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Executive Su mmary//

Indirect Comparison Methodology research for HTA :
Comparison of drug treatment effect in adult ADHD
using common comparator

Jihye An', Junglm Shim’, Miyoung Choi', Bo Hyoung Jangz, Jeonghoon Ahn'

' National Evidence-based Healthcare Collaborating Agency, Seoul, South Korea

2 Department of Preventive Medicine, College of Korean Medicine, Kyung Hee

University, Seoul, South Korea

(] Introduction

In this research, we reviewed indirect comparison methodology in the context of HTA
(Health Technology Assessment)] when head-to-head trials are absent or lacking. As an
example of HTA using indirect comparison, the study <Efficacy of Atomoxetine and
Methylphenidate in Aftention Deficits Hyperactivity Disorder in Adults: A Rapid Review)
conducted by NECA in 2012 was selected as an exemplar. This study was a short-term

rapid review and meta analysis of each treatment was not possible for given time frame.

] Review of Indirect Comparison Guidelines

Indirect comparison methods are used to measure the effect of treatment A compared
with treatment B based on the results of trials of A and of B versus the same control
(placebo or active treatment). After reviewing both domestic and international indirect
comparison studies, we came to a conclusion that the method and the quality of a
research need to be at the least at a parallel level and that effect modifiers used are
identified. In other words, it is desirable to restrict a study design to a single design,
although the paper inclusion criteria for the final indirect comparison might differ

according to the key question of each research. Furthermore, an extensive comparison



[
N
>
0kl
N
]
_{_0
rot
[‘U
H_I_
=
El
0E
IE
i
|'O
-
OH
ofm
2
B
M
jo
o
0f0
o
0x
o
>
)
I
@)
19
1]
fol
kel
I3
El

of exchangeability among the included trials prior to indirect comparison is necessary.
Thus, a set of pre-selected criteria for determining exchangeability is desirable for
indirect comparison. However, a balance between strict examination of exchangeability
and practicability of research always be reviewed, while understanding the limitation on

statistical methods of indirect comparisons, i.e. it is not RCT and that it may be biased.

[] Effectiveness comparison of methylphenidate and atomoxetine in adult ADHD

For effectiveness comparison of methylphenidate and atomoxetine in adult ADHD
patients, RCT (Randomized Clinical Trial) including each drugs was systematically searches
and resulted in selection of 29 papers (25 researches). For the "Blinding of participants
and personnel” and "Blinding of outcome assessors" criteria selected as the important
key domain in this research, the risk of bias was generally considered low.

1 crossover research of 7 researches regarding atomoxetine was excluded due to the
inability to retrieve result variables for met-analysis. Of 17 researches regarding
methylphenidate, 7 crossover researches were excluded due to irretrievable results for
meta-analysis and 1 research that used lithium as a control was also eliminated. Since
each research showed different follow-up tracking period, results of 9~12 weeks for
atomoxetine and 5~8 weeks for methylphenidate were integrated for meta-analysis.
Results from near weeks were used for researches that did not meet the standard
weeks, and mean dosages were usudlly 60~100 mg/day for atomoxetine and 70~80
mg/day for methylphenidate. As a result, each drug showed significant treatment effect
compared to placebo through meta-analysis.

Indirect comparison methodology was implemented to compare treatment effect of the
two drugs using the placebo as a common comparator. Pooled estimate using the
investigator outcome CAARS-Inv:SV and AISRS as an ADHD symptom score, it showed
that methylphenidate to be more significantly effective in improving ADHD symptoms
compared to atomoxetine. Furthermore, when using the CGI as the general mental
symptom score, methylphenidate showed significant reduction in ADHD symptoms
compared to that of atomoxetine. When comparing the rate of dropout and adverse
events (sleep problem/appetite problem) of the two drugs, there were no statistically

significant.

_Vi_
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[] Conclusions

As a result of this research, the treatment effect of methylphenidate showed more
significance in reducing ADHD symptoms compared to that of atomoxetine. The
significant difference can be easily seen when comparing OROS methylphenidate and
atomoxetine, and such effective difference has been proved through the research
against children and adolescents in Hanwlla & (2011). Therefore, although there were
not enough appropriate head-to-head trials for adult ADHD patients to compare the
treatment effects of the two drugs, indirect comparison using a common comparator
showed to be effective to compare each treatment effect, and have been proved by
comparing its result to prior researches that were conducted against children and
adolescents. Thus, also there are numerous limitations in using indirect comparison for
the HTA, it can be highly considered where head-to-head trials are absent and be
used for the health technology assessment. Furthermore, treatment effects resulted from
indirect comparison can be later used with direct comparison and different research

methods to evaluate the significance of treatment effectiveness in clinical usage.

{Keyword)
Indirect comparison, Common comparator, Atomoxetine, Methylphenidate,
Adult Attention Deficits Hyperactivity Disorder (ADHD),

- vii -






1.

M2

M2



1.1. 2|27|=HItolM2] ZigH|me] HE

R L LI DEERNE R B

37hk=

AV

o|57]=

Wste] W) to] Aok % o)x

1Z50] A= vk e A=

v ©]87F

oF

Bk

&
AL 2471

ot}
Hl glo] 7k=e] olwA

2

3

3}

b Abedell=

3
T

=
[e)

%o

shi=

MRS E ol glojA] EaHolm A

=
Lkl

e

717k 415 ojo}

33 7Nk

121 A 719

9

35171 <l

Drummond 642008)

3]

)
=

REEEE

= ¢
=

7Hhealth technology assessment)

2

3

)R8 7)=

& elmrlze] A, 9

wafo] s AL ST A7

9147

NEAow

(F&r, 2013).

bk Sapslug A

S

of % Aol olgol b4 2

3]
=

EREY

l

H

+

Z

B} ot

s}
ol

o= AT5o] rkga AT

2
JJ—‘I:]

Mz A5 7= A

s

Aol ol g 7hs

|

3L

NICE, 2007). 53t AAZ o57]=

jant

kA7, 2013).

5|
pud

ATH

bbel AT otoln AgHow

O =]
= ©

2ol et At

S=V

Al

g

3

=

T

Ave =R

3,
ISPOR(International Society for Pharmacoeconomics and Outcomes Research)

s

s
2011; NICE, 2007, CADTH,

—
’

stal JtH(Jansen

AHE A

3

=L Fo s Ll Rk
2006). el A= AAH

&}
of

A gl

=2
o

Al

ok
QF

ellA

A7t



/3 287t 9 4 gloy vl 7bsE

p 4



1o
FU
N
IS
&
N
]
do
rot
[‘U
H.I.
o
El
0z
i
i
|'O
o
OH
ofm
i}
B
M
mjo
o
oo
_?l

ob Mol ADHD =& aH|
1.2. ¢l ADHD 0|AM2| 2}E & 3iH|

2 Ao gur]eHrE 5 HEA JIHoEA b UHES HE
Skar oo thgk AgAd 24 A9 T2 A dE ol (Attention Deficit Hyperactivity
Disorder, ©]d} ADHD) X80 dnkdo=z AREHEE F ARl atomoxetine}

methylphenidate®] &¥}& W]al H7}slaiAl s}
1.2.1. Mol ADHD?| §&l3 X =

FAHZFG PN ADHD) = AEARD Fo| T3 Texdol oEws 7kl BAl
Agtolty. ADHD®] '#oll= #44] aQlo] Tasittar delA glom oy At
Al ADHD+= 5~10269] oFs, 1~6269] Al 17ollA S/ yebdthal Baxar 9f
n)=o] S HAN R ALY (National Institute of Mental Health)ol] w2 AJQle] oF 44%
7} ADHDE 7 &&tha a4, ADHD7F Sl= *39_194 80% ol’do] &3k, -2, WhALS]A]
o147 ol A7k A sHneurodevelopment disorder), 2FE 59 W&, 7|8 o) 2 4

ADHDE =¥A o= A 53lr] 98k swstel Adaede] /i, e 18

=X 57F HastHJensen &, 2000). FEAIEE oF 809%6°] FAtlA 1 &3
7b dSE Atk BaE s QTHCADDRA, 2011). SFEX|Eel o] 5= ofERe T34
78 A=Al niAS A =2A7E QL

ZFA A=A = 'treatment of choice’ 2 (Wigal, 2009) {582 A3A) 7| F2
ARbeRr] FeE ARgate] S iAol EaAQl ofAlE Wek=dl ADHDOlA 1 &3
o} ot Aol =4 o & methylphenidate 7} It} BIA=FA X BA1= T34 A=A
7 A U ol AR A A HAeS 2dlshe Aol AR EE o
A=Z2ZH 1 o2& atomoxetine ©] Atk F A= EF ADHDO 3171 eFEolH
A 7R ARgshE A9 AR FoEa vk ZF oA ApAIE 54

% Fo7IES obde] #5 FEATHE 1-1),
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1-1. M2l ADHD 2d| £4 H|n

Methylphenidate Atomoxetine

N
s= LA 2292M A|lHA=E
£s SSTES, TES U85 6Al OlAle] 4of HAW 2 Aeole| ADHD
ke - 6M| o|Atel Z~of & HAHe| ADHD < ’ =7

Hoz o
D) s7bAte B FolHZEMAYSHO) xR0l Foizt Hols oot 2e vFoz £
20l | of Al 2UF0IE elFstol, st HlOIXIEH S 2IFI|E ol2lo] FoiEt FRols
J1E | U MU B REES B

B RHES 3,
3 erlgoict X2 ETE BILEI0 A% FoloiRE Aok 7
HPR A E FoSiE A} 18M O|ROE XBI} LR FT XSFOE

6-18M| O|5tZAl 234 Eo|L} FEIEF
=2 DSM-IV ZIch 7| &0l ot &2 2
ZHojE =48Hst0{ Methylphenidate AM&Hs 4

THE AIBE 5 Bls 2T

CH A | 6-18M| o|5t=AM ADHDAMHO| ExlE A2

% Fo|yAEnrlal S ZHolf (Attention Deficit Hyperactivity Disorder; DSM-IV)&= CEtgs &4 &
& 67IX7) 24 670 Y Set X|&Eofof &
- el Ed S AEFERE/SEEA, A2lo FoljUX| BE, FHEAESHH H/7|0l2
g, =88t €52 st=dl ofz{30| U3, Beiol &35F, To| st S, thEO|
ot =g, =ME (el x| 2g, el g
- BFolM ZAE2 MAMEH Atetof| et Folzd ZE/FEFolsh M, XHEel Foy A
g, gl 42 FosliMd =X 23, AMAdeS w2l s o3 g, =23 53 dE, XE5He
HAA g e sl= &g ng, 2dS 24, g okzol MEsiE, AYS
- Z "eflel AdRole BEFoM dejel A ESM 5529 7|F0| BHEE[0{oF F
> iL [ ?
= S =0 3 5k 2=
ADHD zIgte] ol 7499 tafst 958 371E o+ s /idd g4 &=
= [e] == hy2 = Z~HH
TE FEHQ 54 4] FAGAR-TYAFA] Fge] WNEL} G| of

B
rl 1
=
o|\
oz
i

x
o] A% (severity), A& (continuity), =2 &= (pervasiveness), 71%
off(functional impairment)®} 42 H(quality of life), &2 3K comorbidity), 7}
(family history), A9 Fo|=244 I aqsgele] kot S EAfof
tod Br71giche Holtk Aoy 5, 2010). 8 B thad

ro,
o

JE

R

ol
dlo
)
m
i)
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3t Mol ADHD 22 &mp|m
1.2.2.1. CAARS (Conners’ Adult ADHD Rating Scales)

CAARS+ A<l ADHDS| lvha S355% 7 918 wWol &85 Sle Hrl=+=,
Conners 5°| 19994 7ste] & 66ste =z A5 o] vk 27| H7Kself-report;
CAARS-S)¢} ##2} H7Hobserver; CAARS-0)9] 7 712 FEj7E glom 127] 3o
2 TAE 7R wAd 3 DSM-IVe] ADHD Symptom Subscales ¥3HsF Bl = ¥
oltl.  Subscale®  HF9)/7]19]  FAl(Inattention/Memory — problems),  3}%)/&-<F
(Hyperactivity/Restlessness), %-&/=d(Impulsivity/Emotional lability), ZFol7dEA
(Problems with self-concept) 5 Yl 7IAS #H71e 4= vt CAARSE #3877} tha
Bol AXAZre] e AeAnt I3 FYes EWE E3s 7dste] DSMAIV v
71l hkekal ol A9l ADHDO] A& AQ S5 vwA] x34o=w ¥t

Arh= Aol At E Y -5, 2000).

K
i

1.2.2.2. CAADID (The Conners’ Adult ADHD Diagnostic
Interview for DSM-1V)

CAADID =+ o ADHD %=+, ol& 9 Conners’ CPT II, CAARS 52 3
ARgSE w) gypAol =R AEAE Parts 13 Parts 12 FEEHY 7 JEEZ 908
AL Fasitt Part [ 32 #AH A]2 0= (patient history form) 2191 &3}
(clinical interview) H+= A7FH.al FE-(self-report) &2 A% o] vt thakate] duk
Al 54 3 71 ¥(demographic history), WAkl FoHT Al gk e
(developmental course), ¥ AF2Q EWHA3 AHEHANHcomorbidity screening
question) 5 o1& 74 1 allel thste] 2HH 0w HIIgth Part I+ X4 7]+
Wb 2 (diagnostic criteria interview form) 2241 DSM-IV 2] 574 187142} A
ols7]e] F4Eol tiste] Hrleltl Al Aw(age of onset), %S (pervasiveness),
7155211 Aell(functional impairment) 5= 8718kl o] Mdte+= dATelA A+

23 He(inclusion criteria)ol] Y= =% H7}sl7] flste] Wol ARgslal Atk

o
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1.2.2.3. ADHD Rating Scale (ADHD-RS)

_

DuPaulell ¢J&l 7Ht¥l ADHD Rating Scale (ADHD-RS) ®= DSM-IVe] Atk
ol oAste] olsEs WtoR FEu HAHEeR JpdEolx gk o] =
ADHD /3¢ Wl%(frequency)E& 37Fst=S ¥of 1iL, ofol&9] At 670411e] a5
= 7R T MIRE Ak B obes o ® shEE o] glovt A<lolA A
7F Bargdaoluy $xt HaugAow AREE ¢ glom o] e ARle o ® A
| A olsEdA AEEHE EES gl B et WAstoior gt o] A
T F59(inattention), #HY-&E-F-5% (hyperactivity-impulsivity)©] 27 &F91¥ ==
TAE AL, ZF sl HEE e dEow FAEo] Stk wheF 370 ool AES
AYHAATH, ddel= o] HEE dXsk=d oA wlg- Frt dash, 22 o
J7r Ao 2 ek s 2L 27k vk ADHD-RS+= ofegle] & 18719 3o
2 FAHY ow &4 2 FEFO(nattention) FHEE, FAg P2 AYSeF
5d (hyperactivity-impulsivity) HE& H7lsl= dolH, BE 59 HA4E &t
T Ags 7% 7 Jdvh A FEY Ay wiEe]l wEt never or rarely (
sometimes (174), often (27), very often (37)2] 0~3% 2 L= A% Utk F 183+
5o F HATE NESTRE el W ol wet tan 7 g2 ol )

iy

Fails to give close attention to details or makes careless mistakes in schoolwork.
Fidgets with hands or feet or squirms in seat.

Has difficulty sustaining attention in tasks or play activities.

Leaves seat in classroom or in other situations in which remaining seated is expected.
Does not seem to listen when spoken to directly.

Runs about or climbs excessively in situations in which it is inappropriate.

Does not follow through on instructions and fails to finish work.

Has difficulty playing or engaging in leisure activities quietly.

Has difficulty organizing tasks and activities.

Is “on the go” or acts as if “driven by a motor.”

Avoids tasks (eg, schoolwork, homework) that require sustained mental effort.
Talks excessively.

Loses things necessary for tasks or activities.

Blurts out answers before guestions have been completed.

Is easily distracted.

Has difficulty awaiting turn.

Is forgetful in daily activities.

Interrupts or intrudes on others.
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ADHD ZAFA} 7} HE(AISRS)= 32144l ADHD®| F5 %9t 93ES o A3

Hkdste] ADHD Rating Scale (ADHD-RS)S ®&83E 4= olt) o3 d27}
SAsh= HERE A4l ADHDel #3 187119] 7ol thall ‘Likert H=(Z4 $150)
AAHR)7HA &) 4GA HE)E o]&3ste] Hrgitt

4

1.2.2.5. Adult ADHD Self-Report Scale-V1.1 (ASRS-V1.1)

4?1 ADHD A7k Bl H:=(ASRS) 54 AlAz|2=Eet 9 A28 World Health
Organization (WHO)= F=°= 7/WIEAct o] =+ A<l ADHD $HabE Adsh=
TR, AsHH Ade flete] ajbElorn® Foluh stulet 2 dojso] B A
2fe ol ARIES d o R she doju 753 ARSSIITE Al 2E AdL o 5F
b oolFolAH, Xdk HAFE BEE F e T ARE AT F Uk £ Ad6
g A7F Hageolar, zF 97 & 27) SER HEEo] vk
=+ never (0), rarely (1), sometimes (2), often (3), very often (4)2] 5
TR FEEE 7 E-R Hee §AE ek

1.2.2.6. Clinical Global Impression (CGl)

Aol pAglel AR FFEE WPHRRANL FRHOR Pk w70l
al

Rolth 19764 JURAFE] QPR APl A 5B FFEE B
Sfa) AP o) F JUAR FEAR ot ATo|H 8 AANARZ 0§51

OGI-Severity scale (CGI-S) ¥ CGI-Change scale (CGI-C)& £Xdl= WAooz 7}
A wo] o]gx il ¢l versione The Early Clinical Drug Evaluation Program
(ECDEU) version ©|th. 71 Qo= F=4 Hol A4S ¢k CGI for bipolar disorder
(CGI-BD), FDA C(linicians’ Interview-Based Impression of Change (CIBIC), Clinicians’
Interview-Based Impression of Change-Plus(CIBIC+), NYU CIBIC+, Parke-Davis
Pharmaceuticals, Clinical Interview—Based Impression (CIBI) &°] 2}

H7F A4 S 7] AN g He sPgsity dule] TS5 E(severity of
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illness) @52 174 (A Fnormal) 78 3 77 (amongst the most severely ill patients)
7] A E o] AL 4= W) gles on|sit) dHbd g d(global improvement)
S A 18 (very much improved)F-E il 78 (veery much worse)7FA| 2 -4 =] o]
At G3Hefficacy index) - X FENHS 3 2 X 5dH FAES FAlo Z43)

H, A5E9s 08(marked improvement and no side—effects)$-E 4% (unchanged or

worse and side-effects outweigh the therapeutic effects)”7}+] 2] 4etA 0|t}



|27|=g7IE 2ot ZHe|n HHE A7 - 38 W= S ol88 42l ADHD k== (W

gd=r2] ADHD Guideline (2008)°] w=w oEXgr T5% o|XHmoderate or
severe) “gelE 7Hl 441 ADHD 3HbEoll Al 12 X solA Rk, A4l ADHD3HAR] oF=
5ol digt vl&gNE Hrlehs AddT= §1912™, methylphenidate, atomoxetine,
dexamfetamine, buproprion®] SFAlel tigh Q1A SAT & = AT Sl Aw
St 47FA] oA T 274 2FAll(dexamfetamine®} buproprion)= 43<¢1 ADHD®] X &of o}
2 S7FE A 9ty wjiol, methylphenidatet} atomoxetine Folv¥ thZE+H(no
treatment) ¥o] &3} Bluvto] fAA 0w Thsgh Ae] Welojty 1Yy A AR
So] 3|AAT} o]AA wlFo| methylphenidate®} atomoxetine kAo &3}= w|usk 4=
1)

Sl B4 wde] okqrhx AslA Rgom, o gow AT B Yol ¥ 2

20123 R AR AL FaE IA|(NCI2-007) oA = AlgE-3 1 2 (rapid
review)S =3 A9l FolH AR Yool A atomoxetine?} methylphenidate®]

374 3 ke Brkekaal skgitk V1A o2 AHRQ (2009)0014 AAIRE 7]Ee] A

aiglon] vleel AAH BRnEe AEHos o) Balo] AAH o, Tl A
BNA 2 H5E WA RehdT 1) B4

Z]
=
& Bale] A ou} 1900de] Ewhe ATE Aol SwelA HAskA] Haltha %

2]
23l %@%HHXJH]E?J%”\]?:% Al MAst Ay HFHo= 397 Eglo
glom  o]F  atomoxetine®} methylphenidate 27HA1E AY thE E3lo] 1H

atomoxetine®] 17 13%, methylphenidate:= 265000t} 9] Aol H2kg-&

oy, TE, A8 ¥31 5 AdeA e FAS Hol: SR Bg T A o)dd F

A 7, A8 58 5 s
ol Algbitar sl efuh WiEREA W 29 AE rtshA] ot shte] e
St AES o]Fojd = gtk vt atomoxetine ¥} methylpherndate T ook BYE 2
S o ARl A1l ADHDO| 57 ¢hA7l= a3t Qs 285 e
AL AZ}3E o] dik-g(adverse event) S H.o]al UA| ko A<l ADHDoﬂ T oFAle] A}
&2 AdE Zow AlmErta 4844 ok
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2.1. &=

HnEdd+= ofust 3 ASs o, g, Amsbl 93 FAE
(interventions) ¥} theke] o]e)} fJsiE Hlwshr] gk ZA7|Nke] dAqtolth o]#gh
W EdAT= 1), ojmAleal, AAAgapet 22 AEAAEANA o T
o] a7 A=A 7 BIAIA ] dE ARE AT 5 Utk dFd FAHES
3= vash] feiE A3 althead-to-head) A77F 71 o)A o= wk A4
A7 FASAY &8o] ErFsd A9UF B witel o 7 fFEe] Hgua
(indirect comparison) el &&war vk IHHH| Yol #ste] 552 PBAC
(Pharmaceutical Benefits Advisory Committee), 2#2~°] HAS (Haute Autorite de
Sante), 7Attte] CADTH (Canadian Agency for Drugs and Technologies in Health)
2 JSPOR (International Society for Pharmacoeconomics and Outcome Research) &
ofg] Z7kll A FHEHIa A3 9 B 55 AlAskaL glow suie] A AEA(I%
HEMAPE7IAT) A 5579 23S EdE ] Zhol=akels AlAskal itk

ST A= 2007 PBACOIAE Indirect Comparison Working Groups 1+48he] 7¢
Aulael] gk BuxE WksIATh o] Hak= IPHRIaE HrkskE Al Al (framework)
£ Algete] 7jEAor 9 ¢ gle 7Hgol o8 whEolxl IHvae] AEeE &
Gl ol A ow whEolth o] B = hgnlal 3 EgHae] gt ¥
d 8= 3

=

A
Arslal w375 A (exchangeability) 7FES H71sh= WHS AA5ka
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Fre] AEe, =29 HAS, 7ivitke] CADTH, ISPOR SollA= 2adH|alel 3k
H
H

Hlae] ATATHE AGSAG A 1 QAT ATE TS EH Bl o
o 2Aulate] Q¥ i gk e} vhenlae] el HASOIA AR wy
o A glov], ABAe] APNME 2AGF] T gula el v
b BAISHL gleh E, o)8/1EHHHTA LA 2w genla Wyos &9
o B 89 % A3t el Qo) AEakA] Rajrhn B FHol 7H, BHUY ¥
o] 1MoE wenlat tod wHadse Y Ratia ma vk oleld A

(adjusted) ¥ FENS] FHHHWE FA 02 AR A} S

19973 Bucherel]

Lo
Oft
=
2
2
;

)
)
I
El
o
oL

adjusted indirect comparison)S F2H

2l Wi A FEUETS ol 8% WAS B3] RCTY FHL FRYoR Agshs W
Wolth, 7bg e A9 F FAE Ash 2 wlask=dl glof 72t Ask Bel At

@)
)
vy}
1o,
i
B
fr
o
A
)
™
iin
A=
il
e
rlr
poy
o
2
N
fult)
N}
©
o
o

T

Trial 1
Tx A

Trial 1
TxB

Trial 2
Tz C

Trial 2
Tz B

a7 2-2 ZHHH| W (adjusted indirect comparison)A| M EFEA 2| AlS

(Xt2 2l : Wells £(2009). Indirect Evidence: Indirect Treatment Comparisons in Meta-Analysis. CADTH)
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Bucher 5(1997)2 $xbats wig e wjo] 7298 HEshs 1Rl 23S A4
skl 9tk F A 82 HIVel #Add dAfeA] T3 ¥A5 #H % (Pneumocystis
carinii pneumonia)< o'¥shk=t] oA o] FFAEHI F O] HlaskaAshs A=
Hell gk RCT Od?%ﬂ HEREAl S AAEE 2o FHnuel 2| W BT 5

A I e molod, zprlwE 349 OROdds Ratio)o] 274w

ISPOR (Jansen &, = X3 AGE] MEHYaE agoe=Z YERA open loop
o] x3uo] e wf vk o® FHnjuetal stk HIEH A7) Augt 725 7|
A et FA THll M2 o] Hol Aok 1Rt Zhs sk Rt HIES A wlEREA
& FHa 27 ool FAUIAIAATIE 270 o] SAR AZE] e W ARE

A& Aska, 2 1709] ‘closed loop o] OH Egulart Hdshria A g
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2.3. ZigH|nE ¢t g % JHE

ZHR) Ao = 542l WEREA A @ +8k= 527 (homogeneity)©] “d H3lloF s},

ATEE o2 WHS/I $49 EAu, B AR YA Anasfe

1 frAMdF HPHEAQ] AP o] B alEE ook "ﬂﬁ}(f‘f}%iﬁgli?i?% 2011).
CADTH®| #|3lell A Bucher7} A|QFe &) 72421 7H4-S Hu]ael] I3k &
AL AE el g8 (relative efficacy)< FUslths Aot &, F A572 A
o} C A7 Ateloll A-uaL A7} §l= 4, A B, Bol CATF25E A=5ads 1t
q F4E  glom, oju Ast BATelxe] Aol gk AmEde AS CE tiAlT B
o} C AFellM%E sYU(same)sttte= 7Hgo] AEolof gtk & S0, Song &
(2000)0] AT FAAA AFelA A% Co] AFellxe 7 A BF el A
o] AN ®HA, Be} C] A7tellA] B #57do] o, C7t wtrell disf ol e
YA A %*ﬁxﬂ Ce 474 vd& F AelA e Azaart sdskA ol sezr
33t 5= §IATHCADTH, 2009).

it

_l

o & 4 glo] vl

it
N

A versus B B versus C
A versus B B versus C
A versus B B versus C

B
Pooled effect estimate ‘ / \ Pooled effect estimate
A C

a3 2-3 ZH- e gy

(RF2 2 : Wells £(2009). Indirect Evidence: Indirect Treatment Comparisons in Meta-Analysis. CADTH)
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|27|=g7IE 2ot ZHe|n HHE A7 - 38 W= S ol88 42l ADHD k== (W

7 w1, 220 ojzl Zizte] mn=ldel AIAC, A2BC & Mol
Ast el Be fmzvle) Aol AZBC - AIAC A Z47ch olu) obl Ash
Be] mabolol e BRE NS Q7] AlsiME AF19 ATt A2e)

oA
oA

AT

oA FEtzTt Col Wik ZF okAle] gyjxjoli= Zofof ) o]F S w3rbsA
(exchangeability) 7Fdolglar eHAH A 2011). nsbsAlo]l Adsh= 49, A1BC=

AZBC, A1AC=A2AC o] wkESEE= o old 33 #AE 5¥s] oA

:

2]
(transitivity)©] Agsitla F27)% s} Agde] 7hgu]a

Ao M= olelgt wsk
7FedE Wrkelr] faiA 2 B 714N Aol e ERls atgith E3
B FEFRCTS 90l tsle] Risk of Bias (RoB)E ©]-&3ale] Fale] #S Hrlsjor
gheh o] FrrAadtel ugxte] A A AL 2 e 543 tEo] k=9
| 9 &% FAAL7IRE A R gid FAMS gl oksith

Salanti(2012)= FEH|LE 9%t 7PES 0] A (tran51t1v1ty)JJr & 74 (consistency) -
|

% e+ ek Ssln, A )
o] 31¥)(loop of evidence)IA olAe] FPRIOR AgF F glor] A - ]

oA B AR 4= Q= JidelhaL siginh o]@Ad Y Aol it s o= A

A, A7 C= Ag AC Alg BCAA 2% A1 4, 78 Aol Eshe]A] ok
(missing) 285 Y292 (missing at random), A&, o]dAo| o3 AH=E 4+ 9= A
2lol ACS} BC Atole] #ZE AL =] ¢k Ay gizke] zol= §lg, A,

ACe} BC 7 Alg Abololl a7 AxHeffect modifier)e] 3o tigk ztol&= §la, o

AR HEY A x3E 7t AYo] o]22 o= A B, CY 7HA Xgdoz T+

e ¢ s AskL

HAS(2009)014+= 944 52X (clinical homogeneity) ¥} &3] <X (stability of
effects) @ FAx]¢] U3 (consistency of estimates)o] Felx|ojop shrfa waloirk

WA sAAot B PAdS AmEHe] §FFolu Fouy WelEE X8 59
A ’E}% Age] deu FF5=e AR ol o]dskA] dvhe Aow Ild 4 )
th FAA G AL FEHET A5 AlolollA FAAIE0] A=A ofF2 dt
o Udrk

ISPOR(Jansen &, 2011)°14%= f+AHd 7Hd(similarity assumption)©] 888}, qkef
89 WA effect modifiers: treatment x covariate interactions)®] 3ol &1t o]

Qichel ZPgul i EgElae] MEge] WA stk 11 o= B4 54

o Aol B S e Ao, sl8d HHA R, F47I3 S #le S A



2.4, ZHFH|E E}EHM suE 9

J
i
>
ok

o

ofg] 7HA] 7Hd& 7INke R &b] ol Pdulal Axe] e gRe w9 Fas)
t}l o= 9J&l ISPOR(01DNAE 7|EA o2 A (relevance) A1 A (credibility) S
Asfor sk AAAL oJAAA A decision-maker)o Al AATe] Axprl g3k whek
Hadol A=Ael el nfshs ARste R Q193] WhH(population)©] #AA, A#EA U=
<A (intervention) 7} FEH=A] eFb=A], #HAA = A outcome) 7t FEEA] &t
A A7) A&H(setting & circumstances)©] X875 K9} 22 471A] AlEkS a1 sl
ol AEAEE 1 HlarE s 52 B3 e BHe = T RS AAlE =
Aol gk Aow WHERE 74, AdEie] A3 FHA(reporting quality &
transparency), 314 (interpretation), ©]al&A1e] 4Z(conflict of interest)S A3
2270 o7 A E)
Bl e ATte] <1 2 dgagol njsERle] gleA, N ATt niEd, §4

2]
A3 FAY ARGl o viERC] YA FRlshs Aem FAEY TAAR] =
j

rr

-

=
4

7 TRl MEYel WA 5 A, drele] Huy Azna <) vEYol
Qolet 4 A, Arel AAA Aol AnEH WA ALH EE BAEA]
AR ETl BAE GO BASEAS WA B wa wer AAHR) Aol7h 24

2k AT vl Aol gele] HAEA]

i
b
i
o
=

b X8 & IHtreatment effect)7} 7} = =9 FHojof dla, A = 7HHRH|aL Alo]
o dytdel wisl A 2 1 2A7E Aol EIFEASA, LTS e AT Aol

T 83 W7o K treatment effect-modifiers)e] Evtdo]l U w] AFaEo] o]
& FHaslelaz}t sk AEE s EA, dE 2R Y (random effect model) H&= 3174
TR (fixed effect model) AHE-2] EFFAel ek Aro] A==, "FeF dd R
HE o] ARRE AT o] @ o] ZALEAAY =] H A=A, o]d el 1= ek Al
T B4 EE AR Aed eRs o83 MBS A (metaregression  with
pre—specified covariates)®] S NEA] & T7HA] o] EghET)

Avbaae] A% TRl A% ad AL PNE AT Fol the At
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gt
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=

n gHE AT S8 =22 0[E¢ Ml ADHD =&

Hl3l & network meta—analysis$; BEE BIEJER, BE FA et 713k 4

H] 1 (pairwise contrasts)”} R A=A, T4 =9 (intervention ranking)7} 1% %]

SRI 5 Ao B 7uks FolA HaEAEA, Sash 5] Gl

HuEA=A] 671 o] 3t AL AEe] Bdstar sAEA 1749 34, o
&

WA ol N W TPsd, wek gok oF TESkE wAE AEA 249 3

=
ofr
-

r

sk 7ro] ERAlol That B91S A

3 %
o) Slrks g et} ek vl O A S G e del

A 2l4le] o7t om. R 2o ool thelA ashs AE7t o
Y ATE ol fol3 Aolh AT FE Ak B S o]@Ao]

e A= vkgshA] & s AtHWells <, 2000).
H

webd Hume] FE WHES 7PEe ASR Aol dste] Bagel he
FRE sl BaF w ohlel BAY Hole WY WAR AL Ye B G
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|27|=g7IE 2ot ZHe|n HHE A7 - 38 W= S ol88 42l ADHD k== (W

2 AT SR s dTdolA 2012 A <Al T H A A 3 E ool A
Atomoxetine, Methylphenidate®] &3> A7) F&AG R 20121 Aol A Z8)s}A]
F3h ZF ofAle] wleREA Bl S ofAl 3he] M|l ArE A dstara} g A
ofAle] AAA FF ] sl 2012 Aok wAsAl AAA R w1 A 113
sk 2012 o]F AlE URE TES FUhL 71 A5t el diE AR

AA w4 Besto] s

I

3.1.1. HAH 2siad

3.1.1.1. @R MF

i

=

A

o] A AE-L “Aol ADHDoIA atomoxetine 2 methylphenidate”} ADHD]
/gl g I7Y oIt ool PICOSF AA/Ae)7]2 Al e ARi-s &3t
[SiA=s

N

fo

ol

2

2%

 PICOT-SD

~ P (population) : 491 F2ol& 43} 5ol (ADHD) 32k
- I (intervention) : atomoxetine %=+ methylphenidate

- C (comparator) : $1¢F &2 v o=

- O (outcomes) : ADHD =4 4=, H-2-&

J

- T (timing of outcome measurement) : A3+ 1L

SD (study design) : 214 B WA FAIHRCT)

=z
L
- 421 ADHD (184 ©]%. ADHD®] Hwt7]=2 DSM-1V. 934 ADHD=Z t2 Al
2 Ak FuehA] Fe 49
- ZA& atomoxetine ¥ methylphenidate ©] 84 2 ¢bdA o] that G+
- AR} ARE A} QA FZA ou)7) e AR RS AT H

- tiz=ato] foF &2 v of=?l FAIMIA R A A (RCT)
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SSU =TS ol8¢et 2i™e(m - gl ADHD =& 2|

A7)+
S-S B4 Juvks iAo R A% AN iEs FHAE e R 3 A9 5
(o]

WA =AM P/ ArRAdel Bt At gl d% AT

A7 AR At XPEE’H SJE7t gl ARATE A re B

257 gl A, o9 w=E
# 3-1. 4l ADHDollAM 2felsfolet = HIt:T

1. Driving test : DSS (driving safety score), DBS (driving behavior survey) &
2. Working :
1) EWPS (Endicott work productivity scale)
2) SDS (Sheehan Disability scale ; work/school, social and family life function)
3) GAF (Global Assessment of Functioning Scale ; psycho-social function)
3. 7|Et:
1) WASI (Wechsler Abbreviated Scale of Intelligence)
2) AAQOL (Adult ADHD Quality of Life)
3) Q-LES-Q (Quality of Life Enjoyment and Satisfaction Questionnaire)
4) CPT (Conners Continuous Performance Test)
4. ADHD &4+ zHA
1) CAARS (Conners Adult ADHD Rating Scale)
CAARS-Inv:SV (Investigator-rated)
CAARS-S:SV (Self-rated)
CAARS-0O:SV (Observer-rated)
2) CGlI (Clinical Global Impression)
CGI-S (Clinical Global Impression Severity)
CGI-C (Clinical Global Impression Change)
3) AISRS (ADHD Investigator Symptom Rating Scale)
4) ASRS (Adult ADHD Self-Report Scale)
5) BADDS (Brown Attention-Disorder Scale)
6) WRAADDS (Wender-Reimherr Adult Attention Deficit Disorder Scale)
7) WURS (Wender - Utah Rating Scale)
8) ADHD-RS (ADHD rating scale)
9) DATS (DSM-IV ADHD symptoms total subscale)
10) CAADID (Conners’ Adult ADHD Diagnostic Interview for DSM-1V)
11) SAS-SR (Weissman Social Adjustment Scale)
12) BARS (Barkley's ADHD Rating Scale)
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|27|=dIIE 2t ZHu|n WHE AT : & =TS 0/S¢et 4l ADHD =27 |u

