=
[
(=
o
-
Q
m
=
o
)
S
0
P
o
oY
wn
o)
a
L
)
Q
=
Sr
0
Y
)
o)
0
o
Q
o
o]
-
Q)
o
-
(e
=
@
@
S
0
<

NECA-C-12-007 HEsa+

ol o ALBYR SOOI

Atomoxetine,
Methylphenidate®| i}

20I2. 7. 15

NEC/\ gazz0z074

National Evidence-based Healthcare Collaborating Agency



ol Axlnjolah

AT

e

=ZIolollA] Atomoxetine, Methylphenidate?| &1}

APAELS

20i2d 5 |15Y

a4 Fed
2024 7¢ 15

Xt HIM XE ¥ ATLYAEYUL AEY
20129 6¥ 4¢

=2

FUAFLYFUO HDN $5Y
20ied 6 8Y

HiM EHF YA
2024 7¢ 15¢

A>uaby Bui3pioqDp]|o) IDIYF|DIH Paspg-2IU3PIng [DUCIIDN



a0
=
N
T
&l
=
iy
o o
0 :
37 B°
= <
e —
5z
il oF)
77 R
"
it T mm
ol wIH_ T
5 =< oY
© iy T
5 8. i
s oy od
2 -
2 ko
& X =)
C —
=
g t =
S Bl
< Mo B
X or do
(=) ~ o
o
%0 T
140 g Mﬁ )
Hmm F3| = 0
[e]
3 I_.. ST =
A o .M Mo
ar o
o KF n Mg
K = S I
g ° .
X0 - nd

National Evidence-based Healthcare Collaborating Agency



National Evidence-based Healthcare Collaborating Agency

= of
o4 - < <
o & =
i) m_n_. Bl ool
®
2 - 3N il
2 i 2r <r
g m_.h i b
2 z Z I
i 2 T T
g T i R
m H_._ uu._; H._:
g = 3
. T FF
= of) ny
2 o o o @
K0 &N
o 8|8 5 K oy E o
2 S |& & R W
& K0 | o ©® RO wl od © i
A o =
r mu !
ol
Kk a0
% =
X <0
Ir
TH
<l
T
=
<
!
—_ ]
J F
ra M
B F|s
. ® | B g
M o
Bd | ko !




fruaby BuiIpioqp]jo) IDIYIPAH PIsDY-dU3PINT [PUCIIDN

10
il
N
H
]
00
g‘é
0>|

foHoll Al Atomoxetine, Methylphenidate2| &1t

QUOEEL oo R i
I A B oottt |
Ll g s 2
LLI. ADHD QL BB e 2
LI.2. ADHDZ QS X[B oo e s 6

2. O TQM o 7
3. G BE s 8
2. MBHGITL G1 BZF v 10
2.1 M8l Mol ADHD X|2 2O TIF HJ oottt I
2.2. Y ADHD X8 HZHT SO I|E o 13
2.2.l. Methylphenidate? =W AZEE GHI|E oo 13
2.2.2. Atomoxetine® ZU HZHH ZOT|Z (i 5

3. I e 16
3L 7= A DDA HIH|F TIAF oo 17
Sl HTEIE M s 18
SR, DO A Gl ME s 18
313, DUO| FEM ITf oo s 19
32 MEL HIAHIE SHDEL e 20
SR FARED ME s 20
322, DU M QI MI s 2l
323, HIE QBIE I i 22
32.4. MEE D0 I EAM .o 23

L 3 e 24
4l I1ZE HAHE SEDE HHIE DA 25
A2 M2 HIHE SO IEN o 28
. LA Bl AR 43
YN TR SO OO RRPRRO 44
B, A At QO e 44

_iV_



Mol Fo|HAATINRISHESEIONNIA Atomoxetine, Methylphenidate2| 1}
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H 42 HZT MYE 2O EM (ALOMOXELINE) rrererrerrrerrrremrmsrissnsssssssessssssssssssssessssees 3|
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13 Xt
dE i 7|1EY HAN IS 2%t 9z5J|aWIF (Using Existing Suystematic
Reviews) TE&E. (AHRQ, 2009) Adapted from Whitlock, 2008. - [
JE . 49 ADHD 24 checklist = ASRS-VI| -errereremrmmnnnininsnnssssses s 3
A 3-. JIEY HAHN FHIHZ L8 YRI|EWIt (Using Existing Sustematic
Reviews) TE%X. (AHRQ, 2009) Adapted from Whitlock, 2008. - 17
AU 4, HHE SEUDEIO M BEIE oo sesses e sessssesssessessssesssesssssens 25
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M&EY FeIH(Rapid  review)2  FM 0 Y FAYHZFHUYA

(Attention deficit hyperactivity disorder, ADHD)%IA Atomoxetinedt

Methylphenidate® §x/3 % /32 HIIot0xf ofHH.

APy

XOI'O

Ol Fo|HATINIQISH=ZIONO|A] Atomoxetine, Methylphenidate2| 1t

JI2HOE AHRQ(2009)°M HAlgH 7[Z9 HAY IFeuES EZot HH(Using

Existing Systematic Reviews)2 OfatM HJE X6t

STEP 1
AP Of A =S PICOTS-SDO]| CH&Ho] | A=
ETDHERE 24y

. [ M=o HH= 2

1 - & ==l (De novo
[ SRO| ZIAYE| Q=71 ’T’ o

F F

YES

¥

" STEP 2. ‘

=2o| =HEH H7t

b =

Hr
1
L]

[ =m S SRITE HEDEH, AHIZ
2 LI 80|l Ch &t SR2
HERo = &R == Sl — =
vEs TEETEEE 7|2
3 b A~
SI'EP3

v [

MO

= O 9 JHX| =50 CEt
=so| =Ho| MBS
o _'I.-/
VES De novo SR CH{41
- HMFEE AR
STEP 4. (EXSH= SROj|AM 205 A
7|Z=2| SR= A|-—9—0FI| ol =0 — Z|ZhECH1E FHEH A7)
CHer 2 SOl s x| Zastol 2318 =7
v
STEP 5. De noveo SR Cij &~ &
e ENERD ’ e
A
a3 i JIEY HAM 2HIdE2 @8I RI|&WIl (Using Existing Systematic

Reviews) E8&. (AHRQ, 2009) Adapted from Whitlock, 2008.
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Xpo| ZX MEi/H{MIIYS TWoro] 2HS MHOIHC

A7z

J|ZQ HHH SHUDLS OOt ofo] UM ¢ MN/HQ A JIZY HHY 2
DR NFYOR 2174 SUO| MYHUC OFH MFY HAY SUDXO| tef 2
of MW UL PIPIYH 207 TUS W WYY £ HAS WX 2opd 17
2¢e 20i9] WL HOUf 190040 FWEY ATE Aoy ZHOIM MoK Lot
WOOLECE, WAty J|Ze] NN SHUDLS O|§orX| ¢I ML HAY SUNME 4
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e
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0 3R

MZE HAH SSUIEZS Aol FAAUNPULYGAHS HAMoro Hyet Zar 25X
OF 39 2¢o| MAEAY. °|F Atomoxetinet Methylphenidate 27[X|§ ™

£ O§ S8l 1M, Atomoxetine? A<= 13W, Methylphenidates 26WOIAU
Ct. Atomoxetine®| tigt 132 F¢ F 171 F¢°l FEE ALA9M F 1271 A
Toll tish HIEE HHUEE PR 191 Ao HIEE HEE RS’2E HIHA
1 Ymx Azl SEHEo=E  [IHAY. RI'eE  BIH  AFMe
atomoxetine®| YdHOo=E Il UHE A 1, UHX] AR FoME HwH
HEY AYLEIN ¥2 AN Zapor Ats BES URY. Methylphenidate®l W
2770 B9 F 3 AR FEAFLE F 2490 A Hith HIEE HELE BOror
Redl 291 AFoM  HIEFE HEE RILE FOPIRL o £ AFYN
methylphenidate?l YH22 mpIf Ute= EZES WIHH. UHX AFXE FOUNM
HuX HFY YU ¥2 6721 AFE HHEUS ©f 270 Ao 2app goe B

bl
riu
fllo
=
s

rhu

=
22 YReY 11 AFE methylphenidate?t “§¢1 ADHDY X% 53 Y
(executive function deficits)°ll Hieh mafep WHE AHO| PGz BELE
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2.
A

10|02 o|F Davto] AEE WOLSOILH YoM Tt mRY ok,
g 3

AFYME HEIRMS 0OIX| QUL 2 FEE FIIOHX| ¢of dto] Fest

= UYL, U atomoxetinedt methylphenidate & 24X 2%
AHAM ‘42 ADHDY F42 APl It U= E2ES U=
2t Jit-3(adverse event)Z Ho|d UX| Q¥of “4Ql ADHDOl & 24H|9
MM HOoR AIRECE 3fX|OF atomoxetine?| FQ =WEH UYEEQ ARI}

xy
O XIS WSt YAt ATY| XYUOE AoYT AP ML MISYORY Hock.
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HAWUYWFHO (Attention  deficit hyperactivity disorder,
ADHD)E X&XQ F9 HFU 3F TR °3IE Xl BUZEEO|T. ADHDY
wyole M Q000 FRITHE HRIM UK O] HEL2 oY AHo| F2 UPSIY
ojHol|el 39 ADHDY {HECl 3-7% HFEoIt. ofHoPt Yl mEr T4l ©
HZXI2IE oty o] HE2 FF UMK XAEO AUSHK| ¢e BHUE Ok
3 (Michelson &, 2003).

0zol IYPMUHEAY(National institute of Mental Health)ll T=H g
A 9 4.4%7F ADHDE ZF¥ATW ooy AOpPPAHEI9 ADHDE FHol
[E  ®XO| 10-66%7F ‘deU°l HOAME O Fol XAHCE ARLZAYT A
Ct. ADHDY ®FHHZ F= 3-5M° YEHYUYD 4 ADHDe FF °oE A
B2 AF JHO it ¥I¥H WIE T ULUHY(Hermens T, 2004). U

ADHD? F442 £°r ADHDY F4o HIXOH X2otX| R (restlessness),

o
FOUU, FFH SO U2H ADHDII Ue MUY 80% OPgol =2¢t, 22,
PARRIE QIATgol, MFWY  Hek(neurodevelopment disorder), %2 F¢
g2, I2% X +UPHE FHUT. T LAHZ QA Tt=t glo] = of oI
T S, AIE S0 OofH AfEOl A0p719 offY FX Qo] XpEOHX| YT HH
(aimless restlessness)E FEMULH g0 EojMe SHO| U= X2OFX| Rt 4

Bi(purposeful restlessness)?t € +& At (Adler, 2004).
ADHDE 71X {19 715 (function)Z &Fo|4 48X Qo] FAoH Xget
Ct. $UPH ADHD M-S JpX ¢xfatd oiEai: 159 MY U XM 9o o}
Boli(impairment)? 0| =& £ UM, OH o|fF WEO| MUHDY Xzs fEA
NAUX S 2[Hte =2 AFYOIoF of. 4 ADHDE ¢ 232
J1¢Y =39 ASRS-v1.1 §° €. (A¥ 1-1).
ADHD®| X2 2 DSM-1VO| 9T, DSM-1VO| T2 4Rl ADHDE

HHHO Z L XpJ}

TTLE A JEX| F23 QAL Uk, ok AopYAWI|e] ADHD FA AE, 32
SAO WE, of2jst FAS| o¢t Fojo|ci(Adler, 2004). DSM-1Ve] ADHD X

o
2 <# 1-1>% 24,
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Adult ADHD Self-Report Scale (ASRS-vI.l) Symptom Checklist

Patient Name ‘ Today's Date
Please answer the questions below, rating yourself on each of the criteria shown using the @ =
scale on the right side of the page. As you answer each question, place an X in the box that £ g
best describes how you have felt and conducted yourself over the past & months. Please give = %; T s
this completed checklist to your healthcare professional to discuss during today's > e E 8 E
appointment. “ o b >
|. How often do you have trouble wrapping up the final details of a project,

once the challenging parts have been done!
2. How often do you have difficulty getting things in order when you have to do

a task that requires organization?
3. How often do you have problems remembering appointments or obligations?
4. When you have a task that requires a lot of thought, how often do you avoid

or delay getting started!
5. How often do you fidget or squirm with your hands or feet when you have

to sit down for a long time?
6. How often do you feel overly active and compelled to do things, like you

were driven by a motor?

Part A

7. How often do ¥ou make careless mistakes when you have to work on a boring or

difficult project?
8. How often do you have difficulty keeping your attention when you are doing boring

or repetitive work!
9. How often do you have difficulty concentrating on what people say to you,

even when they are speaking to you directdy?
10. How often do you misplace or have difficulty finding things at home or at work!?
Il. How often are you distracted by activity or noise around you?
12. How often do you leave your seat in meetings or other situations in which

you are expected to remain seated?
13. How often do you feel restless or fidgety!
14. How often do you have difficulty unwinding and relaxing when you have time

to yourself?
I15. How often do you find yourself talking too much when you are in sodial situations?
16. When you're in a conversation, how often do you find yourself finishing

the sentences of the people you are talking to, before they can finish

them themselves!
I17. How often do you have difficulty waiting your turn in situations when

turn taking is required!
18. How often do you interrupt others when they are busy?

Part B

ad¥ 1-1. 42A ADHD F4 checklist - ASRS-v1.1
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# 201299 DSM-V7Zt #HE 32 OZY ArYSOl HE AY:

EL EE N
o

» O{”o| ADHD®Q AMI7IX| subtyped © ol £2|E JHi(separate condition)& %§2Is}X|

o|
xy
> TS IO FA WX WA 67MOIM 4%HO FHOE Worw

*® ZEX: Attention Deficit Hyperactivity Disorder (ADHD): Adults Diagnosis and Treatment
Guideline. GroupHealth

HE 1-1. DSM-1Ve| 29 E= 49 ADHD ZX&I|&

DSM-IV 99 the International Classification of Mental and
Behavioural Disorders 10th revision (ICD-10)¢ ?|&°| UH. ICD-10%M&
§ F2 MUY JHHUYE AMZOI] WIol §2 HAT FEd HHE 1 UXE
ADHD X2 JE8Ht DSM-IVE ICD-10% H|WA|, § 1 © TTMQI Moj=
I,

202 M Moderate ADHDE ZAYAWFTUA FFH H 2371 AU E= M
M B FAO EOHY, Hojk: GroFet AP S
FeE(moderate) HE YEIHY. TFY FF
&, "% (pervasiveness), HAUX 24 N Ar9X W n2sio] UYYH

o
Sfjof stct. Hofe] £#ZF2 Children’s global assessment scale (C-GA

Y
o
=
8
rir
re
> [l
o
=
1o
ol

lo
Hu

4 rE o
ra

S) ™47l
60% OBt FQet Zo| Uja Y AXE ASOIO WY L& UL HAW W
L HATIZ HHOIHA Fols DN - UYY WS MHUET, AU 2HAW, ABOY
MUY Ha S 2L UM YF A0IMY g, NIB USD HHF XAt A
o of2ig S 2o 1 Wt WU

Severe ADHDE A9 Y857l (hyperkinetic disorder)®|l 4i%t ICD-10 X
ool STt Ol HFe AFAM HYAF, 8 X FFY%r BF YEHYY, ol
It HAY Wi(severe), &, FoH7F O POl gt Ol ¥ UA Y= T

o|8tCH(NICE, 2008)

ADHDY X|E2SHE= YoIUe 2X|(remaining difficulties)E Y&t #Xte 5
2 Xdjst StHA FA9l ADHD 3ol &Xte| 7150 OX|= ¥Y¥S HAsst:= HO|
Ct.  QFoF SXpIt b2 FHgoli(comorbid conditions)?t YEH § FQ3t FAHS
HX X|2{oF Tt o2 S0, ADHDS 222 FHIOIHA ADHDII &Xte| 7|59



=

Iy 2 YL UUCGH ADHDE WX XZSICH P MATH FAO| NFEHD YW o
3 L 310 010, ADHDO| tYt UXLRL oFEx
Bl o AWE OPU WE EE WUAT Mot FRYL QHUOP| W20 WXt
SAEE FUHY XZ D2IUOM ofe] FYRAZ 1EO|
N XBYIORE ADHDOI UYr ©Xt B, ANWFHBIL Ut FF
Zo| Ro|E SUts 4O ADHD ®XIQ| 1% A& orEx|Zo|t
(NICE, 2008).

rlo

)

1.1.2. ADHD9 %€ X|&

ADHDE ZIMOZ X|Z017| oM Yuotel YYARIUO| JjM, AP 121
A USXRIl TAOT(Jensen &, 2005). dEXg8= & 80%2 ¥UXoIM 1
B AFE|UCH(CADDRA, 2011). ADHDE X289 UoN AEX|EE R F20}

, U2 FFY 4SS0 ADHDY FHS KOG MQICh FEXEO| O|FEHE o

i =

= 3FM% X3 (central nervous system stimulants), HIXISEX|&X|7F U
. 3EMH FHE treatment of choice2M(Wogal, 2009) HFH2 ZoHA|7|
O AASEX] R EGoto T JHMY| TaEQ AN E USH=G ADHDOIM 1
oo oMol UFH Y92 methylphenidate 7t ULt H[XZX|gN e FEAH
X=3H17F 20X 9¥AHY Ol AMEY FL dAvH BXEZ XY= FoA AMEEHE

oT 0O

F2X|E22M 1 °2& atomoxetine® UL £ UL

fot

1.1.2.1. Methylphenidate

Methylphenidate= ADHD2 Z|HFQ X &X2M FAH FPUYAAUFo=
&2 monoamine F#AM°| X831% dopaminedl norepinephrine? ME+&
o= FFMFAY HFS F2MM7le Z/8H2 dtHolt(Fone & Nutt, 2005).
OjAHZ Y nYE FTUAPIHY HMEE PX|otl FAHZS FAPle it A
(Steele &, 2006). 121 o] %X FL FF2 &%, U, T& &X, T F¥
202 UHEUAHY IIEHO| U= HXp R Xl 221°1% 6-184 °|st
2M ADHD “g%°l "XE FeqU GoUido=2 FoAo UG, @M Y=o =X|

gouD oD YYoIEo R UG Wi
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X Yo AMED YE methylphenidateE FH4EOE ot
S0 Zon, 2t %kF9| 9Vt ChZt ZO| WA T U,

- HOJ7|WAELEMS 40mg; 813Y/1ME T+l 5,10,20,30,40mQ)
- HIEfHIO|ECDMYMA 30mg; 1,1729/1%2 (% o9l 10,20,30mg)
- EMEIOROSMYHN 27mg; 1,6149/1% (£%¥UY 18,27mg)

- JUER 10mg; 188¥/1% (&FTH 5,10mg)

- Q2AMY 10mg; 146%/1%

1.1.2.2. Atomoxetine

Atomoxetine2 FYUH Xz T2 A AURZN, 6M| O 20, F2H R 4
°l°] ADHD9 X|EHE AUoM selective norepinephrine reuptake
inhibitore] 7|1™oE Zp2othy, FFUF XM ES & ¥l o HY
o 3y An FY EH(motor tic)°lH FIHFETA(Tourette's syndrome)
22 DSM-1IV T 71z ofgt 3 =WEMNE Fhroroq

Methylphenidate HCI M%%d FFHE A8% = g= FLoA AH8% = A

O giTh WX eaustold  EXHIS 119 (IO FEUFENHE ol
t et

S F| AWED UE atomoxetine@ FAEOZ of1 Yk UKL D
2o, 2 oEo| oIt Them 2| IA|E|o(UL.

- 2AESH|24& 80mg; 2,650¥/1¥&(8FHY 10,18,25,40,60,80mQ)

1.2. 9519 "oy

U X 2O ADHD $XIAIT HZHHE F9 Hi%del Atomoxetine
I Methylphenidate®l s 49! ADHD #XfAE o X2o o3t =27t
Ae HE, 42U ADHDOIM F HZF =P A=Xo Hidf ZHE AMHE T



1.3. g4+ =5

M&EY FHOH(Rapid review)Z T MU FAHZYUYAW TN (Attention
deficit hyperactivity disorder, ADHD)®lIM Atomoxetine}

Methylphenidate? Sa’d ¥ HdS BII0tdX} Jhct,

fuaby Buipioqp]|o) 2ILIYYDIH Paspg-2dUaping |DUOCIIDN
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Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

2.1. M8l Mol ADHD *|& 2N|o] fuf ¢t

F=oAM L2 ADHD  Guideline(2009)° O=2H, <AdSXeEE F

(moderate or severe) XOHE 1%l 449 ADHD ¥XSoA| Xt Xx|Zo|X|at

a
°f  ADHD®XIS| FEX|EO| Y HIGHUS IR MYHIE  gow,

methylphenidate, atomoxetine, dexamfetamine, buproprion2 <o TPt UA

2
H O OFAW 2 o+ AU oM AR 491K AN F 291X ¥
(dexamfetaminet buproprion)= “4¢ ADHDS X|&°| OFX YIEX] QU
i 2°f, methulphenidated atomoxetine FoZd HXF(ho treatment)lt)
o vl wWMHO=Z Ireot Ao Weo|t. Yy UYH Xrs9 Y
Mt oM E°| methuylphenidate?l atomoxetine 2H|Q] TUE HWE £ U=

Y 2N @wo| OfNIX| HWHX| RYOD, ot ¥OZ ARE Fof WOoF Y WX

HIEX zmoz 2 of QUUIH|Ql IR methylphenidateE W% 60mg2

orst HO WY £30 ¥2 W £360° E£1, MR methylphenidateE Ujf
(o]

o =4
80mg2 WY £29 T= U@ £548° 71 GY29l, Atomoxetine

methylphenidate2tf 4E2 FUot=YH E&= H[Eo| ¢ 34,

nJ
o
@]
()
r
~
R
oX
re
il
=
ox M
|o
Hu
<
re

ko4
H

e my

E
T
ol
=

£81 T U £972°] ECf Y Atomoxetine

o
—

T %, methylphenidate placebo? U4t

o
M pide AR Al 27 (Spencer, 2005; Kooij, 2004)%1,

atomoxetinedt  placebo? WHH < HIPIS  IARE A= 3H(Michelson,

2003a; Michelson, 2003b; Wernicke, 2004b)%tf. BIX|q methylphenidate
BE FMOtE AHJPED atomoxetine® HMUE M= APSS LY o
202 AF(time points)S ARSI 2] RO, ol ALASS €8
FHYE 282 ote A2 HIEFHY AYS UiEStD U°W, oA IX] Iy

QI

=
=

BE I8 UMH ZHSS HIYOE M M2 O methylphenidate?l atomoxetine

24 g ADHDEXSOP #W fu% JFsdol =4 #old

ol
A

O92 methylphenidate?l atomoxetine 2t 1XI X|g& AH2A 4ot MEIU Jjo|ct,
H

Ax

A :1
2L methylphenidate QP4 BX8 ZRol YON £ MEXL, 48 BE £F
gF, FY UV R, £2 IYY, AU WYY e It 50| AUYD
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mototo] A4 £
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=

oF
Fo|HALUNYHFHH(ADHD: attention-deficit hyperactivity

o[ste| A0t Y HAWD 184 O4 65M ©Iot| 44 ADHDEX}

disorder)? X|g&. ADHD®| it ©] 2o X|gx i}

g|ofof
e LT R

: 6—~18MI2X ADHD%
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2.2.1.3. HEHYIOIECDMYHE
64l ool Aot 3 HAwe FojzZ

6—~18MEM ADHD’S%°l dUE 3¢

e BFUY :

. 2PIE
2.2.1.4.
. 5 -

R

2.2.1.5.

o TFHI :

2.2.1.6.

o USUI :

PR
6Nl ool A
. 99| A3 FEE

HUCEg102UaJd(gry Ay
ATHUEXE - 70"5-?—%%, L28 UBTF;

SXl(ADHD)2| X2

10mgCHIZHIYHI°IE
of W HAUO FOIAHYUYYSHOU(ADHD) XIE

i
oo
r
1

E
9
okt

guaed

gjo| E)

64l ool A0 W HAUY =

SIFPARY WOIUoIM BXfe FAF SO T2t WR.MIoP| £OA| 2%

o %2 YUMOR ¥; 99 AJY FFH IPNTL UE
HEAWP102HAHGIHYYCIEHLUSH)

LUUK FFLLF, 984 NFF; 6M oMY Aop ¥ HAWY F

2 wxoz o 9jo A%
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Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

3.1 71E NN SHDM YAX DA

2 AFNE M4 28 AE(rapid review)? IS WLd WX I|E HHH
SUNNES HHHOZ HEGO] B HFQ WATSO| Mot AT} YEX| MM Ho|

T, Ol 0= AHRQOIM HIAIEH I|EQ HAY FHUHZS LU oA=T|&FrY o
BS Wygoro] g8 Ao (ad™ 3-1).

-I

STEP 1
APELOf| 2= PICOTS-SDoY| CHaho] &A1=
= A ENSRYS 2 A4

l

| M= A e

b

= —J kb AESH
SRO| AR Qi =72 = = Tg’éDe neve
v ¢ 3
YES
h
STEP 2.
=9o| == H"ot
| xRS SROIZP e ADSs, A
U = » 2 LHS0 it SRE
e REmo= =W = Az
- h F 3 4
STEP 3.
28i0| ZHI}
~ ¥ I~
(£ o
0| H 7HA| =250 Ciet
_E_—A—.I_ng xlol x—lx—l—é,-|.7|,
ul _"'
VES De nowvo SR CH41
v HAHEE ALS
STEP 4. (EMSH= SRUﬂH sk A
=o = Al st =] Z|1ZHECH1E HEH SHAWT
7|=2| SR2 AHBTHA| O 50f e Pe— Jl( ] L;g il
CHst 23 = | dAMs0] 292 =70
/":I
h
STEP 5. L_,| DenowoSRCHul&#
YU ZNERD E
y

a8 3-1. 2IEY HAHN SHLHE w8 omI|&YI (Using Existing
Systematic Reviews) ZTE&E. (AHRQ, 2009) Adapted from Whitlock,
2008.
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2 A9 MUAFZ2 “/d2l ADHDO| Atomoxetine, Methylphenidate?t ZiH

3.1.1.1. PICO
= P(population) : 3 FAHAYUYY Tl (Attention Deficit
Hyperactivity Disorder, ADHD) Xt
= |(intervention) : Atomoxetine, Methylphenidate
m C(comparator) : <, o2 of

=
= O(outcomes) : ADHD &4 =&, 2%&

oln

m T(timing of outcome measurement) : N3t %S
= SD(Study Design) : HHX S¢HD%

3.1.1.2. ¥@AYIE
n HYIIZE
- /42l ADHD : 18/ °|%f. ADHD®2 XIHI|=2 DSM-IV.
- FXE Atomoxetine ¥ Methylphenidate 2 {34 9 Mo gist A3
- HAY FHOE I AFE U2 2 o, HIoJEHo|AE o[§¢Tt HAHXQ A
2 URSIR D, W/ [ZECl UL

. 9o go 32 © 2y

= XQIE
- YRXIREM QMG / G R3Ol U 2ot Gl WY Y A
- SN A
o5 /&3t (pharmacodynamics/pharmacokinetics) g+t
MM, F2UH (in vivo, in vitro)
x5, oty WH, o9 =2

N 3 ¥

o
1=
rlo

W
=
N
Mo
e
oY

re

Fo| MR St HHH SUNMS HMOIUCL A ©lo|Ef

Ovid-Medline, Ovid-Embase ¥ =Y H|o|E{H[o|AQl KoreaMedE& ©|&3%t

Mo
rrre

el
|>
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Zo|HAT IS EION0l A Atomoxetine, Methylphenidate2| &1t

|

2. Ovid-MedlineZl Ovid-Embase®lXe ¥ SIGNOIM 5ot HAHX 28
Ao st search filter2 ¥831¥101), 3.2.1.1.2 Pet | 121 'adult'E XA

ZOIO] AMAS IHOIATE KoreaMeddINE M Hate M| Lojorx| oot

a [ =1

S

'‘Attention Deficit Hyperactivity Disorder'?t ADHDE ¥§3(9 Mz, 3t

Ol AMHFL <HE 150 YUct.

— 1

Ml JHO| HojE{HIo| AN HME 2He F= HH ¢ MY/MYN|E| U MY &

2 H1 axp dE/ufy ZHS TWSIRL, 11X HHEH FHS YIS P01 2x U
/oM ZYS TIYOrRT. 2 MY Y2 Yl B ALTUAYI, AJH, LHY, IBH)

o
a=
FOIM £ B WS X|of UYOIHD AL IOl ARMO| SYHOE Meoro] HX|

3.1.3. 249 XHAY I
FE AN 2dUEOl & A7 IO HEUX TWHOP| Hofe] 2H HE
YOI, AHRQOIM HIAIeE W82 SiY ALFHE SHEY B9 2
¢ ¥ Aol EZ FMrEd SIQAEHI(AYE 1), 2 dAFeME HUA
ofyzt A4 S #O| BIrore & A7olM Egorlol HMEUX HESAH. UH
S 47le AMSTAR(Assessment of Multiple Systematic
Reviews)Z XYoI¥=tH, AMSTARE WHOY AHRQ, COMPUS(Canadian
Optimal Medication Prescribing and Utilization Service)old H¥dt= & §
ot B2, F 1190 B22E HO A°M 9, orHe, HEY + ¢S, HEY + US
(not applicable)2 UE2 3AUTk(Shea T, 2009). & AoME or2tn WY
¢ 18, HE F¢c= O0BL2= NIo[9 FHOl 83 ol(11d WH)°| & A+E
2Ol 2 A+ FIPIAY A+ §, 2011).

