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Abstract

Backaround: Attention deficit/hyperactivity disorder (ADHD) is the most common
developmental neuropsychiatric disease in children. CNS stimulants especially
methylphenidate (MPH) are major therapeutic agents for ADHD. ADHD often occurs
with other psychiatric illness therefore the treatment with neuropsychotropic agents is
common. Although numerous studies strongly support the efficacy of MPH in symptom
reduction, its role in the risks for substance use or occurring psychiatric adverse events
has been the interesting topics for MPH. Up to now; there have been no information
about the long-term use of neuropsychotropic agents to children with ADHD in Taiwan.
The pharmacoepidemiology data for ADHD patients is important for clinical practice
and medical policy.

Objectives: To describe the trends of neufopsychotropiq agents used to treat children
with ADHD over 10 years of time and 0 .i'_:l;rj_'é_é_é_t.igate the impact of long-term effect of
MPH use on coming up other: ps'ychiat:rilc diéérdgf with ADHD.

Methods: This study was a phanr.;e.tcoe:piderr_liolog}'} study. The medical claim from
outpatient settings with a diagnosis of ADHD and patients’ age under 18 years old were
retrieved from a subset database of National Health Insurance database (NHIRD), i.e.,
the LHID2005, from 1997 to 2007. Descriptive analysis on the treated prevalence rate
and the trend in the use of neuropsychotropic agents especially MPH for ADHD
patients was conducted. The second part of our study was a retrospective cohort study.
Children with new onset of ADHD from 1999 to 2003 were included as ADHD group;
they were further divided into two subset group (ADHD-M and ADHD-N) according to
the MPH usage in the observation period. The non-ADHD group of the same age range
and sex to the ADHD group was retrieved from LHID2005 of patients other than the

ADHD group. Time to bipolar disorder come up was the primary endpoint of this study,
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and time to depression, dysthymia, anxiety, conduct disorder and oppositional defiant
disorder come up were secondary endpoint. Survival analysis was conducted by using
time dependent Cox proportional hazard regression model to evaluate potential
confounding factors by univariate analysis. Potential confounding factors were used to
adjust hazard ratio of MPH use model in multivariate analysis.

Results: The rate of outpatient services for ADHD increased from 0.05% in 1997 to
1.27% in 2007 (B =0.25 » p<.0001). The male to female ratios for patients in the
retrieved ADHD medical records were in the range of 2.6:1 to 5:1 over the years, and
the mean age of patients in the medical records was 8.543.2 years old. The rate of
outpatient services in all age groups for ADHD increased from 1997 to 2007, and 6-9
age group increased at most. The most'commonly used neuropsychotropic agents was
methylphenidate (MPH), the prescription rate of MPH increased significantly ( 8=
0.078, p<0.0001) from 42.6 to 64 per 160-@6&@0;11 records from 1997 to 2007. ADHD
patients in 12-15 age group had-the highes.trT i;_r;:.scription-rate of MPH. Percentage of
patients under MPH treatment in male :ADHD péticnts was higher than those in female
ADHD patients. The prescription raté of imthediate-release (IR) MPH (B =-0.04,
p<.0001) decreased with a significantly increased from 2004 to 2007 in osmotic release
oral system (OROS) MPH (B = 0.46, p<.0001 ; B =0.85, p<.0001). Other than MPH,
antidepressants (4.4%-8.2%) were the highest prescription rate of psychotropic
medications and antipsychotics (3.9%-5.2%) were the second. The prescription rate of
SSRIs (3= 0.11, p<0.0001) increased from 0.8% to 3.7%, however, significantly
decrease in the prescription rate of TCAs ( 5= -0.16, p<0.0001) from 4.4% to 1.1% was
found in the same period. The prescription rate of atypical antipsychotics ( 5= 0.18,
»<0.0001) increased significantly (0% to 3%) with a decrease (4.1% to 1.0%) in typical
antipsychotics (f =-0.10, p<0.0001) from 1997 to 2007. A total of 2109 new onset

ADHD patients from 1999 to 2003 were identified and 8414 matched controls were



randomly selected. The ADHD group had a mean age of 7.3 year old and 79.8% were
males. There were higher risk of occurring bipolar disorder, depression, dysthymia,
anxiety, conduct disorder and oppositional defiant disorder in group of ADHD-M to
ADHD-N by calculating the odds ratio. After multivariate analysis and adjusted by
univariate, MPH (p<0.05) use had a relationship with bipolar disorder and oppositional
defiant disorder in ADHD patients.

Conclusions: Results of this study indicated that not only the rate of outpatient services
for ADHD patients but also the rate of medication therapy in ADHD patients in Taiwan
increased significantly from 1997 to 2007. MPH was the most used neuropsychotropic
agents to children with ADHD in Taiwan as expected. The impact of long-term effect of
MPH use on coming up bipolar disorder and oppositional defiant disorder is truly
existed. Although the mechanism of thi$ effect still unknown, it should be used

cautiously on clinical practice.
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Table 2-1. Diagnostic Criteria for ADHD

A. Either (1) or (2)
1) Six (or more) of the following symptoms of inattention have persisted for at least 6 months to a degree that is
maladaptive and inconsistent with developmental level:
I nattention
a) Often fails to give close attention to details or makes careless mistakes in schoolwork, work, or other activities
b) Often has difficulty sustaining attention in tasks or play activities
¢) Often does not seem to listen when spoken to directly
d) Often does not follow through on instructions and fails to finish schoolwork, chores, or duties in the workplace
(not due to oppositional behavior or failure to understand instructions)
e) Often has difficulty organizing tasks and activities
f) Often avoids, dislikes, or is reluctant to engage in tasks that require sustained mental effort (such as schoolwork or
homework)
g) Often loses things necessary for tasks or activities (eg, toys, school assignments, pencils, books, or tools)
h) Is often easily distracted by extraneous stimuli
i) Is often forgetful in daily activities :
2) Six (or more) of the following symptoms of hyper activity-impulévity have persisted for at least 6 months to a
degree that is maladaptive and inconsistent;with de_yelopmental level:

Hyperactivity =

a) Often fidgets with hands or feet or squirms in seat
b) Often leaves seat in classroom or in other situatiolns iﬁii;vhich' remaining seated is expected
¢) Often runs about or climbs excessively in ‘situations.in which it is inappropriate (in adolescents or adults, may be
limited to subjective feelings of restlessness)
d) Often has difficulty playing or engaging in leisure activities quietly
e) Is often “on the go” or often acts as if “driven by a motor”
f) Often talks excessively
I mpulsivity
g) Often blurts out answers before questions have been completed
h) Often has difficulty awaiting turn
i) Often interrupts or intrudes on others (eg, butts into conversations or games)
B. Some hyperactive-impulsive or inattentive symptoms that caused impairment were present before 7 years of age.
C. Some impairment from the symptoms is present in 2 or more settings (eg, at school [or work] or at home).
D. There must be clear evidence of clinically significant impairment in social, academic, or occupational functioning.
E. The symptoms do not occur exclusively during the course of a pervasive developmental disorder, schizophrenia, or
other psychotic disorder and are not better accounted for by another mental disorder (eg, mood disorder, anxiety

disorder, dissociative disorder, or personality disorder).

BReprinted with permission from the Diagnostic and Statistical Manual of Mental Disorders, Text Revision, 4th Ed. (DSM-IV-TR).

Copyright 2000. American Psychiatric Association.
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Table 4-1. List of neuropsychopharmacological agents included in this study

Antidepressants Antipsychotics Anxiolytics Hypnotics & Other
sedatives antiepilptics

TCAs Typical BZD BZD Phenobarbital
Imipramine Chlorpromazine Diazepam Brotizolam Primidone
Clomipramine Chlorprothixene Chlordiazepoxide Estazolam Phenytoin
Amitriptyline Clopenthixol Medazepam Flunitrazepam Clonazepam
Dothiepin Clothiapine Oxazepam Flurazepam
Doxepin Droperidol Lorazepam Lormetazepam
SSRIs Flupentixol Bromazepam Midazolam Mood stabilizers
Escitalopram Fluphenazine Clobazam Nitrazepam Lithium
Fluoxetine Haloperidol Prazepam Temazepam Valproic acid
Fluvoxamine Levomepromazine Alprazolam Nimetazepam Carbamazepine
Citalopram Loxapine Nordazepam Triazolam Lamotrigine
Paroxetine Methotrimeprazine Fludiazepam Non_BZD Gabapentin
Sertraline Moperone Oxazolam - Zolpidem Tiagabine
SNRIs Perphenazine Others . Zopiclone Topiramate
Bupropion Penfluridol Meprobamate Barbiturate Divalproex
Venlafaxine Pimozide Buspir-é_ge ' Amobarbital Oxcarbazepine
Duloxetine Pipotiazine ,:- < Allobarbital Levetiracetam
Maprotiline Sulpiride Pentobarbital
Mirtazapine Thioridazine Pyrabital
Trazodone Thiothixene Secobarbital Drugsfor ADHD
MOls Triflumethazine Methylphenidate
Selegiline Trifluoperazine Atomoxetine
Moclobemide Zuclopenthixol Clonidine
Others Atypical
Milnacipran Amisulpride
Pyrisuccideanol  Aripiprazole
Viloxazine Clozapine
Mianserin Olanzapine

Quetiapine

Risperidone

Ziprasidone

Zotepine
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Table 4-2. Classification of psychiatric diseases by ICD-9-CM

Schizophrenia 295.xx Schizophrenic disorders

Other psychotic disorder 297.1 Delusional disorder

297.3 Shared psychotic disorder

298.8 Other and unspecified reactive

293.81 Psychotic disorder with delusions in conditions classified
elsewhere

293.82 Psychotic disorder with hallucinations in conditions
classified elsewhere

298.9 Unspecified psychosis

Depression 296.2 Major depressive disorder, single episode
296.3 Major depressive disorder, recurrent episode
311.xx Depressive disorder, not elsewhere classified