3.1.1.2. 2 #Y H MH

ATt A s =] dolEuo]=et il HlojHuo]~E o w )
S IANDRCD=E Ak =] dlolEu|o]-~2 Ovid-Medline, Ovid-Embase,
CENTRAL (Cochrane Central Register of Controlled Trials), Ovid-PsycINFOZ, =
dloJefmle] =2 KoreaMed, =3B (KISS), o]t dlo]Elmo] ~(KMbase),
=718l BAE(NDSL), #8h7]8t3|uls dlolEHjo] =g o] 835l3lom, o] Hio
T ARE S35 FuEAES gRlste HebdERs ARSIt

2] dlojguo]~e} KMbase®] A A¥= 2012 A9 A¥s &880 57t
2 2012d o]F=E AnAlgE Fol HAsITE Ovid-Medline?t Ovid-Embase®l| A+
Scottish Intercollegiate Guidelines Network (SIGN)o|4] AJA]gF RCTe| gt search
filterE 8393, Ovid-PsycINFO2] 74F 9= Centre for Reviews and
Dissemination(CRD)olA A|AI$F Eady 5(2008)2] PsycINFOoA4 2] RCT 74 #=Fs
G839 tHEady 5, 2008). ol#gt RCT A Akt t&Eo] PICOOA wlg] A P
¢ T 18]3L ‘adult’ & AA8] bl A s 2 eFATh KoreaMedol A= 44
AeFS #7)7 8olskA] kol Attention Deficit Hyperactivity Disorder’ ¢+ ‘ADHD =
g8l ATl KISS, KMbase, NDSL, 87| 83|ul-go A= A%} ‘ADHD
£ ol&ste] Atk FAAR] AAHERS s >S5 Rt

12k 22 g 22 Aol AAaE AFEl sl 2447t SEAA T AH/A L7z
e} AEa 255 Bal 12} Ad/eA] 24 sgskinh 1; A
B 22k Ae/miA] 2SSk wEe] A8 Al e dAFxle] T A
A Aol Mdakelar, o wf 24z} Jh7Q1e] Arxlo] HyA o AR o] 5o BUX]

& u= delE F8l AAR-E AAskith

4

A TR AR S] wele] viEY A¥EE H7h= Cochrane MEH 138 %
(Risk of Bias, RoB) H7I=7-2 o] &3t} Cochrane %W 8= F2 A=A
A2 (random sequence generation), ¥l (allocation concealment), 3-7-3Foiz} A+

Aol that =7} (blinding of participants and personnel), Z3} 7ol thalk w7}

1) http://www.sign.ac.uk/methodology/filters.html
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(blinding of outcomes), %3+ ZAI}AE(incomplete outcome data), A2 Wil
(selective outcome reporting), 71EF %@ (other bias) G2 22 Evlo@ 1ro] 33
7bele®E star 9ar, 7k 3o tis 2k we(low), -S(high), £33 unclear) 0.2
Brrek = o} B Ao A= Cochrane Handbook 5.1.0 (Higgins &, 2011)¢] 7|+%&
arske] Azt s]efo A Abdel] & Aol mE YIS Aste] Wrkekgith =gk 7]
EHo=z WAkA ¥ (cross-over trial)ollA o] € g ¥ carryover effect) = 13l Aol H]
H 7= S aelste] ofAle] Mol A fFofrl(washout period)E Lelshich
oF7|= A7} AHES FallA AR atomoxetine?] 9= 155, methylphenidate

o}
o A= 24MREe R o] o] VZh} A o] Z|IRtH G Z] A= HIEY AE U

r

o2 HE HASE ‘=5oE WisHA @2 A9 ‘B oz HFrlsliirh A
& (parallel design)ollA:= 71EF HIERS w8elx] &) shd, Mad e Hrts
7] f8 e TdollA AIAE SEFHETE 7IAEe] JdE AT Y dARE

oA LREFHS I, 1284 e 49+ WHO international clinical trials

registry platform search portal (http://apps.who.int/trialsearch/)¥} Clinical Trials.gov
(http://clinicaltrials.gov/), ISRCTN (http://www.controlled-trials. comy) ©lA] FA]o]
‘ADHD’, 'adult ADHD' 2 A3} dld dA5te] T2 eZ2 oy = dAgde] 22

ME A7l WY APES Do) 98] A Erelkey domain)& HHE DL
7h gl aal mujele Q1T fae] arE(el FASRAY, WAL} A3 Sol
4Q) FE(el, w7y, B Annm) RN 247 A4 "avt ok £ AT
A Age] e QTR AnR/1E ADHDY 558 welehs WIRTEY of
g3to] 24a}r] Wl Fado] A FsAe] Bk & 5 Itk EE AT 7]
A 5L A7Ae] rhge] AT Aol WEAS Qo) FaF FRold), wepd
A ErjeloR AW MEYS SAshs AT, ATl te ot A Bkl

2) Mol ADHDQ9| #|2 2o ZX35I7| flst =+ Z& Conners Adult ADHD Rating Scale(CAARS), Clinical Global
Impression(CGl), ADHD Investigator Symptom Rating Scale(AISRS), Wender-Reimherr Adult Attention  Deficit
Disorder Scale(WRAADDS) 0| U20{ 0|2 25 EHAHE I(patient-reported outcomes) & EFO[HLE o4 X|I}
oot & =0fRUCh Ol 25 FRAM ZuX|x2 2 dFoMe 2o 3o wItEls 21 X|xe| Mo
w2l LhR0o IS8 /YT HILE SHA| ¢ shtel THQle 2 HItstict,
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HEGE SYsks Aot Bobl od MEIS AASG F ) 8 wejele] w
Fogon PRtk g AT HBY SPEE Wl Ay mrel F &
U olgol maae o Bt B, st ool W AP AT
Y EEE woR WS HEY APE B7ks vl 9ol AT F
WH AL Ao AU 47 ANelel ATHle] S B Axelx)

HE e Bl AP A pilot study)E F3l mlE] WHEolRl $AS o]gste]
W o he] EAXJ(characteristics of studies)S Alsldal WEHEAS 93t A 5E F535}
Atk dl e AR T 1%0e] /i Aol B A 2 A} 1

w3 gesg

bl
4
iy
ftlo
QL
=1
vl
i

3.1.1.5. SAHH 24 A A= Y

Atomoxetine ¥} methylphenidate 7} kAol dial] WlEREAS AA|SHSI) HEREA 2
xR Z23PdE(outcome)oll wel AAISFIaL 4 A3 forest plote= 241813
t} 2& A3pir)gs Vs TZfﬂ}(welghted mean difference) & A&l 22 A
Ao AypAgroly @97 o A9-ebd EEshd W AK(standard mean difference) &
Artstan) 2 tﬂEJs’%_TJrE’J'ﬂ(random*effect model)= AHE-SIIAL oA HE= 7}
ol A4 9 Higgins' I' SAHS ©]-83t3ith Funnel plotS o]§ate] Hal vEd

| A=A FIekiaL, HEREA E@% Aol A7 1070 wiRkl A= HERE B

I B)EYS HrlelbA] gkokth WEREAS RevMan 522 o]83lth 4% 5, 2011).
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HE 7 S5 WS ol del ADHD k=& 2H (1

w2 AelAE <& 3-2>5 Faste] dgEE ADHD $4%7F =7, 93Ak A7)

, el T, seulEw SAEARE B/ 99 9), 23454 AA
_]

N

3 4, VISR 9
7pankEl ojstel nlasks g e welsle] HE Al o AT-E WSk

L
a

3.1.2.2. AIBEE X HM

#HE A

)

ATE o E F oA vEHEAS fl8] FESId ARE v
2 IS AI3EkeitE o]= 98l CADTH (Canadian Agency for Drugs and
Technologies in Health)ol| A #]-8-3}+= Indirect Treatment Comparisons Version 1.0 >3~
2O o]&sto] IHRIuE AT %Z—XQE?gi 7} okA|e} FE el |

BRI AT g ok e} 05% A1 THe tIlakT, Bo] 7t wEHEAe] et <
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ZEHEFS 0|23 ZHMH|@m : Mol ADHD SF= & ofH|m
43
3.2. 44t 43
3.21. HAN =sinE
3.2.1.1. 28 HM A3
97he] dloJejuo] el A 20124 o] T2 A|dkele] AME FHLE F 22|t Tk
AA F e 12388 AR A5 3 258 HEste] 12395 wjAlsha &2 1139] &
A3} 20129 %0 =Y Ao HF A B3 39S g F S0HoULE T
BAA & G 2HS gitom IS AEst Ay HEHom 0] 23S MAs)
ATHZH 3-1). HF AT L A9 8 55 <H-5 2> <FF 3> AAsHITh

Aot =7tE Y S5 Mgz
Ovid-Embase : 66T *L',';;E. 'fgitf K
Ovid-Medline : 14H KMBASE . 1I_Sr._1

Ovid-PsycINFO : 26T 8m

KoreaMed : 447 Bet7| & ste|0l2 : 64

SSHIH & - 123

2012'A -A0tH|
HESHHEH - 39H

174t B A - 1127

HAdEDf4 :11H

2N = : 424 ~
SSUIH & - 424 2% By - 137
RCTZ| of'g (5%)
=gt ZOHETE 3E (4H)
SEH LTS tjgde= 3 (2H)
=0l 219 = CHE A7 ofd (1)
o H X2 A5 Do) ofd (1M
A M2 : 29 S SRS A9 Td0l ofd 0
(E| S AL - 257))
a3 3-1 MAN S2nde 28 MH sEX



1709 A+ Weisler
Ak HF AAE

2 3lo] atomoxetine®}e] &= vlustRh A2 AA o)At S
A 436%04 Hdl 68.26% 2™, crossoverd Bl 2] pilot studyi® kay 5(2009)
ol Al dAls g9

eofl gk

Atomoxetin

Zzoll 271

ATAN=
Fom Y] 771e] A= parallel FEIATE B ATolA f1K(placebo)S Wlx

ole] Falol
shje] AT F

SR F

Hl-go] 87.5%

Folo] %

A2l ADHD 2k=g | w

AT AAF FHL <R A>T
& 871¢] RCT% UK A+

shte] A EANE
& 25719 A7 HF
7707} atomoxetine, 17707} methylphenidate®} ¢kt 7+e] & 3u| w A 491 a1,
5, 2012)7} atomoxetine®} methylphenidate®] &¥}7} 5% A€

e

R B aEHE
A= ATk o]

crossover & Ej

REI R

H]&2

8

o]itl. Atomoxetine®] Folg&#o tiA=

2) Mean+SD(min-max)

Methylphenidateol] t3l A2 x
glRem, vpzx] 1070e] A= parallel FEIATE 177] Aol 2oz fJoks A}
S ARSI A= A A 5

831912, Dorrego
v %‘394 H]

7=
3k OROSZﬂ |

=
=

IS =
X33t F

SR A= HEzToR HES
2 FHA 217%NA Hd 80%Ho, ZF AT UlellA] dlzaty) Sl
z}o] 7} glAtk Methylphenidate o] &= A8 A4

187§¢] RCT= 871 A4+

80~90 mg/d °©|ATH3E 3-3).
E 3-3. 2[EMH AT CjXtel 2 F ZF 54 - atomoxetine =& AT
= B
AT CIxtol

5% NF Mol oy % N Me| oy gz
Witecha &(2012), 90.3
Vooae el parallel | placebo 234 436 414175 | ATM 268 5.1 412:69 00
Sutherland S(2012) parallel placebo 47 59 37 ATM 97 59 37 (39.1-89.7)
Durell £(2013) parallel | placebo 225 564 247:35 | ATM 220 582 247+34 453_%0)
Faraone S (2005). 139 606 403+116 14 645 402¢117  (60-120)
Michelson S(2003) | Parallel | placebo —or g oiiio | AM g T eas 4305103 (60-120)
Brown &(2011), 839
Adler S(2009) parallel placebo 251 482 37.4+99 ATM 250 496 37.7x104 (25-100)
Adler £(2008) paralel | placebo 139 633 360+84 | ATM 271 561 37183 (40-100)
Weisler S(2012) parallel | placebo 73 589 334:103 | ATM 73 534 346+104 453_%0)
Kay £(2009) crossover | placebo 8 875  224+18 | ATM 8 875 204418 (40-80)
ATM : atomoxetine
1) Mean+SD

crossover &

= [e]
, A ol

A
TOoE FEENeH Fo]&ie A= 60~80 mg/day ©IATHIE 3-4).
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SSU =2 o|Sst 7| : Mol ADHD k=& 1iH|w
E 3-4. = EMY A9 CiRel H # ZF §M - methylphenidate Z& A7
=% e
AT =Pl
% NF Mo oy % N Me| oy gz
RetzS(2012) parallel | placebo 78 56 38209 | MENT 84 38 366+104  66+20
OROS 101, 574, 342 18,
Medori-&(2008) parallel placebo 96 62.5 34.5 ZMPH 102, 4541, 338 36,
102 539 336 72
- OROS 90, 54,
Migueal =(2013) parallel placebo 22 318  351£98 “MPH ® 478  375+120 7
BiedermanS(2006) | parallel | placebo 74 47 37684 | GO 67 57 R27+185 809+318
Rosler=(2009) parallel | placebo 118 50 338106 | VEL 241 50 362+10f 431-%23)-2
. - OROS 784+317
Biederman-&(2010) parallel placebo 114 52 36.4+8.6 “MPH 109 40 34792 (36-72)
= OROS 67.7+27.9
Adler&(2009) parallel placebo 116 552 382+114 “MPH 113 573 399+123 (36-108)
Spencers(2005) parallel placebo 42 548  40.3£10.0 | mph 104 596 356197 82422
Kuperman-&(2001) parallel placebo 11 75 31.47.3 mph 8 64 33.210.8 0.9/kg
— OROS 54
Weisler=(2012) parallel placebo 73 589  33.4+£10.3 MPH 68 66.2 33.2£9.7 (36-54)
Jain&(2007) crossover | placebo 48 625 37.2+11.2 l\?l:]_g:]— 48 625 372+112 57.8+20.1
' = OROS 64.0+23.3
Reimherr&(2007) crossover | placebo 47 277 30.6£10.8 MPH 47 277 30.6£10.8 (18-90)
= 19 42.1 38.3+10.6 24 58.3 38.5+9.9 74.8+15.6
Boops:tra < (2009), crossover | placebo MPH
KooijS(2004) 20 533 39.1 25 533 39.1 0.5-1.0/kg
Verster&(2008) crossover | placebo 9 579  383+77 MPH 10 577 38377 (12){';0)
Barkley-&(2005) crossover | placebo 54 74 31.3+11.3 | MPH 54 74 31.3+11.3 10, 20
Bouffard&(2003) crossover | placebo 30 80 34(17-51) MPH 30 80 34(17-51) 15~45
Dorregos(2002) crossover lithium 23 83 24.7+12.6 MPH 23 83 24.7+12.6 10~40
TenenbaumS(2002) | crossover | placebo 24 458  42(24-53) | MPH 24 458  42(24-53) 10~45
ER, Extended Release; OROS, Osmotic controlled-Release Oral delivery System; MPH, methylphenidate
1) Mean*SD
2) Mean+SD(min-max)
AAA wdnZol A HFE AR F 25719 RCTE Z17] & ADHD 574 A5t
L ETES o9 AUGS nusty gglom ATE 2477 € 2R /% 5
= Jolalth AN 02 gtomoxetineS ESHSE U AT A= 207 o] A
7] outcomeZ¥}=E Hasl= eSS Helow whlE methylphenidateE ¥3atal Q&=
AAGte] A= 73 o9 outcomeS REIGTh F A¥pASE= ADHD 2L =A%
TR Fde wE =70 WA Ev 5 Hyr HA(scale) R T Ao Ws)
(mean change)s 153 W FEHZ Yehidlon, w3d wef =78 1hg-E2l ol
G s P AN SQTh =Y, Pabg W Rago A BEe AN
of ol F7b4el ATpAFE ALGSHATHE 3-5)



oim Ao
EHET B EFF1(F)
WitechaS(2012) CAARS-Inv:SV AEE 1,2 4, 8 12, 16, 20, 24
Young%c(>2011) * | CGI-S ?_1%2_’_:* 12, 24
AISRS ALY 12, 24
AISRS AL 1,2 3 4,7
%J(‘zhg{gnd CGI-S EFSE(1(not at all I £ 2borderine iIf £8)  o/2s 7
AISRS BHSE(™M 30%0|4 ZE7hH olgs 7
CAARS-Inv:SV ALZS 2 5 8 12
CAARS-S:SV AEE 12
DUl S(2013) CAARS-INv:SV BEFHSE(X 4= 25%0( 4 Zh2) OI—E—% 12
CAARS-INv:SV HEFHSE(X 4= 40%0( 4 Zh2) olgg 12
CGI-S HHSE (X% 20|A Z) olgg 12
CGI-S 2F2E(‘1(not at all il == 2borderling i) £&) o2y 12
Freonesiong, | RS InvSY A%s 10
MichelsonS(2007) | CAARS-S:8Y odﬁ:'_:oi 10
CGI-S HAEs 10
- AISRS ALY 2 4 6, 10, 14, 22, 26
i&fgﬁgggg‘ 1. | CAARS ins:SV UHE 2 46,10, 14, 22 26
Cal &5 26
CAARS-Inv:SV ALE 24
_ CAARS-O:SV oEs 24
Adler S(2008) CAARS-S:SV CES I
ASRS HAEs 24
Weisler&(2012) ADHD-RS HAEE 6
ADHD-RS BFSE(H T 30%0|4F Z+2) o8 NR
Kay-S(2009) CGI-l 2FS&(very much improved” = 'much improved 2 sy N
ol:)\l-o} /\|.EI- O) =<
ADHD-RS HAEs 8
CAARS-S:L HAEs 8
RetzS(2012) WRAADDS HFHSE(H T 30%0|4 Zta) ol28 8
CGI-I tlJEE('very much improved’ = ‘much improved' 2 usy g
skAlSE AlZHE ) ==
CAARS-0O:SV ALy 1,
Medori-&(2008) CAARS-S:SV HAEE 5
CGI-S HdAEE 5
CAARS-O:SV A5 13
Migueal =(2013) CAARS-S:SV A5 13
CGI-S HA%s 13
AISRS ALY 1, 5 6
CGI-l 8FSE('much improved &2&) O|28 6
Biedermans. CGI-I BF2E('very much improved £8) OI—E—?J 6
(2006) AISRS HFHESE (™4 30%0| 4 Zta) ol2s 6
AISRS HFSE (X4 50%0| &k Zf4) o|28 6
CGI-l & AISRS BHSE(CGI-I scale<2, AISRS &= olgs 6
30%0| &t Zt2) ==
= CAARS-S:LV AL 1, 5, 8,12, 18, 24
RoslerS(2009) |\ mAnDDS wHS B (H% 3001 A} Zi4) o= o4
Biedermans AISRS AL 1, 5 6
2010 CGI-l & AISRS #HSE(CGI-I scale=2, AISRS &= oz 6
30%0| &b Zt4~) ==
AISRS ALEE 1 2 57
Adler=(2009) CGl-I eI 5,7
CGI-l & AISRS EFSE(CGI-I scale<?2, AISRS &%= olgs 1,2 57

30%0| & )
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|2
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Y ZopH
EHET B EFFI(F)
ADHD-RS ALEE 1,2 3,45 6
Spencers(2005) | CGI-I & AISRS EF2E(CGI- scale<?2, AISRS &= ol2s 6
30%0| &t Zt2) e
KUDermanS: ADHD-RS Ay 7
b < CGI-I 2#FSE('very much improved =+ 'much improved 2 o5
(2001) Sralst ATetsg) olgy 7
CaGl HALs 3
CAARS-S:SV HAEE 3
Jain&(2007) CAARS-O:SV A&s 3
CGl-l ¥FS=(very much improved” = ‘much improved 2 sy \R
SFAPSE AR 2) =e
ADHD-RS HAEE 4
Reimherr&(2007) | CGI-I & WRAADDS EH2E(CGI-I scale<2, WRAADDS ol 5
M4 50%0|AF Zt2) =8 4
ADHD-RS A% 1,2 3 56,7
CGI-S AL 1,2 3 5 6,7
BoonstraS(2005), | ADHD-RS 2HSE(54F 30%0| 4 Z+4) o|&8& 3
Kooi|-5(2004) CGI-S HHSE(HM% 204k LA ol2% 3
CGI-S & ADHD-RS &t %S CGI-S ®%= 20|4F 22, olEs 3
ADHD-RS S4F 30%0|AF Zt2) ==
Verster&(2008) driving test HAEE 15 AlZE
Barkley-s(2005) CPT, driving behavior rating HAEE 15 AlZH
Bouffard-&(2003) CAARS %8 NR
Dorregos(2002) | CAARS-subscale %8 NR
Tenenbaums ~
S ]
(2002) BARS, BADDS oEd 21

NR: Not reported(H = a1 3)

3.2.1.3. HIEE H8x I 4=

(1) Atomoxetine

HF AAE 1139 atomoxetine 3 % Brown 5(2011)¥} Adler 5(2009), Witecha
5(2012)7} Young 5(2011), Faraone 5(2005)¥ Michelson 5(2003)2 M= 728 A+
ojm® Ayhe® nlEd =S kKL webA F 871 Al g vEE 9
A% el gz W g ok vhe ZrHaE 3-2, 19 3-3).

774¢] parallel e Aol AHe- dubdow BE o fsjA nEd Yy

o, EZwe Avxtnel A Hiale] dgd tisii= BlEE APETF 2
7F oha Atk 2euh ATl Fagk A ErQlo s MASIAE ATtgeiaL
TAel g =7 e At

o
7F Skt 1709] crossover FE| A= Frefrlel thet 71EF wliEdo]l &2 o|3ith

R
e %
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It ¢fleh ZHE|n HHE d7 S8 =2 0[E¢ el ADHD =&

1) parallel SEHl

Random sequence generation (selection bias) _:I

Allocation concealment (selection bias) _:I

Blinding of participants and personnel (performance bias) _:l
Blinding of outcome assessment (detection bias) _:I
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _:-

D% 25% SU% ?5% 100%

.Luwriskufbias |:|Unclear rigk of bias .Highriskufbias ‘

2) crossover SEf

Random sequence generation (selection bias) _

Allocation concealment (selection bias) | |

Blinding of paricipants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) |
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

omersias [ NG

0% 25% 50% 75%  100%

| B Low risk of bias []unciear risk of bias Ml High risk of bias |

a3 3-2 Atomoxetine 92| HIETE 8T Ja=

0|
I
=

1) parallel SEHl 2) crossover

Random sequence generation {selection bias)

Blinding of paticipants and personnel (pefarmance hias)
Elinding of outcome assessment {detection hias)
Elinding of autcome assessment {detection bias)

Allocation concealment {selection hias)
Allocation concealment (selection hias)

"
"
-u
"

Adler S(2008)

-
@ | Blinding of participants and personnel (perfarmance bias)

. Random sequence generation {selection hias)
. Incamplete outcame data (attrition hias)
. Selective reporing {reporting bias)

@ | other hias

-

Kay S(2008) ‘

Brown, Adler S

Durell S(2013)

Faraone, Michelzon S

000
000

SutherdandS(2012)

VWieisler S(2012)

"
©® OO0 ® ® ® O incompleteouttome data (athition hias)
~ ® ® O @ @ @|-ceecivereporting reporting bias)

2 @

Witecha, Waung S

ek
H1
0]
12
=3

a2l 3-3 Atomoxetine 912| HIEE 2
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Al te
M2 AL dAgelnR Atz NEY s Wrkekslal, webd F
o

et Vg A1 H7he] 2 B e ok vt AUH I 34, TF 3
A

et R wRAFoE Psgor] BEE AntEs) 2
o

3 % Boonstra “5(2000) 3 Kooij

i

e
QAT L B Aol Fag

5 (2004)

187 <At

5))
4Gt

A Bae] o] s
3N

AMe HEd AR =2 A ta 4 =
Qlom AAsid &E T sl ‘ARl Al diE ok @l B B
T wdolA HEE f1gde] WA Bk AT 8719 crossover FE| ATE i ATl A
8% A mrlom AAselY 5 T sl ‘ARl Akl tigk =k
Lol A BE oA vlER o]l WA Ao ‘ARG e gk =
FEel A vlEd AT dA= ST Fekrlel tigh 7e HIEEe 75%
7h v ow HrkE ATk

1) parallel SEl

Random sequence generation (selection bias) _ |

Allocation concealment (selection bias)

Blinding of outcome assessment (detection bias)

Blinding of participants and personnel (performance bias) _

Incomplete outcome data (attrition bias)

Selecive reporting (reporting bizs)

0% 25% 50% 75%  100%

.Lowriskufbias DUncIearriskofbias .High risk of hias

2) crossover SEH

Random sequence generation (selection bias) _ |

Allocation concealment (selection bias) _ |

Blinding of participants and personnel (peformance bias) _
Blinding of outcome assessment (detection bias) | -
Incomplete outcome data (attrition bias) _:I

Selective reporting (reporting bias) _:I

otneroias NN |

0% 25% 50% 75%  100%

.anriskm’bias DUncIearriskm’bias .Highriskm’bias

a3 3-4 Methylphenidate 9172| H|EE {Ex Jai=
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YHE AT . & =2 0/8¢et 4l ADHD == |u

I:_I'LI
N
>
(7]
N
i
ﬁ
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El
0

I

1) parallel SEHl 2) crossover SE|

Elinding of outcome assessment (detection hias)
Random sequence generation (selection bias)
Allocation concealment {selection hias)

Blinding of outcome assessment (detection bias)
Selective reporting {reporing hias)

COther bias

-

Adler S(20049)

)
~
-
~
~

Barkley S(2005)

- . Random sequence generation (selection bias)

-~ . Allocation concealment (selection bias)

OO O O O 6 6 6| 6 @) n-cidngopartcipants and personnel (perormance hias)

Biederman S(2006)

® | @ | ncomplete outcome data (atirition hias)

w
® e

D O O 0 " ® | ®|-cindngofparticipants and personnel (performance bias)
- -

-

Boonstra, Kooji §

v @

Biederman S(2010y | ? ?

ol
ol

Bouffard S(2003)

Kuperman S(2001 ? ?
P (2007) Dorrego S(2007 | @ | @

-

Medori S(2008)

® e
Migueal (2013 . .
® e
7 7

JainSe2007 | 2 |2

-
-

)

Reimherr S(2007 | 2 | 2

Retz E(2012)

3
3

Tenenbaum S(2002 | 2

Rosler 2009

verster Se2008) | @

Spencer S(2008) | 2 ?

weisler 520 | @ | @

wd
OO0 ® 0 0 0 O ® @ nompeteoutcomedata (atirition bias)
@O OO O S O | @ seectereportng (reporting bias)

Fo
12
=

32| 3-5 Methylphenidate 72| HEZ X
3.2.1.4. EF MEPAF EY

HZE A" 509 ATE F 7T/07F atomoxetine, 17707} methylphenidate®} ] k-
o] gy AT+ 1708 A (Weisler &, 2012)7} atomoxetine®} methylphenidate
o] gt B A" AFATE Weisler 5(2012)2 Al 7FA] &3F2] SAlwH(bavisant 1,

A F79] FAthFv(atomoxetine, methylphenidate), $J¢F =
To® 7Y F 6wl i AR A d o2 ADHD-RSOl tigh Aagh s

=
AABaL itk o =3 He] Avtz S ofARte] An|ndds grshrldd A
o



3.2.2. AtomoxetineX} Placebo Z/&H|x HE}IEM

3.2.2.1. S¥ETY HEEYN AT

(1) =ALX} = IH(investigator-rating)0ll 2|8t &X Z 1}

ZF AAE atomoxetine & 7H FollA crossover A7 1HE wEHEAo] Q3

ARG FEo] Brbssto] AHA, FEER FHBE 7|3te] Folate] 9~1254)
W Avkss 52 Fgerlon Rl TR e] o]l mAA] R s
T 713 W wEgke] §1& A 7P Tk FAke] Aagis ARkl viEEA S A
Aleksde. mdl, AR A FAWEA I AA e LOCF= 2A4¥ #h=
AAE 7B, LOCFZ BA" g 71Fos 24k wrdatant. merzdol 239
sl FARE VI A sdTAel AR o8 < 3-6>3 2tk

# 3-6. Atomoxetine HIEF=A S 2ls Z&E Ese §F

Study Fx 2HET | ZHweek) otz 3t

Faraone <(1)(2005) 10F:(& 105) 60~120 mg/d
Faraone &(2)(2005) 10F(& 105) 60~120 mg/d
Brown S(2011) 105:(& 26F) 80 mg/d
Sutherland S(2012) 7=E 7F) 90.7 mg/d
Wietecha S(2012) 127(& 24) 60~100 mg/d
Durell 5(2013) 1235 12%) 100(40~100) mg/d

-

ADHD 48 =2A3 T4 5 ‘ZARE H7Hinvestigator-rating) 02 =431
CAARS-Inv:iSVe}  AISRSw=7oll  tha]  wlEkEAS  AAlEdth Durell  54(2013),
Wietecha 5(2012), Faraone 5(2005), Brown 5(2012) & % 48 CAARS-Inv:SV =
T2 Z4%%3, Brown S(2011), Wietecha 5(2012), Sutherland 5(2012) 5 & 3HCo
2 AISRS =75 AH839e™ Brown (20127 Wietecha S(2012) w32
CAARS-Inv:SVe} AISRS =7 B ARSSte] o]5 CAARS-InviSVE S43 gha A
&38ith B3 Faraone 5(2000)2 A7 vh& F+ 7389 A5 E3317] o

ZF A awe] A s ARSeiith 24 A oldAY] Al fle Ao® yEh
Om(Chi*=2.39, df=5, p=0.79, I’=0%), atomoxetine¥} placeboAto]e] HiF2Hmean
difference) = -3.49[95% CI -4.38, -2.60]% atomoxetine E-8&+-°] placebo E-&<to] H]
&l ADHD S7el #adhes a3t e Aoz Yesti 14 3-6).

ol\
N\
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O|R7|EgrIE flet ZFgd|m gHHE AT 1 3& =TS 0[8¢ Aol ADHD k=& 2id|n
Atomoxetine Placebo Mean Difference Mean Difference

Study or Subaroup  Mean  SD Total Mean  SD Total Weight IV. Random. 35% Cl IV, Random, 95% CI

Durell (2013 136 1109 192 -9.3 1129 199 161% -4.30[6.52,-2.08] —

Wietecha (2012) 135 111 264 -8.3 114 232 206% -4.20[6.16,-2.24] =

Faraone (22005  -105 108 124 -67 93 124 12.4% -3.80[6.32,-1.28] —

Faraone (13(2005) -85 1041 133 -6 8.3 134 146% -3.50[5.83,-1.17) —

Sutherland (20123 7.3 1185 87 <145 1438 47 35%  -2.80[-7.55,1.95] B

Browen (2011) -809 808 181 -548 751 197 328% -2.61 [4.16,-1.06] -

Total (95% CI) 1001 933 100.0% -3.48 [-4.38, -2.60] L

Heterogeneity: Tau®= 0.00; Chi*= 2.39, df= 5 (P = 0.78) F= 0% 5_20 _150 7 150 205
Testior overall effect Z=7.70 (P = 0.00001) Favours [Atomoxetine] Favours [Placebo]

1% 3-6 Atomoxetinett ¢/ 2kx Alole| HiElZE4 Z3-ADHDET & EhHinvestigator-rating)

B CAARS-Inv:SV =+

Parallel 7 6% % CAARS-InviSV =72 ARE3SE F31& Durell 5(2013),
Wietecha 5(2012), Faraone 5(2005), Brown 5(2012) 5 % 492 & o] % Faraone 5
(2000)2 A7 e F 799 A5 SIS wieel 4 drwe A9 3=
AHEEFATE A &Y RS A8ate] EA% At o]dA e %ﬂ]% gl Zlo=m UE

OW(Chi*=2.30, df=4, p=068, I’=0%), atomoxetine?} placeborte]e] 31 *Hmean
difference)= -352[95% CI -4.42, -2.61]C.% atomoxetine E-8+°] placebo &80l
Hl&ll ADHD S7dol #ashs a37F AAvH1d 3-7).

\l
O

Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean  SD Total Veight IV. Random. 95% Cl IV, Random, 95% Cl
Durell (2013 -13.6 1108 182 -9.3 1129 199 167% -4.30[6.52,-2.08 -
Wistacha (2012) 135 111 284 93 111 232 214%  -4.20[6.16,-2.24] -
Faraone (32008 105 109 124 -67 9.3 124 129% -3.80[6.32,-1.28] -
Faraone (1)(2005) -85 1041 133 -6 83 134 151% -350[5.83,-1.17] —
Brown (2011} 809 808 191 -548 7A1 197 34.0%  -2.61 [416,-1.06] -
Total (95% CI) 904 886 100.0% -3.52[-4.42,-2.61] *
Heterogeneity: Tau®= 0.00; Chi®= 2,30, df= 4 (P = (L6, F= 0% to % 7 1 0
Testfor overall effect 2= 7.62 (P « 0.00001) Favours [Atomoxetine] Favours [Placebo]

% 3-7 Atomoxetinez}t ¢/ 2kx Alole| HlElZE4 Zt-CAARS-Inv:SV

B AISRS =+

AISRS =75 ARESE 382 Brown 6(2011), Wietecha 5(2012), Sutherland &
(2012) & & 3o dHay S A8ate] ek e AXskith ol dde] 24
B gl Ao YEhdon(Chi=031, df=2, p=0.86, '=0%), atomoxetine®} placebor}o]
o] Hyr2Hmean difference)= -4.08[95% CI -556, —261]2-% atomoxetine H-8<-°]
placebo &80l B3l ADHD S7e] #adhs &3t JAATHHE 3-8).
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Atomoxetine Placebo Mean Difference NMean Difference
Study or Subqroup Mean SO Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
Brown (2011) -15.32 1175 191 -11.07 12486 197 37.2% -4.25[-6.67, -1.83] —
‘Wietecha (2012) -13.3 12 268 -9 11 234 832%  -420[6.22,-2.18] ——
Sutherland (2012} S17.3 11.84 97 -14.5 1438 47 96%  -2.80[7.55 1.95] - 1
Total (95% CI) 556 478 100.0%  -4.08 [-5.56, -2.61]
Heterogeneity: Tau® = 0.00; Chi*= 0.31, df = 2 (P = 0.86); F= 0% o + 7 t i
Testfor overall effect 2= 5.43 (P = 0.00001) Favours [Atomaxetine] Favours [Placeba]

a2l 3-8 Atomoxetinezt 92k Atol2| HIELZA & 1-AISRS

(2) Xx}7} = Il(self-rating)0ll 2|8t SHZ 1}

ADHD <73& 543% =4 T 'A7PE7Hself-rating)' = 543 CAARS-S:SVe}
ADHD-RSE=7l thell mlEREAs AAIekitt Faraone 5(2005), Durell 5(2013) &
T Ao w3l CAARS-SSSVETE SAH oW o] F Faraone (2005 A4+
A7 e ARl Aagks AlAske] ZHzke] SAHAE vleREA ol 3kl
A A oAl EAlt gl AR JEREOM(Chi=165, df=2, p=044, I'=0%),
atomoxetine®} placeboAle]e] HitxHmean difference)= -4.89(9%% CI -6.55, -3.23]=
atomoxetine #-8&¢] placebo &<l H|3] ADHD J7o] #ashs 237t e

o= UETHIE 3-9).

Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Tofal Weight [V, Random, 95% CI IV, Random, 95% CI
Faraone {13(2005) -6 162 133 -83 14 134 2089% -6.70[10.33,-3.07] I
Faraone {2)(2005) 173 O1TE 124 <116 161 124 15E% -5.70[-5.90,-1.50] —
Durell {2013 -11.9 11 188 -F.8 982 197 H3IS% -410[618-2.07 -
Total (95% Cl) 446 455 100.0% -4.89[-6.55,-3.23] . 4
?et?;ogenewl:lT?ru t:;_ug ?CBhEP=<1D.EDSD,Dd;1=)2 (P=0.44) F=0% o 0 } 10 -0
eELioroverall eneel 2= 2. ’ Favours [Atomoxetine] Favours [Placebo]

a8 3-9 Atomoxetine®t 22k Alo[e] HELEA ZAI-ADHDT T & &H(self-rating)

(3) CGlI =70l 2t SHA

CGI-S =75 ARE3F 318 Durell 5(2013), Wietecha 5(2012), Faraone 5(2005),
Brown 5(2011) % 4H 2.2 Faraone 5(2000)2 A7} b2 F f3<] Jd+E X3
skSl7] ool 2F Arme] Ay ghs ARgsiith dHEY RS A8ste] v
AL AR A, o]dAe EAE 9l Ao JERkom(Chi=065, di=4, p=09,
’=0%), atomoxetine™ placeboAle]?] i Hmean difference)= -0.38[95% CI -0.48,
-0.27]2 atomoxetine -8<°] placebo H-&l Hls] ADHD S/do] AAash= a3}
= Aoz YEtHE 3-10).
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Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
Wietecha (2012) -11 11 264 -0F 08 232 340% -040[-058 -027 ——
Durell {2013 -1.11.39 0 192 07 141 200 137%  -0.40[-0.68,-01Z] .
Faraone {13(2005) -08 1.2 124 -05 1 124 14.0% -040[0.67,-0.13] —_—
Faraone {13(2005) -08 12 133 -04 1 134 150% -040F0.67 -0.13] -
Brown (20113 1.2 12 242 -08 1.2 246 233%  -0.30[-051,-0.09] —
Total (95% Cl) 955 936 100.0% -0.38[-0.48,-0.27] .
Heterogeneity: Tau®= 0.00; Chi®= 0.5, df= 4 (P = 0.96); F= 0% l y l l

-1 -0.8 0 0.4 1

Testfor overall effect 2=7.19 (P < 0.00001) Favours [Atomoxetine] Favours [Placebo]

13 3-10 Atomoxetinez} ¢/2kz Alole| M EIEA ZH1}-CGI-S

Atomoxetine®} §Jokre] 3= v|wslr] 98] ADHD =% = w2 =+ e}l
3-7>3} 2t

Mo
1%
(i)
i)
O
=<
rir
FH

E 3-7. AtomoxetineZl ?lek Alo[e] ADHD S =+ HEIE2A Z3}

ADHDEE =T i A o 2 N S & H e Mean Difference[95% Cl]
ADHDET &&h 6 1,934 IV, Random -3.49[-4.38, -2.60]
CAARS-Inv:SV 5 1,790 IV, Random -3.52[-4.42, —2.61]
AISRS 3 1,034 IV, Random -4.08[-5.56, —2.61]
ADHDET &&h 3 901 IV, Random -4.89[-6.55, -3.23]
CGI-S 5 1,891 IV, Random -0.38[-0.48, -0.27]

)

* investigator-rated
= gelf-rated

#Z HAE atomoxetine 3 78 Fo|A] ADHD ZAETH HlLES AA|E 23
& Adler 5(2008), Kay 5(2000), Sutherland 5(2012), Durell 5(2013)¢] 4902 7 %
FRAZ wkgEo digh Aoyt olate] <E 3-8>7 o] fokx= A CGI-S
B2 2% ool EEle] FEjHEo] o= HEREAE AAISHSIH Atomoxetine &

[e)
= =
0] placebo 8ol Hla] ADHD 7ol tidh vkS-Eo] 7k 3ol St



E¥EF =3 BHRl= S A Y Odds Ratio
Durell(2013)
_QHle=1 y
CGI-SEtSE Sutherland(2012) 589 IV, Random 2.06(1.24, 3.41]
CcGl-suteE? Durell(2013) 445 IV, Random 1.97[1.25, 3.11]
CcGl-etes? Kay(2009) 32 IV, Random 2.14[0.17, 26.33]
AISRSEHS &Y Sutherland(2012) 141 IV, Random 2.23[1.08, 4.64]
CAARSEIS &Y Durell(2013) 445 IV, Random 2.09[1.43, 3.05]
CAARSEIS EY Durell(2013) 445 |V, Random 2.08[1.39, 3.11]
ADHD-RSEIS &Y Kay(2009) 32 IV, Random 1.80[0.39, 8.22]
1) 1(not at all ill) === 2(borderline il) &&
2) 28 oA ZA
3) 'very much improved’ EE+= ‘much improved 2 &HAEl AlZE B&
4) M4 30%0|AF 2k
5) ® 25%0|AF ZhAs
6) BT 40%0[|4 ZA
CGI-S7} 'not at all ill' ®=% ‘borderline ill’o]l&txl L3t W52 AAT E31&
Durell(2013), Sutherland(2012) 5 % 2#o 2 WeHEAS A di o] A4 veht
A FI(Chi*=045, df=1, p=0.50, I=0%), placebo ol H]3] atomoxetine ] WH&-&

QZH]= 200095% CI 1.24, 341]% atomoxetine
Fo] T7H o= Yept( 9 3-11).

ug TN FAROE Felsbl W

oo

Atomoxetine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight [V, Random, 95% Cl IV, Random, 95% CI
Sutherland (2012) 24 97 8 47 321% 1.60 [D.6B, 3.90] N
Durell (2013) 35 220 17 225 B79% 2.31[1.25, 4.27] i
Total (95% CI) "7 272 100.0% 2.06 [1.24, 3.41] <
Total events 59 25

Heterogeneity: Tau®= 0.00; Chi*= 045, df=1 {F=050) F=0%

Testfor overall effect: 2= 2.80 (P = 0.005)

a8 3-11 AtomoxetineZl ¢k Atol2| M EFEM A B-CGI-S

3.2.2.3. €550 Cist

eletgo] H]&l atomoxetine -9

BgolA] dEEo] SAH R frolahl =7 vEtHE 3-12).

L
0.0t
Favaurs [Placeba]

gets

g

ozu]‘—

1

01 1

0

[

10 100

Favaours [Atomaxeting]

o=
S =

o 3R )9 )EeR 7H B hd ggEg vl
QO LHChi*=956, df=6, p=0.14, ’=37%),
1.33[95% CI 1.08, 1.64]
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Atomoxetine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight V. Random, 95% Cl IV, Random, 95% CI
Sutherland {2012 27 a7 20 a7 6.9% 0.52 [0.249,1.08] r
Brown (20113 141 243 131 248 186% 1.23[0.86,1.76] T
Curell (2013) 1048 220 95 225 AV T% 1.25[0.86,1.82] T
Faraone {13{2005) aa 141 32138 11.0% 1.28[0.74,219] N
Adler (2008) 167 271 71139 158% 1.84 [1.02,2.32] =
Wietecha (2012 1449 268 100 234 188% 1.68[1.18, 2.39] —
Faraone {2)2005) ar 129 32127 1A% 1.70 [0.99, 2.91] —
Total (95% CI) 1369 1159 100.0% 1.33[1.08,1.64] <&
Total events G745 481 . . . . .
Heterogeneity: Tauw*=0.03, ChiF=9.495 df =6 (P =014}, F=37% 'El.'l 072 DTS é é ‘IEII

Testfor overall effect: Z= 2.64 (F = 0.008) Favours [Atomaxetine] Favours [Placebo]

a3 3-12 AtomoxetineZ} 2/2kx Alo|2| HIEMEAMZ I- AN HERERIE

FAgoR Rlg "eEe utisiA F 7Y £ F Kay (20099 3
cross—overl 7% phase 19] F-2hg-o] AHolw x| grol BAoflA A|Ljsle] FHF 6H2] &
Foll thel vleREA S AASIEh oA Ui ka(Chi’=393, df=5 p=0.56,
I’=0%), placebo ¢ @&l H]8] atomoxetine w2 Y&HE S =uli 3.18[95% CI
2.30, 440]2 atomoxetine H-&rol|x FA8oZ 13t ©elEo] FAHoE {25
A et LR 3-13).

Atomoxetine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight V. Random, 95% Cl IV, Random, 95% CI
Faraone {12005} 11 141 G138 10.0% 1.88 [067, 5.22] T
Wistecha (20120 ar 268 22234 3ITE% 2E0[1.54, 4.41] ——
Brown (20117 42 243 14 248 26.2% 3.459 [1.85, 6.58] —-
Curell (2013 21 220 G225 12.2% 385182, 874 I
Faraone {23200} 12 129 3127 6.3% 424 [1.17,15.40] -
Adler (2008) a8 271 3138 T.4% TG [2.24, 24 41 —
Total (95% CI) 1272 1112 100.0% 3.8 [2.30, 4.40] . 4
Total events 181 a4 . . . .
Heterogeneity: Tau®= 0.00; Chi*= 383, df=5 (P =056, F=0% 'D.D1 D!1 1ID 1DD'

Testfor overall effect 2= 8.88 (F = 0.00001) Favours [Atormaxeting]  Favours [Placeba]

a3 3-13 Atomoxetine®Zt {2tz Alo|e|l HEIEMAD-RAEo = 0|5 EF2}

=
=

o

3.2.2.4. R&E YUHEO it HIEHEY Z=2t

) +=H

T8 A8 T Aol el wWEREA o] 7Hedk £ F SHoR T AR
9 & QOKChi=778, df=4, p=0.10, I’=49%), placebo ol W3

atomoxetine 2] H o WSS thk @ =nH]= 230[95% CI 1.60, 3.29]2 atomoxetine

Baoa o] wlEo] SAF R FostA A Yehttiad 3-14).
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Ssli=+2 0|88 ZHH|w : Mol ADHD 2 &1H|
Atomoxetine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Evenis Total Events Total Weight [V. Random, 95% Cl IV, Random, 95% CI
Brown (2011) 51 243 42 248 251% 1.30[0.83, 2.08] T
Sutherland (2012) 58 97 18 47 15.8% 2.40[1.17, 4.90] —_—
Faraone (1)(2005) 56 269 23 263 22.3% 2.74 [1.63, 4.61] —
Durell {2013) 33 188 14 197 17.3% 2.78 [1.44, 5.39] —_—
wistecha (2012) 50 266 16 234 19.5% 315 [1.74, 5.71] —
Total (95% CI) 1063 989 100.0% 2.30 [1.60, 3.29] P
Total events 248 113
Heterogeneity: Tau®= 0.08; Chi*= 7.78, df= 4 (P = 0.10); F= 43% ; l t l l |
01 0.2 ns 1 2 5 10
Testfor overall effect 2= 4.53 (P = 0.00001) Favours [Atomoxeting]  Favours [Placebo
a2 3-14 AtomoxetineZt 22tz Alo|2| o EFE A A T|-%=04 Ffof
(2) MSHO LUE
Fo 9AE F gl 8] HERAel bed BHe F sHow odde ¢l
2 = .
A 3(Chi*=1.12, df=4, p=0.89, 1’=0%), placebo ol H]3} atomoxetine %94 218 %ol Wb
AEo| 3t @ =H|= 476[95% CI 3.24, 6.93]% atomoxetine &80l A 2]8-#Fof] dlAd
Eo] A4 FrofetAl =41 et 3-15).

Atomoxetine Placebo Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight [V, Random, 95% Cl IV, Random, 95% CI
Sutherland (2012) 19 a7 3 47 9.1% 387 [1.00,12.75]
Faraone {13(2005) Kl 2649 9 263 25.2% 368 [1.71,7.88] —
Brown (2011) Kl 243 7248 20.7% 5.03[217,11.67] —
Wietecha (2012) a1 266 10 234 296% 5.31[2.63,10.73] —u—
Durell (2013) 27 188 5 187 15.4% G.44[2.42,17.11] -
Total (95% CI) 1063 989 100.0% 4,76 [3.24, 6.98] L
Total events 159 34 . . . .
Heterogeneity: Tau®= 0.00; Chi*=1.11,df=4 {F=0.89) F=0% 'EI.EH Df1 ] 1'0 1E|E|'

Testfor overall effect: 2= 7.98 (F = 0.00001)

a2l 3-15 AtomoxetineZl ¢ 2F=

=
A
2
S
12
EY
E
\
%
)
S
N
L

A3 BHe & 3Wo|gda, o|AA AAAT AFe o]dAL g
p=0.03, T’ = Aole] HiA= -

=73%) atomoxetine®} placebo
= atomoxetine E-&w-l|4 ADHD 5%
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Favours [Atomaxeting]

Atolo| o EpE A A 1}

}-n:w

Favours [Placeba]

A g 3ol

5-672ke] A¥=E A
A LHChi*=7.30, df=2,
32[95% CI 518, -1.46]
ATHZH 3-16).



S|RT|=HIIE st 2| HHE A7 28 =TS 0|38 M2l ADHD 25|
Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup Nean SO Total Mean SO Total Weight [V, Random. 95% Cl IV, Random, 95% CI
Wietecha (2013} -13.38 1115 240 -846 949 10 M A1%  -4.87 [6.83,-3.01] —
Durell {2013) 1.4 1038 220 -7.8 105 235 30.7%  -3.50 [5.44,-1.56] -
Eirgwn (2011) 647 745 232 -431 646 231 38.2%  -1.86[2.12,-0.60] -
Total (95% Cl) 682 666 100.0% -3.32 [-5.18, -1.46] <>
_I?et?;ogenemil:lT?ruTz'lflﬁa; fghl;:_?oﬂnﬂo,g;: 2{P=003F=73% [20 —1IIZI 3 1.0 20.
estioroverall effect 2= 349 (P= 0. ) Favours [Atomoxetine] Favours [Placebo]
1% 3-16 Atomoxetinezt Placebo Alole| F&zzar 7|zio] o2 HEESH ZH3f
-CAARS-Inv:SV(5, 6F)
Atomoxetine®] 31 FolA CAARS-Inv:iSVE ARE3E 53 &= FAozk 7)7bo)
U-XFA] ANES ANG Bde F o@eldwm, AP oAde lglent
-2 9 . _
(Chi*=8.87, df=1, p=0.003, I’=890%) atomoxetine®} placebo Ato|e] Hitrzli= -4.08[95%
ClI 770, -045]% atomoxetine E-8<oll4] ADHD <7do] 7%+ AL Btk
(29 3-17)
Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean S0 Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Wiigtecha (2012) 143 118 384 -83 11 232 480% -6.00[8.01,-3.99] -
Brown (2011) 73 B2 242 -5 73 246 52.0% -2.30[3.68,-0.97] : 3
Total (95% Cl) 506 478 100.0% -4.08 [7.70,-0.45] -
m oo how
T - Favours [Atomoxetine] Favours [Placeba
1% 3-17 Atomoxetinez} Placebo Alole| F&Auzr 7|zio] oE HEESN ZH3}
-CAARS-Inv:SV(24-26F)
Atomoxetine®] =& FolA AISRSE AMESH w3 5 FH 3 7|7to] 2459 Ay}
- _ - . .2
& A THe F 2909, T AR oFAE RIOKChi*=1.17, df=l,
2 . 1l
p=0.18, I=44%) atomoxetine®} placebo A}ole] Hitxli= -4.72[9%5% CI -6.77, -2.66]2
2 atomoxetine H-&o4 ADHD o] 7IX s & 43dS BAtH1d 3-18).

Mean Difference

Atomoxetine Placebo Mean Difference
Study or Subgroup  Mean SD Total Mean SD Tofal Weight [V, Random, 95% CI IV, Random, 95% CI
YWietecha (2012 -13.7 1245 268 -8 1 234 4832%  -570[-7.76 -3.64] -
Browen (20113 -141 133 242 105 127 246 468%  -3B0[5.91,-1.29] ——
Total (95% Cl) 510 480 100.0% 4.72[-6.77,-2.66] &
Heterogeneity: Tau®=0.96; Chi*=1.77, df=1(F=013); F= 44% '_20 _1'0 b 1'0 20'

Testfor overall effect: £=4.50 (P < 0.00001)

13 3-18 Atomoxetine} Placebo Alo|2e] F=

Favours [Atomoxeting]

MalxE 7

—

7

()

_48_

of e HEEA ZH-AISRS(24F

Favours [Placebo]

)



Atomoxetine =8 % CAARS-Inv:SVE 54

[e)

(2012), Faraone 5(2005) & 3¥HOo R WEREAlS

AR Aok

Sk £3-2 Durell 5(2013), Wietecha &
ol YERFA] 222

I(Chi*=0.93, df=3, p=0.82, "=0%), T * Alo]e] HiFal= -4.14[965% CI 528, —2.9]=

atomoxetine H-& A FAHOZ {25t ADHD S/do

o= YehgtH(19 3-19).

| s = 297 e A

Atomoxetine Placebo Mean Difference Mean Difference

Study or Subaroup  Mean SO Total Mean SD Total Weight IV, Random. 95% Cl IV, Random, 95% CI
Durell (201 3) -149 1335 220 -98 135 225 1A% -510[-7.59,-2.61] =
Wistecha (2012} 138 111 264 -83 111 232 342%  -420[616,-2.24] &
Faraone (23(2008) 1058 108 124 -BF 93 124 20E%  -3.80[6.32,-1.28] =
Faraone (13(2005) -95 101 133 -6 83 134 M42% -350FA83,-117] —
Total (95% CI) 741 715 100.0% -4.14[-5.28,-2.99] *

i = ChiE= = = F= } } } |
Heterogeneity: Tau®= 0.00; Chif=083, df=3 (P=0.82); F=0% S0 10 b 10 0

Testfor overall effect: £=7.08 (F = 0.00001)

a7 3-19 H|E£8 8ol w2 Atomoxetine 28 &2

(006) & 2HoE MEREAS HAE A, oldde LRl

Favours [Atomoxetineg] Favours [Placebo]

o EFE4A Z 3}-CAARS-Inv:SV

=& Durell 5(2013), Faraone s

oXok31(Chi*=1.65, df=2,

p=0.44, ’=0%), T  Alole] HiFak= -4.80[95% Cl -655, 323122 atomoxetine =
oAl FAARCE folstAl ADHD S4o] /dse a3t v o= ek

(19 3-20).
Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV. Random, 95% CI IV, Random, 95% Cl
Faraone {13(2005) 16 182 133 -83 14 134 208% -6T0[10.33,-3.07] —
Faraone {2)2005) 173 176 124 -116 161 124 15E6%  -5.70[-9.90,-1.50] -
Curell {2013) -11.9 11 188 -F8 982 197 B358%  -410[618,-2.07] i
Total (95% Cl) 4415 455 100.0% -4.89[-6.55,-3.23] . 4
Heterogeneity, Tau*=0.00; Chi*=1.65 df=2 (P=0.44) F=0% '_20 _1'0 b 1'0 20'

Testfor overall effect 2= 5.78 (P < 0.00001)

a7 3-20 v =8 980l Y2 Atomoxetine &
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Atomoxetine =¥ % AISRSE =A% ¥ Brown 5(2011), Wietecha 5(2012),
Sutherland 5(2012) & 3Ho= wlEREA S AAIRE A¥ oldd2 yehbA] ki
(Chi*=031, df=2, p=0.86, ['=0%), ¥ i Atole] b= -408[9%% CI 556, 261102
atomoxetine &l A] EAAO R FojstA ADHD =40 /MASE 2371 9= A
o5 Ut IIE 3-2D).

Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SO Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Brown {2011) -18.32 1178 191 -11.07 12586 197 37.2% -4.25[-6.67, -1.83] e
‘Wietecha (2012) -13.3 12268 -91 111 234 §32% -4.20[6.22,-2.18] —i—
Sutherland {2012} S17.3 1184 97 145 1438 47 96%  -2.80[7.55, 1.959] L
Total (95% CI) 556 478 100.0% -4.08 [-5.56, -2.61] -
Heterogeneity: Tau® = 0.00; Chi*= 0.31, df = 2 (P = 0.86); F= 0% o + 7 t i

Testfor overall effect 2= 5.43 (P = 0.00001) Favours [Atomaxetine] Favours [Placeba]

a7 3-21 H|E8 80| W2 Atomoxetine 2 E2| HEHEAN ZI-AISRS

Atomoxetine ¥ F CGI-S& A% TS Wietecha 5(2012), Durell 5(2013),
Faraone 5(2005) & % 3Wo= wERZAS AAISE Ay}, o]dAde YeR A 2L
(Chi*=0.00, df=3, p=1.00, I’=0%), 7 = Ate]e] BFdAE -040[95% CI -052, -0.28] 0.2
atomoxetine F-&rollA FAA O E FostA ADHD F7o] /%= 23 = A
O 2 YT IE 3-22).

mlo

Atomoxetine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
YWietecha (2012} 11 11 264 -0F 08 2327 443%  -0.40[-058,-023] -
Ciurell {2013) -1.101.39 192 -0F 141 200 179%  -0.40[-0.68,-013] —
Faraone (132005} -08 12 124 -05 1 124 182% -040[F067,-0.13] —_
Faraone {13(2005) 08 12 133 -04 1 134 196% -040[F0.67,-013] —_
Total (95% Cl) 713 690 100.0% -0.40 [-0.52, -0.28] L
Heterogeneity: Tau®= 0.00; Chi*=0.00, df= 3 (P =1.00); F= 0% [2 1 5 1 zi

Testfor overall effect 2= 6.69 (P < 0.00001) Favours [Atomaxetine] Favours [Placebo

a7 3-22 H|E£E o] <2 Atomoxetine 23 E2| HEIEN ZI-CGI-S
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3.2.3. Methylphenidate2} Placebo = &EH|u HEIEA
3.2.3.1. S =Y HEEM Hut

#E 47d% methylphenidate & 1738 Fol|A] crossover 7 732 HWERZA o] &
3k AypHg F3o] Brbsste] AL, xwe® g ithium)e AHESH &3
19% AU paralleld - T A5Y =7l ik Aagks AAskR oY #59
A} Aol E7Fsste] HEREAS AR = gl 2919] E8(Retz 5(2012), Rosler &
2009)0] ALj=e] F 7HS £FS FoR Sk =gk FEEH(18mg/day,
36mg/day, 54mg/day, 7T2mg/day 5)%= AXE EHES HdE&F e ol A TF
Ao g AMES P2mg/days 71Eo® S4% AAE ARSIl =
Zro] Zolste] 5~8FAke] ATANES EsIA o £33 HFFABETIIT] o]
H2A] EspAL efd 713 gkl
of WEREAS AAsHth EEE 2,

e g= AN A9, LOCFE 2A4% 3hs 7o S43ks vhdsisicth mleRi

of E3hE TS| FATY 7|7k 2 LT Ao ALSE FREFE <E 3-9>9 )

19

Study ™ 2HET | 2 Hweek) H= BT

Kuperman =(2001) 7= 7F) 0.9 mg/kg
Spencer S(2005) 67(& 6%F) 82 mg/day
Biederman -S(2006) 63 (& 6F) 80.9 mg/day
Medori -S(2008) 57(& 5%F) 72 mg/day
Adler S(2009) 7& 7F) 67.7(36-108) mg/day
Biederman &(2010) 67(& 65) 78.4(36-72) mg/day
Migueal S(2013) 13F (& 13F) 72 mg/day

(1) =AX}L "™ IL(investigator-rating)0ll 2|8t X 2 1}

ADHD =45 =243 =4 5 'ZA} H7Kinvestigator-rating)’ 0.2 =43}
CAARS-Inv:SVe}  AISRSE=To dls]l HweEREAS AAISIETE Medori  5(2008),
Migueal 5(2013) & 29& CAARS-InviSV =7% Z2A%%3 Biederman S(2006),
Biederman 5(2010), Adler 5(2009) & 3Wo & AISRS =75 ARSIt} 4 Ay}
oldxde EAE gl oR  JeRkom(Chi=142,  df=4, p=084, I=0%),
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o|R7|sHIIE flet ZHHu|n WHE AT 1 & =T2 0/8¢et 4l ADHD == |u

methylphenidate®} placeborle] 2] HitxHmean difference)= -5.31[95% CI -6.74, -3.8%]
= methylphenidate $-8<*°] placebo &80l H|&] ADHD SAo] BAX o= folsh

A #ashs B3 Sl Ae® YESITHIE 3-23).

Methylphenidate Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean S0 Total WWeight IV. Random. 95% CI IV, Random. 95% Cl
Medori (2008) 137 1 1m -FB 9.93 95 237% -6.10[9.05,-3.19] —
Biederman (2006) -18.84 14.29 67 -12.95 13.45 T4 9.8% -AB9[10.48 -1.30]
Biederman (2010) -1519 9488 109 -9.39 1312 114 221% -580[-B8.85,-2.74] —
Migueal (2013) 187 108 92 104 11 97 21.3% -A30[8.41,-2.19] —
Adler (2009) 106 1143 110 -6.8 11.42 116 23.2% -380[6.78,-0.82] -
Total {95% CI) 479 496 100.0% -5.31[-6.74,-3.88] L

Heterogeneity: Tau®=0.00; Chi*=1.42, dfi=4 (P=084) F=0%

Testfor overall effect Z=7.26 (P « 0.00001) Favours [Methylphenidate] Favours [Placebo]

| \ '
-20 -10 1] 10 20

13 3-23 Methylphenidate?t ¢tz Ato[el OfEEAM ZHI-ADHDET & BHinvestigator

rating)

B CAARS-Inv:SV =
CAARS-Inv:SV =72 ARg3E £31& Medori 5(2008), Migueal 5(2013)2] & 2

om WREY wAS Agalo] BA Av) olde] BAL ¢l Aow Uepte

5|

™

(Chi*=0.13, df=1, p=0.71, I’=0%), methylphenidate®} placeboAlel®] ¥ *Hmean

difference)= -5.72[95% CI -7.86, -3.58]% methylphenidate &-8&-©] placebo &g+
Hlall ADHD /o] #Haske 37t ole Ao = YERTtH 1Y 3-24).

ol

Methylphenidate Placebo Mean Difference Mean Difference
Study or Subagroup  Mean S0 Total Mean SD Total Weight IV, Random. 95% CI IV, Random, 95% Cl
Medari (2008) 137 1 1M 76 9.83 95 527% -610[9.05-315 — @ ——
Migueal {2013 -7 108 92 104 N 97 473%  -530[-8.41,-2.19] ——
Total (95% CI) 193 192 100.0% -5.72[-7.86,-3.58] -~

Heterogeneity: Taur=0.00; Chi*=013, df=1(F=071); F=0%

Testfor overall effect Z = 5.24 (P < 0.00001) -10 -3 v 5 !

Favours [Methylphenidate] Favours [Placebo]

33 3-24 Methylphenidate?t ¢ k= Alole| olERRE4 Z3F-CAARS-INV:SV

m AISRS =+
AISRS =75 ARE3E #3118 Biederman 5(2006), Biederman 5(2010), Adler

Qo0)e) F 3ACE APEA mPS Agste] MRS AN, olae] B

i}

oy

o

A

= 9= Aoz et o (Chi’=1.03, df=2, p=0.60, [’=02%), methylphenidate$} placebo

Atole] HtxHmean difference)= —4.97[95% CI -6.91, -3.04]2 methylphenidate £-&

°] placebo *-&<ol s ADHD Z-go] fHadh= a3} AATHLH 3-25).
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Heterogeneity: Tau®=0.00; Chi®*=1.03, df= 2 {(P= 060}, F= 0%
Testfor overall effect Z=5.04 (P = 0.00001)

OH
omm
=
A
M
1o
o
0k
o
r\l
i
T
El
x
0
>
o
T
O
12
0
ol
|2
I3
El

Methylphenidate Placebo Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean S0 Total WWeight IV. Random. 95% CI IV, Random. 95% Cl
Biederman (2008) -18.84 14.28 67 -12.95 13.45 74 17.7% -589[-10.48,-1.30] —
Biederman (2010) -1519 989 109 -8.39 1312 114 401% -580[-8.85,-2.74] —=
Adler (2009) 106 1143 10 -68 11.42 116 421% -380[-6.78,-0.82] —a—
Total {95% CI) 286 304 100.0% -4.97 [-6.91,-3.04] <

| , |
-20 -10 i 10 20
Favours [Methylphenidate] Favours [Placebo

a3 3-25 Methylphenidate2t ¢ 2F= Atole| M EEA & 3-AISRS

(2) Xx}7} = Il(self-rating)0ll 2|8t SHZ 1}

ADHD 545 543 =7 % 'A7P37Kself-rating) 22 4% CAARS-S:SVet
ADHD-RSE+oll tial] wleRZA1S AAISFTE Medori 5(2008), Migueal -5(2013) &
HE CAARS-S:SV =42 45231 Spencer 5(2005), Kuperman 5(2001) & 2o
% ADHD-RS =75 ARSsieith 4] A3l s ojdAo] de o= yete
(Chi’=14.72, df=3, p=0.002, ’=80%), methylphenidate®} placebor}o]e] ¥ *Hmean
difference)= -6.69[95% CI -11.40, -1.98]% methylphenidate &-8&<*°] placebo &

o vls ADHD S4o] #ashs Zaks BATHIHE 3-26).

Test for overall effect 2= 2.78 (P = 0.005)

Methylphenidate Placebo Mean Difference Mean Difference
Study or Subaroup  Mean S0 Total Mean SD Total Weight [V, Random. 95% CI IV, Random. 95% CI
Spencer {2005) -207 115 104 79 124 42 261% -128B0[17.15,-8.45] e
Medari {2008) -14.4 11.07 42 -58 8.05 91 30.0% -BEO[11.40,-5.80] =
Migueal (2013) 126 138 92 -85 116 97 27.9% -4.10 [7.74,-0.46] —
Kuperman {2001} -101 8.3 8 -124 106 11 16.0% 2.30 [6.20, 10.80] I —
Total (95% CI) 296 241 100.0% -6.69 [-11.40, -1.98] ~al
Heterageneity, Tau®=17.25; Chi*=14.72, df= 3 (P = 0.002}; IF= 80% 0 0 b 1n a0

Favours [Methylphenidate] Favours [Placebo]

a2l 3-26 Methylphenidate2t 22k Atol2| HEFEA ZHIA-ADHDETF & $Hself rating)

B CAARS-S:SV =+

Methylphenidate®] % XA & 3 Medori 5(2008), Migueal 5(2013) & F+ #
30] CAARS-SSSVETZ SA o] wEREAS HAg Ay, *—leﬂx—qlgi o] /o]
S 5 e Ao® e tHChi=368, df=1, p=0.06, =73%), F & Atole] k=
-651(95% CI  -1091, -211)% methylphenidate E-8+*°] placebo E-&tol] B]aj
ADHD S7o] Zashs 432 BATHd 3-27).

Lo,

o
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|

Mean Difference
IV, Random, 95%

Methylphenidate Placebo

442l ADHD k= 21H|n

Mean Difference

Cl IV, Random, 95% CI

Study or Subgroup  Mean SO Total Mean SO Total Weight
Medori (2008) 144 1107 92 -58 8.05 91 535% -2B0[11.40,-5.80]
Migueal (2013 126 138 92 -85 116 97 4B5% -4.10[7.74,-0.46] ——
Total (95% CI) 184 188 100.0% -6.51[10.91,-2.11] ~
Heterogeneity: Tau®= 7.37; Chi*= 3.68, df= 1 (P= 0.06); F= 73% f f ; |
el _ -20 -10 0 10 20
Testfar overall effect: Z= 2.30 (F = 0.004) Favours [Methylphenidate] Favours [Placebao]
1% 3-27 Methylphenidate@t 9/ Atol2| o EHEAl Z B}-CAARS-S:SV
B ADHD-RS =7
ADHD-RS =75 AFE3F 732 Spencer 5(2005), Kuperman 5(2001)2] & 2o
2 g8y RS AEste] mEREAS HAAISE A} AgEdst o]dAde] e Fe=E
EREOm(Chi*=9.60, df=1, p=0002, I=90%), Spencer %(2005) E3o|AE=
methylphenidate®] H5-83& 37} 91O Kuperman 5(2001) w3oM= 2371 Qo=
ArE ARE ARskaL o] WEREAS AN Ra Zb A ARES

methylphenidate®} ¢k Alo]e] HialE A AISFATHE 3-10).

E 3-10. Methylphenidate2}t ¢k Alole] ADHD-RS &£XZ =l

=3 N S 2 Mean Difference[95% Cl]
Spencer & (2005) 385 IV, Random -12.80[-17.15, -8.45]
Kuperman S (2001) 590 IV, Random 2.30(-6.20, 10.80]
(3) CGlI =70 o|st SHA
CGI-S =75 AREg #82 Medori 5(2008), Migueal 5(2013)¢] ¥ 2oz H
53 mAe Agole] MRS AN A3, 4YE ool = Ao e

methylphenidate®} placeboAle]e]  HitrxHmean

£-a%0] placebo E-&-o]

THChi*=398, df=1, p=0.05 I’=75%),
difference) 7} -0.85[9%5% CI -1.15, -0.56]% methylphenidate -
H|3 ADHD S7do] 7ashe dad& HATH1IE 3-2).

Mean Difference

Testfor overall effect 2= 570 (F = 0.00001)

Methylphenidate Placebo Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 85% CI IV, Random, 95% CI
Migueal {2013) -1 05 a2 0 083 97 516% -1.00[-1.18,-0.81] -
Medari (2008) -1.2 088 98  -0D5 0B 93 484% -0.70[-0.42 -0.48] —i
Total (95% Cl) 1490 190 100.0% -0.85[-1.15,-0.56] -

Heterogeneity: Tau®=0.03; Chi*= 398 df=1(F=008); F=75% ) B 0 ] 5
Favours [Methylphenidate] Favours [Flaceba]

B A

13 3-28 Methylphenidate?t ¢ 2kz Alole| HEFEA ZH3}-CGI-S
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Methylphenidate} ¢ekte] &35 Blalstr] 9ls) ADHD =74 =7l uhe =7d
oRs <G 311>

ko

¥ 3-11. Methylphenidaten}t ¢ 2kx Afo|2] ADHD SE =Y HEIE4A Z 1t

ADHDEEET A7y EXs S A 2 Mean Differencel95% Cl]
ADHD £3%&F 5 975 IV, Random -5.31[-6.74, -3.88]
CAARS-Inv:SV 2 385 IV, Random -5.72[-7.86, -3.58]
AISRS 3 590 IV, Random -4.97-6.91, -3.04]
ADHD & 4 537 IV, Random -6.69[-11.40, —1.98]
CAARS-S:SV 2 372 IV, Random -6.51[-10.91, -2.11]
ADHD-RS 2 165 IV, Random -5.71[-20.48, 9.06]
CGI-S 2 380 IV, Random -0.85[-1.15, -0.56]

* investigator-rated

= self-rated

3.2.3.2. U3 =0 st HEIEN HA

< A% methylphenidate =3 173 oA ADHD SALETE &S AAS &
31-& Kuperman 5(2001), Jain 5(2007), Retz 5(2012), Biderman $-(2006), Boonstra 5
(2006), Spencer 5(2005), Adler 5(2009), Biderman 5(2010), Reimherr 5(2007), Roser
5(2009), Dorrego 5(2002)9] 11e2 7 T AzpASe] HoJr} gejste] <
3-12>9F o] gokx = At CGI-1 w3 CGI®F AISRS -85, WRADDS
Y o 29 o)e] EFlo]l E3H] ol WEREAS AAISItE methylphenidate
Hlal) ADHD S7d7hdell tigh vk&-Eo] F7keh= 7dake] AUtk

9O
1. O

5
placebo &80

==

# 3-12. Methylphenidate2} Placebo At0[2] =¥ HISE
=

EHET =dl EIYNES 7| e QOdds Ratio
cal-lars " g(%g;fngfo%ogb%m 250 IV, Random  320[1.88, 546
CGl-ErSE? Biderman S(2006) 141 IV, Random  2.10[0.97, 4.54]
CGl-Ete &Y Biderman &(2006) 141 IV, Random  2.02[0.96, 4.26]
CcGl-sere 8’ Boonstra S(2005) 90 IV, Random 850[2.28, 31.73]
AISRSEFS &7 Biderman S(2006) 141 IV, Random  355[1.72, 7.32]
AISRSEHS EY Biderman -&(2006) 141 IV, Random  3.97(1.97, 8.02]

Spencer S(2005),
CGl & AISRSHI2E” Biderman S(2006), 711 IV, Random  3.37[1.99, 5.71]

Adler S(2009),
Biderman S(2010),
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2l ADHD et== 2| u

o — o
EHETF =3 INES = H g Odds Ratio
CGl & ADHD-RSEFSE®  Boonstra S(2005) 90 IV, Random 8.50[2.28, 31.73]
CGl & WRADDSEFZEY  Reimherr S(2007) 94 IV, Random 4.05[1.61, 10.20]
By Roser S(2009),
WARDDSEHS & Relz S 2012) 521 IV, Random  2.95[1.41, 6.21]
ADHD-RSEIS &Y Boonstra &(2005) 90 IV, Random 4.75[1.67, 13.48]
1) 'very much improved = ‘much |mprovedi ShatEl AlRE B2
2) 'very much improved' 2 SkALEl AR 228
3) ‘much improved' 2 EAEl AlZE B8
4) 28 o|ak A
5) H== 30%0|AF Zia
6) &= 50%0|4AF Zia
7) CGl-l ®== 28 o|Ah Z+a & AISRS == 30% oA Zta
8) CGI-I M= 28 o|A+ Zt2 & ADHD-RS A== 30% O|&F Zha
9) CGI-l M=% 28 o|Ar Zta & WRADDS &= 50% O|AF Zta
CGI-I7} ‘very much improved’ T3 'much improved’ & 49 Alghe] w$-ES A
Al F82 Retz 5(2012), Jain 5(2007), Kuperman 5(2001)2] & 3H o2 WEHEA S
AANEE A} o]AAL UEA] eF9kal(Chi=0.11, df=2, p=0.95, [*=0%), placebo 2]
HEg-Eol Hl3] methylphenidate 9] W& Q=M= 320[95% CI 1.88-546]°2.2
methylphenidate &84 FAIXSZ FolsHA wH&-E°] T7Hd ASo= YEtH
2 3-29).
Methylphenidate Placebo (Odds Ratio Odds Ratio
Study or Subgroup  Events  Total Events Total Weiaht IV, Random, 95% Cl IV, Random, 85% CI
Retz (20123 42 a4 19 78 B3.3% 211 [1.59, 6.07] ——
Jain (2007) 19 39 9 39 30.0% 3.7 [1.20, 8.39] —
Kupetrman (20013 4 ] 211 BT%  4.50[0.57,35.52] —
Total {95% CI) 131 128 100.0%  3.20[1.88, 5.46] >
Total events 65 an
Heterogeneity, Tau®= 0.00; Chif= 0.11, df= 2 (P = 0.95); F= 0% iu ” D=1 1=n 1DD=

Testforoverall effect £=4.27 (P = 0.0001)

Favours [Placebo] Favours [Methylphenidate

a3 3-29 Methylphenidate?t ¢ 2k# Atole| HEI2AMZH 3t-CGl-
CGI-T A= 27 o)Ak 74 oA AISRS 4= 30% ol 744gr #8585 A3 #3128
Adler 5(2009), Biederman $(2010), Biederman $(2006), Spencer $(2000)2] & 4Ho & 2
Aoz o]do] e & U LHChi™=7.30, df=3, p-0.06, '=59%), placebo ] HH&-&

o H]3] methylphenidate 2] W5 @ ZH|= 337[9%5% CI 1.98-572]% methylphenidate

Bgol AR folahl Mg E

- 56

o] %7}%l

Aoz Yeth 2y 3-30).



