE I hAES FFoE FHIEHITH o] oFo] AR fFFoE EHHEA
T dE AR FAUth o] ofo FoAe FH/H7IZE Fetel= o g

8. &otol] g Fo

D 64 mIREe] Aofel] tigh o] oFe] HHAF FAREAHS FHEA Itk wEkA o] of2 64 mIREE

Zeotoll Al Abgsi A= hE T

2) 97 o] o] FoolA o] ofo] A} 1d o] Fofo A o] ofeo kA AAH R Hrid

v itk

9. 1A g Fo

DA TR o] k] MR F BT FHEA FUTH

10. &4 2 71A AHE-sE e v A=

< 4 7] ] PEL S vX= FEFol i NP FHHA Fodoh o] o YFrRTh

FAoE A o] F7hatAdal, 4of Shatel] tiafA«= fofr T 7|H WA So] FUHSHAT
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)
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N
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jeies
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11. 4344 A

A71AQ0 A@A2 Arbe= askA gt

CYP2D6 tjA}- CYP2D6 poor metabolizer AHPMs)= extensive metabolizer AHEMs)ol| H] 3],

Fozl o] of &&Fofl thal 10u] &2 AUCS 5v & 93 55 Yehdoh Z7kA =919 oF 7%7}

PMsoltt. A@4dA HAb= CYP2D6 PMsE 7t =t &3tttk PMsoll A9 o] ofo] EF w5+

CYP2D69] 7= AafjAel o3 5 5= ARSI PMsolAl o] ¢F9] £ FFETEE

O WA ES EUTAEAFS FYAR 4. o] dwks 3 Fx).

12. B FAA Y AHA

D o] ofF #F Foo gk o AE 2 Aotk Al F AL A o] of H4A e o E
2

rr

AL 7IAE 22 W Fost==x A=) of .

EHA RauE 4L 9% 34, =9, oAHE, BH, vANH 19t AYP e 22=
Bt AEA F5E 2l AA S F&ste S4Y A3, dhds, 534,
TAARE RuFch g Bge A5 WA T80 dutdolx] FA N QTA%
Wkt gy 7k e AFAv)s HIltE RaEdT

2) g T A= 7|25 ok gvh HAS T4 L BEH X9 3 AR 4 &
AL BUEHP S ARt Fo A5egd HMHo] Ho¥ & It F5E A3 A
oFgeto] {8 £= QUth o] 92 @l AFgo] Formz ML {8314 S Zlo|th

o
o, S HolA Tt HENM Ho) §FL mg/m2 V|FLE, Lot Y

7HA 24zt B S S
a4l &5 Z+zt oF 8 2 SHiith 22 &AM HMES A F o] ofo] AUCE UA ot
A &FS T3 x| 742k oF 1.8ull(extensive metabolizer) 2 0.28](poor metabolizer) i th.

KeX
ohg-2eol] Fold Ha S mgm2 £ VIEo=, 2okl 4Rle] A thet Ho) 87| 247 of

LA o Aol Hg7] DNAZAE A9, vhg-2=ol4 2] in vivo 431

Sdwe] AH(Ames Tesd, in vitro vH9-2 FZE AY, 7 Y2E 9
% 9 E
NPe TS, GAA 4 FF AT 4L etk U, 3% YaHY da

o=}

=

52
o
i
>

~
=

Ol
2L

tARAI Q] N-H
Aol
3 FEHITH &4 o] oF2, HEA mgm2 & 7IFLE, Aol e Hh&=Fe oF 66
57mg/kg/day 744 FARE wf, A H &S FA FUHh