Dysthymic disorder 300.4 Dysthymic disorder

Bipolar disorder 296.0 Bipolar I disorder, single manic episode
296.1 Manic disorder, recurrent episode
296.4 Bipolar I disorder, most recent episode (or current) manic
296.5 Bipolar I disorder, most recent episode (or current)
296.6 Bipolar I disorder, most recent episode (or current) mixed
296.7 Bipolar 1 disorder,most recent episode (or current)
296.8 Other and unspecified-bipolar disorders
296.9. Other@nd unspeeified episodic mood disorder

Pervasive developmental 299.xX. " Pervasive developmental disorders
disorders \

,;'s I

Anxiety disorders

Generalized anxiety 300.0 -Anxiety states
_disorder __ 300.02 Generalized anxiety disorder

Panicdisorder 30001 pani¢disordenwithout agoraphobia

_Phobic disorders 3002 Phobicdisordets .o
ODD 300.3 Obsessive-compulsive disorders
Somatoform disorders 300.81 Somatization disorder

300.82 Undifferentiated somatoform disorder

300.11 Conversion disorder

300.7 Hypochondriasis

307.8 Pain disorders related to psychological factors

Dissociative disorder 300.12 Dissociative amnesia
300.13 Dissociative fugue
300.14 Dissociative identity disorder
300.15 Dissociative disorder or reaction, unspecified
300.6 Depersonalization disorder

Personality disorders 301.xx Personality disorders

Substance use disorder 291.xx Alcohol-induced mental disorders
292.xx Drug-induced mental disorders
303.xx  Alcohol dependence syndrome
304.xx Drug dependence
305.xx Nondependent abuse of drugs

43



Table 4-2. (continues)

Physiological malfunction 306.xx Physiological malfunction arising from mental

arising from mental factors factors

Special symptoms or 307.xx Special symptoms or syndromes, not elsewhere

syndromes, not elsewhere classified (except 307.2 and 307.8)

classified

Tics 307.2 Tics

Acute reaction 308.xx Acute reaction to stress

Adjustment reaction 309.xx Adjustment reaction

Brain damage 310.xx  Specific nonpsychotic mental disorders due to brain
damage

Conduct disorder 312.xx Disturbance of conduct, not elsewhere classified

Oppositional defiant disorder 313.81 Oppositional defiant disorder

Disturbance of emotions 313.xx Disturbance of emotions specific to childhood and

specific to childhood and adolescence (except 313.81)

adolescence

Learning disorder 315.0 Reading Disorder

315.1 Mathematics Disorder
315.2 Disorder of Written Expression
315.9 1 earning Disorder Not Otherwise Specified

Motor Skills Disorder

315.4 Developmental Coordination Disorder

Communication Disorders

315:31Expressive Language Disorder
315.32 Mixed Réeeptive-Expressive Language Disorder
316.39 Phonelegical Disorder (formerly Developmental
_ | "Articulation Disorder)
307.0 Stuttering |
307.9 Communication Disorder Not Otherwise Specified

Mental retardation

317.%x. “Mild mental retardation
318.xx  Other specificd mental retardation
319.xx  Unspecified mental retardation

Epilepsy

345.xx Epilepsy and recurrent seizures
780.3 Convulsions
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I 18 g > d 1998 # 410.44%7F] 2007 & 114.6% > 3 4o ety R ApH#EP & (S
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Table 5-1. The treated prevalence rate, gender distribution and mean age at onset of ADHD for ADHD patients under 18 y/o from 1997 to 2007
1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007

ADHD patients, n 126 228 583 684 816 1042 1146 1472 1749 2026 2538
ADHD-related 390 717 2254 2658 3347 4713 4787 6376 8321 10584 12778
ambulatory visits
Male, n 91 187 479 569 673 851 918 1186 1404 1655 2034
Female, n 35 41 104 115 143 191 228 286 345 371 504
Maleto femaleratio 2.6 4.7 4.6 5 4.7 3.1 4 4.1 4.1 4.5 4
Treated prevalencerate, % _ :
Total ? 0.05 0.09 0.23 0.27 0.33 0.43 0.48 0.63 0.76 0.95 1.27
Male® 0.07 0.14 0.38 U Sleac) 9.53' 0.68 0.74 0.97 1.18 1.48 1.94
Female® 0.03 0.03 0.08 0.09 '-‘-_'6.-12 0.16 0.20 0.25 0.32 0.36 0.53
Mean age at onset, yr (mean+SD) ;
Total patients 7.8£3.5 7.4+27 7.6£29 7.742.9!| 7.8+3.00° 7.9+3.2 8.1+3.2 8.2+32 8.6+3.3 87433 8.9+3.2
Male 8.0+3.0 7.3+2.4 7.7+28 77229 +7.8+30 & 81+3.1 83+32 83+33 86433 88+33 9.0+3.2
Female 7.3+4.6 7.4+£3.6 69+£3.2 7.5+£3.0° 175£3.2° 72432 744£3.0 7.6£3.2 82+3.3 8.1+3.3 8.6+3.3

aB=0.25, p <.0001; ®B=0.24, p < .0001; °p=0.26, p < .0001
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Figure 5-1. The treated prevalenpe ra‘te of ADHD for patients under 18 y/o from
1997 to 2007 (Data from Table SFI)
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Figure 5-2. The treated prevalence rate of ADHD in different gender groups of
ADHD patients under 18 y/o from 1997 to 2007 (Data from Table 5-1)



Table 5-2. Distribution of ADHD patients (in persons) in different age groups from 1997 to 2007

B p
Age groups 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
34 64 175 195 235 292 278 367 388 441 444
<6yr,n (%) -0.08 <.0001
(26.98) (28.07) (30.02) (28.51) (28.80) (28.02) (24.26) (24.93) (22.18) (2L.71) (17.49)
55 107 250 300 311 403 480 584 656 732 949
6~9 yr, n (%) -0.03 <.0001
(43.65) (46.93) (42.88) (43.86) (38.11)4(38.68) . (41.88) (39.67) (37.51) (36.13) (37.39)
21 45 104 123 179 « 210 226 294 401 485 666
9~12yr, n (%) 0.06 <.0001
(16.67) (19.74) (17.84) (17.98) (21.94)4°(20.15) "(19.72)" (19.97) (22.93) (23.94) (26.24)
10 11 48 56 80 414 132 181 236 277 363
12~15yr, n (%) — 0.08 <.0001
(7.94) (4.82) (8.23) (8.19) (9.8) (10.951) S1(11.82) (12.3)  (13.49) (13.67) (14.3)
6 1 6 10 11 23 30 ¢ 46 68 91 116
15~18yr, n (%) <.0001
(4.76) (0.44) (1.03) (1.46) (1.35)" .(2.21) (2.62) (3.13) (3.89) (4.49) (4.57)
Total ADHD '
_ 126 228 583 684 816 1042 1146 1472 1749 2026 2538
patients
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Table 5-3. Distribution of ADHD patient-visits (in person-times) for patients in different age groups from 1997 to 2007

B p
Age groups 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
83 181 534 628 771 1106 918 1375 1618 2040 1782
<6yr,n (%) -0.07 <.0001

(21.28) (25.24) (24.09) (23.63) (23.04) (23.47) (19.18) (21.57) (19.44) (19.27) (13.95)
192 363 1036 1197 1301 1986 2149 2473 3107 3727 4928

6~9 yr, n (%) -0.05 <.0001
(49.23) (50.63) (45.96) (45.03) (38.87).1(42.14) - (44.89) (38.79) (37.34) (35.21) (38.57)
86 137 472 617 908 - 999 1006 1431 2124 2886 3519
9~12yr, n (%) 0.04 <.0001
(22.05) (19.11) (20.94) (23.21) (27.13)/(21.2) _(21:02). (22.44) (25.53) (27.27) (27.54)
23 35 169 172 316 530~ 581 821 1089 1446 1947
12~15yr, n (%) = = 0.10 <.0001
(5.9) (4.88) (7.5) (6.47) 9.44) . (L1.25) (12.44) (12.88) (13.09) (13.66) (15.24)
6 1 34 44 51 92" 133 276 383 485 602
15~18yr, n (%) i | 0.16 <.0001
(1.54) (0.14) (1.51) (1.66) (1.52) (1.95) (2.78) (4.33) (4.6) (4.58) (4.71)
Total ADHD
. 390 717 2254 2658 3347 4713 4787 6376 8321 10584 12778
patients*

*Total ADHD-related ambulatory visits
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Figure 5-3. Distribution of ADHD) patients (ifgpersons) in different age groups
from 1997 to 2007 (Data from.Table 5-2) g
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Figure 5-4. Distribution of ADHD patient-visits (in person-times) for patients

in different age groups from 1997 to 2007 (Data from Table 5-3)
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Table 5-4. The treated prevalence rate of ADHD in different age groups from 1997 to 2007

B p
Age groups 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value

<6 yr, % 0.03 0.07 0.19 0.21 0.26 0.34 0.33 0.47 0.52 0.71 0.91 0.24 <.0001
6~9yr, % 0.13 0.25 0.59 0.72 0.74 0.95 1.14 1.39 1.66 1.92 2.53 0.22 <.0001
9~12yr, % 0.05 0.11 0.25 0.29 0.42 0.50 0.54 0.70 0.95 1.15 1.58 0.26 <.0001
12~15yr, % 0.02 0.02 0.11 0.14 0:19 27 0.31 0.43 0.56 0.66 0.87 0.29 <.0001