SEH=TS o|S¢eh ZHHd|W « A2l ADHD k=& ofH|
Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% CI IV, Random, 95% CI
Adler (2005) 38 103 24 15 I7E% 2.2201.21,4.09] -
Biederman {2010} g7 108 41 114 298% 2.841.65, 4.89] ——
Biedarman (200E) 44 57 iz} T4 25.0% 287 [1.49, 580 —
Spencer{2008) 53 93 G 36 17.4%  10.40([3.95 27.83 —
Total (95% CI) 372 339 100.0% 3.37[1.99,5.71] <>
Total events 212 100
Heterogeneity: Tau®= 017, Chi®= 7.28, df= 3 (P = 0.0G); F=59% 'u_m 0!1 1ID 1DDI

Testfor overall effect Z=4.51 (P = 0.00001)

32 3-30 Methylphenidate2} ¢tz Atol2| olEHEA A DH-CGI-l & AISRS

Favours [Placebo] Favours [Methylphenidate

WRADDS 57 30%01d sl Abge] w52 AN 28e Rosler 5(2009)
Retz (20129 % 2802 veRtd e A4S A3k AAH0R o9yl & 4 9l

A OLKChi’=3.14, df=1, p=0.08, 12=68%), placebo 2] WF$-Eo H]

S7heHE A4S BIvhad 3-31).

=
3] methylphenidate
9] HkS-E 9 =)= 295(95% CI 1.41-6.21]12 methylphenidate E-&<tol|A] WHS-Eo

]

Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% CI IV, Random, 95% CI
Rosler {2009) 147 A a0 118 ar0% 2131.36, 3.33] -
Retz (2012 42 g4 14 78 43.0% 457 [2.23,9.39] ——
Total {95% CI) 325 196 100.0% 2.95[1.41,6.21] -
Total events 189 G4
Heterogeneity: Taw®=0.20; Chi®*= 313, df=1 (P =0.08); F= 68% f

Testfor overall effect; 2= 2.86 (P =0.004)

1% 3-31 Methylphenidate2t ¢ ekx Alole| of El2 4 Z 3-WRADDS

3.2.3.3. ZEHEO| CHE HEHEM Z=

Wk At o]AAde]l AYQI(Chi’=29.43, df=7, p=0.0001, [’=76%), placebo 2]
2

=
A TE AATH v FARE V18s V1Eew gule] Bl dig geES |
|

1 1 ]
0.1 0.1 1 10 100
Favours [Flaceba] Favours [Methylphenidats

|=3

=

Eo H|3] methylphenidate ¢ &g 2=2d|= 1.3619%% CI 080-231]o%

methylphenidate E-8<ollA] ] E=gou SAIH o2 {5k FUTHIH 3-32).
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o|R7|EHIIE Si5h ZHHIm WHE o7 : B8 =2 0183 Mol ADHD 22 Enj|m
Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% Cl IV, Random, 95% CI
Rosler {2009) 58 A ar 118 154% 0.40[0.25, 0.64] I
Spencer{2005) 26 104 10 42 12.23% 1.07 [0.46, 2.46] -
Retz (2012 4 a4 3078 TA% 1.25[0.27,5.77]
Migueal (2013) a7 92 29 97 14.3% 1.58 [0.86, 2.89] -
Biederman (2010} 26 112 17 115 136% 1.74[0.89, 343 T
Biederman {2008) 18 72 11 TFO123% 2.00([0.87, 4600 T
Adler {2009 42 113 26 116 14.8% 2.051.15, 3.66] I
Medori (2008) 14 102 B 96 10.8% 2.39[0.88, 6.49)] 0 -
Total (95% CI) 920 739 100.0% 1.36 [0.80, 2.31] ~—
Total events 225 154
CEREETCI IE EAC
FZ=1131(F=018) Favours [Methylphenidate] Favours [Placebo]
33 3-32 Methylphenidate2t 9/ <f# Ato|2| o EtE A& ol-EetE
= sl E =
(2) 2zt2o 2 2lst EtElE
=) = = 0 5l L]0 = 37 H [e) =
RAgo g GEES AT AL & g0 WEHRAS AN Ak o)A
-2 2 =
S YEeEREH] Fa(Chi*=7.99, =7, p=033, TI=12%), placebo o H]3}
methylphenidate w-ollA &2 @.=H]+= 341[95% CI 2.05-558]% methylphenidate &
H = O o]=) e}
BrolA FARgo® QI ©eEtEo] TAMCR st w2 Zo® UsuitH1H
3-33).
Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Rosler (2009 k3 241 1M 118 309% 1.59[0.75,3.37] T
Adler (2009) 16 110 G116 20.8% 320117, 8.30] —
Dorrego (2002 3 32 1 32 48% 3.21[0.32, 32.60)
Biederman {2008} ] 72 3 o124 % 3.82[0.91,13.58 T
Biederman {2010} 12 108 30114 131% 4.881.25,16.70] -
Medori (2008) g 102 1 96 5.4% 8.09 [0.99, 65.91] -
Spencer{2008) ] 104 a 42 30% 8.46[0.48 14564 *
Migueal (2013} 14 52 2 97 10.2% 1236[275 5478 e
Total {95% CI) 862 £92 100.0% 3.38 [2.05, 5.58] S
Total events 107 26

Heterogeneity: Tau®= 007, Chif=7.99 df=T7 (P=033); F=12% ID o1

e 1
Testfor overall efiect 2= 4.76 (F < 0.00001) Favours [Methylphenidate] Favours [Placebo]
8| 3-33 Methylphenidate@t ¢/2F2 Ato[e] HEIEMAR-REEo = 2Fh BH2E
3.2.3.4. B58 WMEO Cidt oEIEA 243
(1) $oiztol
Fo HAE F FUGlE Bud RIS F THOR T3 Yre) o)AYe IS &
21 01 HChi*=14.00, df=6, p=0.03, I’=57%), placebo ¢l W3} methylphenidate 7¢] =2

0.1

10

100



Zoll WA Eo] gt o =M= 1.79[95% CI 1.13-2.83]1% methylphenidate &-8&ollA] 4=

Testfor overall effect; Z=2.48 (F=0.01)

Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% Cl IV, Random, 95% CI
Rosler (2008) 96 A a2 118 M3% 0.84[0.54,1.31] =
Adler {2004 21 110 1% 116 16E% 1.28 [0.64, 2.87] T
Spencer{2009) 25 104 T 42 12.8% 1.58 [0.63, 4.000 I
Migueal (2013} 24 92 13 97 15.6% 2.28[1.08, 4.81] —
Medori (2008) 22 102 4 95 14.2% 2EE[1.16,6.11] -
Biederman {2010} 12 108 4 114 89.8% 3.40[1.06,10.80 —
Biederman {2008} 12 g7 4 74 9E% 38207 12,49 -
Total {95% CI) 825 657 100.0% 1.79[1.13, 2.83] <
Total events 212 107
Heterogeneity: Taw®=0.21; Chi®*=13.98, df=6 (P=0.03), F=57% 1

1 1 1
0.1 0.1 1 10 100
Favours [Methylphenidate] Favours [Flaceba]

3% 3-34 Methyphenidate?t 9|2tz Ato[2| o EFZA{Z 1f—==74 ZHojf

—_—

2) Al ZHol
nze 2 AaAo)s wysh B3e X 7oz o)A 193 (Chi*=3.83,

Al
8
df=6, p=0.70, °=0%), placebo ol 1|3 methylphenidate 2] 2187 o QAo st
9203 570[95% CI 410-79810.% methylphenidate 2ol A A&70] gl %
AR S folstAl A JERTH1E 3-35).

Testfor overall effect: £=10.33 (P = 0.00001})

Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Rosler (2009) 92 241 18 118 30.2% 424233, 777 —&—
Spencer{2008) 28 104 3 42 T7.0% 479 1.37 16.749]
Adler (2005 28 110 TOME 142% 5322211277 -
Biederman {2010} 26 108 B 114 1248% 5642221433 I
Medari {2008 35 102 T 95 14.3% 6.64[2.78,15.87] -
Migueal (2013} 38 92 9 97 16.9% 5.58[3.09,15.34] —
Biederman {2008 23 g7 2 T4 489% 18.82[4.23 8377
Total (95% CI) 825 657 100.0% 5.70[4.10,7.93] L 4
Total events 270 449 . . . .
Heterogeneity: Tau®= 0.00; Chif= 3.82 df=6 (P=070); F=0% ID.D1 0!1 1'0 1DDI

Favours [Methylphenidate] Favours [Placebo]

18 3-35 Methyphenidate2l ¢|2kz Alo[2| o EIEA A 3}-Al Z Zkoff
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o oldigo] Q=

methylphenidate

o|Z7|eEIIE 9l8t ZHH|D WHE 7 : ZE T2 S 0|88 Mol ADHD ¢E2ga|m
(3) &l&E Zof
Fo HAE F A8 gole Hus BHS F eHoR FUAE
Ao bt LHChi*=9.31, df=5, p=0.10, ’=46%), placebo ol 1]}
o] Ald Hoff HAEo| thdl @ =H|= 355[95% CI 1.63-7.72]% methylphenidate &
Lol A g Fof] WA Eo] BAK R FosHAl =A YERITH Y 3-36).

Methylphenidate Placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% Cl IV, Random, 95% CI
Biederman {2010 4 108 3114 161% 1.41[0.31, 5.49] e
Adler {2009 19 110 11 16 283% 1.89[0.80, 4.41] T
Fasler {2009) a5 4 1 118 #NT% 2.8801.44,577] —
Biederrman (2006) G 67 1 74 10.0% 718 [0.54,61.29] T
Medori (2008) 13 102 ] 95 B.4% 2911 [1.71, 4965937 —_—*
Migueal (2013 il g2 ] 97 6.4% 58.64([3.49 98414] —_—
Total {95% Cl) 721 615 100.0% 3.55[1.63,7.72] .
Tatal events 118 26
_ll-_ietnta;ngenelwl:lT?fu :;f;;?uhlpz_guﬁu'lmdf: S(P=010); F=46% ID.D'I D!1 ] 1'0 1DDI
estfor overall effect. 2= 3.20 (F = 0.001) Favaurs [Methylphenidate] Favours [Placeba]
J8 3-36 Methyphenidate?t ¢/2ka Ato|e| HIEFZ2AM 2 nt-p & 2 ZEfrof
=
3.2.3.5. oiZdx EAM
5 | =
(1) FHT 7|20 ME UZE 24
T8 A methylphenidate™= 587} ATFAHNES Tk ool Zb okA
= = e} =] o) =
H FAARATIIRS 2G5k W BAE AAIESITE Methylphenidate®] i3 ol A
AISRSE AHSSH &3 & 5437 7I3to] 279 AR AT 3 F 3o
o] AAL 9 a(Chi*=041, df=2, p=0.82, ’=0%) methylphenidate®} placebo i AFo]<]
Bt aHs -250095% CI -4.21, -0.79]. 2.2 methylphenidate B-&<-oll4] ADHD S7do] 7}
A Ads BATH2H 3-37).
Methylphenidate Placebo Mean Difference lMean Difference
Study or Subgroup Mean SD_Total Mean SO Total Weight IV, Random, 95% CI IV, Random, 95% CI
Adler (2009) -8.8 9.4 93 -5.89 946 108 43.8% -290[5.48-0.332] ——
Biederman {2010} -11.22 10458 109 -8.63 1087 114 377% -2.89 537, 0.149] — &
Biederman {2006} -14.11 11.34 67 -12.74 1268 T4 1845% -1.37 [F5.33, 2.59] — 1
Total (95% CI) 274 296 100.0% -2.50 [4.21,-0.79] -
Heterogeneity: Tau®= 0.00; Chi*= 0.41, df = 2 (P = 0.82); F= 0% Mo + 7 t o

Testfor overall effect 2= 2.87 (P=0.004)

33 3-37 Methylphenidate2t
-AISRS(23)

Placebo Alo]<]

Favours [Methylphenidate]

Zhol e
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Methylphenidate =3 & AISRSE 43+ 32 Biederman 5(2006), Biederman &
(2010) & 2o vEHEAlE NG Aw) o] WAe v 29kal(Chi=0.00, df=1,
p=0.97, ’=0%), T i+ Alole] Hial= -583[95% CI -8.37, -3.29]2.& methylphenidate
E-garollA] SAA R feolsAl ADHD Z7d¢] 7Idss &3t qle 3o s et

(19 3-3R).

Methylphenidate Placebo Mean Difference IMean Difference
Study or Subgroup Mean S0 Total Mean SO Total Weight [V, Random, 95% CI IV, Random, 95% CI
Biederman (2008) -18.84 14.29 BT -12.95 13.45 74 306% -5.89[10.48 -1.30] —
Biederman (2010) -1519 9488 108 -8.39 1312 114 694% -5850[-8.85,-2.74] ——
Taotal (95% CI) 176 188 100.0% -5.83[-8.37,-3.29] -
AR T
e ’ Favours [Methylphenidate] Favours [Placebo]

173 3-38 H|EZ 80|l %2 Methylphenidate 281 E2| HEIE4 Z 3-AISRS
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|

7l2gItE flet ZHH|R WHE AT S8 HELE 0|88 gl ADHD k== aH(w

3.2.4. Methylphenidat2l atomoxetine2| ZI&H|:
3.2.4.1. H@IHsM I}

A9l ADHDo|M AME%+= F+ 74 2FAIQ] atomoxetine®} methylphenidate®] 5383}
£ Alushy] fIsiA ebd Zb ofAlel flektte] avpHlal A9t 5 wlEREAel] E3HE A
FE I FRQPIAF R sthan, RlavlFe S ket HE IHae]
ATES AASHE Vs sk dl doe ATt 1ke] AdE Had v
S| FAkste Hlarbsd W7kbgol Fasit) web 2 Aol oAl ZF oA
o} flekzte] gy wWE 9t Al HEREA oA tHRIE B W) tiste] 7Hd

ﬂﬁi'
i

aas 5l x} oy A

Hlsgy
oz =3 ES EYSLA e ==
My FE 0 HEE N © (MeantSD) AIF(F)  eIEE-
Witecha &(2012), Aol olok Lo
Young S(2011) DSM-IV ATM 2t 234 436 41.4+75 12 <=
Aol |0I: L
= SO, o 4+ Lo
Durell S(2013) DSM-IV ATM 2 225 56.4 24.7+35 12 <=
= Mol 139 62.6 40.3+11.6
Fgraone S .(:2005)’ Aol ATM oot 10 o
Michelson &(2003) DSM-IV 127 685 412112
Brown S(2011), el ol ok + RN
Adler =(2009) DSM-IV ATM 2 et 251 482 37.4+99 10 =2
Sutherland & Ael, ol ok =
2012) DSMAIV ATM 2 et 47 59 37 7 <=
= el OROS- olok = 5Ll
Medori &(2008) DSM-IV MPH 2o 96 62.5 345 5 =24
' = Aol OROS- olok = SIAl
Migueal 5(2013) DSM-IV MPH 2ot 22 318 35.1£9.8 13 =2
Biederman s el OROS- olok Lo
(2006) DSM-IV MPH 2| et 74 47 37.6+84 6 <=
Biederman & el OROS- ook o 5pAl
e DSvely  wph FeE 14 ®2 364186 6 254
= Aol OROS- olok = SLAl
Adler -S(2009) DSM-IV MPH 2| et 116 55.2 382+114 7 =22
Spencer S(2005) 24, ER” gor 40 548 4034100 6 e
P S DSM-IV  MPH e : o ==
HlEe SIEE WA TololMEE ol ANE dlAAEY B3 ol SlEs
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AT | S A} of 24 ZIEN  w|=g
= or= A LA Z o =2=c =0
Myyz  FE HEES N SS%  (MeantSD) AIH(F)  SIBE-
: = Mol
Voo el paviy  ATM St 24 36 4475 g4 s
Mol
= S, o|ok %=1
Durell S(2013) bovely  ATM 9jot 205 564 247+35 12 ohe
Faraone &/(2005), Mel, oot 189 626  403*116 Lo
Michelson &(2003) DSM-IV ATM el 197 685 4104112 10 ==
Brown &(2011), Mol olok ER=ON
Ader =2000) bavLy AT EIET 251 482  37.4%99 10 EE N
Sutherland & Al olok Lio
201 bsvLy  ATM 2l 47 59 37 7 e
Mol _
= S, o|ok 2 SEAl
Adler (2008) ooy ATM 9o 139 633 36084 24 2344
. — gﬂ, OROS* o E = SEAL
Medori S(2008) DSVENV MPH I, % 62.5 345 5 CEN
Mol _ ,
Migueal S(2013) by oe elet 2 318 351:08 13 sl
' = M _
aeman = Dg,\;’r_' v ST e m o 37684 6 e
Biederman & Mol OROS- ol ok N
20101 DoMLY  MPH L, 114 50 36.4+86 6 234
= g O|_|, OROS_ o|ok = SEAL
Adler 5(2009) DSVENV MPH 2l 116 552  382+114 7 25
Spencer (2005) 22, ER- oot 4 s48 403100 6 we
P S DSM-IV  MPH B : 1D ==
Rosler S(2009) ael, ER- oot 118 50 338+106 4, 24 ws
< DSM-IV MPH e R ’ ~=
AMo| ER-
Retz S(2012) DoMLY  MPH 2|ot 78 56 382+99 24 =]
BlE BT A ToloINEES Sof AN AMAlEY B3 8IS oEs

T
o

XJH]
H
o] vho| = H o] At 3= Al ADHDZE Aostgar, o] 184 o]4ke] AJ¢l
o7 DSM-IVel 98] ADHDCe 2 Hehiko. gixig vthe AAgA Asks Fukslx] &
o]

=

=
< A= s Hlarbsd o Wrideg e Aok s adsision,
HE7h ARzl 2Aske] subdeks 71Xl s Alefshs Aolv 54 7

Thel. WE2SAR D) digk AT Aelehs How etk
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|27|=dIIE 2t ZHu|n WHE AT : & =TS 0/S¢et 4l ADHD =27 |u

Durell 5(2009)¢l ™=% atomoxetine®] tAbs2 ko] thALE ARl CYP2D6O! © 3
Jake wh=d) o]Ad 93t eFEo] F=7} Caucasian?}t African-Americanol 4] EA14
tol7b iSleh Egk oldlo]E o= g wEREAQl Hanwlla 5(201D)olA=
Caucasian¥} 71E}2 QIF& st ot 1ol ek xtol= gideh &gk dirt oA
of mEw Zt ofAle] 1F 9 FamTle] mE Zol= gl7] wiwel, 2+ RCT7F 34
7Rt o $ERte] Q1F ol AlgHS FA %Skt

Medori “5(2008)2} Migueal 5(2013) 17+ methylphenidate 71838 717} 18, 36,
5, 72 mg/d= FHEste] Barstal glo] thE dTte] Wi R8sk 7P folddd
72mg/d A¥} S FEste] FRIAE itk gk BE ATEe] oY S4A
Ao Azkg nusta gy AR oFERo] & 2~371Y AlHe SAE AYE Ras)
3L Qle], oluje] FEANE MAste] 1HgRIuLE &St

Hoogqrol|a] 7Hgu| o] E3hE methylphenidate?t k7] G 3pu| ol A Fof
g methylphenidate®] A8 OROSAI B ERAIZ SR AA 27H= 28 + Aok
b Al whet 1 g debd 5 glo] olel digk aErk ded 9
o B AFdAe A gk e 3HA @i (HH|aE sk

el 3R At el FIIRE Hlarbs Aol AR fAMdS Btk oL
eivt & 10708 A= Pu]ael A AlejE o, A AlQAbR= ofefjo] #ob 2tk
Kuperman (200D n7F 11 o2 YHF AaL o5 5% HHl&= t& A%
o] Hlarks/de] | grol 1M} Brbsste] Al AT Dorrego 5(2002)2 El&
= fEte® skl §lo] FEllEats E3bshal Al ol IHH|aell A AefEkeitt B
g A ATE 5 crossover FE|O] AR FAI x| EipxtolE et

(3]

8] Tste] F=2 7 gl FEETke AT P R|alel A ALl E ATHEE 3-15).

(

il

rlo

# 3-15. ZHHu|w o] ZaA T2 H LAl

el oA+ X | Al

Kuperman &(2001) Hwrtsd FHgH =T n=11, EA75% S)
Dorrego &(2002) FsHEZEIES HE=Z22 &), AEFESTt
Kay &(2009) AN2FEET}

Jain &(2007) AN2FEEE7}

Reimherr &(2007) ANEFEETL

Boonstra -5(2005), Kooij &(2004) AN2FEE7}

Verster &(2008) AN=2FEET

Barkley <(2005) AN2FEEE7}

Bouffard &(2003) ANEFEETL

Tenenbaum S(2002) AEFEE27}
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Ha7Fs/d g7kl et A 1Pguate]] 23k A5 o2 CADTHoA Als
sh= ITC Z&2 23 (version 1.0)= o]-&3ato] (MU wANE AHEskith o] w, 7} oF4)
&} TR mEREA AR} tEo] ZF X3 Ag0d did At A SAA
E o]&ste] A4S stk o, ATt AASkL e AdEe] Aolske
ekl AHu|al A3 e} ‘atomoxetined} $]eFgFe] AHH|nL A
UAATE. whEpA AL

x}oﬁ) 9_53]’ ELF/L%(

i

‘methylphenidate

A5V)

O

59l RAG (5l 4]

¥
d eeE, BAgow Qg wetE) ozlol tste] (ulnE ST

0%

= 1

A=Y Avtol] digk 1HgH|n ZAys ¥8% methylphenidate®} $1eF7re] 24 H]
J__:__"—;

A4 OROS #18 2] methylphenidate®} atomoxetine®l] 7HgH| L &¥}2} st

(1) =ALX} = IH(investigator-rating)0ll 2|&t X ZA 11

ZAMAFE 7 Hinvestigator-rating) & ©]5-01% 4=+ CARRS-Inv:SVET-2} AISRS®=
TE= T Stk old E=gedl Wigk Z23E F9eke]  methylphenidate <t
atomoxetine?+] FHAR|NEY} FHXE AHES A= -231[%% CI -3.24, -1.38] ©]Sich
= methylphenidate”} atomoxetine®l] H]ale] ZARA} H7tol] o]k A<l ADHD SAH 7
Toll dejA 231 v S o dAATIe As ouldith oju %% AETHe] 0=
Shebx] gomw FAA R Foleitt o] Ayl= 571] methylphenidateot $19FHe] 2
A3l A (Medori 5(2008); Migueal 5(2013); Biederman 5(2006); Biederman “5-(2010);
Adler 5(2009)Z27<F 67019  atomoxetine®}t  #]eFgke]  AFBIWL AH(Witecha &
(2012)-Young 5(2011); Durell 5(2013); Faraone 5(2005)-Michelson 5(2003) (part 1,2);
Brown 5(2011)-Adler 5(2009);Sutherland “5(2012)2¥}-& ©]-§-ato] AREatAtHE 3-16).

R

E 3-16. Methylphenidate—Atomoxetine Z+&H| W &3} - =AMXIE 7ol ofst ™A D}

Mean Differencel95% Cl]

Methylphenidate-placebo & &H|W -5.80[-6.06, -5.55]
Atomoxetine-placebo &l & H| -3.49[-4.38, —2.60]
Methylphenidate-Atomoxetine ZHH| -2.31[-3.24, -1.38]
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[
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H_I_
=

n gHE AT S8 =22 0[E¢ Ml ADHD =&

B CAARS-Inv:SV =+

CAARS-Inv =79 ™3+ methylphenidate®} atomoxetine?Fe] 7HEH| ¥} 43
-2.12[95% CI -4.45, 0.21] °]At}. =, methylphenidate”} atomoxetine®l] H]3}e] A3
ADHDel| thgt 787 e+2] shel CAARS scales 212 WM o fH2Al7)= A
ojwjgitt, 1eut 959% AlEFRRto] 05 EFFelEE o] Aol FAF SR Folk gt
o5 om|alA] ¥tk o] A¥= Medori 5(2008), Migueal 5(2013)¢] 271¢] =44 ¢
A ARE xghet WlEREA] A ZK(methylphenidate®}  #]eFike] AW g I
-572[9%% CI -7.86, -358]%} Witecha -5(2012)-Young <(2011), Durell (2013),
Faraone 5(2006)-Michelson 5(2003) (part 1,2), Brown 5(2011)-Adler 5(2009)2] 57§
o] H9A A AdE E3g veREA A I (atomoxetine¥} 912FFe] A H| g v}

%1 -3.60[9%5% CI -452, -2.68]% thsisto] AF=aFAthaE 3-17).

oo

o

E 3-17. Methylphenidate-Atomoxetine Z+&H|w 3} - CAARS-Inv:SV £&Z 1}

Mean Difference[95% Cl]

Methylphenidate—placebo = &H| W -5.72[-7.86, -3.58]
Atomoxetine—placebo =& H| 1 -3.60[-4.52, —2.68]
Methylphenidate-Atomoxetine Z+{H| 1 -2.12[-4.45, 0.21]

B AISRS &=+

AISRS =7l o3t methylphenidate®} atomoxetine7te] ZHEH|nL Gy} FAX|+=
-1.72[-322, -0.22] ©]At}. =, methylphenidate”} atomoxetine®l] H]&te] A<l ADHDel
gk S/ 7FET] SRl AISRS scales 172 WHE O] A7) A& ofm|git). o]
u] 95% A1E]F7to] 05 E3sHA] ForE FAX R gt EipafolE
7= Biederman 5(2006), Biederman 5(2010), Adler 5(2000)¢] 371¢] =4 <QAAE
Ais 2k vEREAE Y methylphenidate®} $12F7ke] 2| a g -580[95% CI
-6.06, -555]¥% Witecha 5(2012)-Young 5(2011), Sutherland 5(2012), Brown &
(201D-Adler 5(2009)¢] 37He] =HAH A AdE FIE veRRd A
(atomoxetine™} ?]eFzte] A Hn|w g7l -4.08[95% CI -556, -2611S tiydste] A=
SHATHAE 3-18).

# 3-18. Methylphenidate-Atomoxetine ZtH|M &2} - AISRS X A}

i
W
o
nu
s
iin

Mean Difference[95% Cl]

Methylphenidate-placebo = &H| W -5.80[-6.06, —5.55]
Atomoxetine-placebo & & H| 10 -4.08[-5.56, -2.61]
Methylphenidate-Atomoxetine Z+{H| 1 -1.72[-3.22, -0.22]
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TE3F AISRS Tl thek 7h X 3 o
o7 Aget e FHguart Fsetith web BlEE ARl JrPAI) Uk ol
G AN ETES Agkslo] methylphenidate?} atomoxetine
A= -19[9%% CI 384, 0.04] ©]%tk =, methylphenidate”} atomoxetinel] ®]&}e]
2321 ADHDell Wit S48 7k=+2] sl AISRS scales 1.9 ¥ 4 #aA71E A
S guEd = Qo B% AFFRre] 02 EFSEE 1 Aol FAIHCR FoshA
t}. o] A¥= Biederman 5(2006)2] 23K (methylphenidate®} 9]2F7re] 21 5H|n g v}
Ql 589[%% CI -644, -5341¢} Witecha 5(2012)-Young -5(2011), Sutherland &
(2012)2] 2719] HHA ddAd Axs £33 veREA A3 atomoxetine?} ¢ 7k

ARz el -399[95% CI -5.85, -2.13]= tidste] AF=stAth(iE 3-19).

oy
=
El

r

™
1o
)
)
)
=2
fols

~|
o
o
ol
r

.
&8

E 3-19. Methylphenidate-Atomoxetine ZHH| W &3} — AISRS S AaHH| S E:HS)

Mean Difference[95% Cl]

Methylphenidate—placebo & & H|w -5.89[-6.44, -5.34]
Atomoxetine-placebo &l & H| -3.99[-5.85, —2.13]
Methylphenidate-Atomoxetine Z+&H| 10 -1.9(-3.84, 0.04]

o

o o

AISRS %=l thal methylphenidate®?} atomoxetine7te] 7HFHv|nATE v)EH
5 AlgkshA] 2 A9-oF ‘W o R Asket 492 o] vlas| Rt ofuf H]E
3] 1o A

Y= 5% AlE e Bke ) EAM R o3 Aye

i

U SR EE AFEE bRl Ayks SAARD ool gllek abRlaL
of A= AAnjnd vEH] el el ozl sjdes sk, HlarksAde
k=t gloiM e 2xo] Aasitt SR o] B9 Rl Ao 23
S HEE AP YUY AR AR EFHE A8 g AAassir]l

Z7F H7Hself-rating) 2 ©]Fo1% SAHE=TE= CARRS-S:SV =719 ADHD-RSE=+
2 JEE £ gtk olyd E=Ee] tiEk AdE 53sle]  methylphenidate$t
atomoxetine7Fe] IHFEB| W g3} FAXE A= Ay -349(95% CI 821, 1.23] ©I%d
t}. =, methylphenidate”} atomoxetine®l| ®]3}e] 27} 71ol] o)k A<l ADHD 743
7Heell 9lolA] 349 WHE T O ATV ofdl] 95% AlEgte] 05 EFetEE
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gt A2l ADHD 2= 22|

ZAAQ oL (vl o] A= 3709 methylphenidate?} $2F7ke] 214w A+
(Spencer %(2005); Medori 5(2008); Migueal 5(2013))Z2 %9} 371¢] atomoxetine®} ¢
ok7ke] 2|l A (Durell 5(2013); Faraones (2005)-Michelson 5(2003) (part 1,2))
A3E olgato] AESISITHEE 3-20).

# 3-20. Methylphenidate-Atomoxetine ZtHH| &3} - X7lH 7ol 2|st EX A}

Mean Differencel95% Cl]

Methylphenidate-placebo =& H| M -8.38[-12.79, -3.96]
Atomoxetine—placebo & H| 1 -4.89[-6.55, -3.23]
Methylphenidate—Atomoxetine ZHH| -3.49[-8.21, 1.23]

B CAARS-SSV =+

CAARS-S:SV E7ol] th3t methylphenidate®} atomoxetine?Fe] 7HEH] nl &3}
= -1.62[9%% CI -6.32, 3.08] °]%t}. =, methylphenidate”} atomoxetine®l] H|a}k
ADHDell thgt S 7EE5R2] sl CAARS scales 162 TR ©] #ZAAl7|&
ojulsiy FAH R FoF tol= fIAH o] A= Medori 5(2008), Migueal
(2013)9] 270°] =94 PN E AdE 2§ wEREA A Hmethylphenidate?t 91 F
o AHuwEhel -651[95% CI -1091, -2.11]13% Durell 5(2013), Faraone
(2005)-Michelson 5(2003) (part 1,2)¢] 3709 S84 JdaAd Axs x3tal el
A3 atomoxetine?} ¢1eF7Fe] AHB| g -4.89[95% CI 655, -323]= tiYdstd]
AFESFATHEE 3-21).

o
Wooox ol
o o o XN

=

1% ol

E 3-21. Methylphenidate—Atomoxetine Z+&H| W &3} - CAARS-S:SV £&HZA 1}

Mean Difference[95% Cl]

Methylphenidate—placebo & AH|w -6.51[-10.91, -2.11]
Atomoxetine—placebo = &H| 1 -4.89[-6.55, -3.23]
Methylphenidate-Atomoxetine ZH{H| -1.62[-6.32, 3.08]

® ADHD-RS =+

ADHD-RS =l thal ZAy}= methylphenidate?} €1oF7Fe] A u|al Ao A ut
A=} QoA ZHH|wE e 4= giith
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(3) CGI =70 2lst EHH3

CGI =7 W3t methylphenidate®} atomoxetine7te] ZHEW|L JBIFAHA=
-0.49[95% CI -0.67, -0.31] ©]%it}. =, methylphenidate”} atomoxetine®] H|3te] 4J<1
ADHDel| t3t SAE7FET9] syl CAl scales 049 T O A7 Aoz &
AX o= Folstitt o] A= Medori 5(2008), Migueal 5(2013)9] 27H9] =44 Q1%
Ag AE 23 WEREA A K methylphenidate?} 919k Fe] 23 n]ag bl -0.87-1.02,
-0.72]2} Witecha 5(2012)-Young 5(2011), Durell 5(2013), Faraone 5(2006)-Michelson
5(2003)(partl,2), Brown &(2011)-Adler 5(2000)¢] 570¢] =% VAR Axes 23t
HEREA] A atomoxetine ¥} #]oF o] AR a7l -0.38[95% CI -048, -0.27]1= o
Yot AhEFATHER 3-22).

E 3-22. Methylphenidate-Atomoxetine Z+&H|w &3} - CGl ZM& 3}

¥

Mean Difference[95% Cl]

Methylphenidate-placebo = &H| W -0.87[-1.02, -0.72]
Atomoxetine—placebo & H| 1 -0.38[-0.48, -0.27]
Methylphenidate-Atomoxetine ZH{H| -0.49[-0.67, -0.31]

getgol] gk PHu| L A= 3 methylphenidate®t 9121 200l A9
_"

g2h5o] )3t methylphenidate®} atomoxetine7te] IHHRINL G354 X)= 1.02[9%5%
CI 058, 1.81] EAA o= &gk zto]= It o] ZA¥= 8719 methylphenidate} ¢
oFzke]l AWM AF(Medori 5(2008); Migueal 5(2013); Biederman 5(2006);
Biederman 5(2010); Adler 5(2009); Rosler 5(2009); Spencer 5(2005); Retz 5(2012))
Axtel 771e]  atomoxetine@} 91eFgte] A AwB|w A (Witecha 5(2012)-Young ‘s
(2011); Durell 5(2013); Faraone %(2006)-Michelson 5(2003) (part 1,2); Brown &
(2011)-Adler 5(2009);Sutherland 5(2012); Adler 5(2008))2¥& °o]&3le] AH=E313
(3£ 3-23).
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442l ADHD k= 21H|n

E 3-23. Methylphenidate—Atomoxetine ZtHH| W &2} - EEE

Odds Ratio[95% CI]

Methylphenidate-placebo = &H| W 1.36(0.80, 2.31]
Atomoxetine—placebo & H| 1 1.33[1.08, 1.64]
Methylphenidate-Atomoxetine ZHH| 1.02(0.58, 1.81]

=

(2) 222 = Qlst EtEIE

Bargo g 913l getEo] o3l methylphenidate®} atomoxetine7te] 7HEwW|nL &35
Ax= 1.13[9%% CI 059, 219] o2 FAIXHS R F23t 2lol= §IAT) o] Ax= 7719
methylphenidate®}  $1eFzFe]  21HHIaL AF(Medori  5(2008); Migueal 5(2013);
Biederman 5(2006); Biederman 5(2010); Adler 5(2009); Rosler 5(2009); Spencer 5
(2005)) Ak} 6709] atomoxetine?} 9127 A v]al A (Witecha 5(2012)-Young
5(2011); Durell 5(2013); Faraone 5(2005)-Michelson 5(2003) (part 1,2); Brown %
(2011)-Adler 5(2009); Adler 5(2008) A& o]-&-sto] At=EsIATHE 3-24).

e
o

g2tE

E 3-24. Methylphenidate-Atomoxetine Zt&8bH|n &3 - Fatgo 2

Odds Ratio[95% CI]

Methylphenidate-placebo = &H| W 3.60[2.03, 6.38]
Atomoxetine—placebo & H| 1 3.18[2.30, 4.40]
Methylphenidate-Atomoxetine ZHH| 1.13[0.59, 2.19]

F2Rg B S gk H . Adk= 3R methylphenidateot 91eFHe] 24 H]ul
J I

A3 2] methylphenidate®} atomoxetine®l] 7HgH|nL &

e}t & 4 vk kA o7 methylphenidate®} atomoxetine FoJA] EWZ 7|H 59
FHANe A8 AXT TY A& R AR, wiw aE8er 5o AEEA

o4, TR o] §1guA Ratgo] wilw i
rawe FRe EASS AU s

31
e Mnt dats FEeieh e A2

HAG So] WiHIL 9lon o]ejdw

otk AAAETFe] 2O Ao A Fk]
] ]

Aol A&, APeA Hag
O
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I A& gt methylphenidate®} atomoxetine7te] 7HH|n G HFX|=
0.78[%% CI 043, 140] o= FAZeZ fofd Aoz Atk o] A= 7/he]
methylphenidate®}  1eFzFe]  2HHIaL AF(Medori  5(2008); Migueal 5(2013);
Biederman 5(2006); Biederman 5(2010); Adler 5(2009); Rosler 5(2009); Spencer 5
(2005) 27} 571¢] atomoxetine®} #12FFe] A H|aL A+ Witecha “5(2012)-Young
5(2011); Durell “5(2013); Faraone 5(2005)-Michelson 5(2003); Brown 5-(2011)-Adler
5(2009), Sutherland 5(2012))A#& ©]-&sto] AFESIATHE 3-25).