14. AAH 8 A o

D ARlelA F2H9], olF w34, fkT thx= o] ofs} fofe] a3E v F8-7+e4d
=34

Ir
o

HEotES A G4 d S Ames Test, vh-2= HEZF A, F87] DNAZA Al dellA

Ao, o] oke FHA Fe =AY whg AHw Bl gtk

2) 20009 o]l Aob 8 Aol Fole AW Y BE A HADHD)IEASE 120098 o] ge] $&Fo] QY=

e BAOE ANG YN ATFNA o] oF3 AT o AF w: RHFF AHE7

Uehgth kR W 5 39 34 xdshs olF wsolu 24 Wl W@ A= gtk
3

3 RES Aol AT FE A8 ATE ol k3 ;e ol AF YAl X FHA




15. 7] €k

D okgey B4

SFEEARS AP d st gy FEAY vl9 Mg Holn {FAES ANA R, NZEDY
Syl FEAdd AHHoR JFS nA FomA AL olEEARELS g w2z dd
FEA B g2 47 ALEA F4A £ A g8 Arg 288S Yelaoh
OFEEAR S 2719 Fa 4Fs tiARAIZE Atk 4-3EEALEEAY 9 N-t 2w dolEEAY

43 TEANNEENEL s2oluydd 5449 AHANARZA JEENEY 53 58S
UEH AR, ofER ARG 2] AEEY FEAolA ofzte] A 2485 yERATH SHARE
020 4-3|EFAolERA -] F7FE thALE O], Ao ml$ FS FEE -ffﬂ’é‘ﬁ
] & of(extensive metabolizer+= olEEME %2 1%, poor metabolizer+= olEEAE %2 0.1%)
olZ 3t FEA o e FFE AT A E HAT N-t2vdolEFRARS ofEZA R B3|
A3 e oy Z8S yehit o] AS A4 AElol A extensive metabolizers RAE KT o
FE 2, poor metabolizer= BEAAEY 553 TEE A oA &It
olEFZARS AL A=A ok, dHET FEATF oflTh Aol A F2He,
xg o] ofx 99k aHE Hwg F&-7tsA AToA, o & TEAE F2 =3
e #Ho] gldch

olEFARS FHAF A A 54N (ADHD)7F S+ 50007
ATEATE. ADHDO] X5 UojA olEFAES F47] %E 4L 6 ~
HiA, o) WA, YoF = AlgS B SHE3Ao ADHDe| A% 4
Skatel 9)of Fof ghxto] diste] AP el Hlis) AR FEA HA

—

o olEEAE Fo
wate] HrhE AT
o

1Sl AP A2kl A, o =T ADHD4 4% D F4e garsEe doiA gt uls
SAHOR folatA $oetanh Be F2 FHAA AP 0099 Bl @ 19 Ao
Gz AdAACH ARdS AT 34 ol 717} 971 zke] o F WA 9ok BE 4 717D
24 Wee fASEY YolA ohERARY FEAC YFHAL 1d F AT B wge
SLEBA R gk 217} 18.7%9 3L4%ATh 197e] SLERAE Fof ¥, 6719 o EZAES

A& FAg A5 G4 59 FAE T3 } ko m Agg SAE vls] ALY ==
T2 S Aol A7 2% 12%E O AA JEebwth Aofo] thste, A7F X 5o A
LA 87} zk= 7hAoll g F718<0 HUEE s Eo ok 3kt

OlEFARS 1Y 13] Fo ¥ A3 2 2F/ol& AYe T Tyl axF ol 19 13
Fo3k ol EEARS AAEI Frde o3 HriEAS W, 9] ko] Bls|

FoHAAARY Y5 HNADHD) F42e 555 FAFSE ‘IT*’] sHAl O wWo] ZHAAIZATH
SLEEANES Fo)HARARY Y 5HNADHD)}F A Tu v &5 8 E=e TP A ol(Tourette” s
Disorden)7} Q& SAbolA & oF3lr7)1A] ke