15~18yr, % 0.02 0.00 0.02 0.03 0.04 0/08=:<10.11 0.15 0.23 0.30 0.39 0.37 <.0001
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Table 5-5. Distribution of the location settings of outpatient of ADHD patients (in persons) in different regions of Taiwan (TW) from 1997 to 2007

B p

Regions 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _
estimate value

Northern TW, n 59 107 297 322 415 563 633 830 1005 1243 1510

%2 472 463 509 467 510 539 554 562 573 61.5 59.4

%° 006 010 028 030 039 054 0.6l 0.81 0.99 131 1.71 027 <0001
Central TW, n 25 63 83 109 110 145 156 215 282 300 409

% 200 273 14.2 15.8 13.5 13.9 13.7 14.6 16.1 14.8 16.1

%° 004 009 012 016 4016 022 023 032 043 049  0.73 024 <0001
Southern TW, n 38 53 175 232 254 288 305 355 374 391 520

%® 304 229 300 337 313[ .\276) 267 241 21.3 194 204

%°  0.07 0.09 0.30 0.40 0.45 | =0.52 0.56 0.65 0.69 0.78 1.13 0.19 <0001
Eastern TW, n 3 8 28 26 34 48 49 76 93 87 105

%2 24 3.5 4.8 3.8 4.2 4.6 43 5.2 5.3 43 4.1

%°  0.03 0.07 026 024 032 “ 045 046 071 0.89  0.89 1.17 025 <0001

Total numbers of

, 125 231 583 689 814 1044 1143 1476 1754 2021 2544
ADHD patients

* The numerator is the number of patients with ADHD in different regions each year; the denominator is the total number of patients with ADHD in each year in this study.

® The numerator is the number of patients with ADHD in different regions each year; the denominator is the total samples under 18 y/o in LHID 2005 data base each year.
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Table 5-6. Distribution of location of outpatient settings of ADHD patients (in persons) based on the level of urbanizaiton from 1997 to 2007

Urbanizaiton 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _’3 P

estimate value
Urban, n 63 112 380 443 516 627 696 836 946 1021 1210
%2 50.4 48.3 63.2 62.1 60.5 56.8 58.0 54.0 51.4 47.5 44.4

%P 0.10 0.18 0.61 0.71 0.85 1.06 1.20 1.49 1.71 2.01 2.61 022 <0001
Suburban, n 57 113 195 223 269 380 399 561 703 900 1182
%% 45.6 48.7 32.5 31.3 31.5 34500, 33.2 36.2 38.2 41.9 43.4

%P 0.07 0.13 0.23 0.26 032 1°0.45 0.48 0.67 0.84 1.15 1.63 027 <0001
Rural, n 5 7 26 47 68 96 106 151 193 226 331
%2 4.0 3.0 4.3 6.6 80 [ .87 818 9.8 10.5 10.5 12.2

%°  0.01 0.01 0.03 0.05 0.07 0:10° || 0.1 0.16 0.21 0.26 0.41 033 <0001

Total numbers of AL i

125 232 601 713 853 1103 || 1201 1549 1842 2149 2725

ADHD patients

* The numerator is the number of patients with ADHD in different level of urbanization'each year; the denominator is the total number of persons with ADHD in each year

in this study.

® The numerator is the number of patients with ADHD in different level of urbanization each year; the denominator is the total samples under 18 y/o in LHID2005 data base

each year.
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Figure 5-7. Distribution of outpatlents s,ettmg of ADHD patients (in persons) of different
regions of Taiwan from 1997 to 2007 (Data. from ‘Table 5-5)
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Figure 5-8. Distribution of outpatient setting of ADHD patients (in persons) based on
the different level of urbanizaiton from 1997 to 2007 (Data from Table 5-6)
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Table 5-7. Distribution of outpatient settings of ADHD patients (in persons) based on the types of health institution from 1997 to 2007

Types of health
institution
Medical
centers

1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007

n 59 121 355 419 481 571 590 734 875 981 1200

%% 472 5193  57.07 57.16 54.04 4991 4743 4536 45.06 4354 41091

Regional
, 25 58 146 185 226 339 360 489 538 589 831
hospital ;
%% 20 2489 2347 2524 2539 1" 2963 2894  30.22 27.7 26.14  29.03
District
) 6 11 30 25 51 . 56~ 81 132 206 226 280
hospita L
%% 4.8 4.72 4.82 3.41 A73 49 6.51 8.16 10.61 10.03 9.78
Psychiatric X ;
, 1 15 58 44 58 177 98 96 90 131 55
hospital A
%% 0.8 6.44 9.32 6 6.52 6.73 7.88 5.93 4.63 5.81 1.92
Others
, 34 28 33 60 74 101 115 167 233 326 497
hospital

%% 272 12.02 5.31 8.19 8.31 8.83 9.24 10.32 12 14.47 17.36
Total numbers of
ADHD patients

125 233 622 733 890 1144 1244 1618 1942 2253 2863

* The numerator is the number of patients with ADHD in different types of health institution each year; the denominator is the total number of persons with

ADHD in each year in this study.



Table 5-8. Distribution of ambulatory medical visits of ADHD based on the medical specialties from 1997 to 2007

By specialty 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
Psychiatry n 58 151 414 429 591 821 868 1101 1332 1553 1928
%% 453 61.6 62.3 55.5 63.8 67.4 69.6 67.0 67.8 68.9 68.1
Rehabilitation n 28 48 89 122 161 228 251 333 393 468 531
%% 219 19.6 13.4 15.8 17.4 18.7 20.1 20.3 20.0 20.8 18.8
Pediatrics n 20 35 141 213 142 133 101 152 181 181 285
%%  15.6 14.3 21.2 27.6 15.3 109 8.1 9.3 9.2 8.0 10.1
Family n 7 0 4 2 2 3 7 6 10 6 16
%? 5.5 0.0 0.6 03 02 AL 043 0.6 0.4 0.5 0.3 0.6
Neur ology n 0 0 3 3 3 =) 2 10 4 5 7
%? 0.0 0.0 0.5 04 0.3 .-ﬂ".-O.2 0:2 0.6 0.2 0.2 0.3

Total numbers of

, 128 245 665 773 926 1219 <. 1248 1643 1966 2254 2832
ADHD patients :

* The numerator is the number of ambulatory medical visits of ADHD patients by different specialty in each year; the denominator is the total number of

persons with ADHD in each year in this study.
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SR e sk ADHD ch# e 0 € 1988 Eig 4 o @ L oxA| A MPH § 5 4
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i p¥ > Ritalin IR® 10 mg/tab #£_1997 & %4 39%:7 ADHD £ % & * i& » 2 2007
£0F 47% % F ik E 2485 ( £=0.03 > p<0.0001 ) & »cH| 4] ¥ 1 Concerta
ER"™ 18 mg/tab » j£_2004 & 3| 2007 # } P B 4c crag%: > 4 & 100 = ADHD £ £
F 35 4@ *iE 4L F 100 - ADHD &5 $ 21.2 4 i * ( §=0.5:p<0.0001);
Concerta ER” 36 mg/tab 3 4c 15 &  + » /€ 2004 # c2% 100 == ADHD & %  0.82
A fg % o 34 3] 2007 # 20 % 100 = ADHD g5 4 11 4 & * 8 ( 8=0.83
p<0.0001) ; Concerta ER® 54 mg/tab F1 1 2007 & 4 $ i * % &> F2 3 wmdgd A
i . '

FREF AL LH S R1ta11nIR IOmg/tab AR F A feendbg o Foa

H %1997 # c42.6%5] 2007 & 5 4 :3?-2% » B ILEE T A% ( f=-0.04 >

p<0.0001 ) ° £ »2#|3] 55 MPH ; Concquta ER® 18 mg/tab Fr Concerta ER® 36 mg/tab >

AT AZd o4 IR RIEE BACHER o
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Table 5-9. Prescribing rate of psychotropic agents in ADHD-related ambulatory visits analysed
by patients’ age groups and gender counted by patient-visits (1997-2007)

Age groups Gender
Drug class 12~15 Total
<6yr 6~9yr 9~12yr o 15~18 yr Male Female
Antidepressants n 163 857 1002 936 428 3008 378 3386
% 1.5 3.9 7.2 13.4 21.1 6.6 3.7
Antipsychotics n 114 767 880 727 341 2676 153 2829
% 1.1 3.5 6.3 10.4 16.8 5.9 1.5
Antiepileptics n 222 636 525 673 329 2007 378 2385
% 2.1 2.9 3.8 9.7 16.2 4.4 3.7
Mood stabilizer n 167 566 430 505 239 1606 301 1907
% 1.6 2.6 3.1 7.2 11.8 3.5 3.0
Anxiolyticsand
i n 18 133 225 340 269 748 237 985
hypnotics <
% 0.2 0.6 1.6 49, 132 1.6 2.3
Total* 10728 22051 .. 13944 6974 2031 45603 10125

o Lot I |
* Total: ADHD-related outpatient visits in ambpla@:ge{tings from 1997-2007.