E 3-25. Methylphenidate—Atomoxetine Z+HH| W& 3} - s=HZEof YME

Odds Ratio[95% CI]

Methylphenidate-placebo = &H| W 1.79[1.13, 2.83]
Atomoxetine—placebo & H| 1 2.30[1.60, 3.29]
Methylphenidate-Atomoxetine ZHH| 0.78[0.43, 1.40]

(2) &l =ol

2l g7o Wk Eo]| th3l methylphenidate®} atomoxetine?te] 7HgH|n Ea}FH x| =
1.20095% CI 072, 1991 o= FAFe=z fofst o= Gtk o Ay= 7709
methylphenidate$t  91efzke] - A H]al - A (Medori  5(2008);  Migueal  5(2013);
Biederman 5(2006); Biederman %(2010); Adler 5(2009); Rosler 5(2009); Spencer &
(2006)) A 3}<} 5709] atomoxetine?} ¢12F7He] A H|nl A5H(Witecha 5(2012)-Young
5(2011); Durell 5(2013); Faraone “5(2005)-Michelson 5(2003); Brown -(2011)-Adler
5(2009), Sutherland 5(2012)) 235 ©]-&3sto] AF=E3HATHAE 3-26).

E 3-26. Methylphenidate—Atomoxetine Z+HH| W &3} - A SZto WM E

rr

Odds Ratio[95% CI]

Methylphenidate—placebo =& H| 1 5.70[4.10, 7.93]
Atomoxetine-placebo &l &H| 4.76[3.24, 6.98]
Methylphenidate-Atomoxetine ZHH| 1.2000.72, 1.99]
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9l el el At o,

4 7] T
FolAe} 2 HEYe] FAE IAHeR <tx glonz AR A} M s

-

o] Fs] BFdA HSo] o]FoA ok, TAIA Hdd dAE A S &
AF arsfoF K Wells 5 2009; 3417, 2013).
4.1.2. M9l ADHD 2¢4E & 2iH| !
4.1.21. HAHSHOE U MH oo X

201230 S=33lel Alel ADHDOIA atomoxetine B=3= methylphenidate®] 244 &
ot F2hg sl gigh T el vl Al el ek A AT Z A FHE HA
AW 398 F3 e 2 FAA AlFA Faste] 7 FA g FER el u] g A
ol digh 23} A3 A NAGES Fote] HE 2089 F3 (25719 Aol A
At} o] AGE F 7/N7F atomoxetine, 17707} methylphenidate®} ¢ oF3te] & 3pn|nl

AR, 1702 A (Weisler &, 2012)7} atomoxetine?} methylphenidate®] &3}7} &
T AAE AT

Atomoxetineol] tgh AFARE 233 F 871¢] RCTF 171 A5 crossover 3 HY
Ko, YA T7He] A= paralled FEISITE B ATrolA foks dlETLoR Sl
atomoxetine@}e] &¥= ¥ w3}t Methylphenidateo] ™i3F A7 ZA3S E3H3F & 18
el RCT% 871 A= crossover FEISI oM, W A] 1078¢] A= parallel & B A
177) AFelA] dizao s 9oks AEstg e, Dorrego 5(2002) A= tjxdo=
gEe ARSI AAE EanFeA HFAAEE F 25709 RCT= 247 v&
ADHD 54 SAste B75s o83 dagks Bastal e, ofgfs S48

T AR IRtk A9k 0% atomoxetines 3SR = AT A 207 o9
7] outcomeZ IS Hish= S B o, W2 methylphenidateE -3Hslar )
= A7 A= 75 ol outcomes HALsITE

Atomoxetine 17 % parallel FE] A2 7
d Ad=7t ‘*OLOE“] Eewsh AAtEet A
w7t =2 A97F vha ATk v 2 043101]"1 T8 &
A AR, ATl tigk w=he o Aakg el gk wrk @

5 -
o7 H%EY Y}t vk 1709 crossover FE] A= Fobrlo] tigk 7)E} BlE
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Atz ol e ®mare] Lo disir = HlEE ATt =8 A9 v ATk
gt B odAgeA Fe3 A mHelow MY & F el ‘dApztelal
AT tigh w7 ] A BE A HER gl v %7}3 ek 870
o] crossover FH A= 1 ATA Sk I EHle
wel Aozt Akl g wrb EEe] A BE %Eoﬂ/ﬂ H]EE f7do]

A BrrE o Aapgrtel] tigh w=rbe R A HIEE ARt diAlR 22
Sttt Frefrlel thek 71ek niEH o

ZF AAHE atomoxetine w3 7H FolA crossover A7t 10 WERHEA o] L%k
WM FZo] Brbsste] ALEATh wA-RE F433 717ke] AJolste] 9~12F4F
o] AyAARES Tt WEkEAS AAskRen, it AR oFHERHS AR

00 mg/d A Atomoxetine?} 9ekrre] &¥& vlawslr] 93] ADHD 54 =
Tl WE = el Axl @oF B olgjel 2k

Ny
[

E 4-1. AtomoxetineZ} ¢k Alo[e] ADHD SR =74 HEIEA Z3l 9f

ADHDEAE CaRE RTINS £ 7| uhe Mean Difference[95% Cl]
ADHDET £& 6 1,934 IV, Random -3.49-4.38, —2.60]
CAARS-Inv:SV 5 1,790 IV, Random -3.52[-4.42, -2.61]
AISRS 3 1,034 [V, Random -4.08[-5.56, —2.61]
ADHDET &8 3 901 [V, Random -4.89[-6.55, —-3.23]
CGI-S 5 1,891 IV, Random -0.38[-0.48, -0.27]

" investigator-rating
" self-rating
ADHD <75 343 =7 5 ‘AR H7Kinvestigator-rating) 0.2 S4 g

CAARS-Inv:SVe}  AISRSE=-ol] th3l] wleRdAls AAIgE Ao (3 xh)= -3.4995% CI
-4.38, -2.60], 'AF7FE7Hself-rating)’ 2.2 7% CAARS-S:SV} ADHD-RSE=- o
3 MRS AR AR E A(96% CI 655, -323), AAAHe] Awrd &
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=

0]
o

b glof eraje] 1
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= Aow ey,

°
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4.1.2.3. Methylphenidate2} placebo?| Z=|&H|w Z 3}

¥ methylphenidate 31 173 oA crossover 91 7H2 wEREA o] I

Q3 AAS FEo] Brbsste] AQQEa, tixwew 2 E(ithium) S AR &
9% ALESAe i s A0 7]7J°] golste] 5-8FAke] AT ANES st
& A A 2 70~80mg/day HH AT} Methylphemdat

ot

o
Mo
1%
o
fll

e
2
o
S
o,
”

12
m{n
03#

™

E 4-2. MethylphenidateZl /2= Alole] ADHD S =Y O EIEAN HT @9

ADHDEXEF AT &A= SA 2 Mean Difference[95% Cl]
ADHD &% 5 975 IV, Random -5.31[-6.74, -3.88]
CAARS-Inv:SV 2 385 IV, Random -5.72[-7.86, -3.58]
AISRS 3 590 IV, Random -4.97[-6.91, -3.04]
ADHD &% 4 537 IV, Random -6.69(-11.40, -1.98]
CAARS-S:8V 2 372 IV, Random -6.51[-1091, -2.11]
ADHD-RS 2 165 IV, Random -5.71[-20.48, 9.06]
CGI-S 2 380 IV, Random -0.85[-1.15, -0.56]
investigator-rating
self-rating
ADHD 48 =243 =4 F ‘ZAR} H7Hinvestigator-rating) 2.2 =43

CAARS-Inv:SVe}F  AISRS=ol sl WlekEAs AAe A3 72h+= -5.31(95% (I
-6.74, -3.88), 'A7FH7Hself-rating)’ &= 743 CAARS-S:SVe} ADHD-RSE=-of tf
3 WEREAS AAISH AdHTAHE 6.69(9%5% CI -11.40, -1.98], A2 gke] kA
¢ CGI=oll thallA mleREAs AAIRE 23K Hdxh+ -085[9%% CI -1.15, -0.56]
S % methylphenidate &-8+¢] placebo &8+l H]3] ADHD $4to] #HAsh= 237}

ﬂﬁl‘%i ADHD —75—%—% SA% =50 vhEEC g Aort gt 7 geodE gk
SES AvEgon 27 ool 3o Rag Ag- WEREAS AAEIth CGl-T
7} ‘very much improved’ =+ 'much improved’ 2 3F3E Algre] WRS-Eof thsfA] o
EREAS 2180 AN =)= 320095% CI 1.88, 546, CGI-1 A= 27 o4 fhaeld
A1 AISRS A 30% oY 7FAsh &l oigk Az e=n])+= 3.37[9%5% CI 1.98, 5.72]
2 WRADDS H=7F 30%01%d #Has Abghe] whe-gEol ek A=) 2.95[95%
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CI 141, 62112 methylphenidate H-87"lA FAIASZ FolshA wHsE°] S71d A
o & YEhs

ek getEe] wERRA AN e =H])E 1.36[9%5% CI 0.80, 2.31], F2-8o= gk &
gEol tigh A3 e=H])= 341[%% CI 2.05, 56912 methylphenidate &80l 4] &2}
ol Eohout FARg 0w QI3 detEol Tt SAH FoAel ATE F8 AR T
T WS gk wERRA] A3 =R])= 17995% CI 113, 2.83], 2187l 2
AE| tist A3 Q=1]))= 570[9%5% CI 4.10, 7.93], A3 A F-2hgol st dzH =
H])&= 374[95% CI 1.60, 875] = methylphenidate &80l H-2H8 WAjo] FA4 L

2 Fo5H =4 yERtth
T8 A4 methylphenidate= 5-874Fe] dAF-Afolm=z FAAAT|HS 435}
o] W7tE 248 AAIEFITE methylphenidate?] & oA AISRSE AFE-3 78 <
1

tH 717bo] 259] AdeS AAT 7l 3¢l thste] 4z wekiAS zae 4
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T3S e s MitE #4E AAEH oW, methylphenidate +& 5 AISRSE =74
st 28 F 29S ugtos wERRNS HAISH Ay o]dAde §l%13, methylphenidate

-8<0] placeboell HIs| ADHD 5745 7HAdAI171= &332 itk

ADHD S48 7F = 93 AA7E &
NH B Mbs A ke wels
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E 4-3. MethylphenidateZl Atomoxetine AF0[2] ADHD SA =73 ZI¥H|w ZH3} 29f

ADHDZX =7 MPHCE;L#ATM MP: H;\TM Mean Differencel95% CI]
ADHD S3F 5 6 o5 19% —031[-324, -1.38]
CAARS-InV:SV 2 5 385 1790 —2.121-4.45, 021]
AISRS 3 3 50 1034 1.721-322, -0.22]
ADHD 3t 4 3 537 o0f 3491-821, 1.23]
CAARS-S:SV 2 3 372 o0f 1.620-6.32, 3.08]
CGI-S 2 5 380 1891 ~0491-0.67, 03]

MPH, Methylphenidate; ATM, Atomoxetine
" investigator-rating
" self-rating

o
]
2,
off
1

ADHD S48 =H3 =4 5 ‘ZAF H7Hinvestigator-rating) 0.2 =43}
CAARS-Inv:SVe}F AISRSE=Tl thsl] WEREAS AAIS A3 2h)+= -2.31[95% CI
-324, -1.33], 'A71H 7K self-rating)’ &2 4% CAARS-S:SVe} ADHD-RSE7-ol tf
3 wlERtAlS AAISE AaN(F it xh = -349(95% CI 821, 1.23], FAldgte] dnts =
TR CGIE=Toll tialiA] weREAS st Ay xh+ -0.49[9%5% CI -0.67, -0.31]
© 2 methylphenidate £-8+*°] atomoxetine E-8&<o B3] ADHD S-S 7AA7]+=
T Ao ZARARETE mate S oRA] (hell BAIF SR folgh 2kl 7t AT

A TF AAFYH n e SRR TS Vo R gEtse] g veHRA] A
ZH)E 1.02095% CI 058 1811, F=2hgo=z <lIgh Ea}%]'%oﬂ gt A==
1.13[95% CI 059, 2.19]2 methylphenidate E-g&tollA g&hEo] =ou A4 /o4
AALE T2 FAg T o] WS ek veHEA] AxiQ=n)E 0.78[95%
1 043, 1.40], A&7 EAE] gk A=)+ 1.20[9%% CI 0.72, 1L9]e= F
1Zre] FARE HAE] Aol FAM R frofahA] et

-

rlo

O

o
=15
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o|R7|sHIIE flet ZHHu|n WHE AT 1 & =T2 0/8¢et 4l ADHD == |u

BT a3 % oy Sl WER FAHlE RS W gelsle, o]g
S3H S HalE Fol nelE Ao delt gtk A Y Aol g

FOF VRS BAS 2a ST 497t gol Jout B avelde AW 2 4
[e]

Bole] AL Fal wlarbsiel o A4S sl ool 4dd ATES A
of 7HulaLg Salaledr)
o)
3. Ato| StA
B Qe 2hula AY 9 RIAE AEslel Ausdon Fr FEUELS
oled Pguel 714 9 Ahde 9Fe Anughy mel g is saeke
Bag A4 el ua o] 0 AN el tlE e BF B A7

o] AR FPT o FgolTh

T3 Al ADHDOlA o] = A zAlel s (HHawE st ont Ase] A=
¢15}o] parallel design®] ATolA FEE ARET o] &8 4= o]t AAHE ATFEY
AF7} crossover design 7= WEREAA] 1z} AQ] 1st phaseoll Ao AE HEs
Tt AAE A7 §loid wARdF = BT AlsFEe] BUFssIAh o224 Sd
ATES HIEREA A B ALE o] A BE ATAAES HEREA B
Hlazel] LA = ISlvk= AIf o] vk
FEA 5] AF 2 ARV H kY AF Tl o3 o7k s ¢ vk A

1
Tl A= L¥bA © 2 methylphenidateo] H|d| © #7|7F Folski= atomoxetine?] 94

—_

2
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oot
o
!
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ol
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2
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5
1o
o,
o
ol
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L
7Fsdtth= d) 1 A A o] 9tk T3 methylphenidate™ OROS, ER, IRE A|&-S
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1.1. Ovid-Embase #MMgt

Ovid—-Embase 1974 to 2012 Feb 27 (A<l : 2013.02.28)

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.iw.

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 Orf20-22

24 19 not 23

25 exp methylphenidate/ or methylphenidate.mp.
26 exp atomoxetine/ or atomoxetine.mp.
27 25 o0r 26

28 exp attention deficit disorder/ or attention deficit hyperactivity isorder.mp.
29 ADHD.mp.

30 28 or 29

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

32 24 and 27 and 30 and 31

33 limit 32 to yr="2012 -Current”
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1.2. Ovid-Medline ZM T

Ovid—-Medline Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and
Ovid MEDLINE(R) 1946 to Present (442l 2013.02.28)

Randomized Controlled Trials a
randomized  controlled trial/
Random  Allocation/

Double Blind  Method/

Single Blind  Method/

clinical  trial/

clinical  trial, phase i.pt

clinical  trial, phase ii.pt
clinical  trial, phase iii.pt
clinical  trial, phase iv.pt
controlled  clinical trial.pt
randomized  controlled trial.pt
multicenter  study.pt

clinical  trial.pt

exp Clinical Trials as topic/
or/1-15

(clinical adj trial$).tw

((sing!$ or doubl$ or treb$ or tripl$) adj (blind$3 or mask$3)).tw
PLACEBOS/

placebo$.tw

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

16 or 23

case report.tw

letter/

historical  article/

or/25-27

24 not 28

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

31 or 32

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

ADHD.mp.

33 or 34

exp Adult/ or  adult?.ti,ab.

29 and 32 and 35 and 36
limit 37 to  yr="2012 -Current”
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1.3. Ovid-PsycINFO ZAixat

PsycINFO 1967 to February Week 3 2013 (442! 2013.02.28)

control:.tw.

random:.tw.

exp treatment/

or/1-3

exp  Methylphenidate/ or methylphenidate.mp.
exp  Atomoxeting/ or atomoxetine.mp.
5o0r6

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

9 ADHD.mp.

10 8or9

11 exp Adult/ or  adult?.tiab.

12 4and 7 and 10 and 11

13 limit 12 to  yr="2012 —Current”

O NO o~ wnN =

1.4. CENTRAL ZMZ=

CENTRAL (Cochrane Central Register of Controlled Trials) (Z44 <! 2013.02.28)

MeSH descriptor Methylphenidate explode all trees
methylphenidate

(#1 OR #2)

atomoxetine

(#3 OR #4)

MeSH  descriptor Attention Deficit Disorder with Hyperactivity explode all trees
attention  deficit hyperactivity disorder

(#6 OR #7)

MeSH  descriptor Adult explode all trees

adult

(#9 OR #10)

(#5 AND #8 AND #11)

(#12) in  Trials

#13) from 2012

O NO ok~ wnN =

AWM=~ o ©

1.5. KoreaMed ZMX2t

KoreaMed (Z4§el 2013.02.28)

1 "attention deficit hyperactivity disorder” [ALL] OR ADHD [ALL]
2  Limits Activated: Publication Date from 2012 to 2013
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1.6. KISS #MH=

KISS (H44el 2013.03.04)
HAol (M) del AND ADHD

1.7. KMBASE ZMixat

KMBASE (&2 2013.03.04)
Aol (MA|) Mel AND ADHD

1.8. NDSL ZAjxet

NDSL (Z4g 2013.03.04)
#aof  (F=&) del AND ADHD

1.9. Top|atte|ute AWM
sty 25tslnle (AAY 2013.03.04)
ZMol  (MA) A2l AND ADHD
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Adler LA, Spencer T, Brown TE, Holdnack J, Saylor K, Schuh K, & Once-daily
atomoxetine for adult attention—deficit/nyperactivity disorder: a 6-month,  double—blind
trial. J Clin Psychopharmacol. 2009 Feb;29(1):44-50. PubMed PMID: 19142107. English.

Adler LA, Spencer TJ, Levine LR, Ramsey JL, Tamura R, Kelsey D, & Functional
outcomes in the treatment of adults with ADHD. J Atten Disord. 2008 May;11(6):720-7.
PubMed PMID: 17968028. English.

Adler LA, Zimmerman B, Starr HL, Silber S, Palumbo J, Orman C, & Efficacy and
safety of OROS methylphenidate in adults with attention—deficit/hyperactivity —disorder: a
randomized, placebo—controlled, double-blind, parallel group, dose-escalation study. J
Clin Psychopharmacol. 2009 Jun;29(3):239-47. PubMed PMID: 19440077. English.

Barkley RA, Murphy KR, O'Connell T, Connor DF. Effects of two doses of
methylphenidate on simulator driving performance in adults with attention  deficit
hyperactivity disorder. J Safety Res. 200536(2):121-31. PubMed PMID:  15896352.
English.

|

Biederman J, Mick E, Surman C, Doyle R, Hammerness P, Harpold T, & 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]. Biol Psychiatry. 2006 May 1;59(9):829-35. PubMed PMID: 16373066.
English.

|

Biederman J, Mick E, Surman C, Doyle R, Hammerness P, Kotarski M, & 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. J Clin Psychopharmacol. 2010 Oct;30(5):549-53. PubMed PMID:  20814332.
English.

Boonstra AM, Kooij JJS, Oosterlaan J, Sergeant JA, Buitelaar JK. Does
methylphenidate improve inhibition and other cognitive abilities in adults with
childhood-onset ADHD? J Clin Exp Neuropsychol. 2005 Apr;27(3):278-98. PubMed
PMID: 15969353. English.

Bouffard R, Hechtman L, Minde K, laboni-Kassab F. The efficacy of 2 different
dosages of methylphenidate in treating adults with attention—deficit hyperactivity
disorder. Can J Psychiatry. 2003 Sep;48(8):546-54. PubMed PMID: 14574830. English.

Brown TE, Holdnack J, Saylor K, Adler L, Spencer T, Willams DW, & Effect of
atomoxetine on executive function impairments in adults with ADHD. J Atten Disord.
2011 Feb;15(2):130-8. PubMed PMID: 20026871. English.

10

Casas M, Rosler M, Sandra Kooij JJ, Ginsberg Y, Ramos-Quiroga JA, Heger S, &
Efficacy and safety of prolonged-release OROS methylphenidate in adults with attention
deficit/nyperactivity disorder: a 13-week, randomized, double-blind, placebo-controlled,
fixed-dose study. World J Biol Psychiatry. 2013 May;14(4):268-81. PubMed PMID:
22106853,

11

Dorrego MF, Canevaro L, Kuzis G, Sabe L, Starkstein SE. A randomized,
double-blind, crossover study of methylphenidate and lithium in  adults  with
attention—deficit/hyperactivity ~disorder: preliminary findings. J Neuropsychiatry  Clin
Neurosci. 2002;14(3):289-95. PubMed PMID: 12154153. English.

12

Durell T™, Adler LA, Wiliams DW, Deldar A, McGough JJ, Glaser PE, <
Atomoxetine treatment of attention—deficit/hyperactivity disorder in young adults with
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assessment of functional outcomes: A randomized, double-blind, placebo-controlled
clinical trial. Journal of Clinical Psychopharmacology. 2013 February;33 (1):45-54.
PubMed PMID: 2013072868. English.

13

Faraone SV, Biederman J, Spencer T, Michelson D, Adler L, Reimherr F, & Efficacy
of atomoxetine in adult attention—deficit/hyperactivity disorder: a drug-placebo response
curve analysis. Behav Brain Funct. 2005 Oct 3;1:16. PubMed PMID: 16202140. Pubmed
Central PMCID: Source: NLM. PMC1262689. English.

14

Jain U, Hechtman L, Weiss M, Ahmed TS, Reiz JL, Donnelly GAE, & 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. J Clin Psychiatry. 2007 Feb;68(2):268-77. PubMed PMID: 17335326.
English.

15

Kay GG, Michaels MA, Pakull B. Simulated driving changes in young adults with
ADHD receiving mixed amphetamine salts extended release and atomoxetine. J Atten
Disord. 2009 Jan;12(4):316-29. PubMed PMID: 18815438. English.

16

Kooij JJS, Burger H, Boonstra AM, Van der Linden PD, Kalma LE, Buitelaar JK.
Efficacy and safety of methylphenidate in 45 adults with  attention—deficit/hyperactivity
disorder. A randomized placebo—controlled double-blind cross—over trial. Psychol Med.
2004 Aug:34(6):973-82. PubMed PMID: 15554568, English.

17

Kuperman S, Perry PJ, Gaffney GR, Lund BC, Bever=Stille KA, Armdt S, & Bupropion
SR vs. methylphenidate vs. placebo for attention deficit hyperactivity —disorder in adults.
Ann Clin Psychiatry. 2001 Sep;13(3):129-34. PubMed PMID:  11791949. English.

18

Medori R, Ramos-Quiroga JA, Casas M, Kooij JJS, Niemela A, Trott GE, & A
Randomized, Placebo-Controlled Trial of Three Fixed Dosages of Prolonged-Release
OROS Methylphenidate in Adults with  Attention—-Deficit/Hyperactivity Disorder. Biol
Psychiatry. 2008 15 May;63 (10):981-9. PubMed PMID: 2008206090. English.

19

Michelson D, Adler L, Spencer T, Reimherr FW, West SA, Allen AJ, & Atomoxetine in
adults with ADHD: two randomized, placebo—controlled studies. Biol  Psychiatry. 2003
Jan 15;53(2):112-20. PubMed PMID: 12547466. English.

20

Reimherr FW, Wiliams ED, Strong RE, Mestas R, Soni P, Marchant BK. 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. J Clin Psychiatry. 2007  Jan;68(1):93-101. PubMed PMID:
17284136. English.

21

Retz W, Rosler M, Ose C, Scherag A, Alm B, Philipsen A, & Multiscale assessment
of treatment efficacy in adults with ADHD: a randomized placebo—controlled,
multi-centre study with extended-release methylphenidate. World J Biol Psychiatry. 2012
Jan;13(1):48-59. PubMed PMID: 21155632. Pubmed Central PMCID: Source: NLM.
PMC3279134. English.

22

Rosler M, Fischer R, Ammer R, Ose C, Retz W. 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]. Eur Arch  Psychiatry  Clin Neurosci. 2009

23

Mar;259(2):120-9. PubMed PMID: 19165529. English.

Spencer T, Biederman J, Wilens T, Doyle R, Surman C, Prince J, & A large,
double-blind, randomized clinical trial of methylphenidate in the treatment of adults with
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PMID: 15737659. English.

24

Sutherland  SM, Adler LA, Chen C, Smith MD, Feltner DE. An 8-week, randomized
controlled  trial of atomoxetine, atomoxetine plus buspirone, or placebo in adults with
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Tenenbaum S, Paull JC, Sparrow EP, Dodd DK, Green L. An experimental comparison
of Pycnogenol and methylphenidate in adults with Attention—Deficit/Hyperactivity
Disorder (ADHD). J Atten Disord. 2002 Sep;6(2):49-60. PubMed PMID: 12142861.
English.

26

Verster ~ JC, Bekker EM, de Roos M, Minova A, Eiken EJE, Kooj JJS, &
Methylphenidate significantly improves driving performance of adults with —attention—deficit
hyperactivity disorder: a randomized crossover ftrial. J Psychopharmacol. 2008
May;22(3):230-7. PubMed PMID: 18308788. English.

27

Weisler RH, Pandina GJ, Daly EJ, Cooper K, Gassmann-Mayer C. Randomized clinical
study of a histamine h(@) receptor antagonist for the treatment of adults  with
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PMID: 22519922. English.

28
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29
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stimulants  effective in the treatment of executive function deficits? Results from
a randomized double blind study of OROS-methylphenidate in adults with
ADHD. Eur Neuropsychopharmacol. 2011 Jul;21(7):508-15. PubMed PMID:
21303732. English.
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Wietecha(2012)

AT

NCT number

NCT00190775

A7 RE

randomized, double-Blind, placebo-controlled trial

R

18M| O|4+ ADHD A ¢l 2HX}

PICO

prl
=5

Atomoxetine(n=268)

u

90.3(40-100)mg/d

(18
D I 1
= |0j0
0

—

Placebo(n=234)

ofo| 19 | ofo| 12

1%
~
0f0

u

slet S

CAARS-Inv:SV, CGI-S

o|=, ¥l EZ=

ror >
0y pat

2004.10.12-2009.10.27

& 383F: 243 (double bind)-23(titration)—-123=(open—label)

o Atomoxetine: =4 1372/268%4(51.1%)
o Placebo: =AM 1022/234T(43.6%)
e P-value: 0.11

* Atomoxetine: 41.2+6.9
¢ Placebo: 41.4+75
e P-value: 0.41

NR

NR

i rie
rx
N
N
M

0z 2

* Meet Diagnostic and Statistical Manual of Mental Disorders
Fourth Edition — Text Revision (DSM-IV-TR) criteria for
Adult  Attention—Deficit/Hyperactivity —Disorder (ADHD) as
assessed by the Conners’ Adult ADHD Diagnostic Interview
for DSM-IV (CAADID).

* Have a Clinical Global Impression for ADHD Severity Score
(CGI-ADHD-S) of 4 or greater Visit 2 and 3.

e Adult Men and Women age 18 years or older at time
informed consent is obtained.

« Must be in a reciprocal relationship with a person of the
opposite sex living in same defined household (cohabitating)
with their spouse/significant other for a period of at least 3
months. This spouse/significant other cannot change during
the study.

« Must have one or more children 6-17 years of age living
the home as the primary residence.

HelZ|E

* Anyone meeting Diagnostic and Statistical Manual of Mental
Disorders Fourth Edition (DSM-IV) criteria for any history of
bipolar disorder or any history of a psychotic disorder.

» Anyone meeting diagnostic (DSM-IV) criteria for current
major depression or current anxiety disorder.

e Taking psychotropic medications on a regular basis.

* Having any medical condition that would be exacerbated or
not appropriate for inclusion in this trial.
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* Previously taken an adequate trial of atomoxetine.
Hole+ CAARS-Inv:SV
* Atomoxetine: 34.7+8.4
24311 baseline * Placebo: 355685 _ |
e p-value: 0.24(LS mean from an anlysis of variance model)
EHTIIANA | 125, 24F
ZDpAlEe | A8 Bi=(change value)
#An} HIlET [ CGI-S
e « Atomoxetine: 4.6+0.6
2710 baseline * Placebo: 4.6+0.6
« p-value: 0.67(LS mean from an anlysis of variance model)
SYHFIINE | 12F, 24F
ZofRAlE | o4& E Bi(change value), LOCF
=)
SiAE T T
Atomoxetine0| 243F0|F Placebooll H|50{ ADHD ZAHHAof
7Folst 2HE 2. fFE 2 o= FoiFd ZFoA Fofo|
A= = marital, parenting S &t &Fe| #HEut UYL X EH
Aol= US. 28l XIHE ADHDe| H|[MSM sEo| chst
HEXE I ASAME|A x[Zeo| HAO| US.
71Et [ Funding Lilly USA

¥Witecha(2012), Young(2011)2 =

[¢]

5ol

AdAEE Haez

o
Ao
0

Young(2011)
o1 NCT number NCT00190775
- AT FH randomized, double-Blind, placebo-controlled trial
=N 18M| o2&+ ADHD Aol &K}
x| 2 ok °t=(n) | Atomoxetine(n=268)
PICO EH/Z2F | 90.3(40-100)mg/d
| ok 2t=(n) | Placebo(n=234)
B EEH/EE | flt ¢
Z o 4 CAARS-Inv:SV, AISRS
Al =7t ¥ XY oj=, FolEEl=2
EF; THA|7 2004.10.12-2009.10.27
=T | X a7zt & 38F: 24F(double bind)-23 (titration)-123(open-label)
«  Atomoxetine: =t 1372/268%(51.1%)
My o Placebo: =A 102%/2342(43.6%)
e P-value: 0.11
» Atomoxetine: 41.2+6.9
Rl » Placebo: 41.4+75
e P-value: 0.41
ST NR
S4 [BwAlE NR
* Meet Diagnostic and Statistical Manual of Mental Disorders
Fourth Edition - Text Revision (DSM-IV-TR) criteria for
MEYI|= Adult  Attention—Deficit/Hyperactivity —Disorder (ADHD) as
assessed by the Conners’ Adult ADHD Diagnostic Interview
for DSM-IV (CAADID).
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* Have a Clinical Global Impression for ADHD Severity Score
(CGI-ADHD-S) of 4 or greater Visit 2 and 3.

e Adult Men and Women age 18 years or older at time
informed consent is obtained.

« Must be in a reciprocal relationship with a person of the
opposite sex living in same defined household (cohabitating)
with their spouse/significant other for a period of at least 3
months. This spouse/significant other cannot change during
the study.

« Must have one or more children 6-17 years of age living
the home as the primary residence.

* Anyone meeting Diagnostic and Statistical Manual of Mental
Disorders Fourth Edition (DSM-IV) criteria for any history of
bipolar disorder or any history of a psychotic disorder.

* Anyone meeting diagnostic (DSM-IV) criteria for current
major depression or current anxiety disorder.

¢ Taking psychotropic medications on a regular basis.

e Having any medical condition that would be exacerbated or
not appropriate for inclusion in this trial.

* Previously taken an adequate trial of atomoxetine.

"otz AISRS

* Atomoxetine: 36.2+7.9
baseline e Placebo: 36.7+8.3

¢ p-value: NR
EHFIVANE | 125, 24F
ZupdAlek | o458 Bi(change value)
"otz CAARS-Inv:SV

* Atomoxetine: 34.7+8.4
baseline e Placebo: 35.6+85

o p-value: 0.24(LS mean from an anlysis of variance model)

A

1%, 2%, 4%, 8%, 125, 16%, 0%, 245

A

=35 Bi=(change value)

RN
=

0

=
=

Nausea, Dry mouth, Decreased appetite, Headache, Insomnia,
Fatigue, Dizziness, Irritability, =~ Somnolence, Paresthesia,
Ejaculation  disorder,  Erectile  dysfunction,  Constipation,
Hyperhidrosis, Nasopharyngitis, Vomiting, Upper abdominal pain,
Upper respiratory tract infection, Back pain

I
0f0

o 243 F  atomoxetine F0iT2e| 93.2%(n=248)2} placebo2|
81.6%(n=191)2| EtXtollAl 170 ofatel FE=tZo| HIE
(p<0.001).

o 8F Y 24F= atomoxetine F0{T0lA placebodll |3
Nausea, Dry mouth, Decreased appetite, Insomnia,
Dizziness, Paresthesia, Ejaculation disorder, Erectile
dysfunction, Hyperhidrosis, Nasopharyngitis, Upper abdominal
pain, Back paine| £=r&0| o B0l LIEF=Hp<0.05).

