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Objectives : This study aimed to investigate the efficacy and safety of Metadate CD (MCD) when given to Korean children
and adolescents with attention-deficit hyperactivity disorder (ADHD). We also explored the effects of the drug on diverse neuro-
cognitive functions.

Methods : Ninety-one subjects with ADHD (mean age 8.6 +2.2 years) were recruited at 6 outpatient clinics in Seoul, Korea.
We used the ADHD Rating Scale (ARS), Clinical Global Impression (CGI), and comprehensive attention test (CAT) to measure
the drug’s effects.

Results : After 0.92 +0.32mg/kg/day of MCD were administered for 57.4 4 7.6 days, there was a 48.5% reduction in the mean
total ARS scores (p<.001). Fifty-seven subjects (64.8%) showed either much improved or very much improved outcomes on the
CGI-Improvement scale. The CGI-Severity scale also decreased from an average of 4.7 to an average of 2.9 (p<.001). Errors and
response time standard deviations of the CAT, sustained attention test-to-response tasks, the flanker test, and divided attention test
scores decreased after treatment (p <.05). The forward memory span of the spatial working memory test scores increased (p<.05).
Thirty-five patients (39.8%) experienced side effects, of which the most common were headache (14.8%), nausea (12.5%), and an-
orexia (9.1%).

Conclusion : This open-label study suggests that MCD is effective and safe in improving the symptoms and neurocognitive
functions of Korean children and adolescents with ADHD.
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Table 1. Descriptive data about subjects and medication

Gender
Male 77 (84.6%)
Female 14 (15.4%)
Age 8.6+2.2 years
(6 to 14 years)
ADHD subtypes
Predominantly inattentive 27 (29.7%)
Predominantly hyperactive/impulsive 2( 2.2%)
Combined 62 (68.1%)
Concurrent comorbidities
Tic disorders

Enuresis
Communication disorder

—_ - =N

Trichotillomania
Previous drug history
Methylphenidate immediate 5
releasing form
Methylphenidate sustained 1
releasing form
Atomoxetine 1
Unidentified drugs 2
Dose of Metadate CD 31.0+£11.4mg/day
(10 to 60mg/day)
0.92+0.32mg/kg/day
(0.21 to 1.54mg/kg/day)
57.4+7.6 days
(27 to 76 days)

Duration of Metadate CD
medication
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Table 2. Efficacy of metadate CD
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Characteristics Baseline 2 weeks 4 weeks Endpoint
ADHD rating scale (mean+SD)
Inattentive 19.0£4.2 15.3+£4.5* 12.0+4.9* 9.9+4.8*
Hyperactive/Impulsive 14.3£5.0 11.6+£5.3* 9.0+4.7* 7.2+4.3*%
Total 33.2+6.8 26.8+8.3* 21.0+£8.7* 17.1+£8.1*
CGH, n (%)
Very much improved - 1(1.1) 8(9.1) 22 (25.0)
Much improved - 18 (20.5) 40 (45.5) 35(39.8)
Minimally improved - 46 (52.3) 34 (38.6) 25 (28.4)
No change - 20 (22.7) 6( 6.8 5(57)
Minimally aggravated - 3( 3.4) 0 0
Much aggravated - 0 0 1(1.1)
Very much aggravated - 0 0 0
CGI-S (mean+SD) 4.7+0.8 4.1+1.0* 3.4+1.0* 29+1.0*
CGI-S, n (%)
Normal, not ill 0 0 3(3.4) 9(10.2)
Minimally il 0 3(3.4) 11(12.5) 23 (26.1)
Mildly ill 7 (8.0 25 (25.0) 33(37.5) 30 (34.1)
Moderately ill 28 (31.8) 35(39.8) 29 (33.0) 23 (26.1)
Markedly ill 41 (46.6) 24 (27.3) 10 (11.4) 3( 3.4)
Severely ll 11 (12.5) 3( 3.4) 2(23) 0
Extremely severely ill 1(1.1) 1(1.1) 0 0

Regarding fo the dropout cases, the Last Observation Carried Forward method was applied. = :
tween baseline and post-treatment. ADHD : attentfion-deficit hyperactive disorder, CGl-l :

scale, CGI-S : Clinical Global Impression-Severity of lliness scale
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Table 3. Mean and standard deviation of the Comprehensive Attention Test between baseline and endpoint

Baseline Endpoint
Subtests
Mean SD Mean SD
Visual selective attention test OE 5.14 7.94 3.80 8.44
CE* 11.10 10.80 6.54 10.03
RT (ms) 564.36 137.19 548.27 134.32
RTSD (ms)' 209.52 106.62 176.55 83.58
Auditory selective attention test OE’ 4.51 9.69 1.80 4.20
CE' 6.40 288.78 4.23 6.08
RT (ms)* 657.70 161.90 613.94 146.98
RTSD (ms) * 228.24 122.05 181.94 80.55
Sustained attention test to response task OE' 17.41 22.87 10.24 17.13
CE* 27.35 15.47 16.75 13.58
RT (ms) 549.26 119.37 552.19 139.33
RT SD (ms)* 228.68 108.63 184.66 80.15
Flanker test OE' 15.68 24.32 8.00 12.28
CE* 23.38 19.05 14.88 16.52
RT (ms) 628.78 177.85 600.85 159.36
RTSD (ms) * 246.20 151.18 174.25 95.34
Divided attention test OFE* 12.64 8.87 8.03 8.01
CE 14.45 11.87 11.90 12.25
RT (ms) 738.89 220.25 718.36 135.84
RTSD (ms)* 305.51 116.55 247 .46 89.77
Spatial working memory test FMS® 6.56 1.13 7.25 1.67
FCR 4.89 0.33 5.38 0.74
BMS 6.78 1.92 4.63 3.20
BCR 4.89 0.93 3.63 2.26

#* 1 p<.001, T :p<.0l, ¥:p<.05. 5D :standard deviation, OE : omission error, CE : commission error, RT : mean of the response times,
ms : millisecond, RT SD : standard deviation of the response times, FMS : forward memory span, FCR : forward correct response, BMS :
backward memory span, BCR : backward correct response

Table 4. Adverse events T Qit) o] it 23 ylAo] ATt A&7} ¢ EQsio]
Adverse evenis n A8 oAz MPHS| Q1171 A kel el Ak oh
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e : . ST FOIAE A\ 9 2T 5 BIATOE 7}
Stomachache 5 57 ot W] ghSsH sho] Aubkg, e Y eRhgeR, 7S
Insomnia 4 45 &% 9 W30 RFHAE AMESHE 7Y Tt FH
Cough 3 3.4 7} o] ek o] HAR= CPT1 5-& CPT-XEHLE Hej:
e } ! o, BEAe] wwol ue A S A%Feg W
Memory impairment 1 1:1 a4 gon, FFAE B 5 e Ao g A ok
Iritability 1 11 E AFre] AjZF 9 A7 T AESol2 AR vl CPT19)|
Depression 1 1.1 ST, 2 A-AY} Al o] A-Ae} nR7 A=
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Gastric discomfort 1 1.1 Aﬁo]r,]-_&%)

Hypersomnia 1 1.1 2 AFoNA= 71 Fl Ak 2] A8 HA F
Neurological symptom 1 1.1 ERAO) HIEE o it Adsla w2 E3A=
fching ! L o wgahiAS B A0 MBIEA o] AaHeE o
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