[ A
25
20 -
(=]
3‘; 15 - I Antidepressants
3 [ Antipsychotics
E I Antiepileptics
pi 1 Mood stabilizer
8 I Anxiolytics and hypnotics
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oL mlll
<6 yr 6~9 yr 9~12 yr 12~15yr 15~18 yr

Age group

Figure 5-9. Prescribing rate of psychotropic agents in different age groups counted by
ADHD-related ambulatory patient-visits (Data from Table 5-9)
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Table 5-10. Prescribing rate of some subclass of psychotropic agents in ADHD-related ambulatory
visits analyzed by patients’ age groups and gender counted by patient-visits (1997-2007)

Age groups Gender

Drug class Total
<6yr 69yr 9~12yr 12~15yr 15~18yr Male Female
SSRI n 104 315 446 525 249 1506 133 1639
% 1.0 1.4 3.2 7.5 12.3 3.3 1.3
TCA n 53 506 480 226 57 1114 208 1322
% 0.5 2.3 3.4 3.2 2.8 24 2.1
Typical
_ _ n 77 479 493 242 212 1398 105 1503
antipsychotics
% 0.7 22 3.5 3.5 10.4 3.1 1.0
Atypical
_ _ n 37 288 387 485 129 1278 48 1326
antipsychotics
% 03 1.3 2.8 7.0 6.4 2.8 0.5
MPH n 982 10930 10398 F=E 58 1495 25173 4366 29539
% 9.2 49.6 74.5 823 . 736 55.2 43.1
Clonidine n 37 240 £ ., 21 38 785 74 859
% 0.3 L1 24 AL JAD 1.9 1.7 0.7
Total* 10728 22051 * 13944 <6974 2031 45603 10125

* Total: ADHD related outpatient visifs in am.bulatdrr-y- setfi'ngs frorﬁ 1997-2007.
i .I !_ F
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Figure 5-10. Prescribing rate of subclass psychotropic agents in different age groups

counted by ADHD-related ambulatory patient-visits (Data from Table 5-10)
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Table 5-11. Trends of prescribing rate of neuropsychotropic agents in ADHD patients (in persons) from 1997 to 2007

B p
Drug class 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
Antidepressants n 6 14 43 43 60 79 82 112 116 135 166 -0.007  0.6086
% 476 6.14 7.38 6.29 7.35 7.58 7.16 7.61 6.63 6.66 6.54
Antipsychotics n 3 10 24 27 43 60 62 61 90 98 121 0.01 0.5553
% %  2.38 4.39 4.12 3.95 5.217 5.76 5.41 4.14 5.15 4.84 4.77
Antiepileptics n 1 7 15 14 25 27 29 48 55 50 77 0.02 0.2754
% %  0.79 3.07 2.57 2.05 3.06 2.59 2,53 3.26 3.14 2.47 3.03
Mood stabilizer n 1 4 10 11 19 A\ IR 19 38 35 40 53 0.02 0.3245
% %  0.79 1.75 1.72 1.61 2.33 -ff"‘l.-73 1.66 2.58 2 1.97 2.09
Anxiolyticsand AL ;
i n 5 4 17 14 21 31 38 56 56 50 69 0.002 0.9227
hypnotics £y N :
% %  3.97 1.75 2.92 2.05 2.57 298 3.32 3.8 3.2 2.47 2.72
Total numbers of
126 228 583 684 816 1042 1146 1472 1749 2026 2538

ADHD patients
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Table 5-12. Trends of prescribing rate of neuropsychotropic agents in ADHD-related ambulatory visits (in person-times) from 1997 to 2007

Drug class 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 g i
estimate value

Antidepressants n 20 43 146 125 176 307 393 451 445 590 567 -0.04 <.0001
% 5.13 6.00 6.48 4.70 5.26 6.51 8.21 7.07 5.35 5.57 4.44

Antipsychotics n 16 90 119 119 157 247 224 226 398 465 501 -0.05 <.0001
% 4.10 12.55 5.28 4.48 4.69 524 4.68 3.54 4.78 4.39 3.92

Antiepileptics n 2 40 106 97 150 165 208 417 390 389 421 -0.02 0.0044
% 0.51 5.58 4.70 3.65 4.48 3.50 4,35 6.54 4.69 3.68 3.29

Mood stabilizer n 1 35 63 53 88 [ .\ 100 107 216 210 229 280 -0.02 0.0787

% 0.26 4.88 2.80 1.99 2.63 .-f'Z'.1-2 2.24 3.39 2.52 2.16 2.19
Anxiolyticsand AL i
, 11 3 28 18 N 66 93 142 169 160 177 0.01 0.3697
hypnotics £ AW

% 2.82 0.42 1.24 0.68 1.70 1.40: 1094 2.23 2.03 1.51 1.39

Total ADHD
) . 390 717 2254 2658 3347 4713 4787 6376 8321 10584 12778
patient-visits *

*Total ADHD-related ambulatory visits
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Figure 5-11. Trends of prescribing rate of -neurgpsy'chotropic agents in ADHD patients
(in persons) from 1997 to 2007 (Data frdﬁl Table5-11)
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Figure 5-12. Trends of prescribing rate of neuropsychotropic agents in ADHD-related
ambulatory visits (in person-times) from 1997 to 2007 (Data from Table 5-12)
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Table 5-13. Prescribing rate of some subclass of neuropsychotropic agents in ADHD patients (in patients) from 1997 to 2007

B p
Drug class 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
SSRI n 1 1 2 4 23 33 36 52 67 71 84 0.11 <.0001
% 0.79 0.44 0.34 0.58 2.82 3.17 3.14 3.53 3.83 3.50 3.31
TCA n 5 13 37 33 30 36 36 42 24 36 45 -0.16 <.0001
% 3.97 5.70 6.35 4.82 3.68 3.45 3.14 2.85 1.37 1.78 1.77
Typical
, ) n 3 10 21 25 3% 38 32 33 48 40 39 -0.10 <.0001
antipsychotics
% 2.38 4.39 3.60 3.65 3.9\ 3463 2.79 2.24 2.74 1.97 1.54
Atypical =
: . n 0 0 3 2 11 W 22 30 28 42 58 82 0.18 <.0001
antipsychotics
% 0 0 0.51 0.29° ¥°1.35 2.11 2.62 1.90 2.40 2.86 3.23
MPH n 39 103 241 295 358 455 513 639 851 1106 1425 0.08 <.0001
% 3095 4518 4134 43,13 4387 14367 4476 4341 48.66 5459 56.15
Clonidine n 2 0 9 6 13 28 16 20 31 39 48 0.04 0.1029
% 1.59 0.00 1.54 0.88 1.59 2.69 1.40 1.36 1.77 1.92 1.89
Total numbers of
126 228 583 684 816 1042 1146 1472 1749 2026 2538

ADHD patients
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Table 5-14. Prescribing rate of some subclass of neuropsychotropic agents in ADHD-related ambulatory visits (in persons-times) from 1997 to 2007

B p
Drug class 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
SSRI n 3 1 5 9 74 167 139 214 272 391 343 0.10 <.0001
% 0.77 0.14 0.22 0.34 2.21 3.54 2.90 3.36 3.27 3.69 2.68
TCA n 17 42 132 114 98 121 226 186 97 119 138 -0.20 <.0001
% 4.36 5.86 5.86 4.29 2.93 250 4.72 2.92 1.17 1.12 1.08
Typical 16 90 107 112 133 165 135 117 215 187 126
. . n -0.19 <.0001
antipsychotics
% 4.10 1255 475 421 B.97[ ) _3.50' 232 1.84 2.58 1.77 0.99
Atypical 0 0 12 9 33 || =98 100 116 189 283 383
. . n 0.17 <.0001
antipsychotics '
% 0 0 0.53 0.34 = 40.99 2,08}/ 2:09 1.82 2.27 2.67 3.00
MPH n 166 350 894 1079 1341 1926- 2091 2821 4369 6326 8176 0.07 <.0001
% 4256 4881 39.66 40.59 40.07 ©40.87 43.68 4424 5251 5977 63.98
Clonidine n 7 0 19 29 50 114 56 73 102 166 176 0.01 0.3593

% 1.79 0.00 0.84 1.09 1.49 242 1.17 1.14 1.23 1.57 1.38

Total ADHD
patient-visits*

390 717 2254 2658 3347 4713 4787 6376 8321 10584 12778

*Total ADHD-related ambulatory visits
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Figure 5-13. Trends in the prescribing.rate.of some subclass of neuropsychotropic

agents in ADHD patients (in patiénts) from Ii9_9.7_ %0 2007 (Data from Table 5-13)
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Figure 5-14. Trends in the prescribing rate of some subclass of neuropsychotropic

agents in ADHD-related ambulatory visits (in persons-times) from 1997 to 2007

(Data form Table 5-14)
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Table 5-15. Prescribing rate of different dosage forms of MPH in ADHD-related ambulatory visits

analyzed by patients’ age groups and gender counted by patient-visits accumulated amount 1997-2007

Age groups Gender
Drug class Total
<6yr 69yr 9~12yr 12~15yr 15~18yr Male Female

1997-2003

Ritalin IR n 424 3491 2255 993 172 6289 1046 7335
% 10.2 42.7 535 543 47.7 41.0 30.1

Total” 4158 8170 4214 1828 361 6289 1046

2004-2007

Ritalin IR n 466 4644 3659 1962 535 9542 1724 11266
% 7.1 335 37.6 38.1 32.0 31.5 25.6

Concerta ER n 11 1500 2670 1644 460 5413 872 6285
% 0.2 10.8 27.4 32 27.5 17.9 13

Total” 10728 22051 13944 6974 2031 6734 30263

" ADHD related outpatient visits in ambulatory settings from 1997-2003.." " ADHD related outpatient visits in ambulatory

settings from 2004-2007.
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Figure 5-15. Prescribing rate of different dosage forms of MPH in different
age groups counted by ADHD-related ambulatory patient-visits 2004-2007
(Data from Table 5-15)



Table 5-16. Prescribing rate of MPH (in persons) by different dosage forms in ADHD patients from 1997 to 2007