« atomoxetine FO0IA| 32t titrationstt 77 ME S|
titrationstt FZ2HE0l| A Xt0[7} Gl 3.

ps

I~
I

Atomoxetine0| 123, 24F0flA Placebooll H|5I0d ADHD Z4HH
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7IEl | Funding

Lilly USA

¥Witecha(2012), Young(2011)2 =¢
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Sutherland(2012)
NCT number NCT00174226
oA SET-TY randomized, 3-arm, parallel, double—blind, placebo—controlled
= = trial
2Rt 18-60Ml ADHD A ¢l =X}
k= (n) Atomoxetine(n=97), Atomoxetine+Buspirone(n=97)
Atomoxetine:
o 123 39.1£6.1mg/d
o 3-4F: 74.6+£9.6mg/d
XZefH | o, o 5-73F: 89.7+21.6mg/d
PICO = Atomoxetine+Buspirone:
o 1-23F: 39.6+6.0mg/d
o 3-4F: 74.4+12.9mg/d
o 573 90.7£20.9mg/d
o o= Placebo(n=47)
H| 10 oF| 24 NR
Ao AISRS, CGI-S, BADDS, HAM-A, MADRS
Al =71 ¥ XA oj= Lf 874 AfO|E
EF; T A7 2004.11 - 2005.12
T | =N el Z 8% 4T (BEBYH 2 AHI)-IF(EFA)-1F(FAEX|)
A = (59%)
Nl 37
1Q NR
BMI/A = NR
* who met the DSM-IV-TR criteria for ADHD
* via the ADHD Clinician Diagnostic Scale version 1.2
MEYI|= « scored >24 on the adult AISRS
e scored < 15 on HAM-A
« scored < 20 on MADRS
o f they had a lifetime or current history of psychosis, bipolar
disorder, mental retardation or learning disability;
2tXt ¢ had current anxiety or depressive disorders;
£4 * had substance abuse or dependence within 3 months of
screening or positive urine screen for drugs of abuse at
screening;
e used atomoxetine, buspirone, or a monoamine oxidase
Mel7|z= inhibitor within 2 weeks prior to screening;
e had seizure disorder, urinary retention, narrow-angle
glaucoma, or cardiac conduction defects;
« had any current general medical conditions considered
clinically significant as judged by the investigator;
e or were poor metabolizers of cytochrome P450 2D6
(CYP2D6). Use of substances with psychoactive properties
and potent CYP3A4 or CYP2D6 inducers or inhibitors was
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prohibited.
HIlE+ AISRS
* Atomoxetine: 36.3+7.8
240} baseline e Placebo: 37.4.+£8.3
« p-value: NR
EHFTVAAE | 1, 2—’?, 3F, AF, TF, A-TF
ZOEAERE | 458 H5=(Change value)
s AISRS EF_sg o _
AISRS & ® 7} 30%0| 4 sFAISH AfZte| HIE
Z32 | baseline NR
EHFIINE | 73
ZoxAlEkE | Ol 2d H(EFSE %)
CGI-S 3 E
A} HIlE+ CGI-S7} 1(not at all ill)E== 2(borderline illZ HW7HEb2 AlZto|
= 2713 H| &
baseline NR
EHFIINE | 73
ZoxAlEkE | O| 2 H (S E %)
Hole+ BADDS
baseline NR
TN [
ZofHAlE] | 453 B5(Change value)
Asthema, Headache, Vasodilatation, Anorexia, Constipation, Dry
= mouth, Nausea, Dizziness, INsomnia, Libido decrease,
222 Nervousness, Parethesia, Somnolence, Sweating
247} £ active treatment TollAl Insomnia, nausea, dry mouth,
= headache, asthenia”Z} Yl 5| Al ot
atomoxetine2 buspironezl HE F0ist= A, atomoxetine
42 Ch= ol d|shA P AlE 34‘;% LEL D et SAHH
ol we|lMde gich
7|Et [ Funding Pfizer Global Research and Development
Durell(2013)
e NCT number NCT00510276
- AR Randomized, Double-Blind, Placebo—Controlled Clinical Trial
2Rt 18-30M ADHD A ¢l &tHX}
x| 2 ok 2t=(n) Atomoxetine(n=220)
SH/S82ZF | 87.1(40-100mg/d, twice a day
PICO | 4 mokxy Ef(r;) Placebo(n=225)
sH/E2F | /ot S, twice a day
Hop 4 CAARS-Inv:SV, AAQOL, CGI-S, CAARS-S:SV, PGIH,
BRIEF-A, MADRS, BAI, TLFB,FTND, SASS, DBS, ESS
Al =7t & XY o|= U 327§ AIOIE, Fol2E2|=
EWDd TEA7] 2007.08 - 2009.02
T | F=N o 125
1%} + Atomoxetine: =& 128%/220%(58.2%)
=y | O ¢ Placebo: ‘24 127%/225%(56.4%)
e « P-value: 0.77
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Atomoxetine: 24.7+3.4
Placebo: 24.7+35
P-value: 0.92

L]
sfzig zARBIEOL Reld Aol

A= (P-value: 0.38)

BMI/A &

Atomoxetine: 79.6+22.6
Placebo: 81.6+21.5
e P-value: 0.35

[
0%
N
M

« positive  attention—deficit/hyperactivity ~ disorder  (ADHD)
diagnosis with at least moderate severity

« male or female 18 to 30 years of age

*« must be able to swallow capsules

« must be able to communicate effectively in English

¢ must not have cognitive impairment

* be reliable to keep appointments for clinic visits and all

related tests

e patients diagnosed with obsessive-compulsive disorder,
bipolar affective disorder, or psychosis

« females who are pregnant or breastfeeding

e patients with dementia or traumatic brain injury

HelZlE e patients with a history of severe allergy to atomoxetine
* have untreated hypertension or thyroid problem
¢ have serious medical illness including any heart, liver, kidney,
respiratory, blood, endocrine, or neuromuscular diseases
HolE+ CAARS-Inv:SV
* Atomoxetine: 39.1+7.4
240} baseline e Placebo: 38.9+7.8
¢ p-value: NR
EHFIIAMHE | 2, 5, 8, 12F
ZofAlgle | 453 B (change value)
"ot CAARS-S:SV
e Atomoxetine: 35.0+9.1
Hap baseline e Placebo: 35.7+8.6
¢ p-value: NR
SEFIYAE | 125
ZofAlgie | 453 B (change value)
2.2t HolE7 | AAQOL
T * Atomoxetine: 46.3+13.6
A3 baseline e Placebo: 45.2+134
¢ p-value: NR
EHFIIAME | 2, 5, 8, 12F
ZofAlgle | 453 B (change value)
"ot CGI-S
* Atomoxetine: 4.8+0.7
244 baseline e Placebo: 4.7+0.6
¢ p-value: NR
SEFIYAE | 125
ZofAlgie | HA5E B (point value)
Zof5 | "It CAARS-Inv:SV HIEE
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o 25%0[|AF CAARS-Inv:SVE 7} 22
o 40%0[|AF CAARS-Inv:SVE I} 2
baseline NR
EYFIIAME | 12F
ZoAlEle | o] 2Y B (HLSE %)
CGI-S "3 &
B+ « CGI-S score decrease=>2
716 _ » CGI-S score at endpoint=1 or 2
baseline NR
EYFIIAME | 12F
ZAoAlgle | o| 2 Y B (HLSE %)
Nausea, Decreased appetite, Insomnia, Dry mouth, Fatigue,
a= Irritability, Dizziness, Dyspepsia, Headache, Somnolence, Upper
respiratory tract infection, Nasopharyngitis
Atomoxetine 0l Al nausea, decreased appetite, insomnia, dry
222 mouth, irritability, dizziness, dyspepsia 2 F2hE wao]| £
217 okztof| dHisll SAHMe=Z RolsHH EINERUS. EsH oA
= atomoxetine™2| 5% (4.6%)0| LI7|2X HPoLKletRe 0”1)
Ol HMelgt Ct2 B2tge| 49 & oM fFelst Xto|ot ¢
= 2 42 ADHDEHXIOIAM  AtomoxetineOl #{etztoll Hloli S&
= 2 dAAZ|0 4o A2 A
7IEl | Funding Lilly USA, LLC
Faraone(2005), Michelson(2003)
S NCT number NR
- AR Randomized, double-blind, placebo—controlled
IoN ADHD M ¢l 2kx}
2| 2ok ok=(n) Atomoxetine(Study1: n=141, Study2: n=129)
| 8Y/8T | (B0-1200mg/d
PICO b ok k= (n) Placebo(Study1: n=139, Study2: n=127)
| 8/ | NR
24} CAARS-Inv:SV, CAARS-S:SV, CGI-S, WRAADDS, HAM-A,
- HAM-D, SDS, Stroop test
A3 =7+ ¥ XY oj=
sipy | THAIZI NR
-7 | F=5 a7zt 105
Study 1
« Atomoxetine: =t 9124/141%(64.5%)
o Placebo: =AM 872/139H(62.6%)
Ad B * P-value: 0.804
< Study 2
2HAt « Atomoxetine: '=fA 83%/129%4(64.3%)
54 « Placebo: =HA 87%4/127%(68.5%)
e P-value: 0.510
Study 1
A » Atomoxetine: 40.2+11.7

* Placebo: 40.3+11.6
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» P-value: 0.976

Study 2

* Atomoxetine: 43.0+£10.3
* Placebo: 41.2+11.2

* P-value: 0.186

IQ

NR

BMI/H &

NR

R
0
N
M

« Adults who met DSM-IV (American Psychiatric Association
2000) criteria for ADHD as assessed by clinical interview and
confirmed by the Conners’ Adult ADHD Diagnostic Interview
for DSM-IV (CAAR-D;Conners et al 1999) were recruited
from clinics and by advertisement.

- Patients were required to have at least moderate symptom
severity, and the diagnosis had to be corroborated by a
second reporter for either current symptoms (by a significant
other) or childhood symptoms (by a parent or older sibling). If
the second reporter's rating did not corroborate the patient’s
report, the patient was ineligible to participate in the study.

He7|&E

» Patients who met diagnostic criteria for current major
depression or anxiety disorder or for current or past bipolar
or psychotic disorders were excluded, as were patients with
serious medical illness and patients who met DSM-IV criteria
for alcohol dependence.

» A history of episodic recreational drug use did not exclude
patients, but patients actively using drugs of abuse at the
time of study entry were excluded. Urine screening for drugs
of abuse was performed at the initial visit and could be
repeated at any time during the trial at the investigator's
discretion.

re o
B

ot~

CAARS-Inv:SV

baseline

Study 1

» Atomoxetine: 33.6+7.2
» Placebo: 33.2+7.8

» P-value: 0.603

Study 2

» Atomoxetine: 34.9+6.9
* Placebo: 34.2+75

e P-value: 0.597

EHFIIAMAE | 10F
ZAIA Al | A48 (Change Value)
e CAAS-S:SV
Study 1
» Atomoxetine: 82.6+12.7
Hap . » Placebo: 80.8+12.3
baseline e P-value: 0.291

Study 2
» Atomoxetine: 82.6+12.2
* Placebo: 80.0+13.8
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e P-value: 0.179

E™FTI|AIE | 10F
Z x| AlEH] | 94253 (Change Value)
e CGI-S

Study 1

* Atomoxetine: 4.7+0.8
o Placebo: 4.7+£0.7
» P-value: 0.886

2713 baseline Study 2
* Atomoxetine: 4.6+0.6
» Placebo: 4.6+£0.7
« P-value: 0.769
EHFIIMAE | 10F
ZAIA Al | A48 (Change Value)
— at= NR
THE oy NR
e R Atomoxetine0| A2l ADHD x| =0 2tH0|US

7|Et | Funding

Eli Lilly and Company

¥ Faraone(2005), Michelson(2003)2

BRIEN 2 Z3f o] SYSH HeZ Hot &

ne
il
0.

gfalstod 215 28oF ELHE

Brown(2011)

S NCT number NCT00190736

- AR multicenter, randomized, double—blind,placebo—controlled
I 18-54M| ADHD A2l =tX}
|2 ok 2f=(n) Atomoxetine(n=250)

PICO BH/BE | 83.9(25-100mg/d
ujmokr | =0 Placebo(n=251)

| 8B | NR

Z o BADDS

A3 =7t 2 x| oj=

5; THA|7| 2004.10.04 - 2006.05.15

T | FN vz 671

o Atomoxetine: =4 124%4/25024(49.6%)
o Placebo: =AM 13023/251H(48.2%)

¢ P-value: NR
* Atomoxetine: 37.7+10.4
NGl » Placebo: 37.4+99
e P-value: NR
IQ NR, Tt SHFTZ=2 AL
2N, «  Atomoxetine: 80.9+18.6
4 | BM/AIZ + Placebo: 84.1+20.8

* P-value: NR

=
0x!
N
M

* Male and Female patients with ADHD ages 18-54.

« a score of 4 (moderate symptoms) or greater on the Clinical
Global Impression of  ADHD-Severity  of lliness
(CGI-ADHD-S), Adult ADHD Investigator Symptom Rating
Scale (AISRS) Symptom Checklist scores that did not change
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by more than 25% between Visit 1 and Visit 2.
Patient must have ADHD symptoms that cause problem(s) in
the home setting.

Have failed to respond to an adequate trial of treatment with
an ADHD stimulant medication, bupropion, or other

LN
gl

Hel7|&E nonstimulant medication.
« Are taking any antipsychotic medication or mood stabilizers
within 8 weeks of Visit 1
HotE+ BADDS
* Atomoxetine: 78.64+17.58
20} baseline e Placebo: 78.43+17.33
¢ P-value: NR
ZHFTVAE | 670

AL

A3 #i(point value)

ok

=
=

Nausea, Dry mouth, Headache, Fatigue, Decreased appetite,
Insomnia, Dizziness, Constipation, Somnolence,  Urinary
hesitation, Abnormal dreams, Irritability, Upper respiratory tract
infection, Erectile dysfunction, Nasopharyngitis, Diarrhea

I
]

N
A=

Nausea, dry mouth, fatigue, decreased appetite, urinary
hesitation, and erectile dysfunction0| X|Z2ZoM o %ol &
k=

Batgoz ot S0IFE0| 17.2%(X BF), 56%(¢ D)2
2 LIEH=Hp<0.001)

2

StEo| gHH S E5t= atomoxetine2 A2l ADHDolAl BADDS

e gapt AS

7IEl | Funding

Eli Lilly and Company

¥Brown(2011), Adlet(2009)2 =<

Ol A}

INAEE Aoz 3 2dg

=

Adler(2009)
S NCT number NCT00190736
- AT FH multicenter, randomized, double—blind, placebo-controlled
I 18-54M| ADHD A2l =tX}
|2 ok 2f=(n) Atomoxetine(n=250)
PICO BH/BE | 83.9(25-100mg/d
2F=(n) Placebo(n=251)
H| 1l 2k
BH/EZ | NR
Z o 4 AISRS, CAARS-Ins:SV, CGI, AAQoL, BADDS
Al =7t 2 x| o|=
ﬂ; THA|7| 2004.10.04 - 2006.05.15
- =M ne|7|zt 671 &

Atomoxetine: =H 12494/126%4(49.6%)

My o Placebo: =4 130%/1212(48.2%)
¢ P-value: NR
2R} « Atomoxetine: 37.7£10.4
EM | EE * Placebo: 37.4+9.9
e P-value: NR
1Q NR, ©F sH{+F2 =ALE
BMI/x & « Atomoxetine: 80.9+18.6
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e Placebo: 84.1+20.8
* P-value: NR

M

» Male and Female patients with ADHD ages 18-54.

» a score of 4 (moderate symptoms) or greater on the Clinical
Global Impression of  ADHD-Severity  of lliness
(CGI-ADHD-S), Adult ADHD Investigator Symptom Rating
Scale (AISRS) Symptom Checklist scores that did not change
by more than 25% between Visit 1 and Visit 2.

« Patient must have ADHD symptoms that cause problem(s) in
the home setting.

* Have failed to respond to an adequate ftrial of treatment with
an ADHD stimulant medication, bupropion, or other
nonstimulant medication.

¢ Are taking any antipsychotic medication or mood stabilizers
within 8 weeks of Visit 1

Hole+ AISRS
* Atomoxetine: 38.5+7.4
baseline * Placebo: 39.2+7.5

* P-value: NR

EF7IAE

2,4, 6, 10, 14, 22, 265

ZnpH| AL

A%5 #i(change value)

HolE+ CAARS-Ins:SV
* Atomoxetine: 20.7£5.8
baseline * Placebo: 21.3+6.0

* P-value: NR

EF7IAE

2, 4,6, 10, 14, 225

ZnpH| AL

A%5 #i(change value)

LN
4 H

Hote+ CGl

* Atomoxetine: 4.7+0.7
baseline * Placebo: 4.7+0.6

e P-value: NR
SYTTIANE | 670
ZOAEEE | A58 B S=(point value)
Hote+ AAQoL

*  Atomoxetine: 46.4+14.1
baseline * Placebo: 47.4+13.0

e P-value: NR
SYTTIANE | 670

Z oA

153 H5(point value)

Nausea, Dry mouth, Headache, Fatigue, Decreased appetite,
Insomnia, Dizziness, Constipation, Somnolence,  Urinary

I
0f0

StE2
& hesitation, Abnormal dreams, lIrritability, Upper respiratory tract
infection, Erectile dysfunction, Nasopharyngitis, Diarrhea
 Nausea, dry mouth, fatigue, decreased appetite, urinary
hesitation, and erectile dysfunctiono|l xX|EZ0oAM O 2o &
Zo} Ink=|

« FEEoZ 2ot FOBLO| 172%(XI2T), 56%((fI4T)2
2 LIEH(p<0.001)
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- 2ol ehH =&3t= atomoxetine2 ¢l ADHDOIIAf ZF 27t
= Rend, 2EPIX| O 37t X|&HH
7| Et \ Funding Eli Lilly and Company
¥Brown(2011), Adlet(2009)2 S AMAIEES AR o 28
Kay(2009)
NCT number NR
oAt SErEY Randomized, Placebo—Controlled, Double-Blind, single center,
= = Crossover design
2Rt 19-25M] ADHD A ¢l 2tX}
k= (n) Amoxetine(n=8)
x| Z oA 2uw/gz | 13 40mg
PICO ST e 2-3%F: 80mg
| Tk i:;gak lIi’llgcebo(n=8)
o H/ oo
Z e DSS, ADHD-RS, CGI-S, CGl-I
Al =7+ ¥ X oj=, AH
5174 Tf’j”il NR
=X pe|7|zt 63
o4 = 149/16H(87.5%)
o = 22.4+18
1Q NR
BMI/X & weight: 178.3+35.91b

« DSM-IV-TR criteria for a primary diagnosis of ADHD

* Women of childbearing potential were included only if they had
a negative serum beta human chorionic gonadotropin
pregnancy test

« a valid driver’s license and > 3 years of driving experience,

MHET|= e abstinence from illegal drug use during the study, and
willingness

« ability to comply with all study requirements defined in the
protocol.

« A score = 24 (severity worse than  to moderate range) on

E‘ﬁ the ADHD Rating Scale)
o< « Women who were pregnant or lactating

« recent history (past 6 months) of drug dependence or
substance abuse (excluding nicotine);

* a positive urine drug screen; alcohol use 24 hours before any
test day

* any cardiac condition that, in the opinion of the investigator,

x| = would require exolusion; o . .

« a current comorbid psychiatric diagnosis (controlled or
uncontrolled) with significant symptoms that, in the opinion of
the investigator, would confound efficacy or safety
assessments

e documented allergic or adverse reactions to MAS XR or
atomoxetine;

e documented history of failure to respond clinically to
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amphetamines or atomoxetine;

e history of at least one seizure within the past 2 years, a tic
disorder, or family history of Tourette’ syndrome;

* inadequately treated thyroid dysfunction;

* history of glaucoma;

« any concurrent chronic or acute illness (including severe
allergic rhinitis or severe cold) that might interfere with
assessments;

* and use of any medication that is contraindicated with MAS
XR or atomoxetine or that might have confounded results of
the safety assessment

* subjects who were naive to pharmacologic treatment for ADHD

Hote T DSS

27} b_aseline NR
E™FTI|AF | 2AZE TAIZE 124121
Zopr|AlER | 48 (point value)

ADHD-RS Hr3&

HolE 3 MTF 30%0| A 45 22(ADHD-RS score improvement
rom baseline (= 30% decrease from baseline ADHD-RS total
2 jo scores)
baseline NR
SYFI)AE | NR
ZoAlER | O| 28 B (HISE %)
gopcp | COH HSE |
very much improved/much improved?! =&
Z23 | Z383 | baseline NR
e E™FI|AIE | NR
ZOKAlER | O| 28 HE(HISE %)

Gastrointestinal  disorders(abdominal  pain—upper, dry mouth,

nause), General disorders and administration site conditionsi(thirst),

1=t investigations(weight ~ decrease), Metabolism  and  nutrition
= disorders(Anorexia), Nervous system disorders(headache,
somnolence), Psychiatric  disorders(anger, anxiety, bruxism,

FrE insomnia, irritability)

o PlaceboE MA T “HF agtomoxetines 2 T T 1YHO|
insomnia, anger, irritability2 A+& ST S.

Zu} e 11 2 physical examination results, vital signs, or
electrocardiographic dataoll sl SAHXMSZ Folst Xto|E
Holg BEE2 A=
A= Atomoxetine2 Placebo 2t F2l$t AH0|7} Sl
7|E} | Funding Shire Pharmaceuticals Inc.
Weisler(2012)
NCT number NCT00880217
oA oo randomized, double-blind, placebo—- and active—controlled,
=Tme parallel-group, multicentre study
=N 18-55M ADHD A2l =tX}
PICO | _ °F=(n) Atomoxetine(n=73)
X|_§_QFK'I| /2 [e]3 —.
S/ | 2F 80(40-80)mg/d
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a|moky =N Placebo(n=73)
B EH/22F | Placebo capsule once daily for 42 days
Z o 4 ADHD-RS, CGI-C, CAARS-S:SV, CGI-S
Al5 =7t ¥ XY oj= W 3770 ME
EL; TYHA|7| 2009.04 - 2010.01
T EN R % 9F: 2F(232|d)6F0IBUHNE)-1FFEFFE)
A + Atomoxetine: ‘=4 39%/73%(53.4%)
e = o Placebo: =4 4324/7324(58.9%)
of 4 + Atomoxetine: 34.6+10.43
=< » Placebo: 33.4+10.34
1Q NR
- e Atomoxetine: 77.5+16.09 kg
BMI/X & o Placebo: 79.1£16.09 kg
* Patients diagnosed with ADHD, confirmed with the Conners
Adult  ADHD Diagnostic Interview for Diagnostic and
Statistical Manual, 4th edition (DSM-1V) (CAADID)
» Patients who meet the cutoff scores for the Conners Adult
ADHD Rating Scale (CAARS-S:SV)
* Patients with a Clinical Global Impression - Severity
(CGI-S) score of >=4 out of 7
* Patients must have a body mass index between 18.0 and
35.0 (inclusive)
ME 7|z « Women must be postmenopausal for >=2 years, surgically
—ene sterile, abstinent, or practice a double-barrier method of
birth control in addition to any other forms of birth control
« Women of childbearing potential must have a negative
pregnancy test at screening
SFR} * Men must agree to use a double-barrier method of birth
EN control and to not donate sperm during the study and for 3
months after the last dose of study drug
« Female partners of male patients must be postmenopausal,
surgically sterile, abstinent, or also use an effective method
of birth control.
« Patients with any current Axis | psychiatric disorder
« Patients with a diagnosis of autism or Asperger's syndrome
* Patients with motor tics or a family history or diagnosis of
Tourette's syndrome
« Patients with a diagnosis of a primary sleep disorder
e Patients who are suicidal or have previously attempted
suicide
» Patients with a history of substance abuse or dependence
M el7| = within 6 months prior to screening
= e Patients who have taken any mood stabilizer, antipsychotic,
antidepressant, or anxiolytic within 3 months prior to
screening
« Patients who have started behavioral or cognitive behavioral
therapy specifically for ADHD within 3 months prior to
screening
* Patients who have not responded previously to treatment
with a psychostimulant medication or to treatment with
atomoxetine HCI or OROS methylphenidate HCI.
2431 Hote+ ADHD-RS
| Z2IH . «  Atomoxetine: 35.9+8.03
By
=T baseline . Placebo: 36.1£8.05
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¢ p-value: NR

FEF7IAIE

65

Z | ALY

A%35 #i(change value)

Middle insomnia, Initial insomnia, Headache, Nausea, Abnormal

dreams, Insomnia, Decreased appetite, Dizziness, Dysgeusia,
- Irritability, Dry mouth, Fatigue, Hot flush, Night sweats, Terminal
— = insomnia, Dyspepsia, Hyperhidrosis, Pollakiuria, Vomiting,
TTe Somnolence, Libido decreased, Feeling jittery, Erectile
dysfunction, Cardiovascular-related adverse events
247} atomoxetine2t methylphenidate =04 ollAl & TEAE Zd&E2
= 83.8%, 82.4%0|L} A= F0{E BLHSIH 10.8%,8.8%7F = Ck
o= SIAERE H3 8ol ME{A ZEH el Bavisant= AQl
== ADHDOIlM folst MM 38 S HOo|X| 2=Ct
7| E} \ Funding Johnson & Johnson Pharmaceutical Research & Development
Adler(2008)
S NCT number NR
- AR randomized, double blind treatment phase (open label)
IoN e 18-50M| ADHD 2(zf Al &K}
%2 2FE(n) Atomoxetine(n=271)
FA| BH/E | 40-80mg/d(x 17§ &) — 40-100mg/d
PICO | H| ok=(n) Placebo(n=139)
k| /82 | 40-80mg/d(AH 17H&) — 40-100mg/d
ETES EWPS, AAQoL, DBS, CAARS-Inv:SV, CAARS-0O:8V,
- CAARS-S:SV, ASRS, #atg2 =2 2l Bzt
al x|od u]
HE TZHPABI I "
& :7: oz 7|2t NR
T/ (i
A + Atomoxetine: =4 152/271%(56.1%)
<= o Placebo: =t 8824/139H(63.3%)
od =4 e Atomoxetine: 37.1+8.3
- + Placebo: 36.0t84
1Q NR
BMI/x & NR
 meet criteria for current ADHD and a historical childhood
diagnosis of ADHD according to the Diagnostic and Statistical
Manual of Mental Disorders (4th ed., text revision;
sixl | MET|E DSM-IV-TR American Psychiatric Association, 2000)
= Ad - + have a severity of illness of at least 4 (moderate) on the
e Clinician Global Impressions Severity Scale (CGl; Guy, 1976)
* be employed for at least 20 hours per week for 6 months
prior to study entry
* they had a diagnosis of current major depression, an anxiety
disorder (including generalized anxiety disorder, panic
disorder, or social phobia), any current alcohol or substance
X e|7|& abuse, or any lifetime history of bipolar illness or psychotic
disorder
e they had any medical illness that would contraindicate the
use of atomoxeting, current or past hypertension, and
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anyhistory of organic brain disease or seizures other than
febrile.

e EWPS
» Atomoxetine: 48.8+16.7
24 71 baseline e Placebo: 50.8+15.5
« p-value: NR
SHFI|AHE | 45724
ZORAlERE | A58 #H 5 (point value)
e AAQoL
« Atomoxetine: 48.0+12.3
210 baseline e Placebo: 47.4+13.3
e p-value: NR
SHFIIAE | 671
ZIHAlERE | o458 B 5(change value)
e DBS
4 e (o
ZORAlERE | 453 B (change value)
Hote T CAARS-Inv:SV
2 1i4 b_aseline NR
Za} EYFVIAME | 670
= ZofAlE | 998 B (change value)
"otz CAARS-0O:SV
2 | o
ZIHAlERE | o453 B 5(change value)
e CAARS-S:SV
46 e (o
ZORAlERE | 453 B (change value)
Hote+ ASRS
4N | e
ZofAlE | 998 B (change value)
sim nausea, dry mouth, fatigue or insomnia, decreased appetite,
= constipation, erectile dysfunction, urinary hesitation.
sxig JHa =2 8222 nauseaZ atomoxetine™ 2| 28.4%7F H 115t
e 2431 A2o0{ placeboollME 58%7F 2 18Hp<0.001). atomoxetine
oM H2tgo=2Z QIst E2tE0| placeborIMELC SHMSZ
Felo|stA =US
- atomoxetine2 670g =&3%t ADHD Mol &Xl= placebo 52T
=" 2ot A Eo|xeol gte| Fo| Reo|s HWMEUS
7| E} \ Funding Lilly Research Laboratories, Indianapolis, IN
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Retz(2012)
NCT number NCT00730249
oA SErEY double—blind, randomized, placebo—controlled study with parallel
= group design
2Rt 18AM| O|AF ADHD Aol &HX}
| = of 2t=(n) MPH ER(n=84)
A su/ge « MPH ER: 66+20mg/d
PICO » Placebo: 78+17mg/d
Hlmek | 2F=(n) Placebo(n=78)
| BH/EZF | NR
A 4 WRAADDS, ADHD-DC, CAARS-S:L, SDS, CGI-S
ol o ==l
e T —.)
sl [ TS
T FN ezt 8

« MPH ER: =4 32%/84Y(38%)

M o Placebo: =AM 44%/78H(56%)
» P-value: 0.027
« MPH ER: 36.6+10.4
A « Placebo: 38.2+9.9
* P-value: 042
« MPH ER: 1122+134
1Q * Placebo: 113.3£14.3
e P-value: 0.67
« MPH ER: 73.8%13.7kg
BMI/X & » Placebo: 82.9+17.1kg

e P-value: 0.0005

[
(]
N
HA

» patient treated as out—patient

« score of 85 or greater in IQ-test (MWT-B)

« diagnosis of ADHD according ADHS-CL (DSM V) and
WRAADDS > 35 points

+ ADHD symptoms have existed since childhood (WURS—k >=
30)

e Body Mass Index >= 20 and body weight < 130 kg

« willing to eat breakfast and lunch

« patient is wiling and able to come to the observation
appointments

» written consent of the patient to participate in the study

HelZ|&E

e treatment with psychostimulants in the past two weeks before
screening

« shift work or night work

alcohol, medication or drug dependency in the past six

months or manifest drug abuse

diagnosis of a psychosis (SKID-I)

epileptic attacks in the past

EEG result which suggests epilepsy

acute depressive episode according to ICD-10 F32.2 and

ICD-10 F32.3 (Beck-Depression-Inventory > 18)

 lliness with schizophrenic symptoms (SKID-I)
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« acute manic episode, bipolar disorder(SKID-I)

» diagnosis of a tic disorder

e acute anorexia

* acute prominent panic disorder and generalised anxiety
(SKID-)

« clinically relevant kidney disorders

e creatinine > 1,5 x upper norm-range

« clinically relevant liver disorder

« SGOT and/or SGPT > 2 x upper norm-range

» pathological ECG—finding

« QTc > 450 msec in male, QTc > 470 msec in female

« high blood pressure (anamnesis or blood pressure > 140/90
mm Hg at screening)

e known acclusive arterial disease

« angina pectoris (@anamnesis or ECG-finding)

« cardiac arrhythmias (anamnesis or ECG—finding)

e KHK (anamnesis or ECG—finding)

« post heart-attack status (anamnesis or ECG—finding)

e post stroke status

e known elevated intra—ocular pressure

¢ known enlarged prostates

» latent and manifest hyperthyreosis

* TSH < lower norm-range

« patient with a terminal disease (e.g. cancer)

» participation in a clinical study within the past 30 days

e participation in this study at an earlier point in time

¢ simultaneous participation in another clinical trial

« women of child-bearing age without adequate contraception
(contraceptives, intrauterine device , no sexual intercourse)

« pregnancy (positive pregnancy test) or lactation period

s WRAADDS

« MPH ER: 46.3%£5.0
baseline e Placebo: 454+53

e P-value: 0.3471
EYFI|AHE | 8F
ZOfMAlE | oA=53 (Point Value)
Hote+ CAARS-S:L

« MPH ER: 126.1£31.7
baseline » Placebo: 114.4+30.4

e P-value: 0.023

vl N
b3

EYFI|IAHE | 8F
ZoH Al | 43 (Change Value)
e SDS
« MPH ER: 19.7£47
baseline e Placebo: 19.0+55
e P-value: 0.55
8T

4254 (Change Value)

WRAADDS HHEE

HIlE .
} WRAADDS total scoreZt 30%0|Ar ZHAsh AlZte| H|E
baseline NR
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EHFI|ANE | 8F
ZoHAlEHE | Ol 28 HT(BIEE, %)
HotE o CGl BFSE )
“very much” EE= “much’2 &kAISH Al2Ee| H|Z
Z 15 | baseline NR

ESRESTINES

ZpHA| 2

OIEH HF(HSE, %)

Decreased appetlte, Dry mouth, Excessive thirst, Headache,

ah= Palpitations, Dizziness, Gastric discomfort, Nausea, Backache,
FEI= Excessive appetite, Drowsiness, Seborrhoea
27} Decreased appetite, Dry mouth, Excessive thirstS0l| placebodi|
= Hla] XZ2ZAA FEO wlfHst 2E-Z20(Ct
- Placeboo!| H|sl MPH ERAIA SHX2Z |2|5HH ADHDA| ZO|
= 2oHo|AS
7| Et \ Funding Medice, Germany
Medori(2008)
NCT number NCT00246220
oA SETLY double—blind, randomized, placebo—controlled, parallelgroup,
[ RLR=] . .
fixed—dose trial
IS 18M|-65M ADHD Mol =X} (7M| O|M2E SA&S JHXD UZ)
22 k= (n) prolonged-release (PR) OROS methylphenidate (n=305)
okR| 2ui/gey 18mg, 36mg, 72mg /d
PICO (72mg/d= 36mg(4e)—54mg(3)—72mg(4=))
H|0 °F=(n) Placebo(n=96)
k| BH/E2F | 18mg, 36mg
Z o 4 CAARS-0:SV, CAARS-S:S, CGI-S, SDS
Al =7t ¥ XY 78 1370= 5174 7| &
%72 TYHA|7| 2005.4.-2006.6.

5 wao|l

5F

« PR MPH 18mg/d: &4 58H/101H(57.4%)
« PR MPH 36mg/d: &4 46/102H(45.1%)

My « PR MPH 72mg/d: =4 55%3/1022(53.9%)
o Placebo: =AM 59%H/96H (62.5%)
e P-value: NR
+ PR MPH 18mg/d: 34.2(32.1-36.3)
* PR MPH 36mg/d: 33.8(31.7-35.8)
ey « PR MPH 72mg/d: 33.6(31.5-35.6)
SHR} »  Placebo: 34.5(32.5-36.4)
EN e P-value: NR
IQ NR
BMI/& & NR

o DSM-IVE| Zlcty|=of wE Mol ADHD &HA}

« confirmed by the Conners’ Adult ADHD Diagnostic Interview
forDSM-IV (CAADID)

» CAARS total score of 24 at screening

HelZ|E

« Patients were excluded if the investigator judged they (or their
child) had a history of poor response or intolerance to
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methylphenidate;

» they had been diagnosed with any current clinically unstable
psychiatric condition (e.g., acute mood disorder, bipolar disorder,
acute obsessive-compulsive disorder),

» family history of schizophrenia or affective psychosis; serious
illnesses (e.g., hepatic or renal insufficiency or significant
cardiac, gastrointestinal, psychiatric, or metabolic disturbances);

» hyperthyroidism, myocardial infarction, or stroke within 6 months
of screening;

» history of seizures, glaucoma, or uncontrolled hypertension

HilE+ CAARS-0O:SV
* PR MPH 18mg/d: 35.6(34.2-37.0)
* PR MPH 36mg/d: 37.3(35.9-38.6)
baseline * PR MPH 72mg/d: 36.6(35.2-37.8)

« Placebo: 37.2(35.8-38.6)
e P-value: NR

EEF7IAME

0F(baseline), 13, 3%, 53 (double-blind endpoint)

ZIPAA| L

428 B4(change value)

e CAARS S:S
* PR MPH 18mg/d: 48.5(46.0-50.9)
* PR MPH 36mg/d: 51.2(49.0-53.4)
baseline « PR MPH 72mg/d: 50.6(48.2-53.0)

» Placebo: 51.1(49.0-53.2)
* P-value: NR

SEF7IAME

0= (baseline), 53 (double—blind endpoint)

ZA|A| 2

o155 B 5=(change value)

RN
=

Hile+ CGI-S
« PR MPH 18mg/d: 4.9(4.7-5.0)
« PR MPH 36mg/d: 5.0(4.8-5.1)
baseline * PR MPH 72mg/d: 4.9(4.7-5.1)

+ Placebo: 4.9(4.7-5.0)
¢ P-value: NR

SEF7IAME

0% (baseline), 53~(double-blind endpoint)

LA

48 H=(change value)

goteT

SDS

baseline

NR

el

0= (baseline), 53 (double-blind endpoint)

ZA|A| 2

428 HZ=(change value)

Decreased appetite, Headache, Insomnia, Nausea, Dry mouth,

g

=l Dizziness, Weight decreased, Nasopharyngitis, Tachycardia,
= Irritability,  Anxiety, Hyperhidrosis, Fatigue, Depressed mood,
Palpitations, Nervousness, Initial insomnia
placebo™ =CF PR MPH #=0ilAM O ol 23St (75-82% vs.
66%)
LR Zd30|AHLt soEBI 2220|195
21} =
ul "ol 2HXtoAM ZCish o] atEtSo| 2l (ME A ola, =
otZtof, HEE, =70H)
13 (4.3%)e T A= ot ool AM-=H-&els 5o F=&t
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go= =82 o

Az

PR MPH= 4 ¢l ADHDAIAM ZxpAel x| Z2H el

71Et | Funding

Janssen Pharmaceutica N.V., Belgium.

Miguel(2013)

AT

NCT number

EudraCT #: 2007-002111-82

A 13-week,
randomized, double-blind, placebo-controlled, fixed-dose study

PICO

18M|-65M ADHD A ¢l 2tXt (DSM-IV-TR 7| &)
confirmed using Conners ’ Adult ADHD Diagnostic Interview
Part Il for DSM - IV

OROS-MPH 54mg (n=90)
OROS-MPH 72mg (n=92)

CEOT

HM2ol= BmgE AlE 1F 58 T 54mg, 72mg=

Placebo(n=22)

NR

CAARS-0:8V, CAARS-S:S, CGI-C, CGI-S, SDS AIM-A,
DUSI-R, HAM-D, HAM-A

roe >
o oot

TR 4270 7|2

2008.2.-2009.4.

5F + 4%

o open label : = 84T/155%(54.2%)

double-blind PR OROS MPH : =AM 1123/23(47.8%)
double—blind placebo : =4 72/158(31.8%)

¢ P-value: NR

« open label : 35.0+10.6(18-60)

double-blind PR OROS MPH : 37.5+12.0(21-62)
« double-blind placebo : 35.1+9.8(20-52)

¢ P-value: NR

NR

« OROS-MPH 54mg: 25.6+4.4/77.1+15.8
« OROS-MPH 72mg: 26.0+5.0/78.0+16.6
o Placebo: 25.2+3.8/252+3.8

* subjects had to score 24 on the 18 DSM-IV items measured
by the investigator-rated CAARS-O:SV

HelZ|E

¢ known non-response to MPH;

e any clinically unstable psychiatric condition;

« family history of schizophrenia or affective psychosis;

« autism, Asperger ' s syndrome, eating disorder, motor tics or
history (including family history) of Tourette s syndrome;

» substance use disorder (not including caffeine or nicotine
dependence), hyperthyroidism, myocardial infarction or stroke
6 months before screening;

* history of seizures, glaucoma or uncontrolled hypertension;

e angina pectoris or cardiac arrhythmias.