THY H W A2 Yl FA AFTQYI, AJH, LHY, JBH) FOIM & B4 =S
o ZZE oS Aol SEHoRE IOt HX|ofY AL HuwItq H+E £
oorl =AY UYe UASE FOH ZWAUH(AMSTARY BIIEI2 <F5 3>
UH).

AFHoE 2 AEEO HBOHM YUY FO| =1 HY ALAXE HEOH 2

A0 MYOFNRL OpgCE.

.
o
r_>:

oX
o

u
N
Ui
r

OF

s
HE

e re
-
re
ﬁ
H11
r

ria
2
=
Ja
Mo
¢
X R
2
18

1) http://www.sign.ac.uk/methodology/filters.html
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3.2. MIE2& HAY FHLHE

19 WS SO JIEY HAN SHUDLL ASCIUSIIE S70H] £ Ao HY
o BWS AOMHX| RUCI X AFE HMOIS] ML HAN TUNMES HYOP|Z

PRt

S

3.2.1. 4+4EE 4%
2 A9 MUAIZ2 “/d2 ADHDO| Atomoxetine, Methylphenidate?t RiH
o|1 QAHYATro|Lt, ofel PICOA HMY/MIIES B MEQ X2 T Z

3.2.1.1. PICO
= P(population) : 49 FoAHBURYYFHl(Attention Deficit
Hyperactivity Disorder, ADHD) %X}

= |(intervention) : Atomoxetine, Methylphenidate

m C(comparator) : 9%, o2 %
= O(outcomes) : ADHD 34 =
= T(timing of outcome measurement) : M3 ¢S
® SD(Study Design) : FEU{7HY| W ASAH(RCT)

ﬂ
=
X dX =
=, 248 5

3.2.1.2. 3AA°IE

. MY

- %42 ADHD : 184 °l%4. ADHDY XIS7|EZ2 DSM-1V. ¥{¥’d ADHDE Z9H,

=
(o]
%E F= & UE BUNWH S FUOHK ¥2 B

r#

- FXE Atomoxetine ¥ Methylphenidate 2 {34 9 Qo gist A3

SEFQJHI T H| D YA A
. 9o go 922 © 2y
R ERE

- FAFEI} oralol ofd FS - patchdl &
o

or
SXE2M QHHA/QUAl T FWT Qs WY 5 AT

ao [S Mo )
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pjjo) 24DdY3|PaH
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Jusby buijpioq

£

Zo|HAAE MUMSEOHUIA Atomoxetine, Methylphenidate2| =11t

|EN A

b5 /2=t (pharmacodynamics/pharmacokinetics) 3
- A, FEHL (in vivo, in vitro)

xE, o3 IR, oY =2

7o SHHEZOl Hi®i RCTE ZMOIAY. M HIO|HHO|A=
Ovid-Medline, Ovid-Embase, CENTRAL (Cochrane Central Register of
Controlled Trials)® Ovid-PsycINFO % Ui H|o|E{H|o|]AQl KoreaMedE& ©°|§
ot Y M 2% AMM  UYHAEH 20129 5 259
Ovid-Medline, Ovid-Embase, KoreaMedE, 20129 6% 12%9
Ovid-PsycINFO2t CENTRALZ ZMOIRC. oot FIMHO=Z ‘3.1. 2IE HAH
UL HAY DEoM AF HUFEUY JHE HAY SHOLEM EHPE 1X 2
2 AESUL. Ovid-Medlinet Ovid-Embase®lXle ¥ AIEHEL Scottish
Intercollegiate Guidelines Network(SIGN)°IA HA|%t RCTO| Gigt search
filter& ¥85I%12), Ovid-PsycINFO9 %9 439 Centre for Reviews and
Dissemination(CRD)?IM X[A[3t Eady T(2008)2 PsycINFOOIAQl RCT HM
MEE Y8OIUH(Eady &, 2008). ©[={et RCT HM M= §E°0 3.2.1.1.9 P
oF | 181 ‘adult'E XHES| ZESHH HM [ YOI, KoreaMedolMe &AM
M2 WI|Ir BO|8tX| ¢fof 'Attention Deficit Hyperactivity Disorder'?t
ADHDE ¥$0I0] ZMIRL. FHKQ HAMHH2 <HE 2> UG,

1Xp M 9L 2XF ZMofM HME ARSI s 22 FEMH T HF/AATI=A T
g HEa 253 B 1xp MEH/HIN] X4 THSIR L, J|EQ HAHH FTHOHY XY

TIeyotoITt. 2wo|

rir

rir

L O
Y SUE 1A MUE SHe U8g Foto] 2K MU/ XY

[ e a E
My TS 4 ®e| APIIYJ, AJH, LHY, JBH) Z0IM 5 @M me x|of XIys}
AL AL WU APHO| SUXMOT Mevto] HX|OfN AWM Meo] UK|Y 2
o AMX
=3 o

x
.S |
St EUX|E I $Ho|E S8 MAOHE ZAXBIACT

2) http://www.sign.ac.uk/methodology/filters.html
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3.2.3. HEFE Ak Bt

B OSXug A Fei HIEH AHULE WIIe Cochrane HIEE HEE
(Risk of Bias) H7I=7E& ©|85%Y. Cochrane H|EH HHUEE PEAUHTHY A%
(Random sequence generation), Hid-2H|(Allocation concealment), LXK},
I i3t =7tA(Blinding of participants and personnel), ZIE7to| 4igt =7t

ay
a
(Blinding of outcomes), 2% &%t ZMX}&(Incomplete outcome data), MEHM W1
| -
5

|'_9 oL

(Selective outcome reporting), ZIEF H|E™(Other bias) T3 #2 EHQICZE LU
°f BII=E ot AW, ZF ¥R UM AA R3(low), =Z(High), =4
(Unclear)22 BItE = Ut & AFYM= Cochrane Handbook 5.1.0 (Higgins
et al, 20102 Z|E2 FUoto] ARXF gooii ApHo| & AP WE 2IES ot
BororQY. EY JIE HEYOE wXtAH(cross-over trial)ollM ©lZ R IH(carryover
effect)2 Qs 2o HIEF E WS 1339 g4H HHAM FA4I|(washout
period)E UHIRH. FAIE HEN XES M ZOIREH atomoxetined B¢

T 24MULE 3o o] J|IFEL THY o] JFHY 2
T HIEY HE RI2=R, WE FLe ‘=22, TYUOH| ¥2 FRc 2UHYL
Yorordct. oA H(parallel design)oMEe 7|t HEHZ D2OIX| QFkTh oHH,
Y HI'E WO A UPE UM ULSAME SERHII IIHEY U= BE

o

=
o —
T HIXAEHM L2EZS LAUSUL, PN ¥2 F*E WHO international

<3

41

rio
[0 mfo

£ 13, methylphenidate® %3¢
XXk

= M

rir

clinical trials registry platform search portal (http://apps.who.int/trialsearch/)at
ClinicalTrials.gov(http://clinicaltrials.gov/), ISRCTN(http://wwuw.controlled-trials.com/)
o4 ZMO| ‘ADHD', 'adult ADHD'Z ZME YA E LE2EZS LAURH.

53 MYH AT FO § I oYY THO| T2 UMAHAN L2 Fols 23 o
& 52 WP T wAN =

=3
AFIME HIE UG, YHAY SSXAE 5 HATS S ARZ WA FL of

f
217l el oY =HIQI(Key domain)E 2%% T8It
A +ZF =0 FEHAUZES, HH8-2HDet
, S Z2oED) REoM 22 AYw TR UYL 2 A7

E 2% = 5
U2 ZUYIIE ADHDY FFEE WFos BII=IE °l8% £F
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Ol Fo|HATINIQISH=ZIONO|A Atomoxetine, Methylphenidate2| 1t

Sp2| &

X
o
=’fgol o

r dl
oX
=]
=
18]
nuin
N
or
oX
=]
HIr
0
[l
14
4>
£
0
H
<
re
4
o2
]
>
¢
rlo
re
4
2

o 7 ZWo| HISYS UO|= FAY YIo|ch TR A EHoD H
= I EojMol YEOT MY HEUS AL APHCIK, AFXO| U LY AW
ol HZUS AYOIS AW YIlo| Y HISWS MM SHQOR MYOIHD, Tt
7 Eo|Mol YEOoZL WYSH'E A TUHQIOE MASIUTL M| JIX| sA EHQIo)
9E WeoF WIIEQICH sy 9T HIEY YUSL Weoln A THol F o
L OJAfO| ‘SEARPOE WILE|UCIY ‘FEA, S OYO| E2OlH dF ARY ]
2 SY YU HSOF PIPIUL A SHQIo| UL £20| 2| UL 5
F WS O iHI F4AW T2 SHolol WIS Moto] ARH YA SO o
A9 HIEY YHES BFIPIHCH(Higgins 5, 2011).
HEY YUE YK ul W APTQYI, AJH, LHY, JBH) UM £ Fw =g
Xjof TGOt 242t JHelY] AFWO| SUHMOT WIRIHL WX|OM A7H 20| &
ux| O FE U Tl HF ZHOY

=
2 A7 FS AT oMo HEL Y| Yot M SUDH(rapid review)d I
yotgetl MYE 2¢Ol SHEU iz HAR Mot HEL US| oY AP
S o ool TioH ‘M U /AT P/WI THE/IIEL SO2 EROYC &

A
=}
®i7o ZEL AF MY ATS FMe 324 HEY YHE BIE Lo Y
o

3) A< ADHDY A zIE FAs7] ¥ ==+ Conners Adult ADHD Rating
Scale(CAARS), Clinical Global Impression(CGIl), ADHD Investigator Symptom Rating
Scale(AISRS), Wender-Reimherr Adult Attention Deficit Disorder Scale(WRAADDS) 9]
glom o5& RE 3x}H I(patient-reported outcomes)FEo] ALY AFAF BHEGEE H o]
gtk ol BE FRH ARAER B ATee A% 349 wrtYe 23 Axe] 476 n
vrol MEY JYE B2 A @3 shuel mdde @rksdr.
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4.1.1. 249

S A4 AT 4 O HlOJEHIo| Aoy HME
o

52202 1XZ N=/x

A
1
Ju
A
v
X
1o
o

AAE 2

A 23

U2 UES F 3

=ZIolollA] Atomoxetine, Methylphenidate?| &z}

o HANH uF

121 of records
identified through
Crwvid-kedline

282 of records
identified through
Owid-Embase

230

of records

identified through
Koreahded

!

522 of records after duplicates

removed

522 of records
screened

60 Of full-text
articles assessed
for eligibility

462 of records
excluded

21 of studies
included in
Appraisal

39 of full-text articles excluded
EHOI=EE =
MHE 2D 0 =158
A2 ADHD ZEF QHE = 5
Atomoxetine 22 me

o

=
= =

o
o
ul

ofe! =

T

foh
Ao ™

w2

o
toh
I
H

=3

—

=

m
1
o

thylphenidate &

=

=

finally O of studies
included

13 4-1.

HAY 2
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21 of ariticles excluded
EH2 20l HS =20

out of date = 1
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4.1.2. 43d FH9 HEY Bt

it <H 4-1>9F Zo.

HF MY 2170 2HO| U AMSTARE 50

8ot

PN |
=

MYE HAH U

H 4-1.

Weisler(2011)
Benkert(2010)
Castells(2011)
Coghill(2010)

1

3

Cornforth(2010)
Faraone(2010)
Koesters(2009)

Godfrey(2009)

3

3

Peterson(2008)

Wilens(2008)
Eiland(2004)

Faraone(2004)

3

Maidment(2003)

Wilens(2003)
Jadad(1999)

10

Santosh(2011)
Besag(2010)

Janknegt(2009)
Meszaros(2009)
Tcheremiss(2008)

Levy(1993)

1

AREtoll" A A

Al

iz 7|

g
Al
o

gl ool ol

=8

7t G:

ol =
AT

o] MAl=|

EM
=S

HiAE ATFF0| MAl=

ol
=

| MB=A=7H 1 7HE

s=A=7t

&0| 7|

ai

7t K. 0]

FR=

75

o =S

o =il
28 E&5t=

|
=

ol

PN
=
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Mol Fo|Z AT MUSHEZION0A Atomoxetine, Methylphenidateo| &1t

<BE 4-1>°04 BE Hiet 20| HE X3t BE 2N AMSTARY FH2 8%
0jgro|Qict. QUSHH 10%S XY Jadad(1999) 199940| WIElo] WE o]
UE Q¥ 0| o] ATAMLE & AP AEOZ POVl MO ¥TD WY
ALt

mEq JE HAY SHDMO|ME B AT WNTEBO| HMsH 2UO| YTt Ofo

2 ARONE MEL HAY SUDHS 290tY
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4.2. MIEE HAY ZHUH

4.2.1. 29 dM #1

X0 M| Jf Hlo|E{Ho|XolN HME AL F 141070|

A0|90 FEHH § 9910 1 2
UTH. 2% F Jh Hlo|EHojAoN HME AxE= F 336UCAL F T
.I

S5 ¥ 4150 ¥
ATE. oo J|ZQ| MAN BHDEN £H 1% AT 101HB woto] ofy| FEN | o
A ¥ 1280u°] GUL. °f ¢l i 1xt2 HF/EEL HESHO 11922 Hiygr
¥, @2 88 =¥ Gith 2% AUE HES FoH HFHEE 39 FHS UPGIRY :
(AT 4-2). °1F M i SRS AL TS AN BIY AJZ O|F HYOIH 367

i B | E
ARt HF MYEACL 2% YT HEES SO MYY 2UO S=H MY 2we & | i

2o <M2 6, 750 IMEO UL,

381 of records
identified through
Ovid-Medling

593 of records
identified through
Ovid-Embase

230 of records
identified through
KoreaMed

345 of records
identified through
Crwvid-PsyclNFO

991 of records after duplicates 415 of records after duplicates
removed removed

191 studies from 21
existing systematic
reviews

160 of records
identified through
CEMTRAL

1280 of records
1192 of records
screened, after
) excluded
duplicates removed

49 of full-text articles excluded

EHOE= =4

CH&f=tAr Ofd = 20

RCTONE =8

Atomoxetine Z2 methyliphenidate 0t = 1

FUE EESE MR R EIE =5

patch H =2
88 of full-text

CICRIE0IDSM I =5
articles assessed
for eligibility JIEF=3
39 of articles 3 articles
included in excluded due
gualitative to each same
Synthesis trials

L

36 of studies
included in
assessment of
risk of hias, and
in data extraction

1 4-2. MZe AN SUDM 2H MY BEE
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ON

10N

4D243|o L'E: posbg-adUusaping |ouUoi]

0"
0D

uIIDIoqgD|

o

i

o|H AT NIUSH=ZI0H0l| A Atomoxetine, Methylphenidate2| &1t

xF  MPE 39We 2FH  FoM atomoxetine®]| #TE 2L 13,
methylphenidate& 27HoIUY. Weisler(2012)& atomexetinelt
o

methylphenidate?t 2% & Ae 2HOZE T oo RE EAUL UL,
aNE=E FHO £ FIYSIH 43 ZG. ¥ 29 EH2 <BE 8, 9>9

K AR

4.2.2.1. Atomoxetine

Atomoxetine®| %t ZFU2 IE 13WHOIYUY. MUY HMZ WHH AHIE
Mechelson(2003)2 AFO|H ZE AR} 0|72 HIRTH 5 OfH|2|FfoflA] TIHE
o] EXoI|t}. Kay(2009)9 uwXpA|¥(cross-over trial)°ll UYMX|= FEAY
(parallel trial)o|t. EEEH GigXf+E= 359N 536H2E LY. tHEeo A
FoIM ek fiXFOoR MUOCDH Sutheralnd(2012)= Ml 2 Huw Ao,
Weisler(2012)2] 3¢, o4 32 HWdIHOH o o4 L2 o, §FE Bavisant
N 2, M%% methylphenidate 121 atomoxetine°|tf. EYHQI 32 RE A
TIb Mol Ao AHIE X% A (funding) 2Bl £3] Atomoxetine2 JHYet El
LillyollM HHIE X3t F2I HRE0|AUT. Ol AAZUE A=Y FYE 12
ojofg Moo= AtgEICf(H 4-2).

Atomoxetine? ©°l4FZ(adverse event)Z2= M, UGS, ARUE, W o

HE, orsaz, Aol 2219, 825853, U2

FETE <H5 8>M »AUY + A
MyE 13H9 F¥H F Wietecha(2012)2 Young(2011)2 Z2 WSAEAN
2 € StU=E B, et atomoxetinedi X

a
92 13MWo|f 1HL FHOZ F MY ATE 12Wo|g,

—
rx

2
ria
0

4.2.2.2. Methylphenidate
Methylphenidate®| ¥t L2 HF &

—

o
rin
MO
ret
rlo

gs  27Molt,

r

4) www .clinicaltrials.gov/NCT00190775
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Methylphenidatee Atomoxetinelte 23 |8 § =01 2|9 II9IME FOl

TYEUCE, AP CX[QIS 11HO| DAAHO|D LHX| A7E HYAHOR UWEUCE

32018 T oY 12 T CIFRRHE 4-3)
Methylphenidate®| °I$32=2s HY9 AxXY, F
E|, SUL, UOE, =T, WM, PYELE ol HuEW

=7 UEYI|E ot Ol QU3 YA gol FUEE 3

2 FHOH F40l MEXle HAX] 2 T ER

A

Methyphenidate®| Z&gE F¥ F°| Buitelaar(2011)& Medori(2008)2 A
oM IMEE 23¥o|d, Biederman(2011)2 Biederman(2010)2t Z2 UAAIY
oM Tyt AFE UR MYUXE LHLE Ao FIF MO LHOH FHOIH.
Rosler(2009)2t Rosler(2010)5) E3 Z2 QifA|dolM WHI 2
2t2to] HIEYH ABUEE SIHE HIOIYUCH, methylphenidate®ld MPE FHL

27HO| 3WE FHOZ HF MYH HPE 24Wo|ct,

re
]
ial
a8
o
Ry

5) www.clinicaltrials.gov/NCT00619840
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B 4-2. HF MHPE 239 EM (Atomoxetine)

Study, country(region),

Published

Study

N

Mean dose

Mean age

% Male

! . Interventions fundin
duration of treatment year design (enrolled) (range,mg/d)  (case/control) (case/control) 9
Adler(2008), U.S. .

! ' 2008 llel 410 Atm, P 85.2(40-100 37.1/36.0 58.5 Lill
6 months (+4months) paralle m re ( ) / d
Adler(2009b), U.S., 2009 parallel 501 Atm, Pc 84.5(25-80) 376 49.9 Eli Lilly
6 months
Brown(2011), U5, 2011 parallel 501 Atm, Pc 83.9(25-100) 376 50.7 Eli Lilly
6 months
Faraone(2005), North 1. Atm, Pc -

. 2005 2 llel 270 ! 60-120 NR NR Eli  Lill
America, 10 weeks paraliels 2. Atm, Pc ( ) roHily
Faraone(2005), U5, 2005 parallel 536 Atm, Pc (60-120) NR NR Eli Lilly
10 weeks

. mixed Atm XR Shire
gay(20|?9), us. 2009 2 crossovers 35 ; Ttl:;edpcAtm xR, Pc (20-50) 223 88.6 Pharmaceut
WeeKs - A Atm  (40-80) icals Inc.
Matza(2007), NR, 2007 parallel 328 Atm, Pc (40-100) 369 58.8 Eli Lilly

8 weeks

Michelson(2003), North 1. Atm, Pc 1. 40.2/40.3 1.63.6 -

America, 10 weeks 2003 2 parallels 536 2. Atm, Pc (60-120) 2. 43.0/41.2 2664 Eli Lilly

sutherland(2012), US. 2012 parallel 241 Atm+buspirone, Atm, Pc  (40-100) 37 59 Pfizer

8 weeks (3-arm)

Weisler(2012), U.S. parallel Atm, Pc, OROS Mph, Atm 80 Janssen

6 K ! ! 2012 (6-arm) 430 Bavi’sant _'EEH:N 32 " OROS-MPH 54 NR (18-55) 57.12 Research &
WeeKs ce= "= Bavisant 1-10 Development

Wernicke(2004), US, 0{210|: Atm, Pc 0{210]: 2*kg -

10 weeks 2004 2 parallels 574 40l: Atm-Pc, Atm, Pc o|=: 602 NR NR Eli Lilly

Wietecha(2012), U.S. 2012 parallel 502 Atm, Pc 88.6(40-100) 412/414 51.1/43.6 Eli Lilly

24 weeks

Young(2011), UsS. 24 2011 parallel 502 Atm, Pc 88.6(40-100) 412/414 51.1/43.6 Eli Lilly

weeks

Atm : Atomoxetine, Pc

: Placebo, Mph : Methylphenidate, NR : Not reported



B 4-3. #F HYE ¥ =4 (Methylphenidate)
Study, country(region), Published Study N Interventions Mean dose Mean age % Male fundin
duration of treatment year design (enrolled) (range, mg/d) (case/control) (case/control) 9
';‘dvlveerigog)’ Us. 2009 parallel 229 OROS Mph, Pc (36-108) 39.9/38.2 55.5 Johnson & Johnson
Agay(2010), Israel, 1. Mph, Pc 1. (10-20) Max Wertheimer
Unclear 2010 2 parallels >8 2. Mph, Pc 2. (10-20) 326 >0 Minerva Center
Sorkely(2009), U, 2005 crossover 58  Mph, Pc (10-20) 37 NR public foundation
Biederman(2006), U.S. 2006 parallel 149  OROS Mph, Pc  80.9 32.7/37.6 51.8 McNeil Consumer and
6 weeks Specialty Pharmaceutical
Biederman(2010), U.S Ortho-McNeil Janssen
6 weeks 2010 parallel 227 OROS Mph, Pc 78.4 34.7/36.4 4494 Scientific Affairs
Biederman(2011), US,, parallel Ortho-McNeil Janssen
6 weeks 2011 3 phase) 227->87 OROS Mph, Pc 84.6+31.6 33.6/34.1 65/57 Scienfific Affairs
Boonstra(2005), .
Netherlands, 7 weeks 2005 crossover 43 Mph, Pc (0.97*kg) 389 48.8 NR

Healthy,
Boonstra(2007), 2007 crossover 70 Mph-Pc, (0.94*g) 37.9/37.8 47.1 public foundation
Netherlands, 7 weeks

Pc-Mph
Bouffard(2003), Canada, 503 occover 30 Mph, Pc (10-15) 34 80 FRSQ
8 weeks
Buitelaar(2012), NR, .
5 weeks (+ 7 weeks) 2012 parallel 370 Mph, Pc (18-72) 343 53.8 Janssen-Cilag EMEA
Buitelaar(2011), NR, OROS Mph, Pc L
5 weeks (+ 7 weeks) 2011 parallel 401 (4groups : 3/1) 18, 36, 72 34 54.4 Janssen-Cilag
Dorrego, Argentina Mph 20-80,
g Weegks' 9 ’ 2002 crossover 32 Mph, Lithium Lithium 263 781 NR

600-2400

Ginsberg, Sweden, 2012 parallel 30 Mph, Pc 72 344 100 Swedish Ministry of

5 weeks (+47 weeks)

Health and Social Affairs
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Mol ol AT IQISHEXIOHOI|A| Atomoxetine, Methylphenidate2| &1t

Study, country(region),

Published

Study

N

Mean dose

Mean age

% Male

duration of treatment year design (enrolled) RIS (range, mg/d) (case/control) (case/control) e g
Jain, Canada, 7 weeks 2007 crossover 48 Mph, Pc 57.8 37.2 62.5 Purdue Pharma
Konstenius, Sweden, .
12 weeks 2010 parallel 24 OROS Mph, Pc (18-72) 374 75 Janssen Cilag
Kooii Netherlands Mental Health Institute

U ! 2004 crossover 45 Mph, Pc (0.5-1)*kg 39.1 53.3 GGZ, Parnassia,
7weeks . -

Psycho-Medical Centre &
Kuperman, U, 2001 parallel 30 Mph, bupropion, ; gy 32.7 70 Glaxo Wellcome
8 weeks Pc
Medori, Euro, 5 weeks 2008 parallel a1 OROS Mph P g 50 25 34 54.4 Janssen-Cilag
(4groups : 3/1)
crossover
Reimherr, US., 8 weeks 2007 (3patients 47 Mph, Pc 64(0.75*kg) 30.6 66 McNeil PPC Inc.
group)

Retz, Germany, . .
8 weeks 2012 parallel 162 Mph ER, Pc (1*kg) 374 46.9 Medice
Rosler, Germany, .
24 weeks 2009 parallel 359 Mph ER, Pc (10-60) 35.2/33.8 49.6 Medice
Rosler, Germany, .
24 weeks 2010 parallel 363 Mph ER, Pc 41.2(10-60) 347 50/50 Medice
Spencer, US., 6 weeks 2005 parallel 148 Mph, Pc 82 35.6/40.3 58.2 NIMH, Novartis
Tenebaum, U.S, 2002 crossover 24 Mph, (10-45) 42 4538 Henkel corporation
12 weeks pycnogenol, Pc
Turner, UK, NR 2005 crossover 24 Mph, Pc 30 28.9 NR public foundation
\Kﬁ{rster, Netherlands, 2008 crossover 19 Mph, Pc 14.7(10-30) 383 57.9 Utrecht Unive.

. Atm, Pc, OROS Atm 80
Weisler, US. 2012 parallel 430 Mph, Bavisant OROS-MPH 54 NR (18-55) 57.12 Janssen Research &
6 weeks (6-arm) Development

8 31

Bavisant 1-10

Mph : Methyphenidate, Pc :

Placebo, Atm : Atomoxetine, NR : Not reported
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4.2.3. HEE e @It
e A HEY YHUEE Y AR SHI WY <¥5 8, 9>0 HASAL.

4.2.3.1. Atomoxetine

F MPE 13 atomoxetine A+ F Young(2011)et Wietecha(2012)&
2 30|82 F A otHo| HIEY AYUEE FIoI¥d mEtMq F 12942 Ao
O HIEE HHUEE ForiRd. S HeE: T <Y 4-3> 24,

Random segquence generation (selection hias)

Allocation concealment (selection bias)

Blinding of paticipants and personnel (petfarmance hias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting {reporing bias)

M

fMuaby BuIIDIOGD]|0) IDIYFDIH PIsDG-2IUIPINT JDUOCIIDN

0% 25% 50% 7a%  100%

.LDW risk of hias DUncIearrisk of bias .High risk of hias

Y 4-3. Atomoxetine 9319 HIEY YT YT

HUHOZ DE THQIoN HEY YUEY ‘gerMsro| YL So| AURY £t
YoM BUARO| WUTE Ol UREY AN ¥X £It(double-blind)°l
GIOIGOL e QoM PAMOR L2 ARX LI e HNOIHX|I A2

YR £1US OIRER] CIRE JINOIX| YUT| WROITh, B ATOM ALGEE X
Y SR WA HD YEHL AFXIO Woro| oo FYES P gpH o FQ
ZAAY =IIYo| W FRYU QAOY EgH ARSOIME ol Uiyt AFol g

LR TS
Met™ gD EHQME e AN ‘WSOR WIEULH ot UEEe] Ao
M %49l ADHDE 7 U AF§ots ZWETE ArSOI%7| WRo|ch. MeX Emojx

'2OR WY P9 UEE ANAYH YXIAEQ ZRESo|M HI|Z o W

HEE H8E QYHEE <13 4-4>% ZH. Kay(2009)t uXAEOEZE J|& HIE
2 FIIE FIOIRT. 13709 A FOM Ml il Y =mRlo ot RF ‘R3'L
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Uaby bulpioqp]jo) aiDdY3|PaH pPasng

M

2 BIrE 282 Young(2011)° {Ust
2|

th. o 9 TE AR IWRF &I
M BE goAeroz IEUD O £

M| Al SUQIof Te Ege0| go] o

Blinding of participants and personnel (performance hias)

g
= 2
2 7 2 @
z £ 2 =
b= z o w
s s T £ 2 29 Young(2011)2 H%t 11719 AT
5 o3 g = E
A £ BE ERUOR HIMEUL CHEt A
L = © T3
£ z 2 =
2 £ 2 EE g X EHOl F AUSY LY 9 2 £
z £ £ 5 5
FS 2 E 5 5, | N EWOo 2F WOR WIH Ans
E = = 2 % 2
o = = = =
2 3 2 § = 5 | Adler(2009b), Brown(2011),
o = m = om b5
aaerzoos | 2 |2 222 |@ Weisler(2012) °|%, Michelson(2003)
aderzooen | @@ | @2 | OO 2 AEXt, A% 2M"M (RELeR
o 2011|199 @2 2| @ WILEYD HYLms (SHMoR Hitg
Faraone 20058 | 2 |2 |7 | 2 . .
of yriMoz ol 4 AFLE T2 ARS
Faraone 20080 | 2 |2 |2 |2 | @] 2
T2 o|y Lo Ji0g@ = A 0]
Kay 2004 . 2@ |2 . . . Hlﬁ" HIEu Tlquf XT Jd—E = T M
Mazta2007 |2 |2 |2 |2 |2 | @ Ct.
Micheisonzo0z | @ |2 (@2 |2 | @
Sutheriand2012 |2 |2 |2 |2 @@
weistler2012 | @ | @ | @ |2 | O | O
wemicke2004 | 2 |2 |2 |2 |2 | @
Young 2011 0#ietecha 2012 | @) | @ | @ | @ | @ | @

Y 4-4. Atomoxetine 939 HEH ¢
ST QOE

4.2.3.2. Methylphenidate

HF MHPE 27M9 Methyphenidate? &% 3F°| Buitelaar(2011)Ee
Medori(2008)2| Htofl M MYl =%o|1, Biederman(2011)2
Biederman(2010)2 Z2 UGAIHOIM T ez AR MYUXE Gz Aty
I} BMofo] WESH 2HO|UCE Rosler(2009)% Rosler(2010)6) Eoh 2o QA
Algol LEO ZHUOE F 24909 ALY Uid HIEFH AHHULZE FIIRY. HEH
HELE O E= < 4-5>1F 2L

6) www.clinicaltrials.gov/NCT00619840
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Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of padicipants and persannel (performance bias)

Elinding of outcome assessment (detection hias)

Incormplete outcame data (attrition bias)

Selective reporting (repoding hias)

]
0% 25% 50% 75%  100%

.LDW risk of hias DUncIearrisk of bias .High risk of hias

J% 4-5. Methylphenidate ¢39] HIEY YL I

TUHO 2 QXYM Mot uig2|, 2Ry =71d SHQAUM HIEY HEE
o ‘SEAMY Ol FUH. FAHAUUF Y Mg viP2HoMMs B2 AN P
& (randomized, randomly assigned)'stl HISFHOL T HHHO| CsM = K|
HO=Z ¥OIX| Qo HET UYL SHYMT FeRY. FEoF ZHPIr =21El UdHM =
fEE2 AFXYM ¥ZE =7Id(double-blind)C|2fl BASIFGOY T2 HQojA AL
O 22 ARX =7hEol HishiM e EAorRXT ZuEHXoA 22rES StReXl o
& IIMotX] ¥ WIold. 2 AN ArgEE £ EH9F X Hu @Y A
+Xre T gl AYEH= PN HREEULH o ¢ ZAEPY =2rEo| e
g QA0 EHE AFSOM= ol°f Ligh Ag°l Ues B HEEOIU.