B p
Drug class 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
Ritalin IR
39 103 241 295 358 455 513 633 779 956 1194 0.03 <.0001
10 mg/tab
% 30.95 45.18 4134 43.13 43.87 43.67 4476 43.00 44.54 47.19 47.04
Concerta ER
0 0 0 0 0 0 0 52 206 363 539 0.50 <.0001
18 mg/tab
% 3.53 11.78 17.92 21.24
Concerta ER '
0 0 0 0 0 0 0 12 43 113 279 0.83 <.0001
36 mg/tab e
% 0.82 2.46 5.58 10.99
Concerta ER )
0 0 0 0 0 0 0 0 0 0 6
54 mg/tab
% 0.24
Total ADHD
126 228 583 684 g16 1042 1146 1472 1749 2026 2538

patients

73



Table 5-17. Prescribing rate of MPH (in person-times) by different dosage forms in ADHD-related ambulatory visits from 1997 to 2007

B p

Drug class 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value

Ritalin IR
166 345 869 1055 1261 1776 1863 2274 2840 3614 4243 -0.04 <.0001
10 mg/tab
% 4256 4812 3855 3969 3768 37.68 3892 3566 34.13 3415 33.21

Concerta ER

0 0 0 0 0 0 = 0 102 816 1580 1977 0.46 <.0001
18 mg/tab _
% 1.60 9.81 1493 1547
ConcertaER i
n 0 0 0 0 0 0 0 25 181 521 1209 0.85 <.0001
36 mg/tab "
% 4L w039 2.18 4.92 9.46
Concerta ER £y A
0 0 0 0 0 0 =0 0 0 0 16
54 mg/tab '
% 0.13
Total ADHD
, 390 717 2254 2658 3347 4713 4787 6376 8321 10584 12778
patients*

*Total ADHD-related ambulatory visits
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Figure 5-16. Trends of prescribing rate of MPH (in persons) by different dosage
forms in ADHD patients from 1997 to 2007 (Data from Table 5-16)
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Figure 5-17. Trends of prescribing rate of MPH (in person-times) by different dosage
forms in ADHD-related ambulatory visits from 1997 to 2007 (Data form Table 5-17)
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Table 5-18. The average dose of MPH used for ADHD patients in different years,

patients’ age groups and gender of ADHD patients

Year® Dose, mean+SD | Age groupb, yr  Dose, mean+SD (mg)
(mg)
1997 13.7¢7.4 <6 yr 8.614.3
1998 14.448.5 6-9%r 13.547.1
1999 13.417.6 9-1Zyh [\ 187497
2000 14.049.1 12-15 yfn 24.0+13.6
2001 13.618.8 15-18 yr'i! 26.8+13.7
2002 14.0£11.0 2\ |
2003 14.9+10.6 Gender® " Dose, mean+SD (mg)
2004 16.5¢11.2 Male 17.7£11.0
2005 17.9410.8 Female 16.149.5
2006 19.8411.0
2007 20.4+10.4

F=39.0, p<.0001; ° F=358.3, p<.0001; ° F=17.6, p<.0001
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Figure 5-18. Average dose of MPH used for ADHD patients during 1997-2007
(Data from Table 5-18) <
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Figure 5-19. Average dose of MPH used for ADHD patients in different age
groups (Data from Table 5-18)
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Table 5-19. Trends of MPH prescribing rate” in ADHD patients analyzed by patients’ age groups and gender (in persons) from 1997 to 2007
B p

1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value

Agegroups
<6yr n 3 12 28 21 24 32 22 28 39 43 40
-0.06 0.0147
% 8.8 188 16.0 10.8 10.2 11.0 7.9 7.6 10.1 9.8 9.0
6~9yr n 21 61 115 146 167 207 1238 275 317 391 517 o 0035
% 382  57.0 46.0  48.7 537 4 514 49.6 47.1 48.3 53.4 54.5 ' '
9~12yr n 10 22 63 86 107 135 155 195 278 380 482 000 0001
% 476 489 60.6  69.9 59.8 643\ [ 68.6 66.3 69.3 78.4 72.4 ' '
12~15yr n 5 8 30 35 53 69« | 184 107 168 226 303 ol o000l
% 50.0 727 625 62.5 66.3 60.5 2% 163.6 v 591 71.2 81.6 83.5 ' '
15~18yr n 0 0 5 7 7555 \1p 14 34 49 66 83
; 0.15 0.0019
% 0.0 0.0 833 70.0 63.6 522 46.7 73.9 72.1 72.5 71.6
Gender
Male n 34 92 210 253 312 388 433 537 710 934 1183 008 =001
% 382 487 439 44.5 46.8 45.6 47.4 453 50.8 56.9 58.6 ' '
Female n 5 11 31 42 46 67 80 102 141 172 242
0.11 <.0001

% 139 262 307 36.5 32.2 35.1 35.6 35.9 40.9 47.0 48.3

" % = number of ADHD patients with MPH divided by total number of ADHD patients in the same age group
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Table 5-20. Trends of MPH prescribing rate in ADHD-related ambulatory visits in different by patients’ age groups and gender from 1997 to 2007
B p

1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value

Agegroups
<6yr n 15 47 56 72 54 107 73 84 93 170 130
-0.08 <.0001
% 185 253 104 11.7 7.2 10.0 8.0 6.5 5.9 8.6 7.6
6~9yr n 87 203 459 518 576 801 847 925 1329 1655 2235 0012 0.0269
% 46.3 550 444 43.4 44.5 -~ 40.7 39.9 38.5 43.3 45.4 46.9
9~12yr n 46 73 249 345 452 0 561 771 1287 1913 2358 010 <0001
% 529 529 528 55.8 50.1 BAL 56.1 55.0 61.5 67.5 69.4
12~15yr n 18 22 81 89 151 292 ”" 340 463 710 1012 1421 016 <0001
% 783 61.1 482 51.7 47.6 H7s P8 w2579 66.5 71.8 76.0
15~18yr n 0 0 24 31 28 Y NHY/ 42 124 219 296 356 010 <0001
% 0 0 70.6 70.5 54.9 505 31.8 46.3 59.2 63.1 63.2
Gender
Male n 138 311 774 908 1085 1509 1564 2047 3106 4308 5494 007 <0001
% 48.1 50.7 40.5 40.7 39.5 40.0 41.4 40.8 46.2 51.0 54.6
Female n 28 34 95 147 176 267 299 320 532 738 1006
0.09 <.0001

% 286 293 284 35.7 30.8 30.0 30.8 28.0 36.5 39.2 44.8
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Figure 5-20. Trends of MPH prescribing rate‘of ADHD patients in different age

groups (in persons) from 1997 to .2007- (Data from Table 5-19)
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Figure 5-22. Trends of MPH prescﬁbing rate in ADHD patients in different
gender (in persons) from 1997to 2007 (Dlata from Table 5-19)
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Figure 5-23. Trends of MPH prescribing rate in ADHD-related ambulatory
visits analyzed by patients’ gender from 1997 to 2007 (Data from Table 5-20)
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Table 5-21. Prescribing rate of MPH in ADHD patients in different regions of Taiwan (TW) based on the location of outpatient settings from

1997 to 2007
B p
Regions 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007
estimate value
Northern TW n 17 46 109 128 172 225 268 363 486 681 839 00s 06153
%  28.8 43.0 36.7 39.8 41.4 40.0 4223 43.7 48.4 54.8 55.6 ' '
Central TW n 5 17 31 39 41 56 53 75 113 145 215 0os 0011
%  20.0 27.0 37.3 35.8 37.3 386 34.0 34.9 40.1 48.3 52.6 ' '
Southern TW n 17 39 93 121 133 151 169 181 214 237 314 o0l 09142
%  44.7 73.6 53.1 52.2 522 A\ 524 55.4 51.0 57.2 60.6 60.4 ' '
Eastern TW n 0 1 8 8 13 =7 24 24 41 49
0.008 0.7819
% 0.0 12.5 28.6 30.8 38.2 50.0 490 31.6 44.1 56.3 64.8
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Table 5-22. Prescribing rate of MPH of ADHD-related ambulatory visits located in different regions of Taiwan (TW) based on the location of

outpatient settings from 1997 to 2007

Regions 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 g P

estimate value

Northern TW n 65 153 345 408 537 820 910 1324 2031 3089 3731 ol 0001
% 37.1 51.2 34.9 37.1 34.5 33.9 36.6 37.8 443 48.7 50.9

Centra TW n 12 39 130 134 171 187 183 273 398 521 818 007 <0001
% 16.0 19.6 354 344 39.3 40.1 28.1 333 32.8 36.1 47.1

Southern TW n 89 152 383 490 514 687 686 675 983 1162 1599 006 <0001
% 679 71.7 47.5 45.6 92.7 [ A\ 4313 481 45.6 53.1 57.7 59.5

EasternTW n 0 1 11 23 39 3.;_82 84 95 226 274 352 02l <0001
% 0.0 5.0 12.8 28.4 32.8 41.8 472 26.8 42.2 51.2 61.6
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Figure 5-24. Prescribing rate of MPH in ADHD patients in different regions of Taiwan (TW)
from 1997 to 2007 based on the locationof outpatient settings (Data from Table 5-21)
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Figure 5-25. Prescribing rate of MPH of ADHD-related ambulatory visits located in
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settings (Data from Table 5-22)
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Table 5-23. Prescribing rate of MPH of ADHD patients in areas of different level of urbanization based on the location of outpatient settings
from 1997 to 2007

Urbanization 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _'B P
estimate value
Urban n 17 60 153 197 232 276 300 342 447 539 651 002 07410
% 27.0 53.6 40.3 445 45.0 44.0 43.1 40.9 473 52.8 53.8 ' '
Suburban n 22 40 79 90 109 169 190 267 355 500 661 0 00290
% 38.6 35.4 40.5 40.4 40.5 44’505, 47.6 47.6 50.5 55.6 55.9 ' '
Rural n 0 3 12 14 22 27 41 58 89 116 184
0.03 0.1301