« Women who were pregnant or breastfeeding

re o
=

HItET

CAARS-0O:8V

baseline

+ OROS-MPH 54mg: 35.6+6.8
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* OROS-MPH 72mg: 37.3t6.4
* Placebo: 36.5%6.1
¢ P-value: NR
EH™HFI|AMA | 0F, 13, 3F, 55, 75, 95, 135, post-visit
| =8 HZ=(change value, point value)

4 TEA| A 2
7

=

Jg

CAARS-S:S

* OROS-MPH 54mg: 48.9+11.7
* OROS-MPH 72mg: 48.0+13.2

baseline « Placebo: 49.0+10.2
¢ P-value: NR
EXFIIMNA | 0F, 5F, 13F
A 428 B Z=(change value, point value)

3 DIRIA
7

=

_\g

CGI-S

baseline

« OROS-MPH 54mg: 5.0(3-7)
« OROS-MPH 72mg: 5.0(3-7)
«  Placebo: 5.0(3-7)

¢ P-value: NR

SYFIIAME

0=, 53, 13F, post-visit

Z A Al

=35 BiZ=(change value, point value)

BIET

CGI-C

baseline

NR

EREIIAES

03, 53, 13F, post-visit

Zp Al

Ool2d H= i =3)

&35 H (change value)

HIlET SDS
» OROS-MPH 54mg: 19.4+4.9
. « OROS-MPH 72mg: 19.1£55
baseline

* Placebo: 20.3+4.7
¢« P-value: NR

EHFIINE

0=, 53, 13%F, post-visit

Z A Al

=35 Bi4=(change value, point value)

BIET

AIM-A (ADHD Impact Module-Adult)

baseline

NR

EREIIRES

0%, 15, 3%, 55, 7%, 9%, 13%F, post-visit

ZBp Al

48 B Z=(mean change) : subscale

HotE+ DUSI-R (drug use screening inventory revised)
* OROS-MPH 54mg: 34.8+12.3
. * OROS-MPH 72mg: 35.5+13.1
baseline

e Placebo: 37.2+115
¢« P-value: NR

e RIS

open label : 0F, 123, 243, 36F, 485, 2%
double-blind : 0=, 4%

IR Al

o438 Bi=(change value, point value)

4z
0f0

Headache, Decreased appetite, Nausea, Insomnia,
Nasopharyngitis, Dry mouth, Weight decreased, Anorexia,
ah= Dizziness, Anxiety, Initial insomnia, Fatigue, Tachycardia,

Depressed mood, Hyperhidrosis, Palpitations, Irritability, Back
pain, Agitation, Restlessness, Heart rate increased, Tremor
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ek eHHo|2tE  of&tEHE0|

54mg 86.5%, placebo 78.4%
& B SRS EE AI_.C_?_x-Igl_, :r"7._‘|, QA

o — U y 1T =
ol ttk80l Aldef M2 Jtsdol U= & 72mg 70.8%,

LIEHEE 2 72mg  91.3%,

2l 54mg 80.4%, placebo 54.6%
ojMEtE oz Qlall A[EOo| JHE A 72mg 19%(20.7%),
54mg 15W(16.9%), placebo 1H(1.0%) - =™, 2Al0| IEF
ZCi st o|AEFS: 72mg 4H, 54mg 3H, placebo 28 - A[EHO|
SohEl 9= 54mg oM 1
= OROS-MPH= Mg oz Mol ADHDE x| =Zsth=H| o|50] U
= ct.
7|t \ Funding Janssen-Cilag EMEA (Europe, Middle East and Africa)
Biederman(2006)
S NCT number NR
- AR randomized, placebo—controlled, parallel-design study
IoN e 19-60Ml ADHD 2fzlif Aol =X}
2 zoky | =0 OROS-MPH(n=67)
BH/EE » 80.9+31.8mg/d
PICO ol =
amotw = n) Placebo(n=74)
B/ 2 » 96.8+25.9mg/d
Z o AISRS, CGI-S, CGI-l, HAM-D, HAM-A
al o o
Ale iZJADIx' =
5} =
7| FX pelo|zt 6T
* OROS-MPH: =M 38%H/67%H(57%)
Ay o Placebo: =4 35%/74%(47%)
e P-value: 0.3
» OROS-MPH: 32.7+185
Pal= o Placebo: 37.6+84
e P-value: 0.04
1Q NR(M 27| 2222 112)
BMI/| & NR
* To be included, subjects had to satisfy full diagnostic
criteria for DSM-IV ADHD on the basis of clinical
i assessment and confirmation by structured diagnostic
i-: ﬂ interview.

R
0
N
HA

* Subjects treated for anxiety disorders and depression who
were receiving a stable medication regimen for at least 3
months and who had a disorder—specific Clinical Global
Impression Scale (CGl)-Severity score of 3 or less (mildly
il) were not excluded. Thus, subjects receiving stable
doses of non - monoamine oxidase inhibitor antidepressants
or benzodiazepines for more than 3 months were eligible
for this study.

H |7 &

* We excluded potential subjects if they had clinically
significant chronic medical conditions,

« abnormal baseline laboratory values,
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« intelligence quotient less than 80,
e delirium, dementia, or amnesic disorders,
« other clinically unstable psychiatric conditions (i.e., bipolar
disorder, psychosis, suicidality),
* drug or alcohol abuse or dependence within the 6 months
preceding the study, or a previous adequate trial of MPH.
« We also excluded pregnant or nursing women.
Hote+ AISRS
» OROS-MPH: 33.16+0.7
24} baseline * Placebo: 33.16x0.7
e p-value: NR
E™FI|/ANAE 15, 2%, 3%, 45, 55, 6F
Z IpH| Al ke A% B (point valug), JEIMM X2 E FE&
CGl-l HtSE
Hote+ CGl-improvement<=2, much or very much improved?l Azt
23l | | L)
baseline NR
& FI|/ME | NR
Za} ZIpH| Al ke Ol 28 HEHISE, %)
B = Decreased  appetite, dry  eyes/nose/mouth,  Headache,
Gastrointestinal, Colds/Allergies/Infections, Tension/
Jitteriness/Sleep  Problems,  Aches/Pains, Cardiovascular
sim Complaints, Depression, Agitation, Dizziness, Menstrual
= Problems, Anxiety, Daytime Tiredness, Autonomic Symptoms,
. Increased Energy, Tics, Mood lability, Skin problems,
e Neurological, Easy Bruising, Sexual, Urinary problems,
Restlessness
anorexia, dry mouth, gastrointestinal problems,
=7} tension/jitteriness, insomnia, cardiovascular complaints,
depression, anxiety, dizziness 0| OROS MPHX| 220l A
SAMCZE Folst ptHMo| JUMS
= OROS MPHE ofg! 13mgkg/dayZ2 =xIZst= 2Zd0| A¢l
= ADHDx| 2ol F1p& ¢l
7| Et \ Funding McNeil Consumer and Specialty PharmaEfceuticals
Rosler(2009)
S NCT number NCT00619840
- o178 Placebo—-Controlled Multi-Centre Double-Blind Trial
I 18M| O|AF ADHD A2l &k}
k= (n) Methylphenidate(n=241)
|20k 41.2+18.2(10-60)mg/d
B BH/EY MPH-ER: 50% immediate release MPH and 50% extended
PICO
release MPH
s mok iﬁ(r;) Placebo(n=118)
SH/8T 40.8+19.6mg/d
Z o 4 WRAADDS, CAARS-S:L, CGlI
Al E =7t ¥ XY =
2td THA|T| 2004.11 - 2006.05
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=X pe|7|zt prES
« Methylphenidate: =4 1208 /239H (50%)
My « Placebo: =4 58%/118H (50%)

* P-value: 0.9

¢ Methylphenidate: 35.2+10.1
= * Placebo: 33.8£10.6
e P-value: 0.24

* Methylphenidate: 110.4+x14.4
1Q e Placebo: 109.7+14.4
e P-value: 0.72

* Methylphenidate: 78.0+17.2
BMI * Placebo: 77.3+16.7
* P-value: 0.76

)

* Patient treated as outpatient or inpatient

* Patient has a good command of German

« Score of 85 or greater in the 1Q test (MWT-B)

« Diagnosis of ADHD according to ADHD-CL (DSM V) and

WRI-WRAADDS > 28 points

ADHD symptoms have existed since childhood (WURS-k >=

30)

* Body mass index >= 20

* Willing to eat breakfast

« Patient is wiling and able to come to the observation
appointments

« Written consent of the patient to participate in the study

* |_>,
0!
N
M

I
f
i
i
o
o

i rie

0z A

* Treatment with psychostimulants in the past 2 weeks

* Inconsistencies in the CAARS- SiL >= 8 (Inconsistency
Index)

« Shift work or night work

* Alcohol, medication or drug dependency in the past 6
months or manifest drug abuse

» Diagnosis of a psychosis (SKID-I)

¢ Epileptic attacks in the past

* EEG results which suggest epilepsy

e Clinically relevant liver disease

« Clinically relevant hyperthyroidism (relevantly elevated TSH,
T4)

* Acute depressive episode according to ICD-10 F32.2 and
ICD-10 32.3 (SKID-)

* llinesses with schizophrenic symptoms (SKID-I)

« Acute manic episode, bipolar disorder (SKID-I)

« Diagnosis of a tic disorder

« Acute anorexia

e Acute prominent panic disorder and generalised anxiety
(SKID-1)

* Clinically relevant kidney disorders

¢ Known high blood pressure

* Known occlusive arterial disease

Hel7|E
* TREF A&
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* Known angina pectoris

« Known coronary heart disease and state after myocardial
infarction

¢ Known tachycardial arrhythmias

¢ Post-stroke status

¢ Known elevated intra—occular pressure

* Known enlarged prostates

e Participation in a clinical study within the past 30 days

* Participation in this study at an earlier point in time

* Simultaneous participation in another clinical trial

* Women of child-bearing age without adequate contraception

« Patients with terminal illness (e.g. cancer)

« Pregnancy (positive pregnancy test) or lactation period

re o
=

Hote+ WRAADDS
* Methylphenidate: 44.8+7.2
247} baseline * Placebo: 45.5%6.8
e P-value: 045
ESHFI|IME |1, 2, 3, 4,5, 8 12, 18, 245
Z21} 04 =3 #5(point value)
=t CAARS-S:L
* Methylphenidate: 119.2+29.6
2710 baseline * Placebo: 117.9+26.2
e P-value: 0.70
=7 1,2, 3, 4,5, 8 12, 18, 24%F
2

A H(point value)

WRAADDS BtEE
WRAADDS &3 7t &4 30%0[ 4 Ziast Alghe| vl g

A3 | baseline

NR

EEF7I/AE

245

Z IpA| Al B

0|28 HT(HEE,%)

decreased appetite, dry mouth, difficultiies falling asleep,
Palpitations, excessive thirst, mestrual difficulties, reduced libido,
hyperhidrosis, hot flashes, diarrhea, seborrhea, breathing

ah= difficulties, tremor, cardiac pain, blurred vision, parethesia,
nausea, drowslness, shortended asleep, gastric discomfort,
222 excessive apetite, chilis, heaviness in legs, micturition difficulties,
vomiting
o AlZZEA QlolE, FHZEf, AMAER ZE I MElE
247} = MZUE 50| MPH-ERZMAM O 'ELg
= o EE FTUHAZL BF ASETR ASFolM o BO| L}
EHef
—_— NaT = FHEEFC] MPH-ER2 M ¢l ADHDAIZO|AM &
= Ixo|of oM &
7€+ [ Funding Medice
Blederman(2010)
; NCT number NCT00181571
O:
AT AT7Y double-blind, placebo—controlled, parallel study design (open
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label)

PICO

19-60A1 ADHD A ¢l 2tX}

2
M4

=

OROS-MPH(n=109)

]
It
0k

™

67 78.4+31.7(36-72mg/d
6-307: NR
30-34F: NR

2
1]

=

placebo(n=114)

B e

oo
It
olo

™

67 96.6+26.5(36-72mg/d
6-30=: NR
30-34=: NR

ZaH

=, ML=, CGI-S, CGl-l, AISRS

AlE

2

=7t 2 x|

A7

=5 pay|zt

671

SH=E|
=

0

« OROS-MPH: =AM 43%/109H(40%)
o Placebo: =4 5023/11484(52%)
e p-value: 0.2

» OROS-MPH: 34.7+9.2
» Placebo: 36.4+8.6
» p-value: 0.2

NR(H 27| Zo =20t J15)

NR

[
0z
N
HA

* To be included subjects had to satisfy full diagnostic

criteria for DSM-IV ADHD with childhood-onset and
persistent symptoms based on clinical assessment and
conflrm§%4by structured diagnostic interview and an AISRS
score >

» Subjects treated for anxiety disorders and depression who

were on a stable medication regimen for at least 3 .
months, and who had a disorder—specific CGl-Severity
score <3 (mildly ill) were included.

HelZ|&E

* We excluded potential subjects if they had clinically
significant chronic medical conditions,

+ abnormal baseline laboratory values,

« intelligence quotient less than 80,

¢ delirium, dementia, or amnesic disorders,

« other clinically unstable psychiatric conditions (i.e., bipolar
disorder, psychosis, suicidality),

» drug or alcohol abuse or dependence within the 6 months
preceding the study, or a previous adequate trial of MPH.

* We also excluded pregnant or nursing women.

e m
B

gotz 7

B2 E(Response)
 CGI-l scale<?2
o AISRS score?} baseline2Ct 30% O|AF ZbA

baseline

NR

EREALE

6=

Z I Al

o8 HT(EIEE, %)

gote=+

AISRS

baseline

» OROS-MPH: 29.77+0.6
» Placebo: 30+0.7
* p-value: 0.7
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2l ADHD et== 2| u

ZEFIIMNE | 65T 1F 244
Z OpH| Al b A5 Bi=(point value)
Cold/lnfectlon/allergy, Increased appetite, Decreased appetite,
Headache, Gastrointestinal Insomnia, Sedation, Decreased
_e energy, Increased energy, Cardiovascular, Tenseljittery,
= Agitated/irritable, ~ Sad/down,  Anxious/worried,  Autonomic
Drool/sweat, Mucosal dryness, Dizzy/lightheaded, Neurological,
— Musculoskeletal, Genitourinary, Pulmonary, Dermatological
e » Phase 16F)0lM A4 5HE, MFnjel HUAXE,
MASH S4 50| OROS-MPHAIZ2b Rolst zEMO|
. A
« Z= AMHEAAM Hamilton ¢t M= E= Hamilton 2 A=
= OROS-MPHZ 2} ¢|ekZolA F2|&t AIo| & HO|X| &S
(p =09
phasel(6F)ollM el AN HSES OROS-MPH I80A §
olo|stH =U2LHE2%, n=67 vs 37% , n=41; p<0.001) X|=
oA MLUES| Atol= FelolstK| LUZ(18%, n = 2 vs
ZE 0%, n =0; p = 0.1).
OROS-MPH= Alg4s EWHE, Aldntol MouHxg A4
S8 B4 5o YMI Foltt HAHMO| US. Y| HEo
chst o177t ot
7| E} \ Funding Ortho—-McNeil Janssen Scientific Affairs, LLC
Adler(2009)
NCT number NCT00326391
AT Ao Randomized, Placebo—Controlled, Double—Blind, Parallel Group,
Dose—-Escalation Study
2Rt 18-65M ADHD ¢l 2K}
22Ok =N OROS-MPH(n=113)
PICO SH/ S 67.7+27.9mg/d(36-108mg)
H|mok 2FE(n) Placebo(n=116)
SH/EE 86.9+27.8mg/d(36-108mg)

AL
Aol =

AISRS, CGl-I, Treatment Response

Al =71 2 X o=
ﬂ; T AT 2006.05.08 — 2006.11.21
o | FE mer)zt lsin
+ OROS-MPH: =4 652%/11324(57.3%)
M »  Placebo: =446433/116H(55.2%)
e P-value: NR
+ OROS-MPH: 39.9+12.27
A » Placebo: 38.2+11.40
=IoN; + P-value: NR
EM | 1Q NR
BMI/X & NR

» Investigator determined diagnosis of ADHD as defined by the
Diagnostic and Statistical Manual of Mental Disorders Fourth
Edition (DSM-IV) criteria with symptomatology from childhood
to adulthood, symptoms present before age seven years and
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continue to meet full DSM-IV criteria at time of assessment

« Diagnosis confirmed by the Adult ADHD Clinical Diagnostic
Scale (ACDS) at Baseline and Adult ADHD Investigator
Symptom Rating Scale (AISRS) score of 24 or greater as
determined by the Investigator at Baseline

» Global Assessment of Functioning (GAF) Scale score of 41
to 60, inclusive, at Baseline

«  Minimum weight of 100 Ibs (45.4 kg) at Screening

» Negative urine drug test at the Screening and Baseline Visits
when tested for drugs of abuse

« Known to be non-responders to methylphenidate or other
stimulants for the treatment of ADHD

e History of allergy, sensitivity or contraindication to
methylphenidate or components of methylphenidate HCL
extended-release tablets

» Coexisting medical condition or taking concomitant medication
that would interfere  with safe  administration  of

Hel7|&E methylphenidate in the Investigator's opinion
« Known structural cardiac abnormality
» Diagnosis of or family history of Tourette’'s syndrome, or
motor or verbal tics
» history of seizures or a seizure disorder other than febrile
seizures in childhood
» Glaucoma
» Uncontrolled hyperthyroidism or hypothyroidism
e AISRS
baseline « OROS MPH: 38.6+6.85
Z1H » Placebo: 38.1£7.31
SHFI|MNE 1,2 3 4,5 6 7F
Z OPH| A b 48 (change value)
e CGl-I
210 baseline NR
Z™FI|/ANAE 1,2, 83 4,5 6 7F
Z A A b o454 (change value)
% treatment Responders
247 + AISRS7} baselineZEt 30%0[|A #5539 2MAM CGI-IZF 2
P e 2ol &2 2&(A responder is a subject who had at least
- =213 a 30% improvement in the AISRS score and had a CGI-
score of 1 or 2 (much or very much improved).)
baseline NR
SHFI|NE 1,2 3 4,5 6 7F
Z pA| A ke Ol 23 H(BIEE,%)
Decreased appetite, Headache, Dry mouth, Anxiety, Nausea,
=l Blood pressure increased, Insomnia, Heart rate increased, Initial
_—— = insomnia, Bruxism, Irritability, Muscle tightness, Diarrhea,
e Somnolence
247} 71 2ol HMst 2EE22 AlZZA(OROS-MPHZ 25.5% vs.
Placebo 6.0%), &, FZAZE, =0 24!, HAEIIUS
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OROS-MPH= 49l ADHD tate 2 oHdstl 1Al ekE
- Q1. Placebol}t Hlw Al O E2 x&E HFSE(p=.009), AISRS
== total score2| &4Hp=.012), CGI-l score ®=x2| &4Hp=.008)2

Heol st AZESE o|MES 2 HOlX] 23,

7| et \ Funding McNeil Consumer & Specialty Pharmaceuticals
Jain(2007)
NCT number NR
o SETEY randomized,  multicenter, double-blind,  placebo-controlled,
- = crossover study
LION 18-60M| ADHD Mol 2|zf 2HX}
2o ok=(n) MLR methylphenidate
| 2d/est 57.8+20.1 mg/day(ZItH 22 1.0 mg/kg or 80 mg/day)
PICO | oty t=(n) Placebo
SH/ ST 64.9+17.5 mg/day
2 apg CGl, CAARS-S:SV, CAARS-O:SV, PSS, HAM-A, HAM-D,
LIFE
Al =7+ ¥ X =
sipy | THAIZI 2003.10-2004.04
T FH ezt 5-11F
o4 =l 30%/48H(62.5%)
= 372 + 112 (188 -57.1)
1Q NR
BMI/X & NR

e adults 18 to 60 years of age with a childhood history
consistent with ADHD and meeting the DSM-IV diagnosis
of ADHD were screened for study entry.

» Subjects were diagnosed with ADHD using the DSM-IV
criteria for ADHD, inattentive or combined, adapted for
adults as the Wender Utah Criteria for ADHD, by displaying

« either motor hyperactivity persisting from childhood or
attentional deficits persisting from childhood, plus 2 of the
following (1) affective lability, (2) inability to complete tasks,

2K} (3) hot or explosive temper, (4) impaired interpersonal
£4 relationships or inability to sustain relationships over time,
P CIE (5) impulsivity, or (6) stress intolerance.

« they had a T score greater than or equal to 65 on the
ADHD Index of 1 of the 2 Conners’ Adult ADHD Rating
Scales - Self-rated

+ (CAARS-S) forms completed during the baseline week and
1 of the 2 Conners Adult ADHD Rating Scales -
Observer-rated (CAARS-0) forms completed during the

» baseline week

« they weighed between 50 and 90 kg at baseline
assessment

« they had an IQ greater than or equal to 80 as assessed
using the Wechsler Adult Intelligence Scale-Ill (WAIS-)32
at visit 1 or during the prior 5 years
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« they were otherwise able to comply with the study protocol.

« they had a true allergy to methylphenidate or
amphetamines; a history of serious adverse reactions to
methylphenidate or were known to be methylphenidate
nonresponders; serious or unstable medical illness; serious
hypertension, defined as any values above 100 mm Hg
diastolic and 170 mm Hg systolic; anxiety of sufficient
severity to warrant treatment, based upon the Hamilton
Rating Scale for Anxiety (HAM-A); depression of sufficient
severity to warrant treatment, based upon the Hamilton

MelzlE Rating Scale for Depression (HAM-D); a history of drug or
alcohol abuse disorders of the sensory organs; autism; or
psychosis or any other unstable psychiatric conditions
requiring treatment.

» Patients treated with the following medications were
excluded from the study: guanethidine, pressor agents,
monoamine oxidase inhibitors, coumarin anticoagulants,
anticonvulsants, phenylbutazone, tricyclic antidepressants,

» selective serotonin reuptake inhibitors, or herbal remedies.

e Cal
24 71 b_aseline NR
ZEFIINE | 3%
Z IR AlEHE | 4255 B 4(change value)
Hote+ CAARS SISV
230 tfi_lel;lg(; 72.x3i8.2
SHFI|MNE | 3F
Z DpA|A| b HA=£8 #H<=(point value, change value)
A} "ot CAARS-0O:SV
= 2113 b_aseline 734+6.8
EYFI|AMNE | 3F
ZIORAlER | o455 B =(point value, change value)
sim headache, anorexia, insomnia, Nervousness, nausea, anxiety,
= dry mouth, emotional liability, depression, asthenia, swearing
. MLR methylphenidate2}t placebo2ollAl 71&H &5t BE2lE22 F
e 2431 E(Z+2Z 26%, 24%)01AU 20 anorexia(@2%, 6%), insomnia(22%,
8%), nervousness(20%, 4%), nausea(16%, 8%)%=. Mzst £
g2 AMS
- MLR methylphenidate= 4 ¢l ADHD &HXte| ADHD S4+ & &
=" S2 FoolstA JHWMHAIZIHA B2EE2 HMAS

THST AR

7| E} \ Funding

Purdue Pharma, Pickering, Ontario, Canada.

Reimherr(2007)

SE NCT number NR

= AT RY double—blind, crossover study
N 18-65M ADHD Aol 2|zf 2tXt
=0 k= (n) OROS-MPH

PICO | X122 o iigar | 6404233018 90mgd
Hlmek| | 2F2(n) placebo
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o|R7|SHIIE 9I3h 2HE|m WHE o1 : 35 =TS 0|28 Mol ADHD A= FIH| D
| 28/822F | 18-90mg/d
Z o 4 WRAADDS, ADHD-RS, CGl-l, B3 &
R =
ﬂ; T AT 2004.08-2005.12
T FH ezt 4%
Ay =M 13W/47H (27 7%)
= 306 = 108
1Q NR
BMI 285 = 57

» The subjects were required to have a current diagnosis of
adult ADHD using DSM-IV-TR criteria for current ADHD
based on the Conners Adult ADHD Diagnostic Interview for
DSM-IV15 with at least moderate ADHD symptoms and the

ME7|= Utah Criteria for ADHD in adults.

» Subjects were between 18 and 65 years of age.

At « Female subjects were eligible to enter and participate in this
=4 study if they were of non—childbearing potential or agreed to
use an approved form of contraception.

e current diagnosis of major depressive disorder, generalized
anxiety disorder, panic disorder, obsessive-compulsive
disorder, posttraumatic stress disorder, bipolar disorder,
schizophrenia, or other psychotic disorder.

Hel7| &= « Subjects with a seizure disorder

« Subjects with hyperthyroidism or hypothyroidism

» subjects with significant medical conditions likely to become
unstable during the trial or likely to be destabilized by
treatment with methylphenidate (e.qg., cardiovascular disease)

e WRADDS
24 71 b_aseline 23.0£3.1
Z™FI|MNE | 4F
Z IR Al e | o455 B (point value)
Hote T ADHD-RS
i +
@ | [
ZIOMAlE | odEE B (point value)
HSE
amn Hote+ much im d b he CGI-I i d 50% h
P Hote proved or better on the or improve 5 on the
2713 WRAADDS
= baseline NR
Z™TI|AME | 45
ZOAMAlEE | Ol B8 H(%)
Decreased appetite, Sleep/insomnia, Anxiety, Headache, Nausea,
ah= Aches/pains, Urinary problems, Dry eyes/nose/mouth, Tension,
FxE Cold hands, Agitation
247 OROS-MPHZAHIA placebo =SZECE FTHZAEO, AlZX s}
= anxietyS w2lo|stH dEsids
a4E OROS-MPH2 M ¢l ADHDE A Zst=d 22H0|AS
. McNeil Pediatrics, a division of McNeil PPC Inc., Fort Washington,
7|E} | Funding Py
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Boonstra(2005)
S NCT number NR
- AR double blind, cross—over, placebo controlled study
=N 20-55M A2l ADHDEHAL
2F=(n) MPH-placebo(n=24)
3 week treatment period (& 74.8+15.6mg/d)
X2 | o oy e 0.5mg/kg per day in weeki1
cRiee 0.75mg/kg per day in week 2
1.0mg/kg per day in week 3
PICO ok=(n) Placebo-MPH(n=19)
3 week treatment period (Ho 65.3+16.9mg/d)
H| k|| 2wz 0.5mg/kg per day in week
cRlee 0.75mg/kg per day in week 2
1.0mg/kg per day in week 3
ETRITPN « Conners’ Continuous Performance Test(CPT)
- + Change Task (ChT)
al o B = ==
Al ii;{};: |7(| - IJL{E =S
e I; |7 e
TS o |.7j 7T
Mied e MPH-Placebo: =4 14%/24%(58.3%)
<= +  Placebo-MPH: =AM 834/19%(42.1%)
o 24 * MPH-Placebo: 38.5+9.9
< + Placebo-MPH: 38.3+10.6
Q * MPH-Placebo: 100.3+17.6
» Placebo-MPH: 100.2+18.7
BMI/| & NR
« currently meet at least 5 of 9 DSM-IV criteria of inattention
and / or at least 5 of 9 DSM-IV criteria of hyperactivity /
impulsivity (based on the ADHD Rating Scale),
 meet at least 6 of 9 DSM-IV criteria of Does Mph improve
inhibition? 8 inattention and / or at least 6 of 9 DSM-IV criteria
of hyperactivity / impulsivity in childhood (based on the DIS—
SR | Ngmo section L),
ENM » describe a chronic persisting course of ADHD symptoms from
childhood to adulthood, and
» endorse a moderate to severe level of impairment attributed to
ADHD symptoms. The cutoff point of 5 of 9 hyperactive /
impulsive symptoms and / or 5 of 9 inattention symptoms for
adult diagnosis of ADHD is in line with previous research
(Biederman <, 2000; Murphy & Barkley, 1996).
 clinically significant conditions
« with abnormal baseline laboratory values
» other psychiatric conditions that required to be treated first
X 2|7 & « current use of psychotropics
» prior use of MPH or amphetamines
« history of tic disorders
* 1Q below 75
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« any neurological condition that could interfere with a diagnosis
of ADHD
» suicidal behavior, psychosis, mania, physical aggression,
pregnancy or nursing
"otz CPT
214 baseline NR
Aot | T SYEFINMNE | 7F
e Z I AleH | 4= (point value)
e NR
R NR
o Mol ADHD gHXtollMd MPHE Continuous Performance Test
- oM & 237}t US.
== + Change TaskollA{= slow inhibition times off-medication &HX}
SoHAMEE 2 230t JAAS
Mental Health Institute GGZ Delfland, Health Insurance Company
71t | Funding DSW, Nationaal Fonds Geestelijke Volksgezondheid (National
Foundation for Mental Health)) De Hersenstichting (Brain
Foundation)

¥Boonstra(2005), Kooij2004)2 S AAMAES tjatez &t

#lol

Ho

Kooij(2004)
o471 NCT number NR
- A7 Randomized placebo-controlled double blind cross—over trial
N Aol ADHD &t
k= (n) MPH-Placebo(n=25)
|20k 13 0.5 mg/kg/day
H/E2F | 23 0.75 mg/kg/day
3 1.0 mg/kg/day
k= (n) Placebo-MPH(n=20)
sjme | _ 1—i—: 0.5 mg/kg/day=2 A|=t
PICO 2H/E2F | 23 0.75 mg/kg/day
3% 1.0 mg/kg/day
« HISE
»  Self-report-version of the DSM-IV ADHD rating scale
+ Clinical Global Impression Scale for ADHD (CGI-ADHD)
Zap 4 » Hamilton Depression Scale(HAM-D)
e Hamilton Anxiety Scale(HAM-A)
« Sheehan Disability Scale (SDS)
» Global Assessment of Functioning scale(GAF)
-, | =7 & XA E=E=
SSIES NG NR
51 =
T | =5 vzt NR
o4 =R} 2494/45%(53.3%)
= = 39.1(- 9 20-56)
stxt | 1Q =t 101:18(H 2 76-142)
M BMI/X & NR
MR » self-referred or referred by other clinicians for assessment of
ADHD to the out—patient clinic of GGZ Delfland in Delft, The
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Netherlands.

e The DSM-IV diagnosis of childhood-onset and current ADHD
was determined by a psychiatrist's clinical evaluation
supplemented by the Dutch version of the DSM-IV

» ADHD rating scale for current symptoms(DuPaul S 1998).

« All ADHD types were eligible.

» Subjects with co—-morbid psychiatric disorders were included,
unless these disorders required to be treated first or when
treatment with methylphenidate was contra-indicated.

» subjects with clinically significant medical conditions, abnormal
baseline laboratory values, a history of tic disorders,mental
retardation (IQ < 75),

» organic brain disorders, clinically unstable psychiatric conditions

HelzlE (i.e. suicidal behaviours, psychosis, mania, physical aggression,
currently ongoing substance abuse), current use of
psychotropics, prior use of methylphenidate or amphetamines,
as well as pregnant or nursing women.

HEE
B « CGI-ADHDZI MAM ®27|2+ S0t =2 28 Zha

« self-reported DSM-IV ADHD rating scaledllM Z4H0| 30% O]

o Za
baseline NR
SHEFI|AME | 3F
ZIOxAlEHE | O| 238 B4
HItET ADHD-RS
baseline NR

RN

F13|/[7F 7K

Z I Al

=8 (point value)

2ot T

CGI-S

baseline

NR

R

F131/75F 7]

ey
B

Z | Al

A=y H=r(point value)

ol

.
=

0

« appetite. sleeping problem, tachycardia, dizziness, abdominal
complaints tics

I
H

e« MPHTO| Placebo=oll H[ali O @0l ot F=tE;
appetite(22% vs 4%, p=.039). sleeping problem(33% vs 22%,
p=.018), tachycardia(% vs 2%, p=.025),dizziness(16% vs 7%,
p=.034),

« MPHTOIM O MLl SHRMoZ Folstx| e 22
Zabdominal complaints(13% vs 4%, p=.22), dry mouth(24%
VS 7%, p=.06), tics(7% vs 2%, p=.05)

« systolic blood pressure(MPHZO| O =&, p=.954), diastolic
blood pressure(unchanged), heart rate (MPHZO| 48
beats/min H =&, p=002), ¥ A =(

My
I

« E|ZioM MPHE ADHD &4k x|=Zof ot el
« Z7[Ztoll A7 2ot 2 del ADHD eHAtofl A A
AEI MY X[ 2| 2f X|SX[It gFEEOl D|x[= Ak 27|

9lsh 8F 91Ty O Lo
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Mental Health Institute GGZ;
. Parnassia, Psycho—Medical Centre;
7|E} | Funding , TSy

Health Care Insurance Company; National
Volksgezondheid (NFGV), De Hersenstichting

Fonds Geestelijke

¥ Boonstra(2005), Kooij2004)2 s

AYAES Yo of 2oy

137_Verster(2008)

NCT number NR
AT Ao double-blind, placebo-controlled, randomized, two-way,

- = counter—balanced crossover design

N 21-55M| A2l ADHD &hxt

xzom | =N MPH-Placebo(n=10)

/8T 14.7(10-30)mg/d
[e] 2= — —
PIOO | BB |2 e a0 aing

e Driving test : standard deviation of lateral position(SDLP, cm),

A= standard deviation of speed(km/h)

e Self-reports on driving ability and driving style : 07208

Al =7+ ¥ XY Hez2t=
EF; A7 2003. 2. — 2006.2.
- | =5 a7zt NR

oy o AR 112/18W(57.9%)

el o I 383£77

1Q NR

BMI/| & NR

« (a) met six or more out of nine DSMIV ADHD criteria of
inattention and/or of hyperactivity/impulsivityin childhood;

+ (b) met five or more out of nine DSM-IV ADHD criteria of
inattention and/or of hyperactivity/impulsivity in adulthood;

» (c) described a chronic persisting course of ADHD symptoms
from childhood to adulthood and

e (d) endorsed a moderate to severe level of impairment
attributed to the ADHD symptoms. A cutoff point of five of nine

shx} MHT|= criteria was set for adult diagnosis of ADHD based on the

; Iy literature and epidemiological data using the same DSM-IV

e ADHD-rating scale (Murphy &, 1996b; Biederman &, 2000;
Kooij S, 2005).

« having a driver’s license for at least three years, for women of
childbearing potential, a negative urine pregnancy test result
and the use of a medically acceptable method of contraception,
normal static binocular acuity and being considered as reliable
and mentally capable of adhering to the protocol.

+ insensitivity to methylphenidate treatment, a history or presence
of alcohol dependence or drug addiction,

Hel7| = » a positive alcohol breath test, the use of medication known to
affect driving performance, having a psychiatric disease or
excessive caffeine consumption (15 cups/day) and nicotine use
(Y10 cigarettes/day).
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"ot Driving test
214 baseline NR
=T 23" [ "B $ 1507
ZoHAlER | =58 (point value)
A} HilE+ Self-reports on driving quality and driving style
B = baseline NR
282 TEHEoUAE | NR
Zofr|Alg | 45 E(point value
o st= NR
THE gy NR
= MPHoll positive responses Z0|= &AIZAHIM MPHE 28
= =S 7oAl SAAZ
7| Et \ Funding Utrecht Univ.
Weisler(2012)
NCT number NCT00880217
oA SETLY randomized, double—blind, placebo—- and active—controlled,
—rme parallel-group, multicentre study
1N 18-55M ADHD A2l &tX}
- oF=(n) OROS-methylphenidate(n=68)
HESH o uiger | oF 53 smgld
PICO Sa/ES = 6]
ajmorry | =0 Placebo(n=73)
B SH/22F | Placebo capsule once daily for 42 days
Auje g ADHD-RS, CGI-C, CAARS-S:SV, CGI-S
A8 =7} 2 X o|= L 3770 ME
EL; TEA7] 2009.04 - 2010.01
T | FH el E 9F: 25 (2 3E8|Y)-6FO|SUHAIEH) 1T ETFH)
o + OROS-MPH: =4 45%/68%(66.2%)
<= + Placebo: =t 433/73H(58.9%)
oo - OROS-MPH: 3324973
=< + Placebo: 334+10.34
Q NR
. - : +
BMIHI = OROS-MPH: 79.6%£16.02 kg

* Placebo: 79.1+16.09 kg

)

an rie

0z 2

[
0z
N
M

* Patients diagnosed with ADHD, confirmed with the Conners
Adult  ADHD  Diagnostic Interview for Diagnostic and
Statistical Manual, 4th edition (DSM-1V) (CAADID)

e Patients who meet the cutoff scores for the Conners Adult
ADHD Rating Scale (CAARS-S:SV)

« Patients with a Clinical Global Impression - Severity (CGI-S)
score of >=4 out of 7

e Patients must have a body mass index between 18.0 and
35.0 (inclusive)

« Women must be postmenopausal for >=2 years, surgically
sterile, abstinent, or practice a double—barrier method of birth
control in addition to any other forms of birth control

e Women of childbearing potential must have a negative
pregnancy test at screening
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e Men must agree to use a double-barrier method of birth
control and to not donate sperm during the study and for 3
months after the last dose of study drug

« Female partners of male patients must be postmenopausal,
surgically sterile, abstinent, or also use an effective method
of birth control.

« Patients with any current Axis | psychiatric disorder

e Patients with a diagnosis of autism or Asperger's syndrome

* Patients with motor tics or a family history or diagnosis of
Tourette's syndrome

» Patients with a diagnosis of a primary sleep disorder

e Patients who are suicidal or have previously attempted
suicide

« Patients with a history of substance abuse or dependence
within 6 months prior to screening

HelzlE ¢ Patients who have taken any mood stabilizer, antipsychotic,
antidepressant, or anxiolytic within 3 months prior to
screening

* Patients who have started behavioral or cognitive behavioral
therapy specifically for ADHD within 3 months prior to
screening

e Patients who have not responded previously to treatment
with a psychostimulant medication or to treatment with
atomoxetine HCI or OROS methylphenidate HCI.