T 9 4g #Y A 54N (ADHD)7F = 53689 4l A7t 2719 1073ke] 729 wig, olF+= 4,
Az JFA P TE53AT 60 ~ 120mg/daye] &3 HLANA 1Y€ 23] olEEAHS
FoAstRa, 4 vhEol wet §5FS GAF R SUMAFT. T ARolA olEFARS B HF
SFe o 95 mg/dayith. = A€o A, ADHD 5742 CAARS scaleZ%-E] ADHD Z4F 4ol sl
H7tstd S W, ol EEAMEANA FAASE F9% MAS UEFHAT BJAA T4 A A7)+
ZotoAlA BFEE AR Gtk AdRle tig A7zte] a3 A= FRAHA Ftrh

A7F3F 421 CYP2D6 poor metabolizer(PM) »] A2 Ao 2 QT/QTc A8 AA 3 Ax,
SlEEAE 19 23], 13] 60mg FoAA H AFZ(ASEHAA ek vl A= {7t
2ol & VYERMRA T EZ ol ERAME %E’ﬁ FHFAA L 13] 20mg Fof, &% 13] 60mg




Fol) QTc <HA 0] SKF Z/FsHac.

2) EHH 54

dobo] thE oLEZARE) fFoe HANM fAS T StERARS] FETE 64 v

Zeolell SaIA & B78A sk,

O 4% SIEGAUEL A7 ol £ AL Al B FEAT, V2 A W3
SECmax) £l F oF 1 - 247k #BAG AT ol F olEBA Qe Ar) YA o gL

23] thatel glofAl LhehbE AjQlzk oFzkel Aolo] e} 63% ~ 94%olth. SLEBAEI L 4 Ape}

Aol FAG 5 Aok

o

o)

O &3 ofEEAES FHA Bxsie, @3 oid, F2 ARl JF3H98%) A<
[Saail=g

O A A3k olEEAES FZ Cytochrome P450 2D6 (CYP2D6) &4 7311—3— 53 AA Ass
ot Fag 43 A 43S EFAotERARI Y, o] A& SFFENCE 24HT

4-3|SEA I ERNRL olEENRY F5 595 YERA T %%ﬂiﬂ% 2
=33ty CYP2D6O) s 2 d A=, m®m6%Hﬂ‘”ﬁ¥4%ﬂH%,ﬂﬁﬂ%
Cytochrome P450 &40 9J3] 4-3|=FAolEFA Bl AE & AT, 1 == =gt}
SLEEMNELS X532 & CYP2D6E AdstAY FE3tA &&=
O A AT Fo 3 olEEARS H 24 §E7]& extensive metabolizerol A 3.6A1 3ol ™,
poor metaboliseroll A 21A]7te]t}, olEHEAEH L F2 HoA F=2
4-hydroxyatomoxetine-O-glucuronide®] FejZ wjdH}.
O AZAM-AFPA: o)EEAME o %538t extensive @ poor metabolizersell thate] A& 3 &2F
Ho A APAHE Jepdt
3) v YAAE
O dAg E7A 713 83710 918 S¥FHS T3 o] k= 100mg/kg/day7tA] FH Tt o]
FolA, 370 F DR AFodA BARESEY Aot 249 S7 #EHAY. 459 9