SeHYr ZyEoF MM H EHRIME T2 AN ‘RS'2E BIEHUY.

oh!

HEY HEE: 9%B= <I¥ 4-6>% ZH. J§ HEFZO BIIHAUe ALS2
WXAHO 2 o|duM(carryover effect)E QU Zfo| HIEFHO| M= HZ DY
ofX|9] MM F2UI|(washout period)E 1Tt HOITE 24719 A FoM Ml 7K
o oY WU Gt BE ‘RFOE HIrEH AFE  Ginsberg(2012)2t
Retz(2012) & 719 dA31¥Y. Barkley(2005), Biederman(2010),
Rosler(2009,2010), Spencer(2005), Tenenbaum(2002), Weisler(2012)
= M i Y EHQ F v Vs (SEAE, F e ‘R3'22 HOIEO ‘UMW e
2 HIrEAY.  Adler(2009), Biederman(2006), Boonstra(2005),
Kooji(2004), Medori(2008)e F e ‘=gder, 3t e ‘X322 HYiiE9 ‘&
a0 2 IRy,  Agay(2010), Boonstra(2007), Dorrego(2002),
Jain(2007), Kuperman(2001), Reimherr(2007), Turner(2005) M ¢
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Adler 2009

Agay 2010
Barkley 2005
Biederman 2006
Biederman 2010
Boanstra 2005
Boaonstra 2007
Bouffard 2003
Buitelaar 2012
Dorrego 2002
Ginsherg 2012
Jain 2007
konstenius 2010
Koaij 2004
Kuperman 2001
Medori 2008
Reimherr 2007
Retz 2012
Raosler 2009201 0)
Spencer 20045
Tenenbaum 2002
Turner 20045
Verster 2008

Weisler 2012

J¥ 4-6. Methylphenidate 979 H|E

Blinding of participants and personnel (perfarmance hias)

Blinding of outcome assessment {detection hias)

- . Random sequence generation (selection hias)

- . Allocation concealment (selection bias)

- . Incomplete outcorme data Gattrition bias)

-~ . . Selective reporting (reporting hias)

=2
=
£
(=]
7 |2
2|2
|7 9)9 e @®
2|72 e
199|700
|72 | @ @& @
2|l |22 2|2 @
® 7?0?00 e
717 @9 e e
2|22 | @O OO
® e e e e
2|22 @ @ =
@ |22 |2 @
® @ 0006
|lz 2|2 @ @
@ =222 @
2|2 |22 |2 @2
® e e e e
1|7 99 e e
1|7 99 e e
2|7 99 e e e
2|22 @ @ =
® e e 0o
® e 00

g ek [%H

Y EHQIOl R SHMIYOZ [IIEO ‘E2Y
Mosbog HIIEACE. Bouffard(2003)2 5 i
o THQlo] ‘g¥Helr, o I LHQlol ‘FZ'C
2 B2t EUMYO=E Borord,
Verster(2008)2 ‘¥3&’, ‘S4H¥, ‘wa'° &

2b St QUL AR IOl 3 SEAY

0F IO, Buiterlaar(2012)e Al JHe

Ul F % M) EHQIO| ‘502 WItEof b
ol

AUEE ‘H2'OF WIHUCL

H1

A
o
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4.2.4.1. Atomoxetine

Atomoxetine®| AFHOE XoE AASO FQ ZUXEY HE2 <H 4-4>%
4. AHFHOE HPHE 13719 ¥ FOM 1170 SHOIM z7r A= BES W
qH. GFEe dA49M ADHDY Fd #TH ZdH(outcome)E HIMOA
Atomoxetine®l ADHD2| F/d°ll Hisl Zaot Utt= ZE2OINY.

B 4-4. Z8E Atomoxetine Q159 ZiH4or HE

Study Outcomes Conclusion funding HEH gk
ug X|EOMTE
EWPS, AAQOL, =
Adler(2008) S tegt Cars  BOE(AAQOL, Lilly sorae
9 : CAARS-S:SV)
AISRS, CAARS
’ ’ Z1 U i Li oM
Adler(2009b) col, QoL o o Eli Lilly gy
Brown(2011) BADDS not U Eli Lilly SYMY1
Faraone(2005) stroop score oy AS Eli Lilly Y2
Faraone(2005) CAARS, CGI o UL Eli Lilly SeMaptD
Shire
DSS, ADHD-RS,
Kay(2009) cGI T glg Pharmaceut =S%4d4¥2
icals Inc.
Matza(2007) AAQoL iy UL Eli Lilly geragD
CAARS, CGI
i ’ ’ i} olo il 9 5LAISH
Michelson(2003) WRAADDS, SDS oy A3 Eli Lilly =442
Sutherland(2012) AISRS o AL Pfizer g2
Janssen
Weisler(2011) ADHD-RS-1V oy AS Research & Y1
Development
Wernicke(2004) CAARS HSUY U3 Eli Lilly SN2
Wietecha(2012) CAARS, CGI o AL Eli Lilly Lo
Young(2011) CAARS, AISRS, CGI &l UL Eli Lilly ==
CAARS : Conners Adult ADHD Rating Scale, CAARS-S:SV : Conners Adult ADHD Rating
Scale self-rated screening versions, CGI : Clinical Global Impression, AISRS : ADHD

Investigator Symptom Rating Scale, BADDS : Brown Attention-Deficit Disorder Scale, QOL
: Quality of Life, DSS : Driving Safety Score, EWPS : Endicott Work Productivity Scale,
AAQOL : Adult ADHD Quality of Life, WRAADDS : Wender-Reimherr Adult Attention Deficit
Disorder Scale, SDS : Sheehan Disability scale

HEY Y8E R3 ;M 2(X dY WA F M 7(X EFoM ‘RZ'02 HIIE

HEY YEE SUMYL : HEH 8T M 71X @Y WA F F XN RS'2=2 FIIE

HEY H8E S44d2 - HEE AYE M 71X Y =HQA F 2 I1X ogtoflM ‘R3'22 Jord
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foHoll Al Atomoxetine, Methylphenidate2| &1t

£9| HIEE YBUEOM ‘RS'2E HIIE Young(2011)Y F¢ Tt UZCo=z AE
2 WD M (X sy EHU F F KoM R37C2 [IME Adler(2009b),
Brown(2011), Weisler(2012)9| AFME o7t AG4E H2S
HEY HEEIN ¥2 A7S0Me o J3e2 Yud EES Wae A2 2 = U
L.

nopoE it ZEZ WY Kay(2009)9 d+e 29 F HYUZ T alE FF
A9 mixed amphetamine salts-extended release(MAS XR)at
atomoxetine®l oM 2fZ} ASE UYSIAH. BUM== Driving Safety
Score®t ADHD rating scale, CGl §& A8 MAS XR2 It YR L
atomoxetineZ FX3 ZotHo| Ois it ¢is AES WY, & oy} A
T SYUYUOE [ U,

Wernicke(2004)E #7712t $O %42 o 0¥ 82§ FUoo| &

o=

of
%o
QItts ZWME HOIFM X|B FUA| Ut

rr
s
oln
rg

¥ (rebounding effect)Z2 & A7&, ZEHOE atomoxetine F£9

UL FY F BoES AY [ KoPf

gl izt HHol gHE 2E2 URY.
SIX|QF AH| XYM HE Hpep Zo] GiREo HFOM atomoxetined JHET

Eli Lilly2ts SAIM AE X(EAT. Ol HOZ Qs HHHQl Znp sfMof =

g J|2Y R UH.

=
on rg

g 4

4.2.4.2. Methylphenidate

Methylphenidate® %FHO=E2 ZEgH AFS9 F8 ZUAX|EY ZE2 <H
4-5=>9 Zth. HFHMOZ MAPYH 271 A FolM 22719 FHAM Tt AHD
ZE2 URD 5 2¥AMe 2o Q40 EE2S YRY. HREEY AN 2o H
2 ADHDY F/d HE ZaHES HASTAC.

B 4-5. Z¥S Methylphenidate H752 ZutH49f HE

Study Outcomes Concuson  funding HEY HHE
Johnson & o orAl
Adler(2009) AISRS, CGI it AS sUUE2
Johnson
Max
Digit-spantask, Decision o Wertheimer
o S otAIGE
Agay(2010) making task 2h %S Minerva SYMAU3
Center

Conners' continuous

foan)
Barkely(2005) performance test ol

08
g
n=
o
|_\

oo

(public)

£2
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Study Outcomes Concuson  funding HEE HH:
McNeil
. & 1o CONsumer and ..
Biederman(2006) CGI, AISRS an A3 Specialty =HEY2 :j

Pharmaceutical

Biederman(2010) CGI-I, AISRS T UYL Ortho-McNeil ?
Janssen gy a
Bied 011y BRIEF-A, AISRS, CGl an ge Scientific E
lederman( ) Cognitive testing we  Affairs ?
;":\;
Conners' continuous :
Boonstra(2005)  performance test ay A - EYMUD -
Change task : :“:-
day time activity level, ) o g
Boonstra(2007) . #o AL (public) SYMUI >
sleep efficiency - latency ¢
Bouffard(2003) ADHD symptoms iy UZ  FRSQ SLAU3 3
) Janssen-Cilag “o
Buitelaar(2012) CAARS, CGI, SDS, QoL i AS EMEA T
Dorrego(2002) CAARS iy s - YU >
Ginsberg(2012) ADHD symptoms Tk YL (public) 23 “;
Purdue
Jain(2007) CGI, CAARS n Ye SoAs3
Pharma
Konstenius(2010) CAARS, ASI, Drug use #y gl Jansen Cilag SYMAU3
. ADHD rating scale .
! R-l 0|% ﬂg!-Al?:I-
Ko0ji(2004) CGI, SDS o A (public) SYMU2
Kuperman(2001) CGI, ADHD symptoms e 8 Glaxo SYAU3
’ "= Wellcome
Medori(2008) ol o . oAl SH
- Buitelaar(2011) CAARS 2y AF Janssen-Cilag  =4H2®2
WRAADDS, ADHD-RS, McNeil PPC -
Reimherr(2007) it A SUYUs
CaGl Inc.
WRAADD, CAARS, CGl, . o
Retz(2012) oy AZ  Medice 232
SDS
Rosler(2009) WRAADDS, CAARS 7o %S Medice
Y SFAISEH]
WRAADDS, CAARS =5=g
! i+ ole i
Rosler(2010) > Emotional symptoms oy US  Medice
WAIS-R, WRAT-R, CGl, ol NIMH, gorarer]
Spencer(2005) AISRS ®S  Novartis =524
Henkel -
Tenenbaum(2002) BAS, BADDS, BIS ole . g3talsh]
corporation
Turner(2005) VAS, cognitive effects 2E& (public) SUHU3
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Study Outcomes Condusion funding Hj

=
Utrecht Unive. S%4%3

oo

Verster(2008) Driving test oy A

Janssen
Weisler(2012) ADHD-RS-1V T A4S Research & =M1
Development

CAARS : Conners Adult ADHD Rating Scale, CAARS-S:SV : Conners Adult ADHD Rating Scale
self-rated screening versions, CGIl : Clinical Global Impression, AISRS : ADHD Investigator
Symptom Rating Scale, BADDS : Brown Attention-Deficit Disorder Scale, QOL : Quality of
Life, DSS : Driving Safety Score, EWPS : Endicott Work Productivity Scale, AAQOL : Adult
ADHD Quality of Life, WRAADDS : Wender-Reimherr Adult Attention Deficit Disorder Scale,
SDS : Sheehan Disability scale, WAIS-R : Wechsler Adult Intelligence Scale-Revised, WRAT-R
: Wide Range Achievement Test-Revised, BRIEF-A : Behavior Rating Inventory of Executive
Function - Adult Version, BAS : Barkley's ADHD Scale, BIS : Barratt Impulsiveness Scale
HEY HEE R @ M 71X 8y EHQ F M J1X] BRoM ‘RZ'02 Pt

HEE AL SG41 : HST UL A 21X 8y 40 F F XM F2'02 HIrE

HEY HEE SEUY2 : HEY YHE M 21X Y THQ F 3 I(X] ojstoN ‘¥3'0=2 HIrH

HEY YHEE SUUYU3 : HEY Y8EE M 71X Y EHQ F '¥3'02 HIrE A WAY &30 St US

HEH AYUEM ‘RS'0=2 HIMH Ginsberg(2012)2t Retz(2012)9 #H9 nit
og

USOE AEL WHDL, Ml X WY EWQ F F XM $ o2 BItE ATES
3°%ME= Biederman(2011)¥ Tenenbaum(2002)9IM zat Yoz AEZS YA
1o oflz BF ay YZO= EES YR

LWL QD FES W 57O HPE AHEW,

Biederman(2011)2 %% %3 ZW(executive function deficits)ol CHgt
methyphenidate? ZNE H& A2 methyphenidate= ADHDQ F442 ¥H
APlE mEeHs WHE I 53 ZWE AYY ATUY ADHDY FAO LM X¥
S8 ZWO| 4ot BIe WOHE WO YUTHD SIUL,. LA ADHDE HYPEQl FAf
of JNMIHE Aol ChA CFE WD Y & Uk

Tenenbaum(2002)2 3-armlz TYE A= HH|XQI UdXf4It 240z N
1 O2 A= OE scaleg AH2I%CE. mehtylphenidate, Pycnogenol®,
placebo Ml M ZF H|XPF RUtE HACHE Aol AL ZUY|, OE AN &

X80l UX| o= HY UM 8F2 371 uy
E HUetAPI=dl Y3l ©o] ARoME M2 §FC2 HE UXH UEHAU TS F
ofoiAT. mEtM XXEZ ZEOM H4HQl ST W2 XgI1teF QS| maprr ity

=]
£ FEO| 42 M ZUD OfHA UY OF MYt AT HQMOPYCE.

UHOZ JfIE §FS Xgorol

Konstenius(2010) 127|¥ Qo amphetamine 2Z4& 2[X|1 U&= ADHD
#xoH methylphenidate?t 7F UEX[o st HRAE, ARG SSIF ZH2 APHA
T(pilot study)°Itf. © HPAML Hif= 9ol H|3 HCEE Xto[7t gith= HoX|Tt



B2 HH §2 9 UXNE QLR §FE o FTMAM FIF A BROGY

Dorrego(2002)= UZ#l=z Qo] ofd lithiumZ ArgoiRd, F o
(lithium, methylphenidate)?l SARSH BUtE HOI4GE= HEO|G,

Kuperman(2001)2 bupropion, methylphenidate, {2 Al 222 XIsist A
T2 9¥ =3 (single-blind)2& Tigget ALOIL. o AAME Ml 2 RN
Xpolop A=l ol Aol oigt grgECl HE Aol HIEH =71 WEol=tl EEO
M 7|&0tdtt. O30 At BM(post-hoc analysis)2 oIS o ek H[s X2

oM AFYMUY HAEOIME O BT FS I UYTID SIHCHIYE &

I

).
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1.1.

J|ZQ HAY SUDES O|FOIX ol M ¥ /MY A I|EQ HHH 2
DS HFHOE 2104 BUO| MYHUCL OFH MFH MAY SUDMO| U 2
o MM WU WIIOIGLH 207 SULS W FIYN £ HAES wx LoyD 17
SH2 280 ML HOU 100040| FME ATZ AN HHOIX| LORUCH. T2t
o J|EQ| MY SUDES OFOX| YN MEL HAY SUNME Mot

X 2 Aol PEAUUIPH MU GA S HMot Mot AN AFH
2 39 2¢o|] MHPEAY. °|F Atomoxetinell Methylphenidate 27(X|§ M
£ OE S8l 1M, Atomoxetine? A+= 13W, Methylphenidates 26WOIU
Ct. Atomoxetine? 13WQ EH F 1 2%°| FTHH AAYM F 1291y AL
0o HIEE HEEE B2IA=t 190 Aol HEE f¥E ‘RS’2E JorEdl Y
HX| A7s ‘SYHW O HYIrERY. ‘H3'22 BIorE AFR%ME= atomoxetine©l
UeHOoZ It YHs ZEZ UYL, UHX AR FIAME HuH HFZH AU}
W2 AN mIt IO HES Y. Methylphenidates 2771 28 3 3| 9
It ZEAFE F 2490 APl it HEY HHEE BOrA=U 270 AROIM HIE

|o

-

Y YYUE ‘WSO WIIIHDL © £ ATOIM methylphenidate’t YHHOE nit
Jp Tt ZES WG UMK 935 FOIM MDY HSY AUEI ¥ 6% ARE
MWEE W 2 AFYN  mIL YT BEL  WIOY 1 ATE

methylphenidate?f ‘42! ADHD? =% &3 Z™(executive function deficits)
Of tHer naofel WLHE HHUO| Qb= ZELSE 44U ADHDY F49 hduts HE 4
Zo| Afo|l, H§E 17 A7e A7 ZEAM EXU 3T W2 XBIUC=E QA
of mapop Qe EEC U2 A T SIHM T O|F HAUTH AFE NIASIAL.

Atomoxetine?| &2 AN ‘g2 ADHDY F/d2 AoAF|=l ot A
o ZE2E Yoy girrol ARIl atomoxetineS JHLSH TJAfflA] HAJAHIE X|{UTH
Z0|BZ Oo|F 12oto] AES Worso|=h| UM Fo7f QY Ho|Y,

HeEse Aoy 2FXE2 2 35

—
971 Q00 BE FY A| 0| FAO| ARFNCKD OH%LE.

cCE Al

=] At
y T O, 1/ T

X| A

M2porx] of

fo

HoJ

rir

3

0=
oln
rIo
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5.1.2. g49 ¢

2 A= AU ADHDOIA atomoxetinedt methylphenidate?t 2¥2t Q33X

J2D0 MINIE JE HAY SUDM WY HAF DE Yud M2 YAHN 2
X

SEX|GH Of2iet AN SUDMOIME MYE APSS WD FAMOEZ grotol

=2
B2 U= Aol LRHOoIY Highe AFIULR QAU HEIZME Ot

- LoD, e
AFS HEBL UHOR FYOIS JE ATESY MUNQ ZEL Fof 2 WY 2E
2 UDX OfUCH TOH T4 Aol HEY YUE WIS ofo] £ AR MAMQ 2
20| MGOIHD, EUt UK AUE FEL HOE ARI G2 Ao s ol T2
Ay WHENQ WAL Yo| W] WOl MY ZEL HIE 4 YeX By, wwy
© OFE ZEL U AT UTHE WL B AT YHOR XHY £ YTk UAN
FHOU ZEL AOME HERM S AYY BRI YCh SN B AToME Fe
AFAZS CHT MYINOT HME 2o FEL FAYOIN MN ZEL oz
2upol otk

oj2igr SHPIE JOtD HFE A2 QA o ADHDOIM atomoxetinedt

methylphenidate? *HY HASS HAZQAU SEIE YYHOZ Hof HIS HMEF
O2M F oFH|o] HEMHQ nYUE = £ oM & AFY 2r UG & £

e

=
9
rir
o

5.1.3. ¥4 A9 Hyt

2 A7y TAME EPOFRUXITU Ho FAY BEZ AMME BTHYU HE 24,
Jd3|0 HH A9 2HY Fr §2 FIIER AFY BRYO UG,

E9t 2 A g2l ADHDOIM atomoxetine®} methylphenidate & 2FH| 2t2f
o fuYL AWYS HHHEYESH FOYNAQ  HuUIRYI[(comparative
effectiveness research)?l Higt A7k EQE HO=2 ALY, 2 AFYMY HM
HIP$oE T AN head-to-head trial2 ¢l H2E HolEH|, oiF AT AU
X FIt @Mo| RS, FIF HMZS FHME Hopd &+ UHH 2 Aot Hjwmet
ARES YO R ZHHH|U(indirect comparison method) T2 WH2 SoliM
2Y = UAS AOIY. =M oYt ¥4 AFE XAStE Hfo[H.

EQF atomoxetine?| F¢ HRES A+l O HE JHLe YAfe AtH| X|Ho=
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LS| O QY HTo HROo|ATL U IS IIXID Y B Y ATt AT

ol ol M2o[o] HAjets o] Wefct,

5.2. &

2 93s 4 FAHAYUAYAFTHOl (Attention Deficit Hyperactivity
Disorder, ADHD)%IX Atomoxetinedt Methylphenidate? $x’d U QUMY S
HWorstaxp SoE Ao|tt, W ARIRE Qo AEZ EEOIM gt EHOHE
(rapid review)2| H#HZ AGOIREH, M JI1EY HAH FHIH F 2 AT

MOrot 20| UX| HESIROL MUY 2¢O| Qo I £ AH|o| DErQuH|

YI|DoH Paspg-23uaping |PUOCIIDN

XA

al
3
-

1d [
DUNAIUS ZMOIO] M2 HIIH BHUDMES 2oorct.

A% o E

2 A7%ME HEEMZ OEX] UL 2HY FEE FIIOHK| of°F st Bt
ZE2Z o|BoY L& AAUY. O atomoxetiner methylphenidate & 24X 2%
EorE GiRE AN 84U ADHDY F/42 APl 7t UAH4E HAES UL
UL YA o[t (adverse event)S Hold UX| ¢fof g2l ADHDO F A4X|9
A2 HMFEY Jiog AgEC. XU atomoxetine?] FQ HifEo AP o] 24K

xy
S NEo YA HPH| XYUOE A9H AFAE M DafoRY Holct.
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- dMA 1 2012.5.18

Ovid-Embase
1974 to 2012 May 17

1. exp Meta Analysis/

2. ((meta adj analy$) or metaanalys$).tw.
3. (systematic adj (review$l or overview$l)).tw.
4. or/1-3

5. cancerlit.ab.

6. cochrane.ab.

7. embase.ab.

8. (psychlit or psyclit).ab.

9. (psychinfo or psycinfo).ab.
10. (cinahl or cinhal).ab.

11. science citation index.ab.
12. bids.ab.

13. or/5-12

14. reference lists.ab.

15. bibliograph$.ab.

16. hand-search$.ab.

17. manual search$.ab.

18. relevant journals.ab.

19. or/14-18

20. data extraction.ab.

21. selection criteria.ab.

22. 20 or 21

23. review.pt.

24. 22 and 23

25. letter.pt.

26. editorial.pt.

27. animal/

28. human/
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29.
30.
31.
32.
33.
34.
35.
36.

4
Jhu

27 not (27 and 28)

or/25-26,29

4 or 13 or 19 or 24

31 not 30

exp methylphenidate/ or methylphenidate.mp.

exp atomoxetine/ or atomoxetine.mp.

33 or 34

exp attention deficit disorder/ or attention deficit hyperactivity

disorder.mp.

37. ADHD.mp.

38. 36 or 37

39. 32 and 35 and 38
Ovid-Medline

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946 to Present

© 0N AODNR

N P R R R R R R R R R
© L0 NGO A~WDNPEO

Meta-Analysis as Topic/

meta analy$.tw.

metaanaly$.tw.

Meta-Analysis/

(systematic adj (review$l or overview$1l)).tw.
exp Review Literature as Topic/
or/1-6

cochrane.ab.

embase.ab.

(psychlit or psyclit).ab.
(psychinfo or psycinfo).ab.
(cinahl or cinhal).ab.

science citation index.ab.
bids.ab.

cancerlit.ab.

or/8-15

reference list$.ab.
bibliograph$.ab.
hand-search$.ab.

relevant journals.ab.
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21. manual search$.ab.
22. or/17-21

23. selection criteria.ab.
24. data extraction.ab.
25. 23 or 24

26. Review/

27. 25 and 26

28. Comment/

29. Letter/

30. Editorial/

31. animal/

32. human/

33. 31 not (31 and 32)
34. or/28-30,33

35. 7 or 16 or 22 or 27
36. 35 not 34

37. exp Methylphenidate/ or methylphenidate.mp.

38. atomoxetine.mp.

39. 37 or 38

40. exp Attention Deficit Disorder with Hyperactivity/ or attention
deficit hyperactivity disorder.mp.

41. ADHD.mp.

42. 40 or 41

43. 36 and 39 and 42

KoreaMed
"attention deficit hyperactivity disorder” [ALL] OR ADHD [ALL]
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55 2. M=22 YA FHUE (RCT BM W)

Ovid-Embase
1974 to 2012 May 24
- dMo 2012.05.25

1. Clinical trial/

2. Randomized controlled trial/

3. Randomization/

4. Single blind procedure/

5. Double blind procedure/

6. Crossover procedure/

7. Placebo/

8. Randomi?ed controlled trial$.tw.

9. Rct.tw.

10. Random allocation.tw.

11. Randomly allocated.tw.

12. Allocated randomly.tw.

13. (allocated adj2 random).tw.

14. Single blind$.tw.

15. Double blind$.tw.

16. ((treble or triple) adj (blind$).tw.
17. Placebo$.tw.

18. Prospective study/

19. Or/1-18

20. Case study/

21. Case report.tw.

22. Abstract report/ or letter/

23. 0Or/20-22

24. 19 not 23

25. exp methylphenidate/ or methylphenidate.mp.
26. exp atomoxetine/ or atomoxetine.mp.
27. 25 or 26

28. exp attention deficit disorder/ or attention deficit hyperactivity

disorder.mp.
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29. ADHD.mp.

30. 28 or 29

31. exp Adult/ or adult?.ti,ab.
32. 24 and 27 and 30 and 31
Ovid-Medline

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) 1946 to Present
- dMA 2012.05.25

1. Randomized Controlled Trials as Topic/
2. randomized controlled trial/
3. Random Allocation/

4. Double Blind Method/

5. Single Blind Method/

6. clinical trial/

7. clinical trial, phase i.pt

8. clinical trial, phase ii.pt

9. clinical trial, phase iii.pt

10. clinical trial, phase iv.pt

11. controlled clinical trial.pt

12. randomized controlled trial.pt
13. multicenter study.pt

14. clinical trial.pt

15. exp Clinical Trials as topic/
16. or/1-15

17. (clinical adj trial$).tw

18. ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw
19. PLACEBOS/

20. placebo$.tw

21. randomly allocated.tw

22. (allocated adj2 random$).tw
23. or/17-22

24. 16 or 23

25. case report.tw
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26. letter/

27. historical article/

28. or/25-27

29. 24 not 28

30. exp Methylphenidate/ or methylphenidate.mp.
31. atomoxetine.mp.

32. 31 or 32

33. exp Attention Deficit Disorder with Hyperactivity/ or attention
deficit hyperactivity disorder.mp.

34. ADHD.mp.

35. 33 or 34

36. exp Adult/ or adult?.ti,ab.

37. 29 and 32 and 35 and 36

KoreaMed
- Aol 2012.05.25

"attention deficit hyperactivity disorder” [ALL] OR ADHD [ALL]

Ovid-PsycINFO
PsycINFO 1967 to June Week 1 2012
- YA 2012.06.12

control:.tw.

random:.tw.

exp treatment/

or/1-37)

exp Methylphenidate/ or methylphenidate.mp.

U e

exp Atomoxetine/ or atomoxetine.mp.

7) Eady AM, Wilczynski NL, Haynes RB. PsycINFO search strategies identified
methodologically sound therapy studies and review articles for use by clinicians and
researchers. J Clin Epidemiol. 2008;61(1):34-40.
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7. 5o0r6

8. exp Attention Deficit Disorder
deficit hyperactivity disorder.mp.