HotzT ADHD-RS
» OROS-MPH: 36.1+8.14
baseline » Placebo: 36.1£8.05
Z1H « p-value: NR
SEFTIAME | 6F
ZIA|AlEH | 435 H=5=(change value)

e o
s

Middle insomnia, Initial insomnia, Headache, Nausea, Abnormal
dreams, Insomnia, Decreased appetite, Dizziness, Dysgeusia,
Irritability, Dry mouth, Fatigue, Hot flush, Night sweats, Terminal

St
— &5 insomnia, Dyspepsia, Hyperhidrosis, Pollakiuria, Vomiting,
e Somnolence, Libido decreased, Feeling jittery, Erectile
dysfunction, Cardiovascular-related adverse events
24 atomoxetineZ} methylphenidate 01 ZollM & TEAE HME2
83.8%, 82.4%0|-} == F0{E FEHSIH 10.8%,8.8%7t =ICt
- S|AE H3 +Exel MEX ZgHMel Bavisant= ¢l
=" ADHDOIM fFelst AN SIM S Ho|X| ghech
7|Et \ Funding Johnson & Johnson Pharmaceutical Research & Development
Barkley2005)
S NCT number NR
- A7y double-blind, drug—placebo, within—subjects crossover design
LION AM2lADHD &K}
PICO "sizem [ot2() | MPHI=5
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1. Placebo-A 22F MPH 10mg-Z-&2F MPH 20mg(n=9)
2. 18 MPH 20mg-Placebo-X&&F MPH 10mg(n=10)
u/ge 3. 22 MPH 10mg-Z&%F MPH 20mg-Placebo(n=9)
ST | 4 Placebo-2&2F MPH 20mg-A22F MPH 10mg(n=8)
5. 18% MPH 20mg-X-&&F MPH 10mg-Placebo(n=9)
6. &% MPH 10mg-Placebo-2-&%F MPH 20mg(n=9)
B g g e
« Continuous performance test(CPT)
« Simulator driving behavior ratings
Z o « Simulator scores-standard courses
« Simulator scores—obstacle course
* Simulator sickness ratings
PR 0|3
sy | THAIZI NR
T FH ezt NR
M =HAE 40 /549 (74%)
™ 4 31.3+11.3
1Q NR
BMI/x & NR
* age between 18 years and 65 years;
e composite IQ greater than 80 on the Shipley Institute of Living
Test (Shipley, 1946);
« corrected or uncorrected visual acuity of no worse than 20/30
MYI|E based on a brief screening using a Snelling chart
¢ a valid state driver_s license; and
e no evidence of deafness, blindness, severe language delay,
cerebral palsy, epilepsy, autism, or psychosis as established
through clinical diagnostic interview and medical history.
a history of motor or vocal tics or Tourette’s Syndrome, given
some controversy over whether stimulants may create or
exacerbate these conditions;
a history of cardiac surgery, high blood pressure (sustained
blood pressure levels above the 95th percentile for age and
sex) at baseline, or cerebral vascular
accident, given the known cardiac presser effects of
x| = stimulant medication;
pregnancy;
a history of previous adverse reactions to stimulant
medications;
receiving any medications that might adversely affect
driving performance or might be contra-indicated with
stimulants as determined by Dr. Connor; or
medical conditions that might affect driving performance (e.g.
diabetes, retinal disease).
243 "otz CPT
z ~ Z1H baseline CPT_Commission Errors:  13.3+6.9
- CPT_Omission Errors: 4.2+7.1
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» CPT_Reaction Time (1/100 sec.): 377.877
» CPT_Reaction Time Variability: 10.4+7.1
E™HFT|AME | 1.5A2H
ZHAIEE | A3 #H(point value)
Hol= Simulator driving behavior ratings
baseline * Simulator Self-Rating: 55.7+8.8
140 ¢ Simulator Observer Rating: 54.4+5.1
EYFIIAME | 1.5A2F
ZOAlERE | AE5E Bi=(point value)
Hote T Simulator scores-standard courses
« Average Speed (mph): 28.8%4.1
« Speed Variability (SD): 14.4+2.1
baseline » Crashes-Number: 1.7+14
A3 « Steering Variability: 50.5+16
« Course Driving Time (sec.): 606.6+81.5
¢ Number of Turn Signals: 15.7+3.8
SYFI|AME | 1502
ZuHAlERE | A5 B (point value)
"otz Simulator scores—obstacle course
« Average Speed (mph): 38.7+10.1
baseline * Speed Variability (SD): 14.7+5.9
A4 » Steering Variability: 41.5%7.1
« Course Driving Time (sec.): 31.8+85
EYFIIAME | 1.5A2F
ZOfAlERE | d5E B (point value)
HIlE+ Simulator sickness ratings
baseline ¢ self-rating: 0.9+1
A5 » Observer rating: 1+0.8
SYFI|AME | 150 2F
ZuHAlERE | A5 B (point value)
x| S NR
T Ao NR
iz MPHE ADHD &HAp7h 2Z71Al ZMste 8es LRAlTlE it
= o =to| & F UF
2 o7o| ™ 1XMX= National Institute of Child Health and
Human Development2 & X|¥& wteni Gerald J. and
7|El | Funding Dorothy R. Friedman Foundation for Medical Research®2} the
Frank and Nancy Parsons Foundation for purchase of the
simulator2F & 7|52 WIS
Spencer(2005)
S NCT number NR
- AR randomized, placebo-controlled, parallel study
=l Mol ADHD &HAF
ok=(n) MPH(n=104)
PICO x| 2o gw/get 1% bmgl/kg/day
SIS 23 0.75mg/kg/day
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33 1.0mg/kg/day
= 82+22mg/day
sl o oF=(n) Placebo(n=42)
EH/BE | H:101+19mg/day
Z e ADHD-RS
al o u]
I T R
4 —=
- =& me|7|Z2t 65
A 1 o MPHZ: =X 62%/104%(59.6%)
== + Placebo: X} 238 /42 (54.8%)
« MPHZ: 35.6+9.7
Pal= *  Placebo: 40.3+10.0
o« p=011 U2t 2E Zil= dAFHS EHE
1Q NR
BMI/x & NR
* 19-60 years
AT o gsatisfy full diagnostic criteria for DSM-IV ADHD based on
shx} clinical assessment and confirmed by structured diagnostic
= A interview (Biederman et al 1993).
e e clinically significant chronic medical conditions; abnormal
baseline laboratory values;
e |Q < 80; delirium, dementia, or amnestic disorders; other
clinically unstable psychiatric conditions (i.e., bipolar disorder,
Hel7| = psychosis, suicidality); drug or alcohol abuse or dependence
within the 6 months preceding the study;
« previous adequate trial of stimulant (> .5 mg/kg/day of MPH or
equivalent);or
* current use of other psychotropics.
e pregnant or nursing women.
"otz ADHD-RS
23 b_aseline NR
SEFIIAME | HF/6F
ZOMAlE | 458 B =(point value)
Z 1} sim decreased appetite, difficulty sleeping, dry mouth, headache,
Bi= = moody, Gl problem, nausea, constipation, stomachache, diarrhea
Cixie o MPHZOIA placebo=Cl decreased appetite  (27%/7%),
e 243 drymouth(35%/0%), moody (30%/5%)0| F2l5tA Bto| LIE=
o AZISH MY BEZ 2 pHEEX] 2toL] &2 X0}
HErO| FolstH BI7I6tAS. ool st Hst= QS
MPH= AMCQIADHD &HXbollA B&E FolstAl 2AsA D T|s
48 o FHE Z fXE O EH2 8% 2 O 7|29 X =o
B e — i (d =1
National Institute of Mental Health (NIMH)oll A
7|Et | Funding A& =kond Novartis Pharmaceuticals corporationol A
active medicationoll &4 XS E5
Bouffard(2003)
o5t | NCT number NR
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AT RY double—blind, crossover comparison study
N ADHD M ¢l 2kx}
ok=(n) MPH
=0 « 12 15mg/d
PICO FlEzeH g/ |« 22 30mg/d
« 32 45mg/d
[e] 2=
Sl éjg%; leﬁegﬂr o
Ao = CAARS, CPT, Stop-signal task, HAM-A, BAI
RS FH it
NPT NR
=4 =
X me|7|zt 8T
oY A =M 243/302H(80%)
= | 34(17-51) M|
1Q 101
BMI/X & NR
* DSM-IV criteria for ADHD
« 15 or morcon at least | ADHD self-report questionnairc
BHXF | MHT|E (either Conners’Adult ADHD Rating Scale [12] or the Adult
£ ADHD Problem Behaviours [13] scale)
« Estimated IQ of 80 or above on abbreviated WA1S-R
» No psychiatric conditions that better accounted for their
current symptoms or required other treatment
X el7|&E « No substance abuse in the preceding 6 months
» No medical condition contraindicating st imulants (that is,
hypertension or cardiac disease)
s CAARS
oy [osoine 10004 -
ZH™HFI|MA | baseline/25, 43 (15 washout), 65, 85
Zopr|Algk | 2458 (Change Value)
B+ CPT(% commission error)
S415 | Daseline 35.5%14.7
22 EXFI|/ME | baseline/2F, 43 (13 washout), 65, 8F
=ST (=] T, 417 \I7T , 0T, OT
Z 1} Zopx|AlEH] | 94253 (Change Value)
e o e CPT(% ommission error)
ZHFI|MA | baseline/23, 43 (13 washout), 63, 8F
ZAIA Al | A8 (Change Value)
stm Heart rate, Systolic blood pressure, diastolic blood pressure,
g = weight, Appetite Loss, Trouble sleeping, Headache
e 2431 MPH=0llA Systolic blood pressureZt SHZ 2z |Fol5tH &7t
= s5tdl Ch2 F2tg2 Xto|7t gidct
= Placebodl| H|sf MPHZI Aol ADHD &&= 7{MA|7|0f F=&H&E
=" T x5 LElge
7| Et \ Funding FRSQ grant
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319_Dorrego(2002)

S NCT number

NR

A7

A Randomized, Double-Blind, Crossover Study

A2

ADHD 4l 2k}

12
Mo
=)

MPH

x| Z oA

oo
Iz
=
oo

I

« 1-23: 10mg/d
o 3-4%: 20mg/d
« 5-6F: 30mg/d
« 7-8F: 40mg/d

PICO

12
Mo
=)

Lithium

B W oA

olo
It
=
0l

I

o 123 300mg/d
« 3-43: 600mg/d
« 563 900mg/d
« 7-8% 1,200mg/d

N

e

CAARS, HAM-D, HAM-A, OAS, Irritability Scale, SRT, WAIS,
WMS-R, CPT

al o
R

of=sllE|L}

A7

NR

st -
R s I 1 P b

185 8% 27-8%)

Y SH=E|
o=

A =M 19%/23H(83%)

olg

HA|: 24.7+12.6(18-60)Al

1Q

105+14.1(81-130)

BMI/X &

NR

R
0z
N
M

» who met DSM-IV criteria for ADHD were screened for
participation in the study.

» Patients were attending the ADHD Clinic of the Department of
Neuropsychiatry at FLENI because oftheir lifelong histories of
inattention and/or hyperactivity.

HelZ|&E

» Patients with an 1Q of less than 75,

« a history of substance abuse or alcoholism, or neurological
disorders with central nervous system involvement,

* as well as pregnant or nursing women were excluded from
the study.

» Patients on psychotropic medications underwent a 2-week
washout period before entering the study.

Yot

CAARS

baseline

» Leaming problems: 12.4+4.2
» Hyperactivity: 37.1+10.6

e Impulsivity: 27.5+8.0

e Conduct Disorder: 48.8+9.9

* Restlessness: 21.2+5.7

» Antisocial Behavior: 7.6+2.9

I
&

ER eI

2, 4, 6, 8, washout, 2, 4, 6, 8

EER N

=3 (Point Value)

gIt=T

WASI

baseline

105.5+14.1

e LN

baseline

ZIA A 2

A=354(Point Value)
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Hote+ CPT(% ommission error)
A3 b_aseline 7171
ZH™FI|/AMA | baseline, endpoint
ZHAlge | o458 (Point Value)
e CPT(% commission error)
2l b_aseline 3.0£5.1
EXHFI|/AMAE | baseline, endpoint
Z x| Al | o453 (Point Value)
alm Nausea, weight loss, Palpitations, skin rash, motor slowness,
— = headaches, diarrhea, chest discomfort, orthostatic hypotension
I 2471 MPH0llAl Nausea, weight loss, Palpitations, skin rash =2/ £
229 2 drop-outstiCh,
= Lithium=F MPH Ajololl ADHD Z4toll chst 70| FAlSH A&k
=" S B2
71Et | Funding
Tenenbaum(2002)
SE NCT nt{mber NR
- AR crossover, double-blind, placebo controlled procedure
IoN e ADHD M ¢l 2kx}
k= (n) MPH
o 122 10mg/d
o 342 15mg/d
x| 2 okH| uygey | 5-7¢: 25mg/d
S e 8-102: 30mg/d
PICO « 11-132: 40mg/d
o 14-212: 45mg/d
| 2 ok k= (n) Pycnogenol
2H/E%F | Img/lb body weight
k= (n Pl
e |
Ao BARS, ADSA, BIS, BDI, BAI, Copeland, BADDS, CPT
., | =7 & XA ol=
ME A NR
A

F=x me|7|Z2t 21F

oy A =M 11%/24%(45.8%)

= A 42(24-53) M|

1Q NR

BMI/ & NR

+ Each participant met diagnostic criteria for ADHD, Combined
1%} Type, did not meet exclusion criteria (noted below), and had
= A a “significant other” who was willing to participate (as
e described in the Design and Procedure section).

MEI|= » The diagnosis ofADHD, Combined Type was determined using
criteria from the Diagnostic and statistical manual of mental
disorders (4th edition; DSM-IV; American Psychiatric
Association, 1994), as operationalized by clinical interview and
standard rating scales.
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Potential participants were excluded if they had any clinically
significant medical conditions such as heart condition,
untreated thyroid condition, or tic disorder.

Participants with active substance or alcohol
abuse/dependence in the six months preceding the study
were also excluded.

Pregnant or nursing females were excluded on the basis of
self-report.

Other exclusionary criteria included neurological trauma or
disorder (e.g., concussion, epilepsy),

chronic diseases,

poor physical health, and

poor vision (unless corrected).

Individuals who were taking psychoactive medications
(including methylphenidate) were excluded from the study
unless they discontinued such medications under the
supervision of their prescribing physician for the duration of
the study.

Clients at the Attention Deficit Center, where all assessment
and treatment sessions were conducted, were also excluded
due to potential conflict of interest.

Although information regarding use of tobacco products was
collected, no individual was excluded on the basis of nicotine
use.

Individuals were not excluded for the presence of psychiatric
disorders unless treatment with methylphenidate was
contraindicated (e.g., Panic Disorder, Major Depression -
moderate or more severe) or they were clinically unstable
(e.g., suicidal behavior, psychosis, criminality/violence, Bipolar
Disorder).

BIIET

BARS

baseline

» |nattention(self-reported): 6.33+2.2

+ Hyperactivity/Impulsivity(self-reported): 5.29+2.1
« Inattention(others): 4.26+2.8

» Hyperactivity/Impulsivity(others): 4.17+2.3

ZHF7NAE

baseline, follow—up

2P A| 2

A4=3(Point Value)

e
B

I~
I

Il BADDS
baseline » self-reported: 72.3£13.5
» others: 720.0+11.8
ZHFT|/AH | baseline, follow-up
ZoHAlE | S (Point Value)
at= NR
Z1 NR
MPH2} Pycnogenolel x|2&2t ADHDZ A0l JHMEYSLE

placeboZct o L2 Z1tE LIEINX|= 22Ut

J
m

ﬁ_

Henkel corporation
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Kuperman(2001)
S NCT number NR
- AR randomized, double—blind, parallel design
I 18-60M ADHD A4l &tX}
%2 °F=(n) Methylphenidate(n=8)
x| Y/ 8 0.9mg/kg/d
H|m oFz =
PICO g,ltxﬂ %Z;g " Elgcebo(n 11)
Bl k=) Bupropion(n=11)
kx| /22 300mg/d
Z o CGl gFS &, ADHD-RS, HAM-D, HAM-A
A3 =7t 2 x| IOWA
s | TEAI NR
T | FH ezt 7F
»  Methylphenidate: ‘=4 73/4H (64%)
A * Placebo: =4 6%/2%(75%)
<= « Bupropion: =t 8%/3%(73%)
e P-value: NR
» Methylphenidate: 33.2+10.8
od =4 * Placebo: 31.4+7.3
=<  Bupropion: 32.2+9.8
e P-value: NR
1IQ NR, Ws7|7t2 8%
BMI/X & NR

« To be given a diagnosis of ADHD, the patient met the

following conditions: 1) the presence of full DSM-IV criteria for
M| a diagnosis of ADHD at the time of study entry; 2) the
presence of a chronic course of ADHD symptoms from
six) childhood to adulthood; and 3) endorsement of moderate or
;M severe level of impairment attributed to the ADHD symptoms.
e + Patients were excluded if they had a clinically significant
chronic medical condition(s), another current Axis 1 diagnosis,
a history of tic disorders, mental retardation (IQ < 80), organic
brain disorders, clinically unstable psychiatric symptoms
(suicidal behaviors, psychosis, violence, criminality), or
substance abuse within 6 months. Since bupropion SR is
contraindicated in individuals with seizure disorders, any

Hel7|E patient with a recent seizure history was excluded.

+ Patients with eating disorders were excluded since they are
predisposed to bupropion induced seizures.

« Patients were excluded if they were taking other psychotropic
medications.

+ Female participants of child—bearing potential were entered
into the study only if they were using a medically approved
form of contraception.

27} CGl B2 E
g A | ®HIlET CGl Scale Improvement score of 1 (very much improved) or 2
= (much improved) 2! Alzke| H|&
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bupropion==oi|

— o o
MeE glS.

baseline NR
EHFIIAMAE | 7F
ZOAMAlEHH | O] 28 HF (RIS E, %)
Hote T ADHD-RS
» Methylphenidate: 23.3+6.9
baseline . Placebgi 29.7%6.7
Z1 »  Bupropion: 26.9+6.9
* P-value: NS
EHFIAME | 7F
ZM Al | 48 B Z=(change value)
= dry mouth, headache, insomnia, appetite suppression, insomnia,
= tremor, sweating, jitteriness, tiredness
228 o FAISE ol EEEZ0| Ml ZOlA]l 2
Z 1} « MPHZOAM= H2s8o=Z2 0lst ZTEEto] 2HMsIioLt

I~
I

bupropion SR A¢l ADHDe| Al =d

A
T

EHez ALSE

e wrelo| FopEel ATt T

7IEl | Funding

Glaxo Wellcome
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5-1. Atomoxetine Y44 H

Wietecha(2012), Young(2011)

H| =& | B2
SRtY| iR LA AJA Lo patients were randomized 1:1 to either .
placebo or atomoxetine via a computer algorithm
Hi S =A 2 =&4A | NR
ZHO{RHA T RIo| ThEt = ° . . . ,
;g b/ xfoll - C <& | Masking: Double Blind (Subject, Investigator, Outcomes Assessor)
Zotgotof st =7+ <= | Masking: Double Blind (Subject, Investigator, Outcomes Assessor)
Sxus AMKE =2 S DX ARIt BF BUsAou ZEX|TF 0% TES
= = 2 =2, o|& LOCF& o|&5l0o] [TT=4{ &
MEHNM 27 <SS | ZREEZ0| AMHo| Molsiz2 1A ZIH4E B E0E
Sutherland(2012)
H| =& | B2

TR YA Ay
A 2

o Rf/ed T Xtofl T
712

Z2g ool et =H
=S ZuXR

Mefs g3

randomly assigned2l= ZE&HI US
NR

Masking: Double-Blind

Masking: Double-Blind
[TTEA, &k The study was completed by 67% of participants.
ZZEZA AMA Melsl=2 1A ZuHSTE 25 E0%

I | o
Jor | or
> |z

rok

[
F —

AL
ojo

KIRE-I
ojo|ojo | oo

Durell(2013)
H| =& =N Y ZAH
DRbO| Hi A=Al AN Lo determined by a computer—generated random sequence using an
T Tlewnl e ~%= | interactive voice response system
Investigators were informed that all participants might receive
placebo during a lead-in period between visits 2 and 4, before
HR A 2 Lio randomization (vyeek 0 through week 5). Investigators did not know
= = == that the randomization of all participants actually occurred at visit 2
(week 0), and all participants randomized to atomoxetine began
treatment at the end of visit 2.
ZHO{Af/od L Atof| Cist = +o | Masking: Double Blind (Subject, Caregiver, Investigator, Outcomes
7 == Assessor)
Aatg ool o3t 7t Lo Masking: Double Blind (Subject, Caregiver, Investigator, Outcomes
Assessor)
ITT EAM(LOCF), 54%(119/220)-59%(134/225) - =2t0| A& 2 242
2xu3 AR o 5tla. Patients who discontinued before visit 6 were also
ews = - == included in the LOCF analysis as long as they had at least 1
nonmissing score at visits 3 to 5.
ME™ 20 = ZZEZ0| AMol Melsi=2 1A AufHsE 25 E0E
Faraone(2005), Michelson(2003)
H| =& =y HYZA
Patients were randomized according to computer-generated
S22 Hid =AM MY =S treatment codes obtained from an interactive voice-response
system
Patients were randomized according to computer-generated
i & =A 2 =S | treatment codes obtained from an interactive voice-response
system
ZEHo{ K}/od L Ktof| Ci st = both treatment groups were identical in appearance
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double-blind 71&

ITT(LOCF): CHatXe| 70%0[ 40 Zutetz 3! lossAtF HIAl

AT AT [T
0jo{ojo | Ojo

Z2EZ2 QUX[TH AMHO] AEE 1XjZn 2F HD

_,_
0z

[kl

By

=1

AL
njo

A computer algorithm generated randomization numbers to blindly
assign patients to study drug or placebo in a 1:1 fashion at the site
level

HE=A 2

e
oo

These randomization numbers were made available to the
investigative site via a telephone Interactive Voice Response System

ZHo{ Af/ed T Xlof| i et
=7

AL
ojo

Double-Blind

2ty otol g =7H

NR

N

niyNS=S

I
O
i
rok

ITT =4, LOCF, 75%(188/250)-78(195/251)%2+0| Al&E 2tz 35k

=

L
T
K

Z2EZE U=

&=
J

&
=
o

n
n

DE§JZ'_

=
)]

BE2

I

A
=it}

= A A

10
0x

Subjects in each cohort were randomized to begin with either
study drug or placebo using sequentially allocated four—digit
randomization numbers

HE=AM 2

NR

r

EHO{ Rl/oA T Atol| o Bt

Each subject was enrolled in one of two double—blind,
placebo-controlled cohorts.

NR
2E HAXE Zotsto] ITTEAM Aldet

Z2EE0| ZA5H0] edtollA ARdof Ho
20| Follzl gHU 2 ctF oA

sse Uxt, ofxt

7| E} (carryover effect)

no washout period occurred

Weisler(2012)

2y

The randomization scheme was based on a computer- generated
schedule, balanced by using permuted blocks of treatments

stratified by centre and implemented using an interactive voice
response system

EHO{Rl/A T Atol| o &t

=7

Masking: Double Blind (Subject, Investigator, Outcomes Assessor)

Znpgotol| oy st
=7

Masking: Double Blind (Subject, Investigator, Outcomes Assessor)

=5= Z0XE

—

T 24(L0CP), PASIHEE o 78%7t Algle etzs

=
eI

Z2e20 AN Holslse 14 AuHTE 25 S0

Adler(2008)

H|EE

Y27

o

T

participants who met the inclusion criteria were randomly
assigned at a 2-to-1 ratio to either atomoxetine or placebo.

T
ot

NR

> |zl n>

T
Jor

NR

T

T
ot
nz

NR

ol

Farg0l e EEtEol xpol[7t UZ, ITT=4(LOCF)

L
ojo

TT24, F2F20l| e g2tEol xto[7} A

(atomoxetine 14.0% VS. placebo 2.2%; p-value<0.001)
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5-2. Methylphenidate YJAIH

Retz(2012)
H| =2 S| A2
We used block randomisation with a block size of 4. The block size
S22 Hid =AM MY =S | was not mentioned in the investigational plan or the consent given
to patients.
Randomisation was performed by Medice's Galenic Department
Hi A=A 2 <Z | which included the generation of the randomisation list and the

preparation of emergency envelopes.

ZHo{ K}/od L Atof| cH St _+o | Masking: Double Blind (Subject, Caregiver, Investigator, Outcomes
=7 == Assessor)
Hotm ool sk St s Masking: Double Blind (Subject, Caregiver, Investigator, Outcomes
Assessor)
=5E5 20X = =S ITT(LOCF): CH&HXte| 95%0|+to| Zuletz
ME{™ H =2 =2 EZ0| Ao Meolsi=2 1X ZHTE 25 2%
Medori(2008)
H| =2 S| A2
DRtY| HYRSA AJA Lo Randomi_zation was based on a computer-generated randomization
and stratification scheme prepared before the study.
Randomization was balanced by using permuted blocks of
i & =AM 25 =1 treatments, stratified by study center, and implemented via an
interactive voice response system.
xho KHod L X cH 5t , ) ,
;74FE'H A Afoll o2t =2 double—blind / This report covers the 5-week double-blind phase
Zotg oo tisk =ot3 | 224 | NR
=525 21Xtz == Ald 2ot thx= Ao T HAES SC AMRIE CHE
ME™ 20 =S ZZ2EEOAM EI| 2 § Z1E ETE
Migual(2013)
H| =2 =y HE A
Randomization was based on a computer-generated scheme
Szl Hid=A MY =2 | prepared by the sponsor, balanced by using permuted blocks of

treatments and stratified by study centre.

Treatment codes were obtained from a central interactive voice
Hi A=A 2| = response system giving a medication kit number for the drug to
which the subject had been assigned.

=7tz <5 | double-blind

Zotgolol st F=7H2 | =34 | NR

Az ot = Atololl mEALSS| ST oM Xpo|7t Lt SE

=525 23Xtz 52 oo ci=

MEY® 23 SS | ZR2EE0M EI[Z2 s ZIE ETE

Biederman(2006)

H| =2 7y EEZH

222 i =A MY E&A | 111 randomized2t 7|=&

i A=A 2| E&4 | NR

ZHo{ K}/od L Xfol| Cff 5+ - ) R

SoyeT il %S | double- blind 712

Zaotgotol st &I+ =S Raters and subjects were blind to treatment assignment.
=525 21Xtz =S ITT(LOCF) :CHAFRFS| 95%0]|At0| Zntetz 2 |oss AMF HA|
MER™ 20 S | Z2EE0 AN Moz 1At ZIojH4E 25 2%
Rosler(2009)

H|£2 By | #EEA
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Satel BEEN 44 | 254 [ NR
BEEA e EEFEEG

Eo{ Rl/oA T Atol| T Bt

=7}z =1 Double Blind (Subject, Caregiver, Investigator, Outcomes Assessor)

ZatgIto] st =ItE =S | Double Blind (Sub'ect Caregiver, Investigator, Outcomes Assessor)

S Hs o TT 24, AZ2TS 24%E k22 43%EEsto] S22t Bt

ES‘E‘&F 7E=’I|_I-X|-_§_ _:IT_:E %9—| iF0|7F g_ T

A B0 Sg | Z2EE2 wE

Blederman(2010)

H| =& =y e ZA
Al study subject randomizations and study medications were

St Hi =AM MY =24 | administered by the research pharmacy
at the Massachusetts General Hospital

Hi A=A 2| E& | NR

o xyAT R0l st | o | all doses of OROS-MPH and placebo were delivered in identically

=7t == appearing tablets.

Zotg oo tist =ot3 | 224 | NR

=525 2tz == TTEA, 2220 w2 E=tEol| Xo|7} US

ME™ 20 e Aol Mels| =2 1At ZoHsE 25 2%t

Adler(2009)

H| =& oy | ZHAEZA
HAFEIZ =2l di™(randomized using a computer—generated

St v =AM MY =& | randomization schedule stratified by investigator site with a block size
of 4)

Aol okzEeo| EEHZ2 FUSHH ©e=z=M  2H(each subject
received overencapsulated tablets that appeared identical to the
treatment of all other subjects at the beginning of the study.)

i M =AM 25 =S | The system first verified that each subject randomized was unique
and then, following the randomization schedule, identified the unique
kit number of the dosing package that the study staff was to
dispense to the subject at the baseline visit.

xto{ K94 L Xfof| Cff &t , , , . .

;713'}/ AT Aol e =S | Each investigator received an allotment of double-blind medication

o 51

Zntgoto] ofsk =712 | =7 | NR
ITTEAM(primary effocacy analysis was performed), OFX|2F 9H2A|Q]

=525 2otz =5 | Z3fo s LOCFEEH S MEsiieni, 27t Eetg 3 et
Absoll Xtol7F U

MENR =T Lo EEE%OI ZEXsto AFolM AlHol| Melsiz=e YXAL O|xt Zxnf

= == | 50| Mal|®l eHIl 2 CIR0{A

Jain(2007)

H| =2 S| A2

Sapo| HiE A A 251Al :r"ﬂll@.?_' AZ elS(patients were randomly assigned, in a blinded
fashion)

o & =A 2| E& | NR

xto{ K94 L Xfof| Cff &t , ) , , )

;71;/ TRl o =S patients were randomly assigned, in a blinded fashion

Zotg oo tist =ot3 | 224 | NR

2x85 ANRE Lo All papients 'vvith any efficacy data from bothlphases were evaluated
for efficacy in the intent-to-treat (ITT) population.

ME{x™ H =22 Aol Mels =2 1Xt o8 25 2%

o 2 weeks(a crossover visit separated by an interval of 2 weeks from
7|E e oo >
|EF (camyover effect the last dose-titration visit)

Reimherr(2007)

H| =& =y e ZA

S22 Hid =AM MY =2ta | A AF |1S(Subjects were randomly assigned to 1 of 2
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group in a double-blind manner: placebo or OROS MPH)
B SA] 2 251Al —_rLiﬂ@._?_l A= Eig(Subjects were randomly assigned to 1 of 2
group in a double-blind manner: placebo or OROS MPH)
xHod K}/od TLXfol| T 5 o Subjects were randomly assigned to 1 .of 2 group in a double-blind
=7tz = manner: placebo or OROS MPH). Subjects were given 2 bottles of
= e study medication (labeled bottle A or B).
2Py otol st =73 | 284 | NR
=5E5 20X = =S T &4
ME{x H =S Ao Molsl| =2 1Xt o8 25 2%
7| E} (carryover effect) E& | NR
Boonstra(2005); Kooij(2004)
H| =2 S| =HEZA
St Hi =M MY =22 AFE MM s5o0=2 229 i eHKooi, 2004 A=)
HR2A 25 Lo order of treatment (MPH-placebo, placebo-MPH) was randomized by
<= = >= the pharmacist using a computer generated list.
ZHo{ K}/od L Atof| CH St Lio k=0 Al MPHR} Placebos =St MM EH HEOAM HMSE
=71 == (Boonstra, 2005)
Aot tist =71 | 224 | NR
Sxus AWRE Lo | TREMM= ZEgl0] 25 E1FE. (Boonstra, 2005) T0lAM
== == ChT B0l Mat 18e| AEX|I}F /UUI)
MeEjx g 25tal EEE%A%; AKX T AHOl A== ZHde EZEel] fME=E 2E Z
s J|eg
7|E} (carryover effect) =3 1 week washout period(F&38 25 o13)
Weisler(2012)
H| =& = A ZH
DRtY| HYRSA AJA Lo The randomization scheme was based on a computer- generated
schedule, balanced by using permuted blocks of treatments
HRSA 25 _+o | stratified by centre and implemented using an interactive voice
e=T = == response system
ZHO{ X|/91 L Xlof| T B+ o . . . .
—Ej}al” TRl =2 | Masking: Double Blind (Subject, Investigator, Qutcomes Assessor)
Zotm o CH st ) ) ) .
f;’tal ol c =1 Masking: Double Blind (Subject, Investigator, Outcomes Assessor)
e =
=55 20X = =2 ITT 2A(LOCF), S22l ™=l $=2| 78%7} AIEE 242 %
MEl™ 20 =22 ZZEZ0 AN Heldi=2 1A ZoHSFTE 25 20
Verster(2008)
H| =2 S| A2
s L PSR S I PN =S blocking0|L-t &3} gi0| 5 o| &8t F&ke| i HE
£zl FE(001-030)8 2A=oAM MESHFEL, SAME
Hi A=A 2| = XA gE W O RAE HEE T 0ol AT Aol &HE
M olof w2} Tk A Eo| ZHE
Z+o{ R}/od L X}of| CH st Lo | 3Yst Mygel oEs Mastn w=rhEel MAEM(adequacy of
=7+ == blinding S Z+ test 2ol 2 HEX|E 0|&sto] ZEE
=7t el MAEMol oish 21 36 & 222M| &HXlE0| MESH 2
ZatgIto] st =IHE == QIS0| g2 okE0| RCoilX| F&He = UPcty EnFE ek st
7Moo 2 2™ s s2H0| FolstH Xo|H.
=523 21Xtz =2 | lost of follow up, discontinued intervention Sl
MEYX 27 =2 | Z2EE2 glout Ao A EsS 2B E 2E0E
7| Et (carryover effect) =S | separated by six to seven days
Barkley2005)
H| =2 S A2
s L PSR S I PN =24 | NR
o & =A 2o =&4! | Patients randomly assigned(Tt& & @l 22 M A= X| 2&243)
ZEH0 X/oA 7 Xtof| cf &t Lo ARXZE =71 AE /X WY k=0l M MPHS} placebos S &t
=7t == Doko| ™MzlEl WEo| oM Fokohs AlEtn} okz Hh= AfEHO| T
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Zapgotol st =712 NR

= 5| = = =3 x =3 | —
Sx03 AYXlE jf_)fXI._ Zabol| HES 0|XX| 22 W22 E(drop-out 2 =
MElR 5T Aol Helsh=a LAt Z3 o|xt Zutof CHEE AZelS(T, g

20N EY =Tl tishAM XMS| 7|=8

7| Et (carryover effect)

12 (For each testing session the participants were instructed not to
take any medication 24 hours prior to their testing)

Spencer(2005)

H| S 2l Y2

PPl v M= MA AFZS 251 Hl82 R Acts AZT AS
Bl & =A 25| Agel=

ZO{Xl/oA T Atol| o &t

=7

double-blind &EHOl Al AFAKLANIE 225 MY

Zotg ool it FItE

ZAXHraten) 7t 2F= v ™ol csll =712 =

drop-outoll CHEF EAZ It &S E(Table 1). E£SF =2 outcomeod|
A LOCFEM(ITT=4)

MeElx =3

ZZ2EZ2 ULt Ao HojEl UXRATHAISRS, CGI-S)E E11

Bouffard(2003)
H| Z 2 B2HEZA
22 v ¥ =M MY NR

B =A

rlo

|

We gave the hospital pharmacy a numbered list indicating a
randomly chosen (from a hat) order of medication to start first
(either methylphenidate or placebo) and assigned each subject a
number.

EHO{Rl/A T Atol| o &t

e =S | double—blindZh Al
T'__7|'|:|

Zugotoll et =712 | 2= | NR

=S ZuXE =224 | NR

MEIX H 3 st | Z2EZE2 fIX|°H Ao AlEE (XA 2% 2D
7| Et (carryover effect) =S | minimum 5-day washout

Dorrego(2002)

H|EE 2 =By | #Y2A

Satel g aA 44

=

randomly assigned@t M A|

YA 24

L | T
ol | ok

1> 1>

NR

S04 xl/ei TR0l Cf 2
=1

I
ojo

double—blind Ml A|(Weekly supplies of MPH or lithium were dispensed
in identical-appearing 10 mg and 300 mg capsules, respectively.)

Zotgotol it F7tE

NR

52D s ITT(LOCF) :CHAMRES| 70%0| 4+ Z fetd
MEHHM H7] st ZZ2EZ2 XD A0 AHEE (X3 2F ED
7| E} (carryover effect) e 2-week washout
Tenenbaum(2002)
H| £ 2 EHAEZA

Satel g aA 44

randomly assigned@t M A|

HE A 2

rlo

Weekly supplies of pills were dispensed by the participating
pharmacy, located in the same building as the Attention Deficit
Center, in identical opague, hard-shell capsules in blister packs
individualized for each participant.

FHO{ AH/ A T Atol| oh Bt
=7

A
0jo

double-blind & A|

Zakgotol gk =018 | =4 | NR
=5 ZUXR == | NR
MEfX 23 HZ | ZEEZ2 YIRS Aol AEE X2y 25 £
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7|E} (carryover effect) =1 \ 1-week washout
Kuperman(2001)
HIZE 25y | #¥2H

2xgl TN 4N

=

randomization stictnat oA F&t

T | 4T
ol | Jhon
> [z

wiE A e NR
SICPNVICEYN =l .
SomyET Rl AE ) we | double-biind
Zotgohol e =okel | 234 | NR

LOCF &4, & 30¥e| tf&etktE, Five patients dropped out of the
study prior to completing the placebo lead—in while two quit during the
first week of randomized treatment. Three patients indicated their
preference for not being at risk for placebo treatment; three withdrew

=525t Zox=2 =5 | because of complaints of adverse effects, two on methylphenidate and
one on placebo; and one patient was dropped from further participation
in the study because of noncompliance with the protocol.
MPH & 22822 28 EF2H25%), placebo & F&ELZ 19 E
2H0%), placebo = 3H Z2o| A3

MER™ 20 =S gtHol| 7=t R E ZIXeE HeEst 20
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