AEH 71dH =5t s FAE ofgF SV moke BA S4S fdete &34 o)d
Fol #HEIJT. oA FFE FA g &F 30mg/kg/day°i\1} 100mg/kg & %S mg/m2E
Fo 2, <A that Ao & oF 23uit}; 100mg/kg/day=S 3t E7| A vAH
4E%ﬁ%ﬂEMli%%W}:LMM]W@1%§M1%o%§%ﬁ}4%ﬂ543§44Qkﬁw
(extensive metabolizer) & 0.48(poor metabolizenN=Z ZAFH At AEE v 105 A(FA) ==
27 A(GZDFH 71 34719 #7715t o] k& 50mg/kg/day7t A (mg/m27]| & o2 H A 8-
oF 6ul) FoRdTh 270 T NS AFolA, A7 AsH AEEC] AU A7 AEE
4= 25mglkg(13mg/kgS o)A E #ZEH T wr| 1057 AFZ) e 25 HA(EZDEH
A7 F<F o] oF& Fo] e HE AFNA, BAAST(EAT it B F=39
E9A3 =3 A o] 40mg/kg/dayol A (mg/m27)1FE o2 H A &2 oF 5uf) BFEHA oL
20mg/kg/dayoll A= #ZE A skt 71BFAF 7] 52 o] S T UHES F3l 150mg/kg/day
(mg/m27]F &2 AA ] gk Hol &7 of 1Th7HA Fo P& ), AHAQ o] FrkgS At
O 443 A3y ssta 9 A4 dge] oigh o] ofe] axE Hristr] 98] ofd HENA A7}
AAHAT AEE A Z7)REAE 109) A7) W, o ¢F 1, 10, 50mg/kg/day(mg/m271&F o &
AA gt H 8o 247zt oF 0.2, 2, 89§ F S Fo AUt d dHEE &%) AFEY
E7 A717H10, 50mg/kg) B4 AAFRY T, o3 FFI A2 410, 50mg/ke)’t =5 A4S,
A (50mg/kg)7t oFt HAaE o, FHieH oY A eHo] ek dFS UATh 50mg/kgol A
Sy A A7I7F A = AT S 1599 (A2 10, 50mg/kg, A 250mg/kg) 30 A ol
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(AUC:, Crex, t1/g‘ BRgtHEEXL T SL2A(H), n=49)

AUC: SAANLRHE 2EESsT 3 MRS E5sE-Al=H0EA
Cmax —Jﬂdao—l—
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W-ge) wel oA B ARY FHEY G 2o

o AgAd 71D 79 T SV, AGE FYAE AAE
- 20 O AdlE ResA 2 A )
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. Q}a]le-%oﬂ 2 & (Pharmacological class): 119 719 &
o FPFE 7| APA A w2duuzd FEAd tE 74E3
A 5 AHZA, 64 ol ZoF 51 A FoY A /AL W FZN(ADHD)2
24 Ad DSM-IVﬂ% E ICD-109] 7hol =zl met AAsfof gt

F27 8%
=k

o BAAKF)ES 7187 ADHD A=A BUIEEA LAWY TA(CIEEADANE) S tzotow 3
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* @A FDA 3 EMA 317He ol ESAH A4 A s

13. 413 A% /M8 2 X8

24 /7YY F 4N (ADHD; Attention deficit hyperactivity disorder)
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22. ¢4 9 % F(Drug product)

221 A7HA Y F7 (FAA, LA, FQIA, HolAd dAFsh= 4+)

o |FAE Rl

222 $AGFE ANFYE

W3 B IANE AR (OpH OHF O 718)
=AY (W Fd=d O 7)) O Azd3/58

O S+A38 O 71849 B 33FAE O E2F/ A% - A9
Yo HYEH 5 WE A

B e/ 43N B AFEDHAA/AATEZANE O A=A/ QA=A E
FEANEANY [ GYRTFANY /GBI A
] *7M 3 O mAEI=AY [ B4 HEAANY [ ESAEAE
(] ¢32E&FAY [ AREA/DINEAANE [ AFEAE [ A O 71t g
g 8Fo] H3E 5 WE AT
* EFAY AN, FLHANE, 2N E, 23EAE
* 7B - mAESITAY, 989 AATAE T
3. et Mo st A=
31. 959 %F9 A
e DMF 5E&¥3E 253
32. A FE A
NEEF NPz £719 e/ 44 3}
= ZA & o T
A7 REANE 2542°C, 60+5%RH W oz A% 0 Qe
7448 40+2°C, 75+5%RH &71(HDPE) / #}(LDPE)
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7. 912 Al E ol nEt A=
. (?:v_]%) ATOMOXETINE TABLETS 5, 10, 25, 40mg
- 3)AH: NIPRO, NIHON GENERIC, DAIICHI SANKYO ESPHA, TOWA, TAKATA Co.
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