9. ADHD.mp.

10. 8or9

11. exp Adult/ or adult?.ti,ab.
12. 4 and 7 and 10 and 11

with Hyperactivity/ or attention

CENTRAL (Cochrane Central Register of Controlled Trials)

- Ay

#1
#2
#3
#4
#5
#6

2012.06.12

MeSH descriptor Methylphenidate explode all trees

methylphenidate
(#1 OR #2)
atomoxetine
(#3 OR #4)

MeSH descriptor Attention Deficit Disorder

explode all trees

#H7
#8
#9
#10
#11
#12
#13

attention deficit hyperactivity disorder

(#6 OR #7)

MeSH descriptor Adult explode all trees

adult

(#9 OR #10)

(#5 AND #8 AND #11)
(#12) in CENTRAL

_57_

with Hyperactivity



4
Jhu

HE 3. AMSTAR(Assessment of Multiple Systematic Reviews) H|3zjA
EE@ES)

1. AME HIAHE SHAEY AYo| L-HEHU=II? 0 of
A 408 HMoj| HMXI D HEHI|Fo| HE|ofof BiCt, g;{jﬁ o
=et = Qs <]
F: ODZEZ 28 |RB 00/ MHY H7SHZ £HE A7AE HZOY “ AT HT 4 xes + g2 m
orey. &
2. SHMED XtgFES A9 Fo| $FYIAEIN? ool 3
D OH’I—?— _’_‘,‘
Hojk & B AXl Ao STHAR UMY XfaFE0 Y= g CHeret & gle 4
S5tal, oA EUXE siAT o o] HA|E|ofoF ot} 0 xgs & el 5.
F 1 £ MO BHMH £ A0 NFEZH YOS AL B2 P AEO C}E AR 3
AZESS YIRS oI =
3. EZEHQ SUAME AT 0o
0 o2
Hojk & JHo] MX XtmdS O[S0T HMEOIOF ATt AMALLL HOIE e & gle
HOJA(Yl: Central, EMBASE, MEDLINE), FH[°{(MeSH XA 7IF) o =gz 4+ e
It I|&EOfoF otul, MW It HMXro| XA|&[o{of st} XMX|A F
M, WM, EMotE A FE(specialized register) HE, {TFEOF
HI3 X2, HOEH HE T2 T M| HABIoof st}
F 1 XoE £ o MA REZ LY HY Mol AREYUCH “op 2 KA.
(Cochrane register¥ Central2 &+ /Y HAYXYEHCE L0f, JJMIHZIM2 Hot if
FHoZ 2rp)
4. ZeI|E0| sWEE|Cll: MUY AR EAEN? 0 of
0 o2
EUAR HAIYUCI 2UO| BMEUSX, W U I T2 FH e & gle
= HINIMEX] AR} I|&E|ofoF Tt 0 xMgs & el
F . BHOFO “IME oL} “OjZFH L FMWCHE FAISf JOHH “of S d I ot
Lf. SIGLE LJo/E/8jo[A, BtE=2, SIHHE H4H7165 DB EFE Y2 o/ef d8
o £ gt HAXZE ZMO YT HYMEHO BE BLrEYCH YYEHY HSTEY
2 ZYYZSE FHYF BTt
5. Eg o HiHE A7 SEO| HAEAEST? o of
o
Ier 9 HiHE A SF0| KA EOfoF Tt EEH*E[; ~ oo
H= T HATS
1 WHE AP HTSHOE YoE AFY £ Q. 2F MAFAF WHGH, " [ xzw = gs
o2 Izt
6. XeE A9 40| HAEUEL? 0 of
0 o2
MEASS] A, T, (FH)ZBAF B 3 FEHEZE HASOF S e & gle
M= A9 M4 AP, AUF, 4Y, MYFHE JH, HELH, °l¥ oxsz 4 as
IR, FFE, SUEL)O| HAE|o{oF otTt,
=1 AN HAE SS90 B FHP ofHEE 2rge +
7. EorE A9 Mo| HIIE D I|&EUSN? ool
0 oH 2
APEOl A" BOt gES HMOOoF AL AIE S0 mAPd BF AFlME g cHrer = gle

_58_



<
a.
®

pasng-

1

2
A
[ ]

X9 QoMX o|F =oiH AU EEZ £ D HIFPLHE EEI|ZoE O M8 T+ US
AFBop|E sttt 42 A gHols S 7I=°| ¢ MY &+ Y
X : 9/Z 50/ Jadad scale, risk of bias, HZE 24 FL B 2 HAZLe XmIf &
# G HIAYXES o[got 2t 2lo| MBI FHS HNEC QTN O BHHO| L, 5L
OF FOIEYICI WS FUOP NPT TG £ Uk HY AFSY FHAY YO B
g Qe gy £ gt
8. EUH o] M2 HEZ LES=H HEY AEEAEIN? oo
d ofH 2
WHEM AHGy HYo Bt JfrEM, HELE A DIHEAY, O gt & gis
F o By A75Y o Ko FHE FYZH WHEHOIF N 9 9FO U2 4 U g msm 4 g
I} 78 Yol “ope 2 HIYCIH of YFoYN I Z B + gt
9. Jli¥e ANE AYUSH WHo| MASIUE=I|? oo
= g oL
HPASY FEMHEEZ BI2Ioto] oo Y Jtsidol A ooF (o - O gt & gis
2 _
ol gigt Ffol HE AE, 19). OoEMo] U4gH XY uy DY g mgwm 4 gls
(random effects model)2 Ar§stn ZAMg A= Aol YHo=
HEOE X| D E|o[ofF FTf(l: BESE= Aol HHQUI}?).
F 1 F 59 FHNY Y GFYOE Y SYOX SUCT HFOHLY, JHHY o
o AFOAL; T o 2 T2,
10. &4 H|EE| 5482 FIrIEr? O of
0 ol <2
EW HIEA J1544e AL funnel plot §) T SAR 2¥ ZHEL: oo . g0
Egger ¥HBHE BF7I0FoOF i}, 0 Mg% 4 glg
7 : funnel ploto/tf ZAf Z2fZto] ZgIEIx) GHrord, “of 2 of X3 2. E3HE A77f 10
ff ajarojetil Zr BIZE0] BIILX] ZHOE G0l JTH < E B
11. ool ?I&=Uel? oo
= 0 o2
HAE 2U0E S EuE ASLS9 AH] SXIF A HA = o cHret = gle
Cf. 0 &M8% 4 s
F P2 BIIEAB, WAF SHIHY 7Y SHL KLY A FAYF opm, Lyt
Fgrel 7 2429 A SXI FAEOF Pt
“OEY & U237 A" = AOY AYYO|RIL J|&EX| Y2 FL
“HMaoh £ 37 MUY £ AE FLCl: YHEFEMO| JHEOIX| ¥HY X{Xiof| 23 A|LE|
X %2 39)

_59_



HE 4. I HAHN SHOHY HAN 040 ZuH

{r

¢ (21H)

Mo

Jhu

Weisler, R. H. and A. C. Childress (2011). "Treating attention—deficit/hyperactivity disorder
in adults: focus on once-daily medications." The Primary Care Companion to CNS Disorders
13(6).

Benkert, D., K.-H. Krause, et al. (2010). "Effectiveness of pharmaceutical therapy of ADHD
(Attention-Deficit/Hyperactivity Disorder) in adults — health technology assessment." GMS
Health Technology Assessment 6: Docl3.

Castells, X., J. A. Ramos-Quiroga, et al. (2011). "Efficacy of methylphenidate for adults with
attention—deficit hyperactivity disorder: a meta-regression analysis." CNS Drugs 25(2):
157-169.

Coghill, D. (2010). "The impact of medications on quality of life in attention-deficit
hyperactivity disorder: a systematic review." CNS Drugs 24(10): 843-866.

Cornforth, C., E. Sonuga-Barke, et al. (2010). "Stimulant drug effects on attention
deficit/hyperactivity disorder: a review of the effects of age and sex of patients." Current
Pharmaceutical Design 16(22): 2424-2433.

Faraone, S. V. and S. J. Glatt (2010). "A comparison of the efficacy of medications for adult
attention—deficit/hyperactivity disorder using meta-analysis of effect sizes." Journal of
Clinical Psychiatry 71(6): 754-763.

Koesters, M., T. Becker, et al. (2009). "Limits of meta—analysis: methylphenidate in the
treatment of adult attention—deficit hyperactivity disorder." Journal of Psychopharmacology
23(7): 733-744.

Godfrey, J. (2009). "Safety of therapeutic methylphenidate in adults: a systematic review of
the evidence." Journal of Psychopharmacology 23(2): 194-205.

Peterson, K., M. S. McDonagh, et al. (2008). "Comparative benefits and harms of competing
medications for adults with attention-deficit hyperactivity disorder: a systematic review and

indirect comparison meta-analysis." Psychopharmacology 197(1): 1-11.

10

Wilens, T. E., L. A. Adler, et al. (2008). "Misuse and diversion of stimulants prescribed for
ADHD: a systematic review of the literature." Journal of the American Academy of Child &
Adolescent Psychiatry 47(1): 21-31.

11

Eiland, L. S. and A. L. Guest (2004). "Atomoxetine treatment of
attention—deficit/hyperactivity disorder." Annals of Pharmacotherapy 38(1): 86-90.

12

Faraone, S. V., T. Spencer, et al. (2004). "Meta—-analysis of the efficacy of methylphenidate
for treating adult attention-deficit/hyperactivity disorder." Journal of Clinical
Psychopharmacology 24(1): 24-29.

13

Maidment, 1. D. (2003). "Efficacy of stimulants in adult ADHD." Annals of Pharmacotherapy
37(12): 1884-1890.

14

Wilens, T. E. (2003). "Drug therapy for adults with attention-deficit hyperactivity disorder."
Drugs 63(22): 2395-2411.

15

Jadad, A. R., M. Boyle, et al. (1999). "Treatment of attention-deficit/hyperactivity disorder."
Evidence Report: Technology Assessment(11): i-viii, 1-341.

16

Santosh, P. J., S. Sattar, et al. (2011). "Efficacy and tolerability of pharmacotherapies for
attention—deficit hyperactivity disorder in adults." CNS Drugs 25 (9): 737-763.

17

Besag, F. M. C. and G. Stiefel (2010). "Cardiovascular effects of methylphenidate,
amphetamines and atomoxetine in the treatment of attention—deficit hyperactivity disorder."
Drug Safety 33 (10): 821-842.

18

Janknegt, R., A. Faber, et al. (2009). "InforMatrix for attention deficit hyperactivity
disorder." Expert Opinion on Pharmacotherapy 10 (5): 755-772.

19

Meszaros, A., P. Czobor, et al. (2009). "Pharmacotherapy of adult attention deficit
hyperactivity disorder (ADHD): A meta—analysis." International Journal of

_60_

A>uaby GuIDIOGD||07) IDIYIDIH PISDG-IIUIPINT |DUOIIDN



Auaby Bulpioqp]jo) DI DI Paspg-adUaping [PUCIDN

ol AT MUSHE=RI0H0IA Atomoxetine, Methylphenidateo| &t

Neuropsychopharmacology 12 (8): 1137-1147.

20

Tcheremissine, O. V. and J. O. Salazar (2008). "Pharmacotherapy of adult attention
deficit/hyperactivity disorder: Review of evidence-based practices and future directions."
Expert Opinion on Pharmacotherapy 9 (8): 1299-1310.

Levy, F. (1993). "Side effects of stimulant use." Journal of Paediatrics and Child Health 29
(4): 250-254.

_61_



5. 1E NAIY 2HOAH HAXY JEHAYM HJH Y HAE

i Arg

= 2% Ojgy (n=5)

HAHY ¢ 0% ofd (n=15)

‘421 ADHD g Qt"l (n=5)

Atomoxetine £2 methylphenidate 81 (n=1)
Fol 22 vt=2 °rd (n=2)

x5, dYUH, dY=E (n=3)

= ¥ (n=8)

N~NouhwN R
I

{r

Jhu

221 AE/EAA wiAlE £ 55

Cortese, S., P. Castelnau, et al. (2012). "Psychostimulants for ADHD-like symptoms in
individuals with autism spectrum disorders." Expert Review of Neurotherapeutics
12(4): 461-473.

Savill, N. and C. J. Bushe (2012). "A systematic review of the safety information
contained within the Summaries of Product Characteristics of medications licensed in
the United Kingdom for Attention Deficit Hyperactivity Disorder. how does the safety
prescribing advice compare with national guidance?" Child & Adolescent Psychiatry &
Mental Health [Electronic Resource] 6(1): 2.

Hodgkins, P., M. Shaw, et al. (2012). "The pharmacology and clinical outcomes of
amphetamines to treat ADHD: does composition matter?" CNS Drugs 26(3): 245-268.

Durell, T., L. Adler, et al. (2010). "Atomoxetine treatment for ADHD: younger adults
compared with older adults." Journal of Attention Disorders 13(4): 401-406.

Rostain, A. L. (2008). "Attention—deficit/hyperactivity disorder in adults:
evidence-based recommendations for management." Postgraduate Medicine 120(3):
27-38.

Lopez-Munoz, F., C. Alamo, et al. (2008). "A bibliometric study of international
scientific productivity in attention—deficit hyperactivity disorder covering the period
1980-2005." European Child & Adolescent Psychiatry 17(6): 381-391.

Davidson, M. A. (2008). "ADHD in adults: a review of the literature." Journal of
Attention Disorders 11(6): 628-641.

Faraone, S. V., J. Biederman, et al. (2006). "Comparing the efficacy of medications for
ADHD using meta-analysis." Medgenmed [Computer File]: Medscape General Medicine
8(4): 4.

Steele, M., P. S. Jensen, et al. (2006). "Remission versus response as the goal of
therapy in ADHD: a new standard for the field?" Clinical Therapeutics 28(11):
1892-1908.

10

Gadow, K. D. and J. Sverd (2006). "Attention deficit hyperactivity disorder, chronic tic
disorder, and methylphenidate." Advances in Neurology 99: 197-207.

11

Jin, C. and R. Schachar (2004). "Methylphenidate treatment of
attention—deficit/hyperactivity disorder secondary to traumatic brain injury: a critical
appraisal of treatment studies." Cns Spectrums 9(3): 217-226.

12

Wilens, T. E., T. J. Spencer, et al. (2002). "A review of the pharmacotherapy of adults

with attention—deficit/hyperactivity disorder." Journal of Attention Disorders 5(4):
189-202.

13

Thurber, S. and C. E. Walker (1983). "Medication and hyperactivity: a meta—analysis."
Journal of General Psychology 108(1st Half): 79-86.

14

(2011). "Drug and non-drug treatments for adults with ADHD." Drug and Therapeutics
Bulletin 49 (11): 123.

15

Retz, W., P. Retz-Junginger, et al. (2011). "Pharmacological treatment of adult ADHD
in Europe." World Journal of Biological Psychiatry 12 (SUPPL. 1): 89-94.

_62_

fMuaby BuIIDIOGD]|0) IDIYFDIH PIsDG-2IUIPINT JDUOCIIDN



Adusby Buljpiogp]jo) 24D} DAH PasnY-aIUBPINT [PUCIIDN

HZAEIIISHSZI0H0| A Atomoxetine, Methylphenidate?| =1t

23t AE/MAN HAE 2P ==

16

Guo, Y. J. and Y. L. Huang (2010). "The meta-analysis of tomoxetine hydrochloride in
treatment of attention-deficit hyperactivity disorder. [Chinese]." Chinese Journal of
New Drugs 19 (1): 44-49.

17

Kosters, M., S. Weinmann, et al. (2010). "A meta-analysis of the effectiveness of
methylphenidate in the treatment of adult ADHD." European Psychiatry. Conference:
18th European Congress of Psychiatry Munich Germany. Conference Start
20100227(20100302)

18

Faraone, S. V. (2009). "Using meta—-analysis to compare the efficacy of medications
for attention—deficit/hyperactivity disorder in youths." P and T 34 (12): 678-683+ 694.

19

Epstein, T., N. A. Patsopoulos, et al. (2009). "Methylphenidate for adults with attention
deficit-hyperactivity disorder, a systematic review." Journal of Cancer Education
Conference: Joint Annual Meeting for AACE, CPEN, and EACE 2009 International
Cancer Education Conference Houston, TX United States. Conference Start: 20091015
Conference End: 20091017. Conference Publication: (var.pagings). 24: S341.

20

De Seixas, M. D. and U. Muller (2009). "Systematic review of national and
international guidelines on ADHD." European Psychiatry Conference: 17th European
Psychiatric Association, EPA Congress Lisbon Portugal. Conference Start: 20090124
Conference End: 20090128. Conference Publication: (var.pagings). 24: S395.

21

Sherwood, D. A. and J. A. Rey (2006). "Pharmacological agents for the treatment of
adult attention deficit hyperactivity disorder: A review of the literature." Journal of
Pharmacy Practice 19 (6): 336-341.

22

Banaschewski, T., D. Coghill, et al. (2006). "Long-acting medications for the
hyperkinetic disorders: A systematic review and European treatment guideline."
European Child and Adolescent Psychiatry 15 (8): 476-495.

23

Matas, M. (2006). "Approach to attention deficit disorder in adults." Canadian Family
Physician 52 (8): 961-964.

24

Sevecke, K., S. Battel, et al. (2006). "The effectiveness of atomoxetine in children,
adolescents, and adults with ADHD. A systematic overview. [German]." Nervenarzt 77
(3): 294-308.

25

Asherson, P. (2005). "Clinical assessment and treatment of attention deficit

hyperactivity disorder in adults." Expert Review of Neurotherapeutics 5 (4): 525-539.

26

Wilens, T. E. (2004). "Attention-deficit/hyperactivity disorder and the substance use
disorders: The nature of the relationship, who is at risk, and treatment issues."
Primary Psychiatry 11 (7): 63-70.

27

Leibson, C. L. and K. H. Long (2003). "Economic Implications of Attention-Deficit
Hyperactivity Disorder for Healthcare Systems." PharmacoEconomics 21 (17):
1239-1262.

28

(2003). "Long-term safety of methylphenidate in the treatment of ADHD: Dispelling
the myths and misconceptions about stimulant therapy abuse. CME posttest." Journal
of Clinical Psychiatry 64 (SUPPL. 11): 24-25.

29

Wilens, T. E., S. V. Faraone, et al. (2003). "Does stimulant therapy of
attention—deficit/hyperactivity disorder beget later substance abuse? A meta-analytic
review of the literature." Pediatrics 111 (1): 179-185.

30

Palumbo, D., T. Spencer, et al. (2004). "Emergence of tics in children with ADHD:
Impact of once—daily OROS methylphenidate therapy." Journal of Child and Adolescent
Psychopharmacology 14 (2): 185-194.

31

Schachar, R., A. R. Jadad, et al. (2002). "Attention-deficit hyperactivity disorder:
Critical appraisal of extended treatment studies." Canadian Journal of Psychiatry 47
(4): 337-348.

_63_



{r

Jhu

23t AE/MAN HAE 2P ==

32

Jadad, A. R., L. Booker, et al. (1999). "The treatment of attention—deficit hyperactivity
disorder: An annotated bibliography and critical appraisal of published systematic
reviews and metaanalyses." Canadian Journal of Psychiatry 44 (10): 1025-1035.

33

Levy, F. (1993). "Side effects of stimulant use." Journal of Paediatrics and Child
Health 29 (4): 250-254.,

34

Yoo, H. J., S. J. Yang, et al. (2007). "The Korean Practice Parameter for the
Treatment of Attention-Deficit Hyperactivity Disorder(Ill): Pharmacologic Treatment." J
Korean Acad Child Adolesc Psychiatry 18(1): 16-25.

35

Meszaros, A., P. Czobor, et al. (2007). "[Pharmacotherapy of adult Attention
Deficit/Hyperactivity Disorder (ADHD): a systematic review]." Psychiatria Hungarica
22(4): 259-270.

36

Brummer, D., A. Ludolph, et al. (2010). "Pharmacotherapy of ADHD in adults.
[German]l." Nervenheilkunde 29 (1-2): 38-42.

37

Banaschewski, T., D. Coghill, et al. (2008). "Long-acting medications for the treatment
of hyperkinetic disorders — A systematic review and European treatment guidelines.
Part 2: A quantitative evaluation of long-acting medications. [German]." Zeitschrift fur
Kinder— und Jugendpsychiatrie und Psychotherapie 36 (2): 97-107.

38

Mohammadi, M. R. and S. Akhondzadeh (2007). "Pharmacotherapy of
attention—deficit/hyperactivity disorder: Nonstimulant medication approaches." Expert
Review of Neurotherapeutics 7 (2): 195-201.

39

Dowson, J. H. (2006). "Pharmacological treatment for attention-deficit/hyperactivity
disorder (ADHD) in adults." Current Psychiatry Reviews 2 (3): 317-331.

_64_

fuaby Buipioqp]|o) 2ILIYYDIH Paspg-2dUaping |DUOCIIDN



3P paspg-20uUaping [PUCIIDN

!

pjjo) 24DdL

By buijpioq

U2

Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

HE 6 MZ2L NN SHDHON HF MYH B¢ (30M)

6-1. Atomoxetine

Adler, L. A., T. J. Spencer, et al. (2008). "Functional outcomes in the treatment of adults

with ADHD." Journal of Attention Disorders 11(6): 720-727.

Adler, L. A., T. Spencer, et al. (2009). "Once-daily atomoxetine for adult
2 attention-deficit/hyperactivity disorder: a 6-month, double-blind trial." Journal of Clinical

Psychopharmacology 29(1): 44-50.

Brown, T. E., J. Holdnack, et al. (2011). "Effect of atomoxetine on executive function

impairments in adults with ADHD." Journal of Attention Disorders 15(2): 130-138.

Faraone, S. V., J. Biederman, et al. (2005). "Atomoxetine and stroop task performance in
4 adult attention-deficit/hyperactivity disorder." Journal of Child & Adolescent
Psychopharmacology 15(4): 664-670.

Faraone, S. V., J. Biederman, et al. (2005). "Efficacy of atomoxetine in adult
5 attention-deficit/hyperactivity disorder: a drug-placebo response curve analysis." Behavioral &

Brain Functions [Electronic Resource]: BBF 1: 16.

Kay, G. G., M. A. Michaels, et al. (2009). "Simulated driving changes in young adults with
6 ADHD receiving mixed amphetamine salts extended release and atomoxetine." Journal of

Attention Disorders 12(4): 316-329.

Matza, L. S., J. A. Johnston, et al. (2007). "Responsiveness of the Adult
7 Attention-Deficit/Hyperactivity Disorder Quality of Life Scale (AAQoL)." Quality of Life
Research 16(9): 1511-1520.

Michelson, D., L. Adler, et al. (2003). "Atomoxetine in adults with ADHD: two randomized,

placebo-controlled studies."” Biological Psychiatry 53(2): 112-120.

Sutherland, S. M., L. A. Adler, et al. (2012). "An 8-week, randomized controlled trial of
9 atomoxetine, atomoxetine plus buspirone, or placebo in adults with ADHD." Journal of

Clinical Psychiatry 73(4): 445-450.

Wernicke, J. F., L. Adler, et al. (2004). "Changes in symptoms and adverse events after

discontinuation of atomoxetine in children and adults with attention deficit/hyperactivity
10

disorder: a prospective, placebo-controlled assessment.” Journal of Clinical

Psychopharmacology 24(1): 30-35.

Wietecha, L., J. Young, et al. (2012). "Atomoxetine Once Daily for 24 Weeks in Adults With
11 Attention-Deficit/Hyperactivity Disorder (ADHD): Impact of Treatment on Family Functioning."
Clinical Neuropharmacology 35(3): 125-133.

Young, J. L., E. Sarkis, et al. (2011). "Once-daily treatment with atomoxetine in adults with
12 attention-deficit/hyperactivity disorder: a 24-week, randomized, double-blind,

placebo-controlled trial." Clinical Neuropharmacology 34(2): 51-60.

_65_



{r

6-2. Methylphenidate

Jhu

Adler, L. A., B. Zimmerman, et al. (2009). "Efficacy and safety of OROS methylphenidate in
adults with attention-deficit/hyperactivity disorder: a randomized, placebo-controlled,
double-blind, parallel group, dose-escalation study." Journal of Clinical Psychopharmacology

29(3): 239-247.

Agay, N., E. Yechiam, et al. (2010). "Non-specific effects of methylphenidate (Ritalin) on
cognitive ability and decision-making of ADHD and healthy adults."” Psychopharmacology
210(4): 511-519.

Barkley, R. A., K. R. Murphy, et al. (2005). "Effects of two doses of methylphenidate on
simulator driving performance in adults with attention deficit hyperactivity disorder.” Journal

of Safety Research 36(2): 121-131.

Biederman, J., E. Mick, et al. (2006). "A randomized, placebo-controlled trial of OROS
methylphenidate in adults with attention-deficit/hyperactivity disorder.[Erratum appears in

Biol Psychiatry. 2007 Jun 15;61(12):1402]." Biological Psychiatry 59(9): 829-835.

Biederman, J., E. Mick, et al. (2010). "A randomized, 3-phase, 34-week, double-blind,
long-term efficacy study of osmotic-release oral system-methylphenidate in adults with
attention-deficit/hyperactivity disorder." Journal of Clinical Psychopharmacology 30(5):

549-553.

Biederman, J., E. Mick, et al. (2011). "Are stimulants effective in the treatment of executive
function deficits? Results from a randomized double blind study of OROS-methylphenidate in

adults with ADHD." European Neuropsychopharmacology 21(7): 508-515.

Boonstra, A. M., J. J. S. Kooij, et al. (2005). "Does methylphenidate improve inhibition and
other cognitive abilities in adults with childhood-onset ADHD?" Journal of Clinical &
Experimental Neuropsychology: Official Journal of the International Neuropsychological

Society 27(3): 278-298.

Boonstra, A. M., J. J. S. Kooij, et al. (2007). "Hyperactive night and day? Actigraphy
studies in adult ADHD: a baseline comparison and the effect of methylphenidate." Sleep

30(4): 433-442.

Bouffard, R., L. Hechtman, et al. (2003). "The efficacy of 2 different dosages of
methylphenidate in treating adults with attention-deficit hyperactivity disorder." Canadian

Journal of Psychiatry - Revue Canadienne de Psychiatrie 48(8): 546-554.

10

Buitelaar, J. K., J. J. S. Kooij, et al. (2011). "Predictors of treatment outcome in adults with
ADHD treated with OROS methylphenidate." Progress in Neuro-Psychopharmacology and
Biological Psychiatry 35 (2): 554-560.

11

Buitelaar, J. K., M. Casas, et al. (2012). "Functional improvement and correlations with
symptomatic improvement in adults with attention deficit hyperactivity disorder receiving

long-acting methylphenidate." Psychological Medicine 42(1): 195-204.

12

Dorrego, M. F., L. Canevaro, et al. (2002). "A randomized, double-blind, crossover study of
methylphenidate and lithium in adults with attention-deficit/hyperactivity disorder:

preliminary findings." Journal of Neuropsychiatry & Clinical Neurosciences 14(3): 289-295.

_66_

$D-22UIPINT JDUOCIIDN

=

P

IDOY3|DaH

9 a4

yuaby Guipiognjjo

A



Zo|l¥zATnISH=RI0H0IA Atomoxetine, Methylphenidateo| &1}

13

Ginsberg, Y. and N. Lindefors (2012). "Methylphenidate treatment of adult male prison
inmates with attention-deficit hyperactivity disorder: randomised double-blind
placebo-controlled trial with open-label extension." British Journal of Psychiatry 200(1):

68-73.

14

Jain, U., L. Hechtman, et al. (2007). "Efficacy of a novel biphasic controlled-release
methylphenidate formula in adults with attention-deficit/hyperactivity disorder: results of a
double-blind, placebo-controlled crossover study." Journal of Clinical Psychiatry 68(2):

268-277.

J-25Uaping |PUCHIDN

15

Konstenius, M., N. Jayaram-Lindstrom, et al. (2010). "Sustained release methylphenidate for
the treatment of ADHD in amphetamine abusers: a pilot study.”" Drug & Alcohol Dependence

108(1-2): 130-133.

16

Kooij, J. J. S., H. Burger, et al. (2004). "Efficacy and safety of methylphenidate in 45
adults with attention-deficit/hyperactivity disorder. A randomized placebo-controlled

double-blind cross-over trial." Psychological Medicine 34(6): 973-982.

17

Kuperman, S., P. J. Perry, et al. (2001). "Bupropion SR vs. methylphenidate vs. placebo for
attention deficit hyperactivity disorder in adults.” Annals of Clinical Psychiatry 13(3):
129-134.

Uaby bulpioqp|jo) IDdY|PaH pasHl

M

18

Medori, R., J. A. Ramos-Quiroga, et al. (2008). "A Randomized, Placebo-Controlled Trial of
Three Fixed Dosages of Prolonged-Release OROS Methylphenidate in Adults with
Attention-Deficit/Hyperactivity Disorder." Biological Psychiatry 63 (10): 981-989.

19

Reimherr, F. W., E. D. Williams, et al. (2007). "A double-blind, placebo-controlled, crossover
study of osmotic release oral system methylphenidate in adults with ADHD with assessment
of oppositional and emotional dimensions of the disorder.” Journal of Clinical Psychiatry

68(1): 93-101.

20

Retz, W., M. Rosler, et al. (2012). "Multiscale assessment of treatment efficacy in adults
with ADHD: A randomized placebo-controlled, multi-centre study with extended-release

methylphenidate.” World Journal of Biological Psychiatry 13 (1): 48-59.

21

Rosler, M., R. Fischer, et al. (2009). "A randomised, placebo-controlled, 24-week, study of
low-dose extended-release methylphenidate in adults with attention-deficit/hyperactivity
disorder.[Erratum appears in Eur Arch Psychiatry Clin Neurosci. 2009 Sep;259(6):368]."
European Archives of Psychiatry & Clinical Neuroscience 259(2): 120-129.

22

Rosler, M., W. Retz, et al. (2010). "Twenty-four-week treatment with extended release
methylphenidate improves emotional symptoms in adult ADHD." World Journal of Biological

Psychiatry 11(5): 709-718.

23

Spencer, T., J. Biederman, et al. (2005). "A large, double-blind, randomized clinical trial of
methylphenidate in the treatment of adults with attention-deficit/hyperactivity disorder."

Biological Psychiatry 57(5): 456-463.

24

Tenenbaum, S., J. C. Paull, et al. (2002). "An experimental comparison of Pycnogenol and
methylphenidate in adults with Attention-Deficit/Hyperactivity Disorder (ADHD)." Journal of
Attention Disorders 6(2): 49-60.