% 0.0 42.9 46.2 29.8 32.4 28.1 38.7 38.4 46.1 51.3 55.6

1
—

Table 5-24. Prescribing rate of MPH of ADHD-related ambulatory, visits'in areas ofdifferent level of urbanization based on the location of
outpatient settings from 1997 to 2007

Urbanization 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _B P
estimate value
Urban n 65 163 495 648 783 1076 1074 1156 1829 2311 2755 0.07 <0001
% 34.2 57.8 36.8 39.6 39.6 41.1 40.3 36.1 449 499 53.1 ' .
Suburban n 101 179 335 379 410 618 670 1008 1517 2274 3054 0.07 <0001
% 534 41.5 40.8 43.5 37.8 36.5 40.7 423 46.6 49 8 53.4 ' .
Rural n 0 3 39 28 68 82 119 203 292 460 689
0.16  <.0001

% 0.0 17.6 48.1 20.4 27.0 23.4 27.7 35.6 34.0 40.3 48.9
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Figure 5-26. Prescribing rate of MPH of ADHD patients in areas of different level of
urbanization based on the location of outpatient settings from 1997 to 2007 (Data from
Table 5-23)
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Figure 5-27. Prescribing rate of MPH of ADHD-related ambulatory visits in areas of
different level of urbanization based on the location of outpatient settings from 1997
to 2007 (Data from Table 5-24)
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Table 5-25. Prescribing rate of MPH of ADHD patients in different types of health institutions from 1997 to 2007

Type of B p
Health 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 estimate value
institutions
Medical
17 61 146 193 228 268 294 351 461 613 725
centers 0.03 <.0001
% 28.8 50.4 41.1 46.1 47.4 46.9 49.8 47.8 52.7 62.5 60.4
Regional
_ 5 10 41 49 70 120 112 177 235 277 474
hospitals i 0.07 <.0001
% 20.0 17.2 28.1 26.5 31.0 354 31.1 36.2 43.7 47.0 57.0
District )
_ 0 3 13 12 19 "o 30 43 86 95 127
hospitals - 0.005 0.8521
% 27.3 43.3 48.0 37.3 339 37.000 0 32.6 41.7 42.0 45.4
Psychiatric i
_ 0 8 25 22 29 3 49 51 57 91 35
hospitals -0.004  0.8604
% 53.3 43.1 50.0 50.0 48.1 50.0 53.1 63.3 69.5 63.6
Other
_ 17 21 22 27 27 38 52 58 76 111 181
hospitals -0.06 0.0003
% 50.0 75.0 66.7 45.0 36.5 37.6 45.2 34.7 32.6 34.0 36.4
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Table 5-26. Prescribing rate of MPH of ADHD-related ambulatory visits analyzed by the types of health institutions from 1997 to 2007

Health B
o 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _ P
institutions estimate value
M edical
65 162 505 690 806 1046 985 1199 1897 2631 3164
centers 0.13 <.0001
% 34.6 54.5 38.2 44.9 46.1 47.2 47.2 46.7 55.0 65.2 66.4
Regional
, 12 30 133 108 203 336 343 571 828 1042 1888
hospitals 0.19 <.0001
% 16.0 16.0 28.2 21.3 2509, 1262 27.0 31.7 39.9 42.2 52.5
District
, 0 4 27 30 51 76 75 155 293 413 428
hospitals \ 0.08 <.0001
% 12.9 34.6 44.1 28.8 3= || 228 27.8 28.8 37.1 38.7
Psychiatric i
, 0 25 53 54 87 135 158 183 241 369 145
hospitals ) 0.13 <.0001
% 49.0 384 36.5 394 37.4 39.5 43.2 54.3 53.5 67.8
Other
, 89 124 151 173 114 183 302 259 379 591 875
hospitals -0.12 <.0001
% 78.1 76.1 63.4 45.2 29.7 32.3 46.3 31.9 31.6 29.1 33.2
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Figure 5-28. Prescribing rate of MPH of ADHD-related ambulatory visits analyzed by
the types of health institutions from 1997 to 2007 (Data from Table 5-26)

MPH prescribing rate, %

100

80 A

60

40 A

20 A

—&—— Medical centers, *=0.13

Q- Regional, f*=0.19
——-%-—— Ddistrict, $*=0.08
——y-—-  Psychiatric, p=0.13
— —& —  others, f*=-0.12

T T T T T T T
1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007

year

Figure 5-29. Prescribing rate of MPH of ADHD patients in different types of health
institutions from 1997 to 2007 (Data from Table 5-25)
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Table 5-27. Prescribing rate of MPH of ADHD patients analysed by the medical specialties of physicians in outpatient settings from 1997 to 2007

By specialty 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _B P
estimate value
Psychiatry n 35 84 182 204 304 416 477 595 801 1043 1313 001 0.0205
%  60.3 55.6 44.0) 47.6 51.4 50.7 55.0 54.0 60.1 67.2 68.1 ' '
Rehabilitation n 2 5 4 12 10 17 14 15 25 28 36
-0.07 0.0275
% 7.1 10.4 4.5 9.8 6.2 7.5 5.6 4.5 6.4 6.0 6.8
Pediatrics n 3 16 67 103 50 42 31 33 42 59 105 0.05 0.0010
% 15.0 457 47.5 48.4 85,2 31.6 30.7 21.7 232 32.6 36.8 ' '
Family
o 0 0 3 2 2 3 6 5 7 5 7
medicine " 0.09 0.1944
% 75.0 100.0 100.0 1@.0 85.7 &3.3 70.0 83.3 43 .8
Neurology n 0 0 2 1 1 0 0 0 2 0 2
-0.11 0.4947
% 66.7 333 33:3 0:0 0:0 0.0 50.0 0.0 28.6
Others n 0 1 1 3 i, ™ 2 1 7 5 3 4
-0.08 0.2774
% 9.1 7.1 75.0 3.7 6.3 5.3 17.1 10.9 7.3 6.2
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Table 5-28. Prescribing rate of MPH of ADHD-related ambulatory visits analysed by medical specialties of physicians in outpatient settings

from 1997 to 2007

By specialty 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 _’3 P
estimate value
Psychiatry  n 155 310 628 677 1075 1574 1755 2165 3416 4739 6085 i3 oo
%  73.1 60.4 454 51.1 52.5 50.9 54.6 54.9 63.3 69.9 73.3 ' '
Rehabilitation n 6 5 12 24 39 59 33 68 56 106 103 oo 0200
% 5.6 3.7 3.2 4.5 5.1 5.4 2.9 43 2.8 3.8 3.4 ' '
Pediatrics n 5 27 220 343 142 134 63 112 134 183 292 005 oo
% 128 41.5 46.9 45.0 31.7 32.1 20,2 22.0 21.9 28.9 34.6 ' '
Family 0 0 4 2 ? \ 4 6 13 9 10 8
medicine = 0.19 0.0097
% 57.1 100.0 =~ “100.0 | | 100.0 || 85.7 92.9 75.0 90.9 47.1
Neur ology n 0 0 2 2 I 0 0 0 3 0 4
0.02 0.8947
% 66.7 16.7 10.0° 0,0 0.0 0.0 30.0 0.0 36.4
Others n 0 3 3 7 2 5 6 9 20 8 8
-0.09 0.055
% 18.8 18.8 77.8 4.4 9.1 12.8 8.6 15.7 8.2 5.3
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Figure 5-31. Prescribing rate of MPH of ADHD-related ambulatory visits analysed by

medical specialties of physicians in outpatient settings from 1997 to 2007 (Data from

Table 5-28)
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Table 5-29. Trends in the use of MPH dose in different age groups and different gender of ADHD patients (in persons) from 1997 to 2007

MPH dose, mean + SD (mg)

F
1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 P
value value
Age groups
<6 yr 7.9 9.2 7.5 8.7 7.2 7.9 6.8 6.8 9.3 11.8 9
3.92 <.0001
+6.1 +5.9 +2.6 +4.4 +3.8 +3.3 +3.1 +2.6 +4.3 +5.8 +4
6~9 yr 11.3 13.3 12 11.9 10.8 T [ 1L.5 12.5 14.1 15.2 16
18.67 <.0001
+4.8 +7.5 +6.4 +6.6 +4.6 15.3 +5:7 +6.2 +7.2 +7.9 +7.8
9~12yr 16.4 16.4 15.5 15.5 16.2 15.5 16.5 18 18 20.3 21.3 0.07 0001
% . <,
+7.3 +7.8 +8 +10.8 £10.9 Py [ E10.T +10.2 +8.2 +9 +9.6
12~15yr 22.8 25 19 20.8 18.3 21.4:' ah) 21 23.5 24.8 25.3 26 i s 0.0005
+10 +12 +8.9 +10.4 +1075 +00:6- +13 +15.5 +15.4 +13.5 +10.6 ' '
15~18 yr 0 0 17.6 23 20677 214 30.7 25.2 243 29.4 28.4 L7 0.0927
+7.6 +8.9 +10.2 . +10.2 +22.6 +16.4 +12.5 +13.2 +12.5 ' '
Gender
Male 13.7 13.9 13.7 14.2 13.8 14.4 15.3 16.8 18.2 20.0 20.8 20 0001
. <.
+7.7 +7.9 +7.8 +9.3 +9.2 +11.7 +11.1 +11.3 +11.0 +11.1 +10.5
Female 13.6 18.6 11.9 13.1 12.1 11.5 12.8 14.9 16.0 18.6 18.9 C 66 0001
+5.4 +12.5 +6.5 +7.6 +5.7 +5.6 +6.7 +10.7 +9.5 +10.2 +9.7 ' '
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Figure 5-32. Trends in the use ofiMPH dose in different age groups of
ADHD patients (in persons) from 1997-to 2'50_7 (Data from Table 5-29)
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Figure 5-33. Trends in the use of MPH dose in different age groups of
ADHD patients (in persons) from 1997 to 2007 (Data from Table 5-29)
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Table 5-30. The number of patients, who were fisrt diagnosed with ADHD in ADHD-M
group and ADHD-N group, according to the year that patients enrolled in this study