25

Turner, D. C., A. D. Blackwell, et al. (2005). "Neurocognitive effects of methylphenidate in
adult attention-deficit/hyperactivity disorder." Psychopharmacology 178(2-3): 286-295.

_67_



{r

Jhu

Verster, J. C., E. M. Bekker, et al. (2008). "Methylphenidate significantly improves driving
26 performance of adults with attention-deficit hyperactivity disorder: a randomized crossover

trial.” Journal of Psychopharmacology 22(3): 230-237.

6-3. Atomoxetine and Methylphenidate

Weisler, R. H., G. J. Pandina, et al. (2012). "Randomized clinical study of a histamine h(3)
1 receptor antagonist for the treatment of adults with attention-deficit hyperactivity disorder.”

CNS Drugs 26(5): 421-434.

_68_

fuaby Buipioqp]|o) 2ILIYYDIH Paspg-2dUaping |DUOCIIDN



3P paspg-20uUaping [PUCIIDN

Djjo) DO

il
|

1

By Buijpioq

f3ua
ndUo

Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

825 7. 22 HAN SHIHM HiYEH ¢
i Arg

= ¥ 0" (n=4)
= ¥ ofd (n=20)
RCT °f'd (n=8)

Atomoxetine 2 methylphenidate °t'd (n=1)
= g FPole YLXE ¢S (n=6)
= patch¥| (n=2)
= HYI|Z0| DSM-11I (n=5)
= ¥ (n=3)

0 N g h~WN R
I

Az AAH EdaZs A8 834 AL

Biederman, J., E. Mick, et al. (2012). "Is response to OROS-methylphenidate
treatment moderated by treatment with antidepressants or psychiatric comorbidity? A
secondary analysis from a large randomized double blind study of adults with ADHD."
CNS Neuroscience & Therapeutics 18(2): 126-132.

Retz, W., M. Rosler, et al. (2012). "Multiscale assessment of treatment efficacy in
adults with ADHD: a randomized placebo-controlled, multi-centre study with
extended-release methylphenidate.” World Journal of Biological Psychiatry 13(1):
48-59.

Wilens, T. E., L. A. Adler, et al. (2011). "Correlates of alcohol use in adults with
3 ADHD and comorbid alcohol use disorders: exploratory analysis of a placebo-controlled
trial of atomoxetine." Current Medical Research & Opinion 27(12): 2309-2320.

Covey, L. S., M.-C. Hu, et al. (2011). "Divergence by ADHD subtype in smoking
4 cessation response to OROS-methylphenidate.” Nicotine & Tobacco Research 13(10):
1003-1008.

Covey, L. S., M.-C. Hu, et al. (2011). "An exploration of site effects in a multisite
5 trial of OROS-methylphenidate for smokers with attention deficit/hyperactivity
disorder." American Journal of Drug & Alcohol Abuse 37(5): 392-399.

Marchant, B. K., F. W. Reimherr, et al. (2011). "Methylphenidate transdermal system

6 in adult ADHD and impact on emotional and oppositional symptoms."” Journal of
Attention Disorders 15(4): 295-304.
Winhusen, T. M., E. C. Somoza, et al. (2010). "Impact of

attention-deficit/hyperactivity disorder (ADHD) treatment on smoking cessation
intervention in ADHD smokers: a randomized, double-blind, placebo-controlled trial."
Journal of Clinical Psychiatry 71(12): 1680-1688.

McRae-Clark, A. L., R. E. Carter, et al. (2010). "A placebo-controlled trial of
8 atomoxetine in marijuana-dependent individuals with attention deficit hyperactivity
disorder.” American Journal on Addictions 19(6): 481-489.

Verster, J. C., E. M. Bekker, et al. (2010). "Methylphenidate significantly improves
9 declarative memory functioning of adults with ADHD." Psychopharmacology 212(2):
277-281.

Covey, L. S., M.-C. Hu, et al. (2010). "OROS-methylphenidate or placebo for adult
10 smokers with attention deficit hyperactivity disorder: racial/ethnic differences."” Drug &
Alcohol Dependence 110(1-2): 156-159.

_69_



A2 AAH £d1ZS A48 2384 WAEd

11

Kollins, S. H., J. English, et al. (2009). "Reinforcing and subjective effects of
methylphenidate in adults with and without attention deficit hyperactivity disorder
(ADHD)." Psychopharmacology 204(1): 73-83.

12

Overtoom, C. C. E., E. M. Bekker, et al. (2009). "Methylphenidate restores link
between stop-signal sensory impact and successful stopping in adults with
attention-deficit/hyperactivity disorder." Biological Psychiatry 65(7): 614-619.

13

Adler, L. A., M. Liebowitz, et al. (2009). "Atomoxetine treatment in adults with
attention-deficit/hyperactivity disorder and comorbid social anxiety disorder."
Depression & Anxiety 26(3): 212-221.

14

Adler, L. A., S. V. Faraone, et al. (2008). "The reliability and validity of self- and
investigator ratings of ADHD in adults."” Journal of Attention Disorders 11(6):
711-719.

15

Bush, G., T. J. Spencer, et al. (2008). "Functional magnetic resonance imaging of
methylphenidate and placebo in attention-deficit/hyperactivity disorder during the
multi-source interference task." Archives of General Psychiatry 65(1): 102-114.

16

Chamberlain, S. R., N. Del Campo, et al. (2007). "Atomoxetine improved response
inhibition in adults with attention deficit/hyperactivity disorder.” Biological Psychiatry
62(9): 977-984.

17

Spencer, T. J.,, S. V. Faraone, et al. (2006). "Atomoxetine and adult
attention-deficit/hyperactivity disorder: the effects of comorbidity.” Journal of Clinical
Psychiatry 67(3): 415-420.

18

Levin, F. R., S. M. Evans, et al. (2006). "Treatment of methadone-maintained patients
with adult ADHD: double-blind comparison of methylphenidate, bupropion and
placebo." Drug & Alcohol Dependence 81(2): 137-148.

19

Carpentier, P. J., C. A. J. de Jong, et al. (2005). "A controlled trial of
methylphenidate in adults with attention deficit/hyperactivity disorder and substance
use disorders." Addiction 100(12): 1868-1874.

20

Wilens, T. E., P. G. Hammerness, et al. (2005). "Blood pressure changes associated
with medication treatment of adults with attention-deficit/hyperactivity disorder."
Journal of Clinical Psychiatry 66(2): 253-259.

21

Spencer, T., J. Biederman, et al. (2004). "Stimulant treatment of adult
attention-deficit/hyperactivity disorder.” Psychiatric Clinics of North America 27(2):
361-372.

22

Cox, D. J., R. L. Merkel, et al. (2004). "Impact of methylphenidate delivery profiles
on driving performance of adolescents with attention-deficit/hyperactivity disorder: a
pilot study.” Journal of the American Academy of Child & Adolescent Psychiatry 43(3):
269-275.

23

Aron, A. R., J. H. Dowson, et al. (2003). "Methylphenidate improves response
inhibition in adults with attention-deficit/hyperactivity disorder.” Biological Psychiatry
54(12): 1465-1468.

24

Bailey, K. P. (2003). "Pharmacological treatments for ADHD and the novel agent
atomoxetine." Journal of Psychosocial Nursing & Mental Health Services 41(8): 12-17.

25

(2003). "Atomoxetine (strattera) for ADHD." Medical Letter on Drugs & Therapeutics
45(1149): 11-12.

26

Levin, E. D., C. K. Conners, et al. (2001). "Effects of chronic nicotine and
methylphenidate in adults with attention deficit/hyperactivity disorder." Experimental &
Clinical Psychopharmacology 9(1): 83-90.

_70_

4
Jhu

do

i

013D

|DLIC

sDg-a3uaping

DIY3 DI pa

y ad

-

Aduaby Buypioqpjjo




o|H AT NIUSH=ZI0H0l| A Atomoxetine, Methylphenidate2| &1t

A2 AAH £d1ZS A48 2384 WAEd

27

Cox, D. J., R. L. Merkel, et al. (2000). "Effect of stimulant medication on driving
performance of young adults with attention-deficit hyperactivity disorder: a preliminary
double-blind placebo controlled trial." Journal of Nervous & Mental Disease 188(4):
230-234.

28

Spencer, T., J. Biederman, et al. (1998). "Effectiveness and tolerability of tomoxetine
in adults with attention deficit hyperactivity disorder."” American Journal of Psychiatry
155(5): 693-695.

29

Conners, C. K., E. D. Levin, et al. (1996). "Nicotine and attention in adult attention
deficit hyperactivity disorder (ADHD)." Psychopharmacology Bulletin 32(1): 67-73.

30

Spencer, T., T. Wilens, et al. (1995). "A double-blind, crossover comparison of
methylphenidate and placebo in adults with childhood-onset attention-deficit
hyperactivity disorder.”" Archives of General Psychiatry 52(6): 434-443.

3P paspg-20uUaping [PUCIIDN

31

Wender, P. H., F. W. Reimherr, et al. (1985). "A controlled study of methylphenidate
in the treatment of attention deficit disorder, residual type, in adults." American
Journal of Psychiatry 142(5): 547-552.

!

pjjo) 24DdL

s |
1

32

Mattes, J. A., L. Boswell, et al. (1984). "Methylphenidate effects on symptoms of
attention deficit disorder in adults." Archives of General Psychiatry 41(11):
1059-1063.

by Buijpioqg

33

Reimherr, F. W., P. H. Wender, et al. (1984). "Cerebrospinal fluid homovanillic acid
and 5-hydroxy-indoleacetic acid in adults with attention deficit disorder, residual
type." Psychiatry Research 11(1): 71-78.

U2

34

Cox, D. J., M. Davis, et al. (2012). "Long-acting methylphenidate reduces collision
rates of young adult drivers with attention-deficit/hyperactivity disorder." Journal of
Clinical Psychopharmacology 32 (2): 225-230.

35

Covey, L. S., M. C. Hu, et al. (2011). "Divergence by ADHD subtype in smoking
cessation response to OROS-methylphenidate."” Nicotine and Tobacco Research 13
(10): 1003-1008.

36

Covey, L. S., M. C. Hu, et al. (2011). "An exploration of site effects in a multisite
trial of OROS-methylphenidate for smokers with attention deficit/hyperactivity
disorder.” American Journal of Drug and Alcohol Abuse 37 (5): 392-399.

37

Gehricke, J. G., N. Hong, et al. (2011). "ADHD medication reduces cotinine levels and
withdrawal in smokers with ADHD." Pharmacology Biochemistry and Behavior 98 (3):
485-491.

38

Adler, L. A., F. Guida, et al. (2010). "Open label pilot study of atomoxetine in adults
with ADHD and substance use disorder." Journal of Dual Diagnosis 6 (3-4): 196-207.

39

Lall, A. S. and R. Averbuch (2010). "Once-daily atomoxetine in the treatment of
attention-deficit/hyperactivity disorder in adults.” Current Psychiatry Reports 12 (5):
363-365.

40

Adler, L. A., T. Spencer, et al. (2009). "Long-term effectiveness and safety of
dexmethylphenidate extended-release capsules in adult ADHD." Journal of Attention
Disorders 12 (5): 449-459.

41

Wilens, T. E., L. A. Adler, et al. (2008). "Atomoxetine treatment of adults with ADHD
and comorbid alcohol use disorders.”" Drug and Alcohol Dependence 96 (1-2):
145-154.

42

Wernicke, J. F., D. Faries, et al. (2003). "Cardiovascular effects of atomoxetine in
children, adolescents, and adults.” Drug Safety 26 (10): 729-740.

_71_




A2 AAH £d1ZS A48 2384 WAEd

43

Schubiner, H., K. K. Saules, et al. (2002). "Double-blind placebo-controlled trial of
methylphenidate in the treatment of adult ADHD patients with comorbid cocaine
dependence." Experimental and Clinical Psychopharmacology 10 (3): 286-294.

44

Lee, J. B. and H. B. Park (1993). "The comorbidity of attention deficit hyperactivity
disorder and the effect of methylphenidate on it." Yeungnam Univ J Med 10(1):
166-178.

45

Adler, L. A., V. K. Sutton, et al. (2006). "Quality of life assessment in adult patients
with attention-deficit/hyperactivity disorder treated with atomoxetine.” Journal of
Clinical Psychopharmacology 26(6): 648-652.

46

Adler, L., A. Dietrich, et al. (2006). "Safety and tolerability of once versus twice daily
atomoxetine in adults with ADHD." Annals of Clinical Psychiatry 18(2): 107-113.

47

Biederman, J. and T. Spencer (2002). "Methylphenidate in treatment of adults with
attention-deficit/hyperactivity disorder.” Journal of Attention Disorders 6(Suppl):
S-101-S-107.

48

Eaton, S. R. (2001). "Adult ADHD and anxiety: Neuropsychological and STAI
responses to methylphenidate treatment." Dissertation Abstracts International: Section
B: The Sciences and Engineering 61(7-B): 3839.

49

Alioto, A. (1999). "The effects of methylphenidate on aggressive behavior in adults
with and without Attention Deficit Hyperactivity Disorder symptomatology.”
Dissertation Abstracts International: Section B: The Sciences and Engineering 60(1-B):
0356.

_72_

4
Jhu

do

$D-22UIPINT JDUOCIIDN

<

P

IDOY3|DaH

y od

-

yuaby Guipiognjjo

A



3P paspg-20uUaping [PUCIIDN

li0D 2401

ar
10}

11}DJI0C

L

B

fousbhy

Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

HE 8. %F MHE Atomoxetine g9 EM

Adler(2008)

A3 4Xel : randomized, double-blind, placebo-controlled

Methods . -
APOJE (371 : 227l outpatient clinics(8]13)
HH N+ : 410%
g2 d¥: 36.7M (atomoxetine@ 37.1M|; placebo@ 36.04))
/4 : 240%/170%
ADHD type : Inattentive 127%, hyperactive-impulsive 2%,
combined 280%
HHI|ZE : DSM-IV-TR
ZYo1E
Participants e 18~504

* CGI-SOIM 4% o4
e AT MO M 67Y FU ML 1F
A

o BXQIS A4 1F WK MFYAH %2 22 MY oX e Uk

Ly

WHIZIE
« WY TR QSF, BN, ¥B X 4B 55, ¥IN FOH E: FuTge
AL IR ALY

e atomoxetine? Bxrgojy wmAH/HMY nEer, b HH U UHEH o F

F 18
1. atomoxetine 85.2(40—~100)mg/d (271%)
2. placebo (139%)

| 712t : 67HY. °|¥ open-labeZ 4HY A%

Interventions

e Endicott Work Productivity Scale(EWPS)
e Adult ADHD Quality of Life Measure(AAQoL)

e Driving Behavior Survey(DBS)

Outcomes
e Conners Adult Attention Deficit/Hyperactivity Disorder Rating
Scale(CAARS-Inv:SV, CAARS-0:SV, CAARS-S:SV)
e Treatment-emergent adverse events (TEAEs)
e EWPS, DBS, CAARS-Inv:SV, CAARS-0:SV, CGI-I : & &2 Xt9|
olo
A a
Results e AAQoL, CAARS-S:SV : atomoxetine #° & ZFotH
e TEAEs : 24, #Z&, MZ/EH, M2X3}, WH WIEHY T atomoxetine
2OIM © ol ¥, JY TEAEsZE Q3 FHE F= & 22U Xfo] ¢3S
Adverse 5% ©ld9 atomoxetineZXoflA Y, YUIE, mME E= EUHF, ME ZFH,

_73_



{r

Jhu

events Hu|, @I|R™, AH XN F YEHY
‘3¢l ADHD®Z[OM atomoxetineX|g22 HAUEC|H QoL %t 715
Conclusion
BItellM placebomOll HI3H 3% 2 HY
Notes Funding : Lilly Research Laboratories
HEE HHE o
=g R my2A
B HiP=M Y L randomly assign H%He 4 A
Ui EA 20 =Y4 daUS
FoIXp/ARXo vt =Y | S double-blind2te BHI AUS
2ot gigt =1 =4 Aa S
=329 22X =gy AGUS(LOCF=t oy A|F FEMA AFYUI)
MEH™ H1 % ASRS, CAARS 5 H7I¥
Alder(2009)
A3 gXxtel : randomized, double-blind, placebo-controlled
Methods ] ]
AOIE £(=71) : 217l outpatients sites(0]a)
H™H N+ : 501%
Bad A% : 37.6M
g@/4 : 250%/251%
ADHD type : 72%7?f combined type
XUHI|ZE : DSM-IV-TR. Adult ADHD Clinician Diagnostic Scale
Participants version 1.2
ZeI|E : 18~544Ml, CGI-ADHD-S7t 4% ©l%, AISRS F4ESF R Hmjet

W Y2 2506 O XHOI7t UX| ghs

s R
HqeIE - =9 gotol, ¢34 o & psychotic disorder?t Y&
K

o x
227,

, ADHD stimulant® bupriopion, £ nonstimulant
F9E Moy

™

OoFL-
wT

o
°
SEREL TR

Interventions

a

4n
o

1. Atomoxetine 84.5(25~80) mg/day (250%)
2. placebo (251%)

A7 7% ey

Outcomes

e Adult ADHD Investigator Symptom Rating Scale(AISRS)
e Conners' Adult ADHD Rating Scale-Investigator Rated:Screening
version evening index total score(CAARS-Inv:SV)

e CGI-ADHD-S
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e Adult ADHD Quality of Life Scale(AAQOL)

e Adverse events

® AISRS, CAARS-Inv:SV, CGI-ADHD-S, AAQOL : 10F¢ 67l

Results .
atomoxetine®| placebo Ht ZIF F&

Adverse (10F) 24, UOE, M2, ME&Xs, A8 XN, LIgH™ F
events (671) A2 671 54 % HFULE AP dizziness

o QWO 3H HZ3t= Atomoxetine2 ‘4 ADHDOIM It UOH Q¥ IX|
Conclusion BoF X48

e adverse evente 7|Z AASH H Y
Notes Funding : Eli Lilly and Company

H=3 k] w2
A computer algorithm generated randomization

S WY =M N8 w¢s numbers to blindly assign patients to study drug
or placebo in a 1:1 fashion at the site level.
These randomization numbers were made
available to the investigative site via a telephone

UM 2 %3 Interactive Voice Response System, and the
treatment assignments were not unblinded until
after the database was locked.
Patients took the blinded study drug QD in the

KO/ RO Cjot Lot | we morning... patients who completed the screening
and double-blind phases of the trial
participated...

2ot bivt =Ihd =gA Ha RS

=FET 2Kt 23 LOCF

M W3 22 AISRS BIrg

Brown(2011)

A3 4Xxtel : randomized, double-blind, placebo-controlled clinical
Methods trial

APOIE £(27h) : 217 I|B(UR)

Participants

HH N+ : 501%

o A% : 37.554

9/4 : 254%/247%

ADHD type :

e Atomoxetinew - combined (72.4%), Inattentive(26.4%),
Hyperactive/Impulsive(1.2%)

e Placebo#@ - combined (71.7%), Inattentive(26.7%),
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Hyperactive/Impulsive(1.6%)
: DSM-IV-TRE ADHDY XTZ W2 18M|—544 Atojel 449l Y
(Adult ADHD Clinician Diagnostic Scale version Al4)

ETHE

Interventions

a
1. atomoxetine 83.9(25-100)mg/day (250%)
2. placebo (251%)

A 212t 671

4n
o

Outcomes e Brown Attention-Deficit Disorder Scale (BADDS)* for Adults
e atomoxetine®®| placeboZ &t 223t FHTHE HAS
Results e BADDS? HE 519 FHERFZY cluster scoresOllM FAHHoE {9t
FHOHE HY
Adverse
o4, UUE, M2, M2ZE, oXg, AWHFY, WIRH
events
) o 20| 3tH 2L28t= atomoxetine2 4¢l ADHD ¥#XjojA| BADDSZ
Conclusion
Borte 2198 HogE HHY = UH.
Notes Funding : Lilly USA, LLC
HEH A”E Bt
=g R my2A
Computer algorithm-generated randomization
FEY WP EM A %3
numbers were used
This information was made available to
theinvestigative site via a telephone Interactive
UM 20 " Voice Response System (IVRS) and the

treatment assignments were not unblinded until
after the database was locked

The blinded study drug was dispensed at Visit 2

HAX/ARXO| oY =91 | B3 withinstructions to begin dosing the next
morning.
20| 4igt =71 =gy A
LOCF21 StgoL SM2 I OFX QUL SMojX
2580 Zuxg BAY | omge v o
=243 —d g
MEIX H] =2 primary outcome2 AISRSOY resultdle %S
Faraone(2005)
#H 4Xfel : double-blind, placebo-controlled, parallel study
Methods
AOIE (7)) @ H3(U=)
MM N#= : 536%

Participants

B3 A% : NR

ok

/4 : NR
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ADHD type : NR

ZYIE -

e DSM-1V ADHD 7|&& &3t Aol

* HolE moderate¥t T4l A°°F 30, TUTH2 second reporter| °fsf
A 38 Ee olUMEY FHO ¥FEOoF &

HePE -

e Structured Clinical Interview for DSM-1V (SCID)E S, Axis |
disorderg2 XWEE 2

o MY oJotY MYt EE= HUA substance abuse¥X}

Interventions

a
1. Atomoxetine 8t& £ ¥ 60mg/d (B2 F4°| U= uXfo HQ =2

23 MEYM 90mg/d, 43 AHEAM 120mg/dZ2 TF)

4n
o

2. Placebo

A7 I|2t: 10%

Outcomes Stroop score (word task, color task, color-word task)
e Atomoxetine®l o3t QIX| df2to] FHII RS
Results
e Atomoxetine? 282 Stroop color-word score? {43t HAH I} AUS
Atomoxetine®l 29t QIX| or2to| HXjet JjMEH F4 &= atomoxetined
Conclusion
Pt /gQl ADHD #Xt9| Hoff 919 M Ih5dS X|X|3tc.
Notes Funding : Eli Lilly

e Wy | EYa
DY WHEN 4 goy | Aggse
UL gy | 23U
HOIR/ AR et £I1Y | oM

double-blind2te BHI UL
B

2ot Higt =71 =YY double-blind3te EHW US
i i M AIYE ool Afat AtO
sxuot AYXE s baseline, endpoint?lM 23S ERE AHU Q=2
Z2ag HAYF

MEX B =gy Ut outcome ©°fd
Faraone(2005)

#H3 Hxfel - two double-blind, placebo-controlled, parallel design
Methods studies

AOIE (=71 - AF1 1770 1A (FOrHZL), A2 1470 1% (BOrHIE3T)

Participants

HH N==: "1 280%; A2 256%
B3 A% NR
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g/49 : NR
ADHD type : NR
E%I|Z: DSM-1V ADHD XE7|Z0| 2= Aol

HiXNZ|ZE: 2 ooty HolY MUY A4S F= T HE FUEY Axis-I

RS

J
(1ka]
1PN

"y1 £ 18
1. Atomoxetine 60-120mg/d(133%)
2. Placebo (134%)

Interventions | 932 £ 1§
1. Atomoxetine 60-120mg/d(124%)
2. Placebo (124%)

A I 10

o
)
o
Q
o
T

e CAARS |
e CGI

Outcomes

e Atomoxetine X222 placeboa Ut HXEH ADHD F%49Y ULE

Results HAE.

JOQD]jo"

"
D

e Atomoxetine2 Y8 & 34 A%E YIRS
Adverse
NR -
events I
Conclusion atomoxetine®l 4ASY ADHD X2 S
Notes Funding : Eli Lilly
HEE HHE BFof
H =3 k] R4
Patients who maintained the initial severity
criteria required for study entry were randomized
S WYEM Y =gH
to reveive atomoxetine or placebo for a 10-week
period
Ui EM 2 =gH Ha RS
HoXt/ARX| Uit =1 | g a3
2ot 4ivt =Ihd =gA Ha RS
XIHE 1PX St Af2rO AFO ANE = [
sxuet AYXE o ZHE 71X 59 AW Qgoz AWE HAF, 18y
1 Xol= fYSHXA| ¥ BHYE
MEHH H 33 method%lA] %3t outcome© ZF YEHY

Kay(2009)

A3 4xtel : randomized, double-blind, placebo-controlled,
Methods crossover trial (2712 AV E)

AOIE (7)) @ 17 21 (TUR)
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Participants

HH N+ : 35%

g AP : 22.34

g/4 : A¥E1 17/2, ATE2 14/2
ADHD type : NR

HUHYI|E : DSM-IV-TR

z9|

MM

e 19254
e ADHD Rating Scale(ADHD-RS) 248 Oo|4

e Wechsler Abbreviated Scale of Intelligence 899%™ ©o|4

WHIZIE
. Qlgy 4ou

o« ABFS, 2442 U AB M3

o« N oLy, QoY FAO| FUEE YT

atomoxetine?l
28 Ol Mo I A, E o, FAFETI, LY oY, sUH,
D

X HF A &7, ADH

Interventions

% 7l cohort, H I 1§
ATE]
1. mixed amphetamine salts-extended release(MAS XR)
20~50mg/d-placebo (9%)
2. placebo-MAS XR 20—~50mg/d (10%)
AVED
1. atomoxetine 40—80mg/d-placebo (8%)
2. placebo-atomoxetine 40—80mg/d (8%)

AR 7|2 : 6%

Outcomes

e Driving Safety Score(DSS)

e Simulated Driving Performance(STISIMTM)
e ADHD-RS

e CGIl-Improvement

e CGIl-Severity

e Adverse events

Adverse

events

IdVE] :

ATED : QM AR
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Result e DSS, ADHD-RS, CGI-lI : atomoxetine®t placebo 2t %°| ¢ig
esults
e treatment-emergent adverse events(TEAE's)2 atomoxetined %2 =
]
2oM o =A YEY
atomoxetine2 A2 429 o Y MM mIF PUL. 2
Conclusion m
(MAS XR2 zII UZ)
Notes Funding : Shire Pharmaceuticals Inc 3
]
HIEY AYUE I 3
UES my | mya
Patients who maintained the initial severity ;;
criteria required for study entry were randomized
FEY WM A %2 ¥ 'a
to reveive atomoxetine or placebo for a 10-week C®
period o
AN 2 soga | d3gle
HOIXp /AR Y EIHY | YN | AZYUS
2ot bivt =hE =gA HaNS
ESTERES TS St Ap=ro AFO =] = E
sxuot AYXE uo FTHE SX &= AFY QLR ZHE HAF, A4HY &
B 1 X0l fYOHXA ¥oag BHEHYE
MY H9 ] method®lX4 %3 outcome©l BF YEHY
7€ =2 no washout period occurred
Matza(2007)

A3 gXxtel : randomized, double-blind, placebo-controlled trial

MOIE £(=71) : NR

Methods

HH N+ : 328%

Wad A%Y : 36.9(SD 8.2)

Y/4 : 193%(58.8%)/135% (41.2%)

ADHD type: NR

ZeI|E -

e /42 ADHD XHI|E DSM-IV-TRE UESIHA OUAE™ ADHD XY 0|
AE ®Xf, T required to have a Clinical Global
mpressions-ADHD Severity (CGI-ADHD-S) score?l 4 °|%

Participants

e 18-504| Ato]

o MOl 6IMY Oy, UFUY 20412 O IR YRt

£ 18
Interventions
1. Atomoxetine 40-100 mg (208%)
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2. Placebo (120%)

A7 7% : 8%

Outcomes

e Adult ADHD Quality of Life Measure (AAQoL)

e Conners’Adult Attention-Deficit/Hyperactivity Disorder Rating
e Scale-Self Report: Screening Version (CAARS-Self)

e Endicott Work Productivity Scale (EWPS)

* SF-36

¢ Clinical Global Impressions-ADHD Improvement (CGI-ADHD-I)
e Clinical Global Impressions-ADHD Severity (CGI-ADHD-S)

Results

e Atomoxetine@°lX baseline® %8 5§ ¥ 8F7I X|¥E W, 2E AAQoL
scalesZ S5 M

e AAQoL ®4 W3tE= CGI-ADHD-S, EWPS, CAARSS H3}o| GO39t Tl
NS

* AAQoL HE WSt FA JHMQl Trefet &Fo map St Xtolof UAUS

e AAQoL effect sizes= SF-362 Z} % effect sizedt 3

Conclusion

AAQoLE ADHD 34 oo 32 Ho|W /gl ADHD ®X X|go|AM ZHE

EHote to| g8otct.

Funding: Eli Lilly and Company

H|1: AAQoLO| et t-testel effect sizet placeboZolME HAGHX] %S

HEY my | myR
BRQ AN HA 244 | randomizedets ESTH 9IS

Ui &AM 20| g4y | ASS

AOIX/ARX| GYt £t | 8UA | double-blind2ts  EHTH QU2
Y Yt 1Y guM | dggls

Sx8t ANXE sou placebo = 70| QIS

ME#™ @7 @ U QI outcome ALE

Michelson(2003)

Methods

A3 Xl : parallel (identical randomized, double-blind,

placebo-controlled studies)

AOIE £(&71) : 3171 71 (studyl; 17, study2; 14)(=2°tH27)

Participants




{r

Jhu

o EAI|E : moderate °I’Fe F4ol WX AAHY FEII AN

* X271=

r

X o

studyl
HH N3 : 280%
Bad AY : placeboz@ 40.3M|(SD 11.6); Atomoxetine@ 40.2X4|(SD
11.7)
/4 : 178%/102% (placebow 87%/52%, Atomoxetine®d 91%/50%)

ADHD type : ADHD combined, inattention, hyperactive/impulsive

study2
HH| N3 : 256%
Bad AY : placeboz@ 41.2M|(SD 11.2); Atomoxetine@ 43.04|(SD
10.3)
/4 : 170%/86% (placebo? 87%/40%, Atomoxetinew 83%/46%)

ADHD type : ADHD combined, inattention, hyperactive/impulsive

i

onlp

|ou

sDg-a3uaping

=

IDYIDaH P

9 ad

Aduaby Buypioqpjjo

Interventions

studyl & 1§
1. Atomoxetine 60-120mg/day
2. placebo

study2 & 18
1. Atomoxetine 60-120mg/day
2. placebo

AP 10%

Outcomes

® CAARS-INV ; Total ADHD Symptom Score
e CAARS-Self (T Scores) ; Total ADHD Symptom Score

e Sheehan Disability ; Total, work life, family life, social life

Results

study 1
e CAARS-INV : atomoxetine®| placebo®t} ZI} JYAUS
e CAARS-Self : atomoxetine®| placebo®t T} AU

<}
i
N
2
2
olo

e Sheehan Disability : atomoxetine®l placebo®t
(p=0.022)

study 2

e CAARS-INV : atomoxetine®| placebo®t ZMI} AUS (p=0.002)
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e CAARS-Self : atomoxetine®| placebo®t T} AU (p=0.008)
e Sheehan Disability : atomoxetine® ZMIt placebo?t *fo|7} AR
(p=0.589)
o 1Z, EUF, U, A4, WU HYEAA OX|FZ, WIRH, XHTF,
o Adverse
2 Woto] Hx22 atomoxetinedolM SSAH XrF UEHOD, Qg H
m | events
<, 24 §E2 atomoxetineZM HOE 5% O LA
-::_L
3 e Atomoxetine2 “4Q! ADHD |29 Zat=Ql HOZ LEE
P Conclusion
o o 289 TGOl ele AL W2 XA °ojYol F A
E Notes Funding : Eli Lilly and Company
HIEY AUE B
1 HEY wy | my3
Patients were randomized according to
‘3 : FIY Ui EM Y e computer-generated treatment codes obtained
from an interactive voice-response system
HigaA 20 =Yy AdaedS
Study drug materials for both treatment groups
ol oIXp/ARX Higt =91y | ¥3 . . .
o . were identical in appearance.
a (modified double blind, because efficacy raters
Zogool gt =7rd YA were blind to the protocol, but others at the
investigative sites were not).
Results were analyzed on an intent-to-treat
basis; If more than one item of a subscale was
missing, the score for the subscale (and the
total score) was also considered missing. If only
a single item was missing, the mean score for
— all other items in the subscale was imputed as
=& ZYxtR =Y4 o . .
the score for the missing item.Secondary efficacy
analyses and safety analysis of continuous
measures were performed using a last
observation carried forward (LOCF) approach to
compare mean change values from baseline to
end point using an analysis of variance (ANOVA).
MEHM B e CAARS, CGI-S, WRAADDS, HDRS YE&d

Sutherland(2010)

#"rGxtel : Randomized, 3-arm, double-blind, placebo-controlled
Methods trial
AOIE £(71) : 87 21 (UR)

HH N+ : 241%

Participants
B A% 374M
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/4 : B4 59%

ADHD type : NR

ZY1E:

e ADHD MY (DSM-IV-TR)Z %2 18~60M Afol9 “gol

e AISRS 24d °|4, HARS 15% 0|9, MADRS 207 ojgt

Interventions

M as

74.4+12.9mg/d(3-4F), 90.7+£20.9mg/d(5-7F)
2. Atomoxetine bid (97%) 39.1+6.1mg/d(1-2F),
74.6+9.6mg/d(3-4F), 89.7+21.6mg/d(5-7%F)
3. Placebo (47%)
¥ atomoxetine 40-100mg/d, buspirone 15-45mg/d
AL 8F

1. Atomoxetine bid ¥ buspironetid (97%) 39.6+6.0mg/d(1-2F),

Outcomes

e adult ADHD Investigator Symptom Rating Scale (AISRS)
* CGI-S

Results

115388 730X BE M FH UM atomoxetine-buspirone 1§09
placebo 1&EY AISRS M
p=.001), ZAXQ Xfo|7} FHHOZE [ =UH R 4AFMEHAS

29 ZAXTE QOB EUOLH(BRAO|=-4.8

Adverse

events

e placebo 1EEH & J&°M 2W° Fol U&E. £, °XZ, 24,
AULLE, &5, FHFO| atomoxetine-buspirone &I 20%°14llA
LYEfL4 D, atomoxetine AE%Me FHF, FF, YOS, 24 FoI

209014014 et

Conclusion

o] A M= atomoxetine HEI HWOIFRE U atomoxetinedt
buspirone? Hg&£Q®Ho| QN3 QUM UEHHD UYX|= Yol UgH9|
Aol 3ot MY gu/d EWXY aipIr XA ZHM HYZ o, 4
ADHD Xtoi3| ofx| it oL H= YZ Nz HY.

Yot 302 AEE

bl

o
o O BIE 3-4F U YAHOR QoY WAT UYOL, T ooIME BB

Notes

Funding : Pfizer Global Research and Development, New London,

Connecticut

HEY HH: Bt

H =3 k] R4
- 241 adults with ADHD were randomly assigned

S WY =M N8 =4A . .

in a 2:2:1 ratio
Ui EM 2 =44 A NS
XA O3t EI1E | Yl Ha RS
2ot gt =2r =4H HaNS
- ° Intent-to-treat population was based on 241
EFET ZYXt=E 23 .

participants
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rx
12

o
KT
=l
AT
olo

method%lA L3t outcome©| & YEY

3 Weisler(2012)

5 A3 4xXel : randomized, double-blind, placebo- and

% Methods active-controlled, parallel-group, multicentre study
5 AO|E £(271) : 377 IB(UI)

? A N4 : 422

; Ha ¥% - (18-554)

j: g3/4 : 241/181

E ADHD type : ¥4 ¢0® NR

'; ZYo|1E -

]

& e DSM-IV (CAADID) 7|Z° T2 ADHD %%t

a2 o A33YH baselinedlX CGI-S HAIt 47 o Xt

8 e baseline®|M ¥ % Aol T2 SAARS-S:SV H$IF 02 oMol HQ-
3 18-39M 4 = 26, 94 = 32; 404 °1% N = 29, o4 = 27
§ women

2 HiXZ|E -

Participants * major depressive disorder, bipolar disorder, schizophrenia,

generalized anxiety disorder, obsessive-compulsive disorder,
post-traumatic stress disorder, borderline personality disorder,
or eating disorder % dt4Q HHo| U= FL

e A33Y oH 3IMY OlYi9 mood stabilizer, antipsychotic,
antidepressant or anxiolytic 2 28% 3¢

o XIMAT FEOl UAHY ®X Xpi M Es XM BFE HA FL

o A3 O 671 oW YE E= YIAH, 7t s %
#e

o FUXHE LqFAHY = UEes 32

* psychostimulant X284 atomoxetine E£& methylphenidate®ll

UESOLX] QFOE TR0l YU FL

N

Placebo (74%)
Bavisant 1mg/d (71)
Interventions Bavisant 3mg/d (70)
Bavisant 10mg/d (73)

OROS-MPH 54mg/day (68)

R A

Atomoxetine 80mg/d (142)
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a4 1% - 6F

ADHD-RS-1V total score

* CAARS-S:SV
e DSM-1V ADHD total score
Outcomes * CGI-S
e CGI-C
e C-SSRS
e treatment-emergent adverse events (TEAES)
e total ADHD-RS-1V score? baseline®} 65 ¥9| X0 placebozZ?|
3L -8.8, atomoxetine -15.3, OROS-MPH= -15.72 atomoxetine
21 OROS-MPH Z°M §2otA 1M
Results * atomoxetine®lX total TEAEQ ¥M2 83.8%, OROS-MPH 29 3¢
82.4%0°|H TEAEZ A% FHUY L& atomoxetine 10.8%,
OROS-MPHE 8.8%
Conclusion Bavisante ¢ ADHD X|2°| YMHMOE mXO[X] 4T
Notes funding : Janssen Research & Development, LLC

HEY HH: B2t

=g R my2A
The randomization scheme was based on a
FEY P EM M "3 computer-generated schedule, balanced by using
permuted blocks of treatments
stratified by centre and implemented using an
interactive voice responsesystem, The blinding of
AN I ue the study medication was achieved by
over-encapsulation, with all study drugs provided
as opaque hard-gelatin capsules that were
identical in shape, size, and appearance.
The blinding of the study medication was
achieved by over-encapsulation, with all study
HoXp/ARX| Gt =91 | RS drugs provided as opaque hard-gelatin capsules
that were identical in shape, size, and
appearance.
2ot gt =2r =44 Ha RS
A sensitivity analysis on primary efficacy variable
sxusr AMKE ue based on the last-observation-carried forward
° = (LOCF) approach was performed using an
analysis of covariance (ANCOVA) model
ADHD-RS-1V total score, CAARS-S:SV, DSM-IV
MEH™ H7 23 ADHD total score, CGI-S, CGI-C, C-SSRS,
adverse events
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Wernicke(2004)

A7 HXxtQl : parallel, double-blind, randomized

APOIE £(21) : 4%H IIH(NR)

Methods

MH N3 : 574%
B2 99 : NR
/49 : NR
ADHD type : NR

EHINE -

Participants

e DSM-IVZ X2 A0r(7-12M)1E
e Conners’ Adult ADHD Diagnostic Interview for DSM-1V
(CAAR-D)Z Xigture oilg

rlo

a0 & 1F
1. atomoxetine max 2.0mg/kg/d, bid - 1x?t placebo=
zH(102%)

2. placebo max 2.0mg/kg/d, bid - 132t placeboE FH(92%)

Interventions
gol M 18

1. atomoxetine max 60mg, bid - 4F?t placeboZ FA| FH(90%)
2. atomoxetine max 60mg, bid - 4FZt &XMOR FT(94%)

3. placebo max 60mg, bid - 4F?t placebo2 ZH(196%)

A0t
e ADHD Rating Scale-1V-Parent Version: Investigator-Administered

and Scored (ADHD RS)

Outcomes Aol
o

e Conners’ Adult ADHD Rating Scale (CAARS)
e Hamilton Depression Rating Scale-17 items (HAMD)
e Hamilton Anxiety Rating Scale-14 items (HAMA)

20}

e atomoxetine £° ¥ ADHD RS X% £ FY ¥ +X|9f Jo=Hl
Xto|7t Uct. (p<0.001)

e atomoxetine %24 placebo FAHZAN 2EE (FO1F,55.24,¥9%)

Results WAL QN Kot gioit.

4ol

e atomoxetine §£° ¥ CAARS, HAMD, HAMA £X|9} £0 FO ¥ 4x|9|

QMY Kto|t girt.
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e atomoxetine§% FA| FH, HAH FU, placebozM Fg UNASE
HWoHE W, 5% O BEaE HXZo| FL FAU {oX Xjo|I}p gL},
Aor
e RE BXZ2 atomoxetine oM HOE 206 WA O L atomoxetine
28 FY AXSYH placeboE W2 UXE U FEHG LM T Xo| &
AAS
Adverse
Aj0|
events o
o T ZoNM E§ ZT Ot £XE2 HAUOH pain in limbJt
atomoxetine 882 FU FOAM YA ol W (placeboRlMe
WA 213), irritability?l atomoxetineZ MA9| FETE ZojA LAY (YR
FHU 2 placeboFoUME LA AZ)
e atomoxetine2 X|g FHY A FHLE muto Gisht o] ¢lu, FEZ HA
Conclusion e Aoz Holo,
e atomoxetine? X|g& F A XY FHL TLWASHX| 9
Notes Funding: Eli Lilly and Company
H HEE Wt
HIE3Y uy Ty 2
Adults who met DSM-IV criteria for ADHD as
assessed by clinical interview and confirmed by
the Conners’ Adult ADHD Diagnostic Interview
FEY v EM Y M for DSM-IV (CAAR-D) were randomized to acute
treatment (approximately 10 weeks) with
atomoxetine or placebo in 2 identical
double-blind studies
WM 20 =44 Hans
HOIXp/ARAXO| Uit =91" | YA A U3
2ot gigt =1 =44 Ha RS
symptom severityg FR3 Xt 2k Aot
=FET 2Kt =Y 95 GEQ oo ofgt MES Yol ¢S, A4 1 It
A kot HI| o g
Mei™ H Eg] CAARS, HDRS, HARS
Wietecha(2012)
HAYXQl : Randomized, double-blind, placebo-controlled trial
Methods
APOIE (271 @ 4271 2| (Ul=)
Participants HMH N+ : 502%
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II|Z : DSM-IV-TR 7|FE WEtE 44Q ADHD (assessed CAADID,
CGI score 4 °|%)
Had "Y : Atomoxetined 41.2M|; Placebo# 41.4A

"4 : MY 94 47.6%(Atomoxetined B4 51.1%; Placeboz@d Y4

3 43.6%)

oo ADHD type :

[

2 e Atomoxetinew® - Combined(66.8%), Inattentive(33.2%),

Hyperactive(0%)

§ ® Placebo# - Combined(70.9%), Inattentive(28.6%),
j Hyperactive/Impulsive(0.4%)

€ 1=

F; i 1. Placebo (234%)

g Interventions

a | 2. Atomoxetine (268%) : 88.6(40-100)mg/d

=)

g AR I - 24F

e total ADHD score of Conners Adult ADHD Rating Scale

Outcomes Investigator Rated : Screening version(CAARS-Inv:SV)

e CGI-ADHD-S

g Atomoxetine 2°| Placebo@ Bt {2313 CAARS-Inv:SV & CGI9 #gts

< Results
: gol
Adverse atomoxetinew©| placebo @&t ¥ : M, ALLE, MEYE, 2H,
events OX|3-&, OIg&2, AP, WIRM, UvtF, YELTS.

* 24%F FU Atomoxetine2 23l ADHD 349 #4E HY

Conclusion
o £OZ BN HIIXH2E ADHDY BHF WFES Xg¥ 5+ U2 HSE HY
Notes Funding : Lilly USA, LLC
HEY HH: Bt
=g i) w2
patients were randomized 1:1 to either placebo
DR RN YA % C _
or atomoxetine via computer algorithm
WM 20 =44 HaRs
Patients completing all visits of the double-blind
HOIXt/AXO| Gigt =71E | g period of study period 2 were defined as
completers
2ot gigt =1 =4 da S
P i g HHo| Atab o EF gt HD [
O ueo ra:domlzatlon._ HRE2O AE(4, 2FEE)O| Boo| gisf
o&
MEX H1 %3 methodl4] 3t outcome®| 25 YEY

Young(2011)
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Methods

HAYXQl : Randomized, double-blind, placebo-controlled trial
APOIE £(271) @ 4271 2|1 %(UIR)

Participants

Y N=#: 502 ¥
B AY: Atomoxeting 41.24|, Placebod 41.44
/4 : Atomoxetin H’ 51.1%; Placeboz@ dX4 43.6%
ADHD type :
e Atomoxetinew - Combined(66.8%), Inattentive(33.2%),
Hyperactive(0%);
e Placebo@ - Combined(70.9%), Inattentive(28.6%),
Hyperactive/Impulsive(0.4%)
EUI|E: DSM-IV-TR ?|ES UE= 42U ADHD #X (CAADID, CGI
score 4 °|%)

Interventions

a
1. Placebo (234%)

2. Atomoxetine 88.6(40-100)mg/d (268%)
" IRk 24F

4n
]

Outcomes

e Total ADHD symptoms score of the CAARS
* AISRS
e CGI-ADHD-S10

Results

e CAARSE HXN| ADHD 342 &
atomoxetinew©| placebo@&t {234 2 ADHD 3% ¥48 BY

2453 W 25%° ADHDZ4 ZAE =

atomoxetine@(68%)%X placebo@(42%)EC {23t ¥

e CGI-ADHD-Severity 39 TH2 8F¢ 24F%A atomoxetine®®|
placeboZHt {23tA US

« £ 18 85 98504 BAFH |t wy

o
=4
filo
=
[
N
M
o
N
N
M
=
R

rir

Adverse

events

9|
24F ¥ atomoxetine #°| placebo ZECt HXr20| Gro] Wisl EO

o
2, oI, B, ANTL, AY F

=
%, 259 placebo 2EC UYL

Conclusion

e Atomoxetine2 12F% 24F°M Placebo®2tf 823t ADHDZHQ TH2
Hoz

o 9Xg2 MHHOZ UM atomoxetine HIEW H[ACIHON UMY MUY

M

Funding : Lilly USA, LLC
HD : Wietecha(2012)9} Z2 HF XY

HEY "3 24
axro . ° patients were randomized 2:1:1 ...via a
S &M Y = )
computer algorithm
g 2 " Treatment assignment and drug dispensation,
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managed by a telephone voice-
response/interactiveWeb-based system, remained
blinded until after database lock.

AL
olo

double-blind2te BHE %1 participantse blind
W ZOoL AKX} plinde RuY (protocolol ZIME)

AL
tlo

protocol®l| 2|4 &

AL
olo

LOCF

AL
olo

protocold Yx|3

6y Buiipiogp|joy) 24D} DI PasDg-2IUaplng [PUCIIDN
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HE 9. 3F MYH Methylphenidate H+19 §4

Adler(2009)

Methods

A3 4Xxel : randomized, placebo-controlled, double-blind,

parallel-group, dose-escalation

APOJE (271 @ 2771 2|2 (0l=)

Participants

HMA N#: 229%
Ha A% : 39.0M(MPH & 39.9M|/placebo 2 38.24))
/9 : 56.2% 'YX, MPH @ 63%/47%, placebo & 64%/52%

ADHD type : Combined type(MPH& 79.1%; placebo, 81%),
inattentive type(MPHZ 20%; placebo 18.1%),

hyperactive/impulsive type(MPH& 0.9%; placebo 0.9%)
HUHI|ZE : DSM-1V. Adult ADHD Clinical Diagnostic Scale ver 1.2

zy7|

M

e 18—~654
® AISRS score?l 247 ©]4°|HXA global assessment of functioning

score?l 41~60% (moderate to severe)

Interventions

F 18
1. OROS methylphenidate 67.7(27.9, 36—~108)mg/d (110%)
2. Placebo 86.9(27.8)mg/d (116%)

EHI|Z : 40Ux2Y

e ADHD Investigator Symptom Report Scale(AISRS) score

Outcomes e CGI-I
e safety : vital sign, weight, ECGs
e AISRS : MPHZ9| placebo ¥t ¢ 2 T} UYL
® CGl-1 : MPHZ9| placebo Bty ¢ 3 mII} UYS
Results
e Adverse Events : 93%(84.5%) H1. placebo #2 74%(63.8%)
- HEE 298, F£F, 4UE, 2%, 24 §. mild~moderate =&
o OIMBHMIC WAMS, 2O, 20| UUY 14%F MPHZEXIA 6%9
placeboZ2#Xts %42 FUY
o HIWH & GO, B0 UUH 17 MPHZ X} 5% Placeboz&Xits &4F
43T 82
Adverse
e Placeboa Ol H|8f MPHZ¥X[OIM I ZoHH HiEE F4H42 M_UL, £5F,
events

£%, 89, %7 g

e Placebo#? M2 FF2 MA, X|F

MNION

jouC

i

$D(]-2IUIPINT

4 p2

1

2Y3|pa}

n

Aduaby Bulpioqpjjo) 24
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=ZIolollA] Atomoxetine, Methylphenidate?| &z}

Conclusion

36~108mg/d §3°%*4 OROS methylphenidate= *§¢! ADHD X|&9°]

BHOD ¥ XM

Notes

Funding : Johnson & Johnson Pharmaceutical Research an

Development, Titusville, NJ

HEY ik nRE2A

29 WPEM A b UREZE X9 ¥

=M 20 E POl of2 EHZ FUHH Yo=M 24
xRl Mgt =7t | 2dd | HIUS

2ol gt =21 g4 | d3US

EFTEYU AN 32 ITT? LOCF approach A§%

AL
glo

protocol® primary outcomei® ZZ(AISRS HIIE)

Agay(2010)

Methods

A3 gXtel : double-blind, placebo-controlled, randomized trial

non-ADHD control

AOIE £(R7h) : 1% T (O1AFHE)

Participants

HH N+ : 58%

g AdF - 32.64

Y/4 : 29%/29%

ADHD type : NR

HHYI|Z : DSM-IV ADHD, non-ADHD

H
o

7l

M

49l 21504

o ASRS-18°0M A% 6719 239 F4 and/or HAS 672 UYSF F4O|
A B

o ASRS-18°I14 4,579 F40| %1 Wender-UtaholX 463 o|Aol7{Lt
CAARSOIM 65% o4l

Interventions

Yy 1§

Non-ADHD#
1. Methylphenidate(MPH) 10-20mg3 (16%)
2. Placebo (16%)

ADHDZ
1. Methylphenidate 10-20mg3(13%)
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2. Placebo (13%)

SEW/FEHIIN - 2%

e Digit-span tasks

e Raven's Progressive Matrices

Outcomes
® Test of variables of attention
e Decision-making tasks
® Digit-span task: Placeboz°l 3§ MPH 1§&°| 37t £&
Results e Decision-making task: MPH 189N YUF4$080 st mafof ¢in, fEst
A1H‘I£ UI- |;||°O| E-I ;-::%
MPHE QX|5HE HAR 3= ARSYS FHAMZE = ALY, oA
Conclusion
ADHDZE#| £°[HQ A2 ord
Funding: Max Wertheimer Minerva Center
Notes
HIYO ;- YUrNQl %3X|g9 YN nI ALE ofd
HEH g: Bt
H =3 k] R4
FEY Y EM A =44 a3
Ui EM 2 =gA Ha RS
HoXp/ARX| Uit =1 | g double-blind2f1d SR o] eHHX| ¢S
2ot bivt =Ihd =gA Aa RS
ST ZYXtE =Y SEAUTY AU FHX| %S
MEH™ B =4 protocol §1 UHXOZ HE= outcome RS

Barkley(2005)

Methods

A3 HXQl : double-blind, drug-placebo, within-subjects crossover
design
APOIE (271 : NR(UIR)

Participants

HH N+ : 56%
Y Ad%: 31.3 (SD 11.3)

H/4: 40/14 (drop outH® 2%9 HHE NR)
ADHD type : NR

HRyo1E -

18-654, 1Q 80°l%, Snelling chart °|84| visual acuity 20/3084
skQMs 0| Q= FL, THUYF, HAHH, AMAHH, language delay,
3%, UE, AT = HE PUEE Y= B2

DSM-1V J1EO| Mot FIMMOoE AYTEI (Dr. Murphy)? ZXIEgol

1ION

In3g |puol

]
]
)
o
Q
m
-
n
o




Ol Fo|HATINIQISH=ZIONO|A Atomoxetine, Methylphenidate2| 1t

Aol ADHD¥Xt

9% 18
Placebo-X4% MPH 10mg-183F MPH 20mg

18§%F¥ MPH 20mg-Placebo-X4%F MPH 10mg

X§F MPH 10mg-18%F MPH 20mg-Placebo
Interventions
Placebo-18% MPH 20mg-X43F MPH 10mg

S3USDIN

pasng-

18¢F MPH 20mg-X4%F MPH 10mg-Placebo
X4 MPH 10mg-Placebo-1&¥ MPH 20mg

iopl
H o oswnNer

A 7I2: NR

1

e driving performance

Outcomes e continuous performance test (CPT) to evaluate attention and

DY

o ! inhibition

5 Results CPT ZW, 8% XBoIM $SA0I Q¢ 4 nas U
' 2 N HAUZ YO ADHD BXIIL LHA| WA 9

Lol 2 4 Ut

O
IIJIO glo

. e B i
Conclusion

; Funding : & 939 X 1XXr= National Institute of Child Health and
e Human Development2 8§ X WAOWH Gerald J. and

Notes Dorothy R. Friedman Foundation for Medical Research®}
the Frank and Nancy Parsons Foundation for purchase

of the simulator28§ J|FE2 WY

HEY HH: Bt

HIEY my | Y2
DXQ WHAN A4 gUy | A3YS
Y2 2n| g9y | AZ9S

ARL 23K A& R, B 420N MPHE!
HOIX/ARTO) et £I1Y | We | placebo® FUL Dopo| Wate Waof Yol Foputs

oF
a

Fl
HUXMOI driving test2 ZaEopet
sfLiel FojgFol HE.

2G| Uit =7hE 22 2 AREAXNA 3742 Wa2
MIE M AFLHAXI ojHo 4WEX 28
ETEY Xt £ g2 QQlar 4o oY FEsH 2o ¥
MEX B =YY UHH QI outcome U

Biederman(2006)

HF 4xfQl : randomized, placebo-controlled, parallel-design study

AOIE =(=71) : NR

Methods
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Participants

| E

Ba d%:

X - ORMEEYG

HH Na: 149%

OROS MPHZ 32.7MI(SD 18.5)/placebo? 37.64I(SD 8.4)

"g/4: 73%/68% (8%°| randomization °|¥ g, =EIXtol st HH 913)
ADHD type: NR
: ADHDO| 4%t DSM-1V Z|£2 UZOIHA OfUAHEE JJQINX|

ADHD F/°| X|&5°°F 3t ADHDO| 23t moderate to

severe £Z9| XUt 0ioF @

: ADHD HYg 2 19-60M4 ‘42, CGl-severity score 3%

ojstel F9 HeIotx| %

wa

%9, laboratory value baseline® 29%st #Q,

A0 FS
1Q 80°I3Q1 AL, delirium, dementia, £ amnesic
xZ

=
©

disorders,

=2
67 olujol Bl B HE X AZHS HAU P, AN oy

Interventions

£ 1

o

1. OROS Methylphenidate 80.9(SD 31.8)mg/d (72%)
2. Placebo 96.8(SD 25.9)mg/d (77%)

|3 oIt 6F

e CGI
Outcomes e AISRS

e adverse events

e OROS MPH9 282 placebo? HW3tYE 4, inattention X
Results

hyperactivity/impulsity?] DSM-1V 342 {206t LLAZ

Adverse e OROS MPHY E&2 £%7| €Y, o7 €Y A heart ratex X0
effects SYstA FIA Y

OROS MPHE ‘42l ADHD X|&° matxo|tt, 2L Y A heart rate
Conclusion

FPHoZ FINNG = A HEN MPH S8XEs RYEZHo| Qs
Notes Funding : McNeil Consumer and Specialty Pharmaceutical
HEE A¥E Bt
HEd k] w2
S WP =M Y S Haels
Ui EM 2 294 Haes
Ho|Xt/ARXO| Gigt =tE | g personnel blind?f &MoIX| ¢S
ZogIol gt =7rd 33 ZAPXD; AQAEAXIE o Xg2§ WeX =71E

LOCF approach A&

ST ZAxtE 33 SMo| EE|X] F2 ArEQ £Xt7t Hito| F¥Z UIX|X|

59

$2 HOZ By

_96_

~2JUdpPINg |DUOIIDN

¥ Dg
i

9

j|paH P

i
L

|09 24001

JOoqD]
152

"
D

ol
b
w

Nua



Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

rx
12

o
KT
=l
AT
olo

AdI™Ql outcome. Methodol ¢&

Biederman(2010)

A3 HXxQl : randomized, 3 phase, double-blind, placebo-controlled,
Methods parallel study
APOIE 2(271) : 190 21 (0I)

3P paspg-20uUaping [PUCIIDN

li0D 2401

!

1t
10

c

by buijpio

U2

A N @ 227 (84 Hidxr 223%)

B A7 1 MPHZ 34.7(x9.2)M, Y%+ 36.4(+8.6)4
g2/4 : 102/121

ADHD type : NR

ZYINE -

e O AMH ANZE DSM-IV ?|ZE°| GE ADHD %%

e AISRS H37f 2

o AYHOZ UASZ AL 3MY FE9 EAo|Y 2&F ¥X, CGI-S 3F O

oxt

4% ol §xt

Participants
HiK7|E -

e clinically significant chronic medical conditions,
e abnormal baseline laboratory values

e |Q of less than 80, delirium, dementia, or amnestic disorders

e other clinically unstable psychiatric conditions (ie, bipolar
disorder, psychosis, suicidality), drug or alcohol abuse or
dependence within the 6 months preceding the study, or a

previous adequate trial of MPH.

e pregnant or breast-feeding females

<3 phases>
Phase 1
1. Placebo (114%)
2. OROS-MPH (109%)
Phase 2
Interventions 1. Placebo (34%)

2. OROS-MPH (62%)

1. Placebo (11%)
2. OROS-MPH (12%)
A4 I : 6F (phase 1) + 24F (phase 2) + 4% (phase 3)

— 97 —
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* baseline AISRS score

e CGI-S
e CGI-I
Outcomes
e ADHD symptom score
e A global measure of psychosocial functioning
e Adverse events (AEs)
o UMM HIZ2 OROS-MPH Z°%M 62%, placebo#®lX 37%=2 251
WoIl UULH, double-blind?f A& 24F WX X EUS.
Results o JJUUHUE, NRAE, BHF, AY/EX, WY AX, UFUT F4 5O
OROS-MPH Z°M G257 ZAAS.
‘4% ADHD %EXI29 HIIH FF2 OltotI] 3l o 2 E22Z Aot A9t
Conclusion
o
funding : Clinical trials - Ortho-McNeil Janssen Scientific Affairs,
Notes

LLC.a

HEY HH: Bt

=g o w2 A

FEY viFEM Y =44 Ha NS
All study subject randomizations and study
medications were administered by the research

UM 20 9g pharmacy at the Massachusetts General Hospital,
and all doses of OROS-MPH and placebo were
delivered in identically appearing tablets.
Physician raters and subjects were equally blind

HAX/ARXO| oY =91 | B3 to treatment assignment. (protocol°X subject®}
investigator)

2ot gt =2r =44 Hans

2329 Zyxtg %3 227% FXY P BMACE 4% M UHM ITT &4

MEHE H =2 protocolt &g

Biederman(2011)

Methods

#H HXfQl : three-phase double blind, placebo-controlled, parallel
study design

AOIE £(=71) : U=

¥ Biederman(2010)9] A5 oA baseline®} 654 BRIEF-AE 5743 dF

A4S ez 24 59 AH(executive function deficit)E H7}3}7]

A% A A7

Participants

Y N2 @ 2279 -> FIISMX} Q44X 87%(40/47)
W3 A : MPHZ 33.6(x7.8)M, Y%Z 34.1(x8.6)A
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o|zd AEMAUHSEIOH0A Atomoxetine, Methylphenidatel| &1t

9/4 : 53/34
ADHD type : NR
EI|Z= : DSM-IVY HHI|Z0 B3, childhood-onset and

persistent symptoms?l %29, AISRS H7t 24 oY

Interventions

£
1. OROS-MPH 36-72mg/d (40%) phase | endpoint
84.6+31.6mg/d
2. Placebo (47%)
A I 6F

]

¢ the Clinical Global Impression Scale (CGI-I)

Outcomes .

e Adult ADHD Investigator Symptom Report Scale (AISRS)
Results OROS-MPHZ ¥ placebod 2t {23t xfojIr UUS
Adverse

NR (Methodsolle uetdoLr A ¢1g)
events
Conclusion o] A3 XX 5 ZUL methylphenidate 281 ALHEX| U432 HOZEC},
Notes Funding: Ortho-McNeil Janssen Scientific Affairs, LLC.