Patient group 1999 2000 2001 2002 2003  Total patients
ADHD-M n 140 151 187 227 237 942

% 6.6 7.2 8.9 10.8 11.2 44.7
ADHD-N n 170 197 215 294 291 1167

% 8.1 9.3 10.2 13.9 13.8 553
New ADHD n 310 348 402 521 528 2109
patients % 14.7 16.5 19.1 24.7 25.0

ADHD /g ¢77 ADHD T 35% & 84 5 7313 &> H ¢ 9 125 1661 * (78.8%) "
EHLL 02 6-9 kB S 0 4ok 5-31 - ADHD-M 2 ¢ § 124 82.6% (778 + )
# ADHD-N . 757% (883 % ) % » A e L B 2RI HF LA S ki » 247 7%
PRz dk e 5 AR 0 ADHD-M 202 6-9 fk B % 5 2§ 460 * (48.9% )> @ ADHD-N
BRSO 6 R EE S £ F 512 % (43.9%)° F A 2 & ADHD #

p¥ eI 35 & 5 ADHD-M 2t ADHD-N 2§71 A osest 4 5% 4 3% £ £ (p<.0001):

Table 5-31. Gender and age distribution-ef patients in" ADHD group, ADHD-M and

ADHD-N gorup —
ADHD group | 1 ADHD -M ADHD -N
(n=8414). | | (h=942) (n=1167) p-value’
N % 5 3 N %
Male 1661 78.8 778: 82.6 883 75.7 <.0001
Age range”
<6 yr 718 34.1 206 21.9 512 43.9
6-9 yr 874 41.5 460 48.9 414 35.5
9-12 yr 311 14.8 170 18.1 141 12.1 <.0001
12-15 yr 175 8.3 92 9.8 83 7.1
15-18 yr 30 1.4 13 14 17 1.5
Mean age,

meantSD(y) /5B 79828 68830 <0001

"ADHD-M VS ADHD-N. ~* Age: the age of patients when the ADHD was diagnosed at the first time.

B Non-ADHD &

FRpf7 3 = 2 ehd & 0 & LHID 2005 342 1999-2003 # & % ﬁ%%f 318
fosips B & 308114 4 #]%% 1997-2007 & ¥ #7§ ADHD {ri¢ * i MPH s & &
7329 4 » {8 non-ADHD 1% 4 £ 301094 * > R[] 5-35 - ixfe¥tizitd
non-ADHD ‘2 %3 « 4E {40 Bo ) 8436 £ » F GG EFE L F I AL 2
non-ADHD %3 £ 8414 4 o
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LHID 2005 % » 1999-2003 4 ;#1838 3308114 A
B 1997-2007 4 5 W7 & ADHD# 55 & 26660 A
Rk 1997-2007 4 % 4% F sRMPH# %5 & 669 A

HR &R AR3I01094A

RIEPES] ~ i (T1) ~#ABEBM
(114) Fogs 2109 ALK © Ak S

A 48436 A
BFRA-code =A219 8§ RAE20005F 2 H6A

{re 8 A autismyi 16 A

KR Z A RAAE > R8I

B 5-35. # 7 *%3¥ 2 non-ADHD, = éF Eiift 2 &%

%] non-ADHD ‘2§ 4 ADHD ‘el4 8 e s ujiz 1:4 et B 01 ch 5500 8 {4
] #5518 ADHD 24807 (% 5-31 Yo it it~ 4% ADHD-M & %
eI 30 E fo ol b A

MG LRIe A TRl JUE

ADHD-N % > fr non-ADHD ‘= % =
i 5’—\’}? AR 1 ADHD-M 2enT o255 > 7 § Hant b 7 o 7

5-31  m non-ADHD ‘e cT 35 g X0 5 6 & o
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522 r» ¥y w2 FF L4
+ & ADHD-M /& ~ ADHD-N /2 {~ non-ADHD /e 4 i& » & (47§ p 73 2

E oA AR R e AR A ARl R 4 532 ek
]~ A5 % PR o AR R i 7t s 4 LF £ B 50 ADHD-N i 4
B h B S 5 £ 5B 0 @ non-ADHD ‘2z % {8 * iF vt G g i o

& EAAA R AR B i b b2 2 R LB @(p>0.05)0

L

b7 %5 ADHD # - 2873 *%# ADHD 25 % L2 HA pM A 7 AR
# ( communication disorder » 99 * (4.7%) ) ~ & ¥ i#t ( learning disorder * 86
A (4.1%) 1 ~9F i » %_ [ mental retardation> 79 * (3.7%) ) 4= /R & ( epilepsy
744 (35%) ) Bwfbe bz m%E Y ADHD-M s 4 2 B 4 Hot GRS
P ERF LR RN B Bl H s 4 an B (other psychotic disorder) ~ ™%
MR B B (dysthymia )~ B 1543 8848 e~ 7 iiﬁ, ##E(CD )~ ¢ #5 &(personality
disorder ) ~ £ ¥+ & 4 5 B (acute react'i'on to.fst'ress) af Bt B (adjustment
disorder )~ %7 s; # & % o @ ADHD-N .E'_i%i Lﬁmk ﬁzbb Bl chd A B
AL R~ BRE - XA Iﬁ: (Ties ) » ‘*‘*’m“ '1} fo 2o PR 2L A s T
2. (specific nonpsychotic mental disorders-dueto bram damage » %t f§ £ brain
damage ) ~ & ¥ Fpag - i F# s (motor skill disorder ) ~ A fag ~ & FfE 4 127
# ( physiological malfunction arising from mental factors, PMM ) ~ # ek Ep’f Bp 2
FRE AR 2 iz ¥ (special symptoms or syndromes, not elsewhere classified, SSEC) ~
FHIZEE 5 0 EP 2 R (dsturbance of emotions specific to childhood

and adolescence, DECA ) fef/pm & o

52‘3 )*‘E]J.Ptm‘g":_:‘ 7}:_]_4\*%
F iR~ Ay 4 % (index date) hik A FALA 47 (% 5-33)> 7 oug

~

. ADHD-M e f ADHD-N feh & 605 3 B & $5ena i i3 o 21 = L 203

% > m non-ADHD QE_}”;\F, A :;f’:;ih%ﬁpf.g\tt#L%rgﬁ,&g » B = {:4 ME F &"%—%{é 2%
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B % o A F LT BT LR R0 G ADHD-M e fe ADHD-N o 4512 4%

# 5% % > non-ADHD 2P|~ & &3R4t B 5 > P Bb oo ,T*u%ga %5),%‘ Fe#T R i

Table 5-32. Comparison of neuropsychotropic agents used and nerulogical & psychiatric
disorders in the ADHD and the non-ADHD groups before index date

ADHD-M ADHD-N Non-ADHD
(n=942) (n=1167) (n=8414) p
N % N % N %

Neur opsychotropic agents
Antidepressants 14 1.5 20 1.7 38 0.5 <.0001
Antipsychotics 10 1.1 15 1.3 97 1.2 0.8839
Antiepileptics 69 7.3 102 8.7 667 7.9 0.4702
Anxiolytics and 91 9.7 121 10.4 652 7.7 0.0022
hypnotics
Mood stabilizer 15 1.6 20 1.7 31 0.4 <.0001

Neurological &

psychiatric disorder
Schizophrenia 1 0.1 2 0.2 1 0.01 0.0272"
Other psychotic 2 0.2 0 0 1 0.02 0.0271°

disorder !
Bipolar disorder 2 0.2 2 0.2 2 0.02 0.0171"
Depression 2 02" 1 0.1 3 0.04 0.0656 "
Dysthymia 4 04 _\ [0 0 2 0.02 0.0022"
Anxiety disorder 6 0.4 | m==2( 0,9 26 0.3 0.0104 "
Panic disorder 0 1) B 0.1 2 0.02 0.4880"
Phobia 1 .1 2% 11} 0.1 1 0.01 0.1040 "
OCD 0 2.00] 1 0.1 0 0 0.2000 "
Somatoform disorder 3 0.3 0 0 13 0.2 0.1517°
CD 8 0.9 , & 0.7 7 0.08 <.0001
ODD 1 0.1 0 0 0 0 0.0893°
Tics 3 0.3 7 0.6 11 0.1 0.0044 "
Personality disorders 2 0.2 1 0.1 0 0 0.0047"
Substance use disorder 0 0 0 0 2 0.02 1.000"
Acute reaction to stress 1 0.1 1 0.1 0 0 0.0402°
Adjustment disorder 9 1.0 8 0.7 7 0.08 <.0001
Brain damage 1 0.1 5 0.4 7 0.08 0.0136"
Learning disorder 34 3.6 52 4.5 24 0.3 <.0001
Motor skills disorder 9 1.0 14 1.2 7 0.08 <.0001
Communication 31 33 68 5.8 58 0.7 <.0001
Disorders

Mental retardation 39 3.8 40 3.4 19 0.2 <.0001
PMM 19 2.0 27 2.3 15 0.2 <.0001
SSEC 4 0.4 7 0.6 15 0.2 0.0111°
DECA 13 1.4 31 2.7 5 0.06 <.0001
Epilepsy 32 34 42 3.6 82 1.0 <.0001