HEY HH: Bt

# Biederman(2010)2 UF MAUXE QYR 3 Ay AFE HIEY AYEE IO %2

Boonstra(2005)

Methods

#H HXtQl : double blind, crossover, placebo-controlled study

AOIE £(27h : NR

Participants

HH N+ : 43

B3 9% : 38.9 (SD 10.1)

g/4 : 22%/21%

ADHD type : ADHD hyperactive / impulsive subtype(2%), ADHD
combined subtype(41%)

X

7|

MM

o
bl

X DSM-1VY ADHD inattention ?I& 97 & 57 °l%¢ H&F E= ADHD
hyperactivity/impulsivity ?IZ 91 ¥ 5 °l4f UF

e O{RA® DSM-1VY ADHD inattention ?I1& 971 ¥ 671 o4 UE E:=
ADHD hyperactivity/impulsivity ?1Z 9 3 67l ol U=

e ADHD /0 C{UA-ERE GAMX UPXHOZ X|&

= 01— =

e ADHDO|| 98 moderate to severe £Z2| XMoo} &5

HYrIE -
USHoz Fovt e, HIYHHQI baseline laboratory values, H2
FUESH M, ®X psychotropicsAtgste 9, Mph Y
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L, 1Q
75°|3}, concussion, meningitis, traumatic brain injuryZg 3%,

= )
AR, BUY, BF, AT BHY, A4,

amphetaminesZ °|Ho| 28%H #HQ, tic disorders H&o| JU&

WX substance abuse, L¥Y,

severe depression

Interventions

£ 18
1. MPH 0.97 (SD 0.13)mg/kg-Placebo (24%)
2. Placebo-MPH 0.88 (SD 0.23)mg/kg (19%)
A 21Zt: 7 HH| 0.93mg/kg (SD 0.18)

e Conners’ Continuous Performance Test (CPT)

Outcomes e Change Task (ChT)
* an extension of the Stop Signal Test (SST)
e CPT 23 commission error2t o 8-3A|2t2 standard error,
attentiveness®l 2 Tt YAACH P YA AU EF2(moderate)
Results T} AAS
e ChTolME response re-engagement speed®l 259 T} YA
Mphe “4¢l ADHDOIM AMHQ F442 QX HNMOZ IJjMAF[X|T2 FE=r,
ConClusIoN | qaiyy auopn FRer AN UOME IHNY BIE wols He BHYUL.
Funding : Mental Health Institute GGZ Delfland, Health Insurance
Company DSW, Nationaal Fonds Geestelijke
Notes Volksgezondheid (National Foundation for Mental
Health), De Hersenstichting (Brain Foundation)
HD - Aol EIrYE #Xp F oMo MPHE =Z8°I%Y ¥Xts o3
HEY HH: Bt
UE uy Ty 2
FEY wPEM A =Y L=ReRely
HigaA 20 =gy HaRnS
H 9| OF A 2 S0oI3l OkN|A{a1 OF=0fA
qur/ﬁ-_ﬂxfoﬂ EH?_I' _‘E_Jr%l l;é'% On_—lq'o"-l MPH-‘ZI placebOE o2 T " 1|:| |_EO11
ey
2ot gt =2r =44 Ha NS
2329 Zyxtg 3 el Arg FusHy 20 H
MEX H =Y UYEHQl outcome ©°Fd
Boonstra(2007)
A3 4Xel: Double blind, placebo-controlled, cross-over medication
Methods trial

ACIE #=(=71) : NR (MIEHE)
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U2

Participants

HH N==: 70%

B 9%: ADHD X2 37.94 (SD 10.3), &8l iEF 37.84 (SD
9.5)

IQ : ADHD X2 104.1 (SD 18.5), ¥utol j=3F 109.3 (SD 15.4)

g/4: 33%/37%

ADHD type: ADHD hyperactive / impulsive subtype 1%, ADHD
combined subtype 32% (¥& 33%9Y #XE ZHI2GH 9|
% 2% 2 medication trail A= Mo Mg, HE X
ADHD type2 HIEX| 942)

a
8te (semi-structured) Y4 Y QAFH
X

% FXUE MEBXE ADHD ¥ U FATELS BIOP| A% ArS

yperactivity / impulsivity 5 97 & 579 7|&2 U=

e OJZUAH™ Ho|E DSM-IVY inattention ¥2 9 F 67le 7|FE UZ E:
hyperactivity / impulsivity &5 971 ¥ 6719 7|2 UZ

e ADHD 3/4°l S{HAHEEE FA7X] JAUCl &Y

e ADHD F4°f 23t o £%° moderate to severe 8t%oF &

Interventions

M aE

D
2. Mph 0.94(0.5 in week 1, 0.75 in week 2, 1.0 in week 3)
mg/kg/day(SD 0.15)-placebo (NR)
3. Placebo-Mph 0.94(0.5 in week 1, 0.75 in week 2, 1.0 in
week 3) mg/kg/day(SD 0.15) (NR)

AR A2t 7F

e daytime activity level

¢ sleep efficiency

Outcomes
* sleep onset latency
e average sleep duration uninterrupted by wakefulness
o ADHD BXts T O I X1 o 70| ROou W Woux| ot
4ol 7|Zto| wrelo| wsy HS
Results

* Methylphenidate2 FHEAZF X £HO|| HX|= AED HA| £HAZO| Z2

UOI|Lp WHUE| O AW J|Zt0| FItero] LB Ho|
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#tE (consolidated sleep)

2 97 MO ADHDOIA 4 ol 2I1£8I8 methylphenidate 282
A

Conelusion TH $HAAS LAY f+WHY H2 FIAUZ LEWCE,
Funding : Mental Health Institute GGZ Delfland, Health Insurance
Company DSW, Nationaal Nationaal Fonds Geestelijke
Volksgezondheid (National Foundation for Mental
Health), De Hersenstichting (Brain Foundation)
Notes B3 -
o UHRIFOME= Double blind, placebo-controlled, cross-over

medication trial £= FHE MESIYULGE B9t ¢

e 33 A|Z O|HY| methylphenidate2 £t #Xt= AU

glo

HEY HH: B2t

HEY my | mya
Do AN A4 £%4 | randomized2ts EHU UL

U= 20 =Y a3
HOIxp/ARLXO| it =o1" | YA double-blindete BHI AZ
ZYEIo et =7rd =Y a3
EFET ZYXtE =gH SN X2 FEotx] oS
MEH ") YA HYEaz
o2 HEd b washout 212t : 1F
Bouffard(2003)
A 4Xel : crossover, double blind, placebo-controlled
Methods

APOIE £(27h) @ 170 IIBOHYT

Participants

HH N+ : 30%
Ha A% - 34M1(17-51M)
H/4 24%/6%
ADHD type : NR
HUHI|IZE : DSM-IV
Ze|
o XfI17|U%¥ ADHD MEX|(Conners' Adult ADHD Rating Scale £& the
Adult ADHD Problem Behaviours scale) % St4oflA] 1.5 o4
o XOE WAIS-REZ B7I%t 1Q7F 80 O4
¢

W oAYS B M MYOHs PAMY EE OE XEJF WY FALYO|

HM

rr
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=ZIolollA] Atomoxetine, Methylphenidate?| &z}

Interventions

1. methylphenidate (10mg, tid) - methylphenidate (15mg, tid) -
washout - placebo (10mg, tid) - placebo (15mg, tid)
2. placebo (10mg, tid) - placebo (15mg, tid) - washout -
methylphenidate (10mg, tid) - methylphenidate (15mg, tid)
"I : 8F

e ADHD Symptoms (Adult ADHD Problem Behaviours Scale/
Conners' Adult ADHD Rating Scale/ CPT commission error rate/
CPT baseline omission error rate/ stop-signal task reaction

Outcomes time)
e Non-ADHD symptom (anxiety(BARS)/ depression(BDI) scores/
SCL-90-R score/ obsessive-compulsive/ hostility)
e Side effects (appetite loss/ trouble sleeping/ headache)
e ADHD SymptomO94 stop-signal task reaction time2 X%t BE
g3 WM placeboll HIsH MPHQ JHM T It G
Results
* Non-ADHD symptoml4 SCL-90-R score2 M3t BE =0 GishN
placebo®ll HIgf MPHQ JHM It Qojgt (53] 2% X 220M)
e MPHZM baseline ¥ placebowt @} HlWA| Hufs G O[4I A Jo3t
3te NS
e MPH#OM baseline® HluwA| $%7] "ol GoSHH FIIOIRL Y
Adverse
placeboz@d HluWAl GOotH =&
events .
e MPHZM mild-to-moderate 4&8%A 41% (baseline 23%, placebo
19%)°I14 |2t xfo|= ord
° xﬂ%c_?:lrJL Ju:qxro" Hruio o_lcl-xl oro
MPHE ADHD JUAEXIM FH42 HUAZ = TuXo|H, & tolerated® ]
Conclusion
HErgo] e HA LpEHHT
Notes Funding : FRSQ grant

HEY AUE B

HIEY my | Y2
DXQ WHAN A4 WS | BXOIM PXQIR MUE 2%t HAES YU I YT
Y2 2| g9y | AZUS

Hoixt/ATXol Yt =31 | §& | placeboB AFOl T MY WA AL

ZaYIo Tt £ty gy | AZ%e

g£350 2YNE S | 9§00t Bt oX 41 US
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dey "Hh £ FA3A outcome Hug
OE HEH L 4F ¥, 2 AFFAXOY 5% washout MI1E &

Buitelaar(2011) * Buitelaar(2012)% FU3 Xjg Arg (RoB ZI Y

Methods

AR Tl :
AOIE £(37h 1 NR

parallel, randomized, doble-blind — open-label

Participants

HH N2 : 401%
B A%
/4
ADHD type : NR

UdI1=

1 34.04M
: 218%/183%

: DSM-1V
EYIIE
« ADHDY ®MZ4 X UM IHYHOZ ool FHo| U ©x|

e CAARS:0O-SV7t 243F ol

Interventions

Yy 1§
1. placebo (96%)
2. OROS-MPH 18 mg (101%)
3. OROS-MPH 36 mg (102%)
4. OROS-MPH 72 mg (102%)

HRAIA : 12F (doble-blind 5F °|% open-label2 7F)

e CAARS:0O-SV (physician-rated) scores

Outcomes
e CAARS:S-S (self-report) scores
* CAARS:0O-SVi} CAARS:S-S°4 OROS-MPHe placebo®l H[®f X|=
2t §ootA YEIE(p<0.015)
e post-hoc analysisg 8t%2 U, CAARS scores? baseline®l ¢ x°H
Results
N2 &5 ¢ + AUS
o FOIY H R2 WE £F2 FAY X ZY %t H£Z IIFOH =
AUXTY.
Adverse
NR
events
R 7IX| baseline factore= ¢! ADHD¥ZXI OROS-MPH §9A9 X|g &t
Conclusion qA&5E &2 + USXE R2Y o|F UFOI| AHsHME H FIHEYU AL}
zasth,
Funding : MXt & U&= o3 HUYLrt(Janssen Cilag BV, Eli Lilly,
Notes

Bristol-Myers Squibb, UBC, Shire, Medice, Novartis,
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Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

Servier §)% XZ YUY YUO|H URE HAYAMAM K2R E=

ArluE WY QI22E

Kkl
o
nlo

HEY HH: B2t

¥ Buitelaar(2012) U9 g & AH§9 A2 RoB ZY 3YU

Buitelaar(2012)

" Hxfel : randomized, double-blind, placebo-controlled trial
AOIE £=(=7l) : NR

Methods

AN N+ : 401%

B A% : 34.3M

"/4 : 8% 53.8%

ADHD type : Combined (70%), Predominantly inattentive
(24.6%), Predominantly hyperactive-impulsive
(4.3%), not otherwise specified (1.2%)

ZeI|E : Conners’ Adult ADHD Diagnostic Interview for DSM-IV

(CAADID)E ¥¢ol

Participants

a
1. OROS MPH 18-72mg/day (93%)

2. placebo (277%)

AR 7|2t 5F (+7F open label 18-90mg/d)

4n
i

Interventions

e patient self-report short version of the CAARS (CAARS-S:S).

e CAARS-0:SV

* CGI-S

Outcomes e CGI-C

e SDS

e Quality of Life Enjoyment and Satisfaction Questionnaire
(Q-LES-Q) Short Form

* CAARS-SE ZHUZ W, 48, ADHD §9%, O Xg4 N FUuy

rel
x
304
2
Jo
o
e
ol
ox
fo
-

:S, CGI-S, SDS and Q-LES-Q)°lIME {99t

Results e ADHD F4 5 AOtis ¥ FF4 TH(Hyperactivity/Impulsivity
subscale in CAARS-0:SV)2 open-label endpointoX L444e J|59
Y 49 H @Y st #d

d3Y4 CAARS-S:S9 Inattention subscaledt CGI-S scorese

YIS YA gOst YOl §UAS.

oXx

o UYL

Adverse
(18%0o| Bxgog Qg FLEash
events
Conclusion OROS MPHORZE X|EE g MQIojMo| [CteiFut 5D UHE ADHD F4
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DL YT M He gD fott wHol AS
Notes Funding: Janssen-Cilag EMEA(Europe, Middle East and Africa)
HEE HH: o
H =3 R my2A

XS0 = axto
QErg HEAM A s ADHD¥®XIE0] OROS MPH2 placeboE X2
Urorchaar MiA g

Ui EM 20 =gH Ha RS
HAAXp/ARXX| it =91 | =S open-label
2ot 4ivt =hd =S open-label
=EFET 2= 23 ITT 24 Ar8010] 369% 9 & gt
MEH™ HT Eg] method%lA L3t outcome©l 25 HiE
Dorrego(2002)

A gXtQl : crossover, randomized, double-blind design
Methods

APOJE (271 @ 19l 21 (Ct2ME L)

Y N+ : 32%

Y A% : 26.34

H/9 - 25%/7%

ADHD type : NR
Participants UHI|ZE : DSM-IV

HiX7|1E :

e 1Q?I 75 O

SUYS E- YBFEY B, 3

d =

CNS Zgtgt M3 Xt

%= nursing women

Interventions

1. Lithium 300-2400mg/day - washout - MPH 10-80mg/day
2. MPH 10-80mg/day - washout - Lithium 300-2400mg/day

A1 - 10F

Outcomes

Primary efficacy

e Conners’ Adult ADHD Rating Scale sum score for hyperactivity,
impulsivity, and learning problems

Secondary efficacy

o W& (irritability), A®™ 34, o

-

u ES

[

-

A
EHs

AT

=
=
e

e scores on tests of verbal learning and sustained attention
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Ol Fo|HATINIQISH=ZIONO|A Atomoxetine, Methylphenidate2| 1t

Neuropsychological Outcomes
e Buschke Selective Reminding Test(SRT)
e Wechsler Adult Intelligence Scale(WAIS)
e Wechsler Memory Scale-revised (WMS-R)
— : e Continuous Performance Test (CPT))
FE gax 4 3 gng
3 e lithium® MPHE primary outcome®l| sl QAP TBE HQY
~\ e & 9H|E irritability, aggressive outbursts, antisocial behavior,
’,i anxiety, depression®| tisi QArSt BOtg HY
Results
® e £ oY= verbal memory(Buschke SRT)Ol Chsli QArSH TatE HQ
o TEYAL UXt 0YF 40| BAG AU(MPH 3% - oM, NFUL,
AMSR, R /lithium 1% - XY X
g Ad o HXIg WMZ: £5 lithium 21%, MPH 4%; A4t lithium 11%, MPH
= verse
Q . 11%; 24 lithium 4%; 2[4 Y lithium 3%; 2184 HEY MPH
o ! events
3%.
e MPH® lithiumZ 42 ADHD #®Xt9 FQZF/dof| H[XotH mxo|ct,
rﬂ Conclusion o HE £ OFXo| MUIXQI up § HXbG WHELE H|XIY, MPHE periodic
2 ! analysis of blood levelsE D2{o[X| ¢fOIE E[7| S0 & Ms Y & U},
Notes Funding : NR
HEY AY: B
=g i) w2
X2 lithi iti =Y
Sxrel HIRIAN AIA s ®UXE lithium/MPHY MPH/litiume| &Y=
L | o= oo =2 H"xg%qﬂ?_r ﬂa%
WM 20 =44 RS
ToAXt/ARX| it =01 | EgA Aa S
2ot Higt =7 =YY Ha NS
E3 2% Zyxig "$e ITT &Mt LOCF approach Atg
HEHY B 3 Mgt outcome2 Bt FABHH Hug
= o ES)
e Hsa ue UXISEZ 1XF A4S 8F FTU XAXHOZ A9 H 2FFYU
washout AtE X 8F FQ 2WHM 4SS HZIEE ¥

Ginsberg(2012)

A 4Xel : randomised double-blind placebo-controlled trial with
Methods open-label extension
AOIE £(F7h): 17 2| (AHH)
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Participants

HH N2 : 30%

W3 A% : OROS-Mph 33.54|, Placebo 35.34

H/4 : 84 100%

ADHD type :

e OROS-MPHZ - combined type(n=13), predominantly
inattentive(n=2)

e Placebo@ - combined type(n=15)

ZYI1E -

e DSM-1V ?|ZE°| 4E ADHD %Xt

o AAIIAFTAU HESHH PFOHX| ¥S Aol T UX}

e autism-spectrum disorder, 8¢ ¥ 2232 FUste ¥XE

baseline®lA Qrgxol2tH X

Interventions

£ a8

e OROS- Methylphenidate 72mg/d (15%)
e Placebo (15%)

A It 1 5F(+47F open-label)

e Conners' Adult ADHD Rating Scale-Observer: Screening
Version(CAARS-0:SV)

Outcomes

e Adult ADHD Self-Report Scale(ASRS)

¢ Clinical Global Severity Scale-S(CGI-S)

OROS-Mph 2°IM placebo ®&20 o] WA Hafol AZXH AOIUA §Ol
hdverse WY Ve 8% BEY, £F, 987, NSUS, UL, WA, $HF gy, W2
events

SOl UUS
R it e OROS-Mph #°4 CAARS-0:SV, ASRS, CGI-S7I f93H IHMUEUS

esults

e ADHD %%9 M2 open-label AN E X|&H
Conclusion OROS-methylphenidate2 ADHDE 7IX “d¢Ql &4 MAXSH ZHoIAUS
N Funding: Swedish Ministry of Health and Social Affairs and

otes

Stockholm County Council

HEY HH: B2t

HEH k] mnRE2H
2R HiFEM M 33 A DREZO| It GLHE Argojo] kg ZH| Y Sy
U g A 20 ¢33 HAZIo| &9 EFYEZ FUSHH ot FEYLS= IPH
HOX/ARXO| Lot =91E | ¢4 X ARAKoXr BE RCTE HiFO st =21H %
OIMIHOAM UARE AFLD oFrg BICro B 7]
?éﬂt%”MI EH?_I‘ -‘Ejr%l %Qg = 1|-r°"1 I_TEE ro r°‘| 9= =2o0o= |'MJ-
AR AJAKHOXISH ARAFEAINX &U
232 Xt ¢S ITTY LOCF approach Abg3%t
MEX H) ¢33 method%lA Y3 outcome©l BF YEIY
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ol Zo|zAT nolsH=Ztol0llA] Atomoxetine, Methylphenidate?| &1}

Jain(2007)

A3 4Xxtol: Randomized, multicenter, double-blind,
Methods placebo-controlled, crossover study

AOIE £(271) @ T4ol I|BEHYT

3P paspg-20uUaping [PUCIIDN

li0D 2401

ar
10}

11}DJI0C

L

B

fousbhy

HH N==: 48%

B3 ®3Y: 37.2 (SD 11.2)

H4/4: 30%(62.5%)/18%(37.5%)

ADHD type: ADHD inattentive or combined

I E:

e DSM-IV 7|Z22 ADHD inattentive or combined

ZYo|1E

e 18-60M Aol “JQIo|HM OfHUAE ADHD Ho| UJYN DSM-1V ?|ES
UZESH AUXp

* baseline week ¢ 2%t 2919l CAARS-S % 342 ADHD index®t
2919l CAARS-O % 49| ADHD index H3t T score?f 65 Ol4

e Baseline B7[°IM H|5°l 50-90kg

Participants o WAIS-1I1 22 £ 1Q7 80 °l4

o 3 EZEEZ ME £+ Ue X

He2lE

e Mpholl ZY 27|14 Y2 Bxgo] A= FL

e Mphol 83°o] ¢le HCZE oo UM FQ

o MATIHL S U F¢ (LYY 100 mg Hg, +&7| 170

AM-DOl oJ3fi EAFMY LZFMI7t

o¥Y
Jo
e
T
>
Z o
>
i)
L
I

I, X2E 2%= AP FLAUGH, YUY
e guanethidine, pressor agent, MAOIs, coumarine anticoagulants,
anticonvulsants, phenylbutazone, TCAs, SSRI or herbal

remediesE £%%t1 Ues X}

£ 18

1. Mph 57.8mg (SD 20.1)/day-placebo (NR)
Interventions
2. Placebo-Mph 57.8mg (SD 20.1)/day (NR)

AP I 5-7F

e Clinical Global Impressions scale (CGI)
e Conners' Adult ADHD Rating Scales (Self-rated, CAARS-S;

Outcomes
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Observer-rated, CAARS-0)
e PSS, HAM-A, HAM-D, LIFE questionnaire
e Placebo? H|WSIEE If methylphenidate@°lX CGI-Improvement ra
Results -
H4, CAARS-S2 ADHD Index T H4 8933 M
o MBZA XX (20%/4%), B9 (14%/0%) FM2 HQ MphEoiA| It ]
Adverse (incidence % in Mph/incidence % in placebo) <
effects o HFAUALE QOO Xto] QYO heart rate, BYY S xto] g =
]
o EUW 22FHE FYXYU X0 ¢ ,g
Sp2o| gt H26t= multilayer-release methylphenidate2 491 ADHD @
_ 2ol ADHD 3% % %™ W (situational behavior)Z % A3t9| X
Conclusion SXZ0R QOO JHMAIZIC. TR OfY ORI §Xto EEASEE JHMAZ =
Ihs’dol U
Notes Funding: 2 93& Purdue PharmadlX 25 X|ot4e e
HEH AU Bt g
RS my | Y2
S HiPEM Y YA randomo|3fe BEF U
HigaM 20 =YY | A3
XA U3t =I1H | 844 | double-blind3e BHT AS
Aot i3t =71 =gM | A3
ETES ANxtE =2 48%0| FXe| HFEROY per-protocolof T 2A%
MEHX™ HD Eg] Udt™ol outcome. Methodl &
ChE HEH YA A ¢S

Konstenius(2010)

A 4XtQl : double-blind, placebo controlled, randomized trial

AOIE £=(=71) : A%2h I (2H)

Methods

A N2 @ 24%
B A7 : 37.44M
/4 : 18/6
ADHD type : NR
Participants
UHIIZE : DSM-IV

ToI|ZE @ 49 18~ 654, X't 12I1¥% amphetamine 2ZXQI A
HeAolE -

* nicotine2 HMYBLL, WML UHY ofmIt 4B FE W0 Ys A

]

o
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g ERZ ot FH FATY FHO| UL ARF, AL SHoAE
2 YA, benzodiazepine %8 ALGXf, AZeH AN
Awo| 2y Ofor 28 EHo| Uk AY

[

e methylphenidate® 22I4tg

e 1Q 70 O|T

£ 18

1. OROS Methylphenidate 18~72mg (n=12)

«f Interventions

2 2. Placebo 18mg (n=12)
2877t : 12% 28

E ADHD

e Conner's adult ADHD self and observer rating scales(CAARS)
* Addiction Severity Index Scale(ASI)

Outcomes
Drug use
e Time-Line Follow-Back self-report interview(TLFB)
e 7-point visual analog craving scale
e ADHD 3% (CAARS): & It X017} 9%
Results * Drug use(amphetamine? 2&): & & X0 ¢AS
o OO BXrZOl UAUS (HEE FF, 2H)
Adverse HEE 55, 24; 1%92 UFRUCR §F ZY. 192 MOl T3X| = AE
events Hu, 2 FEojll DL yEHE
Conclusion =2 8%, o A AHY JAE i AHGIr WA
Notes Funding : 912 (d70l A28t %22 Jansen Cilag(Sweden)?f 7|88
HEE HHE BFof
=g i) mRE2A
S uiP =M 23 Trombul softwareZ SX9| Hi%
Ui EA 2 =44 Ha RS
HAXt/ARX| Gt =1 | g double-blind ¢ H&%g ¢
2G| 4igt =hd =44 Ha RS
gxust Hupxtg YUY | ITT approach A&
MEiX "1 Eg] protocol? primary outcome I ZZ(CAARS)

K00ij(2004)

"3 HxXiel : randomized placebo-controlled double-blind cross-over

Methods .
trial
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AOIE (=71 - 1H IIAMHZBRE)

Participants

HH N+ : 45%

e A% : 39.141(20-564)

g3/4 : 249 (53.3%)/21%(46.7%)

ADHD type : RE type I%

UHIE -

e 8WX{ DSM-IVY ADHD inattention EE hyperactivity/impulsivity 7%
9% 3 571 ol UZSHM ofHUAH DSM-1V ADHD inattention E&
hyperactivity/impulsivity ?IZ 91 ¥ 67 °l4 =

« ADHD FA40| O{ZAIEE HOII|7HX| GYHOR X4

Her|E -
UGHMOE Qo3 Mgk, HHMYH baseline laboratory values, tic

disorders ¥3, mental retardation (1Q 75°I3f), organic brain

2

disorders, &2 2@ B HH (2F, BUEY, HHAE, UNH FHY

#x substance abuse), °IM°| methylphenidate Y4 amphetamines&

ALget B9, UMt oy

i

onlp

|DLIC

sDg-a3uaping

=

IDYIDaH P

9 ad

Aduaby Buypioqpjjo

Interventions

L |

o]

1. MPH-Placebo (25%)

2. Placebo-MPH (20%)
R 1+ 0.5 mg/kg/dayE A%, 2 0.75 mg/kg/day, 3F 1.0
mg/kg/day

A7 7|2t 3%

Outcomes

e Self-report-version of the DSM-1V ADHD rating scale
e Clinical Global Impression Scale for ADHD (CGI-ADHD)
e Sheehan Disability Scale (SDS)

e Side Effects Rating Scale from Barkley

Results

e MPH Z9A Y3 E*2 placeboZd HlWA| §96tH &£ YYEY
* QS EL2 CGI-ADHDY ¢ HA| X|&7|12t 5o A4% 2F AL,
self-reported DSM-IV ADHD rating scale®lXl= 40| 30% ©J4

zAoE Ho2 Ho

Adverse

effects

o, 72 @2 MPH ZoM § gol YEeH 1 Xxpo|5t

S+ EF MPH ZOM {23t & = YEY

* loss of appetite (22 % v. 4 %; p = 0.039). Sleeping problems
(33 % v. 22 %; p=0.27), headache (16% v. 4%; p=0.18),
tachycardia (9 % v. 2 %; p = 0.25), dizziness (16% V. 7%;
p=0.34), abdominal complaints (13 % v. 4% p=0.22), dry
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Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}

mouth (24 % v. 7 %; p=0.06) and tics (7% v. 2 %; p=0.5)

T©I|219K MPHE ADHD F4 X|2°| ZMO=Z $eigct. Fo|zo] 2N g
Conclusion U 4Ol ADHD SXIOM 48, SUNY, ASIFNE X|9et X|5X|4Tt W

DjAE g UI| Y Yy AR o Was,

Funding : Mental Health Institute GGZ; Parnassia, Psycho-Medical
; ; Centre; Health Care Insurance Company; Nationaal
L Notes Fonds Geestelijke Volksgezondheid (NFGV), De

8 Hersenstichting

HEY HH: B2t

pasng-

= U ny mya
= x| HiPEN A % UREZ 29 uiy
Q
AL o sua | A3YS
3 AOIX/ARKIO et £3HY | WS | 61RO 4~5% double-blind AEH otol %2 §Fo| HurH
UYL ot £IhY sua | A3YS
2L AUKE % garglo] PaSH TS APHOX 2
Men @y We | BE AAL S FUSH 8Dy
e HEH 22 3FU X& ¥ 1F washout 7|1UE &

Kuperman(2001)

#H@ HXtQl : randomized, boudle-blind, paralle design

AOIE £(27h : NR

Methods

MY N : 30%
B 9F : 32.72H4
4/4 : 21%/9%
ADHD type : NR
e I|E

e DSM-1VO 2/¢t %X

Participants

o« HMXH(1Q7 800|TH

[ )
J

19y HFTT WX, YHHOE BOOWU FMH Ay

=2
o X 67MY OjUol BUESO UNH FS
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o MOITOT} QU WXILF 2 UMY AHE HSFA Uk

1. placebo (1%F) - bupropion max 300mg/d (7F) (11%)

Interventions 2. placebo (1F) - methylphenidate max 0.9mg/kg/d (75) (8%)

3. placebo (1F) - placebo (7F) (11%)
AR : 8F

e primary outcome : CGI Scale Improvement score

e secondary outcome : ADHD Symptoms Checklist Severity Scale

Outcomes
(ADHDRS-self)/ 8254 /2 254
e Neuropsychological assessment
¢ bupropion, methylphenidate, placeboZ2 Foi&2 FoM 64, 50,
27%9 CGI scale? iMool EALULY active treatment¥ placeboz
4 Hr3 &2 X0l {QIIX| %S
Results ® bupropion, methylphenidate& placebo®l Y%= secondary
outcome®llX 9 {93t xfo[7p P
e %X 9 immediate recall®t verbal fluency ZHOIA ZoE= FHM FHYo|
A
o QAITH 9 BXr Ol N FoM WA, MPHZOIME 2§ WEO F=EHT
Adverse Ux7F AALY bupropionZ2iMe UUS
events e MPHZOIN 71 Xt HOE X482 MaAA(12% F 3%)R2H 2HF,
SHF, W, FHA2% F 2%)°l %S
bupropion SR2 4% ADHDY X|g°| HHQYHO=Z ALGEE= HHHO| F=IpEQI
Conclusion

A7t B9,

Notes Funding : Glaxo Wellcome

HEY HH: B2t

HIEY g myIH
Sxrg) MY AN A 294 | randomized=IQTtng A2

g =A 20 Uy | AIUS

Hoixp/aRxeol et =21y | 2%y | A3US

Zagorol gt =71 YUY | AIUS

T2 2UxtE E) LOCF approach At83to] &M
ey 29 e BorYt BE AN E FUSHY Hoy

Medori(2008)
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=ZIolollA] Atomoxetine, Methylphenidate?| &z}

Methods

AF 4Xel : parallel, randomized, placebo-controlled, double-blind

trial

AOIE £(=71) @ 5171 71 (§¥ =71 137 2I#)

3P paspg-20uUaping [PUCIIDN

li0D 2401

!

1t
10

c

by buijpio

U2

Participants

HH N+ : 401%
= A% : 34.0M

H/4 218%/183%

o

ADHD type : NR
XUHI|ZE : DSM-1V, Conners’ Adult ADHD Diagnostic Interview for
DSM-IV (CAADID)

Z37|

MM

e 18-654M
e CAADIDO T2t 7N o|™e Fifo| XX YELE IdX ADHD]
e CAARS total csore 243 o4

HHI2IE -

iy

o« WX YMHOT goryy

o
r=
1]
ri¢
~~~
ol
oX
N
M
o
=

o
=
67 °lyiol DSM-IV 7|EL22 X HE/9E UEZ o2 Mo UZ B3¢

Interventions

1. placebo (96%)

2. OROS-MPH 18 mg/day (N=101%)
3. OROS-MPH 36 mg/day (N=102%)
4. OROS-MPH 72 mg/day (N=102%)

AR - 5 F

e CAARS:0-SV (physician-rated) scores

Outcomes
e CAARS:S-S (self-report) scores
e CAARS:0-SV, CAARS:S-S%%M MPHEY#9| placebozl HI8{| =}
Qoxoz YQIE,
o MEAA(25% MPH; 7% placebo)® $£§(21% MPH; 18% placebo)®
Results
Z2 {ojurgol wAd
e MPHECZ2Y 4.3%¢& {432z Qs *E FOE FHY. (UYT 32
gaigsol fEd)
Adverse o UZTFFOM FErZO| I fo| WA
events o HILHSEH| UL HXrg2 MEHA £F, EHF, M, 1L
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X20IM EQ YIMOA| LEpton

[ ]
o
r=
1l
rict
r dl
|-I‘IJ

A 4T
Nl
o
rlo
<
e
T
i
4m
2
ng
rlo
rict

1ION

o 222 HX22 mild or moderate
OROS-MPHE 49 ADHD #XtZof|M X[gzapdp o, ory ZH 2 sy

Conclusion N
AOFQ| Argof QUojME= DE3of T},

Funding : Janssen Pharmaceutica N.V., Belgium

H|D : Buitelaar(2011) A3t FUSH AT E

a
1
HEE Y8 B2t g
o
HEH k] wy2A 2
S WM Y 93 AAEHZ XY %y -
X|g0o] EE2£5L2 E3 Oxto T o MIE{o|M = Al A
AN S ue |52 2552 T P ¥ AL MEOM For MA, P2
S48 QAN AAH”IZ Fo FAHY : 0
HAX/ARX| Gt =1 | 29 Ha S a
e,:a
ZGoro| it =7 =g Haeus =
AFQBHO L X M I} =
gxusr AXZ o op Al LOCF approach A&3oYy xg, 4%, I 5
|owe = 5= DHaEH M) st
ANCOVA(‘o‘ﬁ sed)= U
Me™ " 93 FUSHH HEe WYX E RE HOY 5 &

Reimherr(2007)

#H3 HXiQl : Double-Blind, Placebo-Controlled, Crossover study

Methods
APO|E (21 @ 170 7|B(UIZ)
MY N 479
Wad ¥y : 30.6 (SD 10.8)
Y4/ : 31%(66%)/16%(34%)
ADHD type : NR
HHI|Z= : DSM-IV-TRIZ Ml g3t Utah Criteria for ADHD
4 ToES
Participants | 18 g5x Afo], oY FQ HUME E& LAUFOIMo| T Xt
SRR

e DSM-1V Axis | XITof| gjigtst= HQ (major depressive disorder,
generalized anxiety disorder, panic disorder, obsessive-

compulsive disorder, FHELF, I|& FHrUEe) X

o WX AHMI|SYIEF, BALIISHELE, methylphenidate FOIA| EOrH Y
MEJH QUE 4 b oBrX Ayl FQ HY
4 18

Interventions

1. ADHD alone (OROS methylphenidate of Placebo) (8%) (£% :
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pasng-

1

DY

QISHEZI0HO| A Atomoxetine, Methylphenidate2| St

40.5+6.4 mq)

2. ADHD + emotional dysregulation (OROS methylphenidate of
Placebo) (18%) (£% : 46.8+13.3 mg)

3. ADHD + emotional dysregulation + oppositional impairment
(OROS methylphenidate of Placebo) (19%) (% : 55.5+21.3
mg)

H|+ 21 8F

e Wender-Reimherr Adult Attention Deficit Disorder Scale

(WRAADDS)
Outcomes
e ADHD-RS
e CGI-I
e Placebo? HluA] methylphenidate#°l4 WRAADDS score, ADHD-RS
Results
score S23tA IHM
e OROS methylphenidatee Zg°1X|U FAHAHLZE JU FZFOE 7|,
ojgtI|e] WAE FIMMZUL.
Ad * OROS methylphenidate £A9zM HF AL §oHQ X017t UZ
verse
foct ® QTc interval(>460msec), 8% (=%71>140mm Hg °|&7|>90mm
effects
Hg), heart rate (>100bpm) 2 {2/XQl X{o|7} ¢Ig
e OROS methylphenidate §92M Tl MaZA EotFo HQ
oMoz o &£ YEHY
OROS methylphenidate2 “4¢l ADHDE X|&3=H zYHo|ty, ADHD Y&
Conclusion SXtE UUEHOIX] ofon & Aol EUE &AXf 80% ©|4°l emotional
and/or oppositional symptom=2 FHotad UACE,
Notes Funding: Mc Neil PPC Inc.2 McNeil Pediatircs
HEH g: Bt
H EH oy w2
FA WBEM YUY | randomOlgtEs BAHT AZ
Ui EM 20 =44 Ha RS
X /Ao O3t =I1E | YA double-blind2te BHY AS
2G| 4igt =hd =44 Ha RS
ST ANyxg =94 =M HXSIF BHOIX| %S

MEHH HD 3 UHHHQl outcomeZ Methodoll ¢ ¥ B Hog
Retz(2012)

#H@ HxXtQl : double-blind, randomized, placebo-controlled study
Methods

AOIE £(R71) @ 1071 15 Y)
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Participants

HH N

B2 A3

162%
1 37.44M
g/4 76%/86%

ADHD type : NR

HHI|ZE : DSM-1V, German standardized diagnostic instrument,
German short version of the Wender Utah Rating scale
(WURS)

Z37|

MM

e 18X ©f°| ADHD¥®X}

e O{-AE ADHD %39 cut-off score?t 30°1%
e WURS-k scores 30 °|4

e cross-checkg& &% ADHDE %XIEH FH9
HiXZ|E -

o XU, YUERF

o™
AT, o Qo Mo Mgkt

Ak

[

[ ]
oo

%= nursing women

=]
o
e AJEY NI H WU FBO|Y US AEHO|UW At

|>

e BMI 20 O[O|HY H[FOo| 130 O

i

onlp

|ou

sDg-a3uaping

=

IDYIDaH P

9 ad

Aduaby Buypioqpjjo

Interventions

£ 18
1. MPH ER (84%) : 8%W9 B3F 1% 8% 66 (10-120) mg
2. Placebo (78%) : 8FM9 FA 1Y &§F 78 (10-120) mg

At 21K - F 8F (5T 2F, #% 6F)

e Wender-Reimherr Adult Attention Defi cit Disorder Scale
(WRAADDS)
e ADHD Diagnostic Checklist (ADHD-DC)

Outcomes e Conners Adult Attention Deficit Disorder Scale (CAARS-S:L)

e Clinical Global Impression (CGI)

e Sheehan Disability Scale (SDS)

e heart rate, blood pressure &

e WRAADDS score : MPH ER©| placebo®l HI3] zat7} {o3tH FOoH

30% O U2H HECl MPH EROIM Y8 H =2 YEE

e ADHD-DC score, CAARS-S:L score, SDS score : MPH ER©|

Results

placebo®ll HI8f ZBIr FYSIH FA2H CGI rating®l “much”or “very
much”2 349t 41820 MPH ERYIA Q98tH o = YErY
* heart rate2 MPH ER©°| placebo®l Y3l |25 &2 UEH2H blood
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pressure2 MPH ER©| placebo®| H|sf 2%t xto] ¢ig

e MPH ER #XZYM placebo?Htt £i1-g0] oot & X LUEIGOD

Adverse urAish Bx129 63%%E ‘moderate'?t &
£ events o MERX, U, FF, HACH, ®IF, H SHY, 242 MPHZAM HZ
8 x5
m
= 2 d93&= MPH ER°l 4¢ ADHD ¥XtZ°M ADHD BMHH Figar s
Conclusion
A XotHAQF MEIIH NN I15H BEoM SYNOE uYIf UIZIS HOEH.
g Notes Funding : Medice, Germany
@
Q.

1

HEY my | my3I
=
\ S viP =M YA %3 St 22 M E
( P ; M Ooxto ABH
o AN o v Medice’s Galenic DepartmentollA] X598} £,
ST - (BHY WY HAE MY X §3 §F FH )
protocol®l Double Blind (Subject, Caregiver,
Foixt/AR x| Hist 91" | $2 .
Investigator, Outcomes Assessor) E4|
= ° protocol®l Double Blind (Subject, Caregiver,
2o gigt =1 3 i
Investigator, Outcomes Assessor) E4|
E520 ARXtE g ZAXEE LOCF WAIOZ N3, OX 171 Tt ZX
MEH™ HD 3 U™ o 2 AMgEE outcome2 BEF Hi

Rosler(2009)

A3 gXxtol : multi-center, double-blind, randomized,
Methods placebo-controlled, parallel group

AOIE £(271) @ 2871 IIHM(5Y)

HH N3 : 359%

W3 34.8M (MPH ER & 35.2M|; placebo @ 33.84)
g3/4 : 178%/179%

ADHD type : NR

UHIIZE : DSM-IV

Participants EUIE : ¥ ADHD, L 2F o9 %= Y IS & Xt

CLTRIES
* 1Q 85 ol
o ZUY, ¥3IY WOH, 4 92 T4, Y BU YU, I WY AWK gL

Interventions | &
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1. low-dose extended-relase methylphenidate (MPH ER)
41.2(18.2, 10~60)mg/day(241%)
2. placebo 40.8(19.6)mg/day(118%)

S&/FRIIN ¢ 24F

e Wender-Reimherr Adult Attention Deficit Disorder Scale
(WRAADDS)

e Conners Adult ADHD rating scale observer version(CAARS)

e ADHD rating scale-1V

Outcomes e Conners adult ADHD rating scale self report long
form(CAARS-S:L)
e DSM-IV ADHD symptoms total subscale(DATS)
e CGI
e Adverse events
e WRAADDS : MPH ER #°| placebo 22t ¢ aif 3
e CAARS-DATS : MPH ER #°| placebo #&44 ¢ ni £3
Results e CGIl : MPH ER #°| placebo 24t § ud 2
o 24F FU9 MEF MPH ERXZE #9%7H ADHD 3% L2E A3
AW MPHZOIM |23t HErF+2 FI9F UAS.
o ML AUE, UM, HUAYY, 2F F, WE=SE, HE&LUE FO MPH
Adverse ER oM & W3
events o Z, £HFI| UXx AotEFL placebo@oM & ol YEHY.
o MPUH OlF2 T FU X0 RS
o ML FULFA MPH ERS Arg3t 4 ADHD#XI X|g& mifXo|d
QST
Cconelusion | | oojep orggy U FU Bl AUATO FHS FI| WEO, A
#xrol MPH X|&2712t ¢ vital signZ ZUUCl ZHII|E HURY.
Notes Funding : Medice
HEY AU B
HE=d ) w2
S viP =M Y =44 THE AGHWY dgUS
Hig=M 2 =gy AdaedS
Foixt/AR x| st 91" | $2 DTZEZ9 BA
2o 4t =91 3 L2EEZY A
232U Nt " ITT LOCF approach Abg3t
MEI™ HT Lo D2EZ9 primary outcomed Z3

- 120 -

~2JUdpPINg |DUOIIDN

¥ Dg
i

9

j|paH P

i
L

|09 24001

JOoqD]
152

"
D

ol
b
w

Nua



uoIIbN

SIUSIDIAT 1L
2OUPINT |

=11 le BF

HP

ID]j07) 24DIYF|DD

i

Aduaby Bulpiog

ol ATl nolsh=

ZloHofl A Atomoxetine, Methylphenidate2| &t

Rosler(2010)

Methods

A3 gXtel : A multi-center, double-blind, randomized,
placebo-controlled, 24-week study with parallel-group
design

AO[E £=(=71) : NR

Participants

HH N3 : 363%

B 97 34.74

g/4 : MPHZ Y% 50%; Placebod Y4 50%

ADHD type : ADHD-DC score

e MPHZ - Inattention (7.6) , Hyperactivity/Impulsivity(7.1)

e Placebo@ - Inattention (7.8) , Hyperactivity/Impulsivity(7.1)
TYUI|ZE: DSM-1V XL ZEo| T

Interventions

£ a8
1. MPH ER 41.2(SD 18.2, 10-60)mg/d(241%)
2. Placebo (118%)

A4 IRk 24F

e Emotional Dysregulation Scale (EDS)

from the Wender-Reimherr Adult Attention Deficit Disorder Scale

(WRAADDS)
Outcomes ) .
e Emotional Lability Scale (ELS)
from the long version of the Conners Adult ADHD Self Report Scale
(CAARS:S:L).
e EDS2 ELS ZE%X[M MPH-ER ¥X&#2 placebo #XtZo| H[ FAHXHL=
QN5 ZHH FAS(emotional symptoms)e| ZAE HY
® Obsessive-compulsive 33t XIop7'd XS0 HEA7|9 &9
Results
UAAUOH MPH-ER XM © FSI6HH LEHG L, HA[XQI J|o ZKN
24FWX] 1wt X&E
o O, 92, MW HYZ, FEF, BMUSH T, YUYH ZAHLS RyEX gL
Adverse
NR (13%?7f adverse eventsZ ZH)
events
MPH-ERZ AHDHY Z%X F’4E(emotional symptoms)°ll §x1H,
Conclusion
FUH-FFH FHSU Xopid F4 MO FHEH FYS UEHH
Notes Funding : Medice

HEY HH: B2t

% Rosler(2009)9 FYY AFULXAE WYL= ¢ AFE HIEY AYES BHIIOHK &3
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Spencer(2005)

Methods

A 4Xel : randomized, placebo-controlled, parallel study

AOIE £(=71) : NR (UI=)

Participants

HH N2 : 146

@ AFY : MPHZ 35.6MI/Placebo? 40.34

Y/4 : 85%/61%

ADHD type : NR

E3II|Z= : DSM-IV 7|=22 ADHD MG 2 19-60AM Arol9 Aol
e DSM-IV-R Z|&& B & WEA|Fof 8

o O|TUAHEE HOAI|NX| ADHD F4°| WYHOZ X4

e ADHDOl 23l moderate to severe £Z9 Xo[7f &=

o|8t, delirium, dementia, £ amnestic disorders, 2 2% ot HAl
TH (225, WU
mg/kg/day °ld°ly 19 43t UHE O™ ArEWH HQ, 4E JE

psychotropics Ar§%te 49, Yu A4

Interventions

£ a8
1. MPH 82(SD 22)mg/day (104%)
2. Placebo 101(SD 19)mg/day (42%)

A7 7|2t 6%

* Wechsler Adult Intelligence Scale—evised (WAIS-R)
e the Wide Range Achievement Test—evised (WRAT-R)

Outcomes

e CGI

* AISRS
Results e Mpht ADHD 342 XX HWoIdZ W S5t Z2MY

o BX20l HQ MphaolM placebo®t ME&AL (27%/7%), *&
Adverse (35%/0%), ¢ F2 712(moody) (30%/5%)° ]2t ol LEY
effects o MY MEWUH REZLS FELX] FUOL, X2 fX[O|Lf Wufo] GoJBtH|

ZI0I S, "ol gt Hete el

Conclusion MPHE “d4Ql ADHD ¥Xf X|g°| Zat?p U,

Funding : 2 931= National Institute of Mental Health (NIMH)9IA
Notes X|¢E WAOH Novartis Pharmaceuticals corporation®l4

active medication® &% X|2 grg

HEY YHH: B2t
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Mol Fo|HAATINSHESEIONN|IA Atomoxetine, Methylphenidate2| 1}
H2Y Ty Ty A
Sl HPeA Y 2Yy | A3
Ui 2 =4 Haels
HAX /AR 4ot =91 | RS double-blind JEioM ARXH(QA)IT AES XY

ZEorl it =2rd Eg] ZA Xt (raters)?t 24E il Hish =21d
SFEY 2Nt %2 F2 outcome®lM LOCF 24(TTEM
MEH HD ] UYEHQl primary outcome A4 (AISRS, CGI-S)
Tenenbaum (2002)

A 4XQl : crossover, double-blind, randomized placebo-control
Methods

AO|E £(27) 1 170 F|B(UD)

Participants

HH N @ 24%

Had A% : NR (follow-up : 42M(24-534))

/4 : NR (follow-up : 11%/13%)

ADHD type : Combined type

XS J|1= : DSM-1V

Hix 21E -

e heart condition, untreated thyroid condition E= & %of

o A AZof| oM GIHY FQU active substance Ex YE HE/YE AZF0|
UAUEH B2

o ULME EE= nursing female

* neurological trauma, WY, MNZHOZ BUSIHL XA|Z 2K} YL

OANE 2§ FU wX

Interventions

Mg
1. placebo (24%)
2. methylphenidate 10-45mg/day (24%)
3. pycnogenol® 1 mg/lb body weight (24%)

AR : 12F

Barkley, ADSA, Copeland, Barratt, CPT, Brown %% HJI scale

Outcomes o X|gHx 1 (treatment effects)

e J|tjm it (expectancy effects)

o X|g8 MO HQ methylphenidate, pycnogenol®%M otYzt placebok
Results baseline®l H[3{l =7} HY

o Jltjmutel AL, methylphenidate, pycnogenol®e placeboll
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HuotHE o adt HPZ

Adverse
NR
events
methylphenidate, pycnogenol®& placebo®l Hu3f¥S of zatol
Conclusion SYXQ Xo|7f Yo, ol G U FYY + UALLE FF AL O
2 a3,
Notes Funding : Henkel Corporation
HEE HHE ot
H=H b i) w2
S viEeM =Yy ol et AN PA S
Ui &M 20 =44 da S
O Xl OFA] AtCrolAlOf E[J OFSEIHII [ OIEI HAX{ 5t
’.S.*“IIr/ﬁ-TIIMI EH?_I‘ —I.I-Jr"r':.l ‘i’% = = TQI 0|:|—| f._ 01 ﬂE'b'I" r -'-r r M I =20a
+ o0z HAHAXIY AN =S |X
Xl OFA AFCHO| ALO} M OFZXIXHJ oI OlY-X| HXitt
AapmoLo ot LIt ue QX OFArol AT OofH AZIFAIL mat UsX BHY
$ o0z AFPAXY AFXY £IMHS /%
SFE 2= ] ARAFAX R It MEd US| gt At 2a
MEHH HD 3 ARG E ZUSOl WY M0
Turner(2005)
A3 4XQl : crossover, randomized double-blind, placebo-controlled
Methods trial

APOIE £(271) = 170 2IH(FR)

Participants

HH N : 24%

g A% : 28.94

g/49 : NR

ADHD type : ADHD inattentive type, ADHD combined type
HULI|IZE : DSM-IV (5-12M Aol & °o1™ 67H¥ FA F4ol tish)
ZY|1E

e ADSA (attention-deficit scales for adults) 4 172 o4
e NART verbal 1Q score 90 =1}

« MPHO| 37/%2 28017 %2

o YMUEBLFOIY substance abuse®t HHE FUHUAX, XEF, XU 294
o|tjo] SH ™ o] E WX, HAY MU @EF0| ofd HL

o MUIN driiof T B FOfE EUSH MFEN WOl gl UX, NEYD
HYEe = HE DpHEOo| Qs wXf

o HE HUXF2 AR AXSI| 12412 Ho| &, (¢ B8 OIX| ¢EE XU
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o|zd AEMAUHSEIOH0A Atomoxetine, Methylphenidatel| &1t

=19
[=4

nlo

e attentional difficulties?2 DSM-1VQ XIHI|Fo| X3toix| Qgfon R

2SN K2

Interventions

£ 18
1. methylphenidate 30mg/d - placebo (14%, attentional
difficulties® 4% Z&)
2. placebo - methylphenidate 30mg/d (10%, attentional
difficulties? 2% Z&)
H@E I1F : NR

¢ visual analogue scales

e cognitive effects (Pattern recognition memory (PRM), spatial

Outcomes . . . . .
span (SSP) task, rapid visual information processing (RVIP)
task, spatial working memory (SWM) test)
e PRMIt SSPO|AX ADHDO| Hitt methylphenidate® Zis UUS
e methylphenidatee RVIP testolM target UL L performanceE
GNP, BFHES XNEAYUY FAO WIAEE HEH sHFULH
Results
FHAHLZE FYUS
e attentional difficulties?2 %9, ADHD2| HI3 2=Zof| o3t Tk (SWM
total score)?t 423 YHEH(p=0.021)
Adverse
NR
events
DSM-IVO| 98 g2 ADHDZXO| A°M methylphenidate?]
Conclusion . °
BI1MA 2 UMEHOR neurocognitive sbstrates? @42 HOIEC).
Funding : Wellcome Trust Programme grant, Research
Notes Studentships from the Medical Research Council of the
UK
HEH ": Bt
LEE uy Ty 2
S WM Y =44 THHQ Yo oYt AFUS
=N 20 YA a3
HOX/ARXOl i =71 | Y Ha RS
2ol it =21 =Y a3
STE g Eg] ALF X Ui AFAF H 1
Y 29 ] ZUHSE QUsty 2o
oe vEd Y4 U3
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Verster(2008)

Methods

counter-balanced crossover design

AOIE (=71 @ 174 71 (MIEEE)

A3 4XxtQl : double-blind, placebo-controlled, randomized, two-way,

Participants

HH N : 19%

ADHD type : NR

UHIIZE : DSM-1IV

EYIIE : 21554, 2L 34 OPYH SHUYE X1 JYe Y

e 9i DSM-IV ZIZEM 67 oligel WEY F¢, 50 oI UZF and/or

YYS T U= FL

HXHI2|E -

e methylphenidate®| 30| &= A

o« YBOI %E 9Z20| UL A

o
Ho
X

7|

or

o g%

, 3120l 1071%] oy gzt

[

g 28, YU

rr

=
3 T

U OfZO| 53 oY HWE UL A

o

y owuaEavx
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Interventions

£1

o

1. methylphenidate 14.7(10—30)mg/d - placebo (10%)
2. placebo - methylphenidate 14.7(10~30)mg/d (9%)
H 2 : 20039 2¥~20069 2¥

e Driving test : standard deviation of lateral position(SDLP, cm),

Outcomes standard deviation of speed(km/h)
e Self-reports on driving ability and driving style : 0—20%H
e 2H 28I BH 2 methylphenidate 2°| placebo ZHT 82|67 ¢
Results FUS
e speed? WOl F& U {o%t Xfo[I} ¢l
methylphenidate®| ¥/g832 Hole U ADHDZXION,
Conclusion methylphenidates &8 % |52 T
Notes Funding : Utrecht Univ.

HEY HH: B2t

HE Y my | By
Dol wYAM A4 we SofUt Fo ¢lo] L4S o|§Y DI o

HigE=M 20

AL
nlo
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O £XpIt SRt A UFEIWH O It £OF HYo| AYH
36U F 22U @XtSo| HYUSHH EISO| W 40|
HOIX/ AR Gigt &MY | £ SRUX FXY 4 AACD HIE

EUMY EII-UOE W 2SOl GV Xtold

S 2P et =IHY g9y | AU

<]

m E3E ANXE $e loss 12

o

]

3 Me#x @3 LY AFUS

m

1

g CE HEH s washout period: 6~7%

3

o

o Weisler(2012)

|3 9xtel : randomized, double-blind, placebo- and

Methods active-controlled, parallel-group, multicentre study

APOIE £(271) : 377 J1(UD)

|

1

HH N @ 422
B2 9% : (18-55HM)

113R40qD]j0) 24DOL

g/4 : 241/181
ADHD type : J& ¢l2WH NR

fouaby E

Z3I|E -

e DSM-1V (CAADID) ?|Z=°l & ADHD #X}

e A32 Y1t baselinelM CGI-S ®$7F 4H o]l #ux}

e baseline°llX ¥ ¥ AZOl T3 SAARS-S:SV HLIL og o4 FL:
18-39M BH = 26, %14 = 32; 40M O E8 = 29, 948 = 27
women

HHI|E -

Participants e major depressive disorder, bipolar disorder, schizophrenia,

generalized anxiety disorder, obsessive-compulsive disorder,
post-traumatic stress disorder, borderline personality disorder,

or eating disorder ¥ St4o| Muo| U= HQ
e A321Y o|H 37M¥ OolY9 mood stabilizer, antipsychotic,
antidepressant or anxiolytic §2 24°% %3¢
o XIMAL FEOl UHY ®X XM M2 Ee XM BFZ HO FL
e A3 OPH 67 olYol UE & HIAH, A F %
3¢
o JMUXHZE LHFYAHY E&= YUEE B2
e psychostimulant *|2X4 atomoxetine £&= methylphenidate®l

UHSOER| OIOIH TAHEO| Ut Fe

Interventions | 94 18
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6%

Placebo (74%)

Bavisant 1mg/d (71)
Bavisant 3mg/d (70)
Bavisant 10mg/d (73)
OROS-MPH 54mg/day (68)
Atomoxetine 80mg/d (142)

AP A2t

Outcomes ]

e ADHD-RS-IV total score

* CAARS-S:SV

e DSM-IV ADHD total score
CGI-S
e CGI-C
e C-SSRS

e treatment-emergent adverse events (TEAES)

Results

e total ADHD-RS-IV score? baseline®lt 63 ¥9 Xo|= placebo?d %
2 -8.8, atomoxetine -15.3, OROS-MPHE -15.7& atomoxetine &
1 OROS-MPH 2N g2stA IHM

e atomoxetine®lX total TEAEQ ¥ 2 83.8%, OROS-MPH #9 3¢
82.4%°|H TEAEEZ Q¥ FUI HLE atomoxetine 10.8%,
OROS-MPHE 8.8%
Conclusion Bavisante 49 ADHD X|g° YMXMOo=Z HIHO|X| QS
Notes funding : Janssen Research & Development, LLC
HEE Y8 Bt
HEH ud HRE2AH
S =M A 23 AREHE SHY iy
MEZ Fopotn, 4o 24 U3 AAMS X9
OFZAIR 0] L-JIUS AlA|GH
HH%‘—&-*‘I %llﬂ %% = ro—‘l « rna = ||:|
BE U2 YU Y I YHE FUSEE WLt
e Meo| THIUS
QE okrgo ok=Jto| LIOF 37 E SZoSiC 2 mwost
’é.*alxr/ﬁ?IMI ["?_I’ -'.E'Jr% ';‘:"% aEE aeE —I o | %IE"E o = I' =3
e W& THRS
Zogoro| it =7rd =244 AF NS
ST &% AXtg s LOCF approach A§3t%1d, ANCOVAE A8t 24
MEH™ H1 93 AurM o 2 A8t outcome2 Fo(otu Fos| Hust
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