ADHD = attention deficit/hyperactivity disorder. CD = conduct disorder. DECA = disturbance of emotions specific
to childhood and adolescence. MPH = methylphenidate. OCD = obsessive compulsive disorder. ODD = oppositional
defiant disorder. PMM = physiological malfunction arising from mental factors. SSEC=special symptoms or
syndromes not else where classified. Fisher’s exact test.
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# @ > ADHD-M ‘- ADHD-N ‘e & F & ¢ ot pldg - & sz - e d
oA B L F Bt BRI F 203 % F 1% 5 non-ADHD o Py F R B 1 R
AR h S o

DA AR 2 av—,uﬁﬁ FeF #Lula £ 3 % - » ADHD-M
g St A (76.8% )0 B = B 52 (14.7%) 4 4 % = (8.7%); ADHD-N
K ﬁviﬁgﬁgiwl}% A FE(59% ) 4R iE L=t 2. (22.5% ) ] 242 % = (18.1% )°
F) k¢ gk i i E B % ADHD .B_ttr—%i?qu’ SRS 00 d £ 5-33
ST U IR A ',ﬁfrwypmj}gw B4 F X o A @ fnon-ADHD % > B H_

GTRY e F a5 (T19%) | 2% 2 (195%) FF 52 (8.1%)

Table 5-33. Comparison of the baseline characteristics in the ADHD and the non-ADHD
groups at the index date _
ADHD-M ADHD-N Non-ADHD

(n=942) N (=1167) (n=8414) p
N % (a=N{E % N %
Regions (L ocation of outpatient séttings) | =
Northern TW" 492 S27% (| 494 || 50:9 3755 44.7
Central TW 114 12.¥ 195 16.7 2339 27.8 < 0001
Southern TW 294 BTD R1 1Y LS 1963 23.3 '
Eastern TW 42 $55 STga. o 357 4.3
Urbanization (L ocation of outpatient settings)
Urban 565 59.9 692 59.3 2091 24.9
Suburban 313 33.2 360 30.9 2925 34.8 <.0001
Rural 64 6.8 115 9.9 3376 40.1
Types of health institution
Medical center 552 58.6 617 52.9 294 3.5
Regional 236 25.1 359 30.8 381 4.5
hospitals
District hospitals 44 4.7 44 3.8 464 55 <.0001
Psychiatric 53 5.6 63 54 2 0.02
hospitals
Clinics 57 6.1 84 7.2 7273 86.4
Medical specialty
Family medicine 0 0 2 0.2 685 8.1
Pediatrics 136 14.4 221 18.1 1641 19.5
Neurology 1 0.1 3 0.24 7 0.1 < 0001
Psychiatry 723 76.8 689 59.0 8 0.1 '
Rehabilitation 82 8.7 262 22.5 21 0.3
Others 0 0 0 0 6052 71.9
" TW=Taiwan
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524 r» R AFET 2 F R4
WL SR ERRY VB FR LA

e RETR L R R A B R bz mm 2 TG EF
Z3 > ¥ 4800 ADHD-M i * vt 5§ > non-ADHD 2 £ 1% » drd 5-34 - 4
PEFEERB DR VG LR HRRTH AL PR GG

o t ADHD-M ‘@4 & * v 6= % = cha o @4 (10%) 0 %= 5 #ulk sl

)

| = 3%

FEF (67%); #%a > & ADHD-N 2 p| L3fh £4 (6.1%) it
g mA > ¥ = 5 oA pES (44%) 5 non-ADHD ‘e cnEdié % 1t bk
1t B Rl4- ADHD-N ‘e tp e o

FAAFERLGSpF ez o2 By FHEFLE > 2 ADHD-M mehig *
% % (74.1%)> ADHD-N %=t 2_ (50.3% ) non-ADHD ‘e eig * vt & > (8.7%)

Table 5-34. Comparison of phamocotherapy andypsychosocial therapy in the ADHD
and non-ADHD groups after the/index date )
ADHD-M | | = ~ADHD-N Non-ADHD

(n=942) ~ (n71167) (n=8414) p
N~ Wal ssN|j % N %

Neuropsychotropic agents =4 || .

Antidepressants 94 10,0 S0 4.3 91 1.1 <.0001

Antipsychotics 60 6.7 5k 4.4 146 1.7 <.0001

Antiepileptics 59 6.3 71 6.1 385 4.6 0.0102

Anxiolytics and 200 21.2 171 14.7 1031 12.3 <.0001

hypnotics

Mood stabilizer 48 5.1 47 4.0 61 0.7 <.0001
Psychosocial therapy 698 74.1 587 50.3 123 8.7 <.0001

B MPH ¢hig # & 47

MPH % ADHD-M = fi¢ * {3 » 4o# 5-35 < ADHD % 52 15 3| % - = B
4o % MPH sf 2355 10.1 7 » MPH # & T390 = St 4.9 = 0 5 4
BRERPF TGS E > ¢ r HE T 170 mg/day > Tk * X #i 280
X5 T3kt HE L 4897 mge F ik F b EK A 70 o] 3 6 & E E_ADHD
HRHIIB e % MPH ehT 3o £ > 6209 B > & & T30 Sk (58

F) B h o BREBRYEF (63F) KL T HERMK (16.5 mg/day) > T
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B Xk £ 9393 % > Trom e AP A G 5 6668 mg e % n K ADHD 5 5
FIB it % MPH ch® yops ¥ (2 & d 8 4o m (R 0 T30 * AR B 50 % &k 5
o B3 o MPH % & T 35/ = = cp] £k & &0 & 8 4c @ tLRABR > 2 12-15 f %
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Table 5-35. MPH use in ADHD with MPH group
Group of ADHD with MPH

Onset duration NO of Observation Average Exposure  Exposure
. prescriptions . daily dose
(in months) fyear period, year (mg/day) days dose (mg)

mean+SD meantSD meantSD mean+SD mean+SD mean+SD
Total patients (n=942) 10.1+18.0 4.9+4.8 5.9+1.5 17.1£11.0 280+414 4897+8493

Age range
<6 yr (n=206) 20.9+22.5 5.845.3 6.3+1.5 16.5£10.6  393+522 6668+10112
6-9 yr (n=460) 7.7£16 4.8%4.7 -_5.9i1.4 16.3+£10.0 282+398 4692+7581
9-12 yr (n=170) 3.5+10.7 42437 5.7+):5 18.44+12.3  197+£300 375947822
12-15 yr (n=92) 2.5+8.0 4.915.0 w Vs, S.8F15 0 21.9+14.3  198+362 4485+9920
15-18 yr (n=13) 1.7+6.1 P.81P (S) = : _6.3i1.6 25.0+11.6  77.5+£119 210844218

" Age: the age of patients when the ADHD was diaghiosed at the first time.

B ADHD E# * 75 o2 A0

ADHD-M (s i ADHD % i | B 4238 (7 {7 3 i e JopE @ 59 107 % 7 > 3
POI2-IS A EHERBRAREFT R IR RS > TEH83 B oA 6 RarE
WAL LR R L Bod T4 14 B o K g ADHD-N & » € ADHD %
B BB 4 (7 5 s T BORE R ) 47 0 0 ADHD-M T 355 X & T B 4sie (3
FRicRh o BY 69 R EHAEBLRF AL oKk s 0 THY28 B 51518 &
R BB T L e T 98 B o A f 12-15 f& * % » ADHD-N

o A B AR (7 5 5% hpF R ¢ % % ADHD

o

‘E\h*
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Table 5-36. Onset duration of psychosocial therapy in the ADHD group

Onset duration of psychosocial ther apy
(in months)

ADHD-M ADHD-N
(n=942) (n=1167)
mean+SD N (%) mean+SD N (%)
Total patients 10.7£19.1 698 (74.1) 4.7+13.1 587 (50.3)
Age range
<6 yr 14.0+£20.8 179 (19.0) 4.9+11.9 260 (22.3)
6-9 yr 10.0+18.8 343 (36.4) 2.849.7 205 (17.6)
9-12 yr 8.7x17.4 118 (12.5) 6.3£18.2 69 (5.9)
12-15 yr 8.3+£16.3 52 (5.5) 9.3+20.2 43 (3.7)
15-18 yr 10.8+24.4 6 (0.6) 9.8+15.9 10 (0.9)

" Age: the age of patients when the ADHD was diagnosed at the first time.

L ARA SR AL LA

S N G MR E A t R Sl N - Lo O R T o
FRA 5370 H0 A A R e A RE A b BEEREE TR
(phobia) ~ £ %84 & (somatoform d@sorc_ler) ~\CD.~ ODD -~ brain damage ~ #: %
BadfoRRE e 4 PR o ez e 2l %}i’ﬁ Z B 490 A non-ADHD ‘22 40 &
# 5 P onset P3O E 0B 5 'ra % non-ADHD ‘£ 7];2 3 ODD % % 4
el AP EFLE R o "f A E}?’@)’ifr B 2o “b > H T }5 onset PFRY S
£_2 ADHD-N g # ‘€ - ADHD-M /e fr ADHD-N ‘2.2 4 SpF4¢ Ao 4 2 T35
onset Fr ' £ & g~ (>1 # ) 4 » 5 sa i85 (OCD)~Ties~ 4~ [ i¢ * 5 & = SSEC >

f ADHD-N 2§ o 4 % 2 B4 -

Z 538 B LA M Aoz EREG A Bl G X AN E
ADHD-M & +* non-ADHD ‘& ~ ADHD-N ‘& * non-ADHD ‘- ADHD-M & 1t
MMDN@&%EH(wmmmwﬁ%%m’%w%@&\mm\iﬁ%ﬁ\
PMM fri f i¢ # 7 & & ADHD-N &b Gl o > 3 abamid Sfad o ¥
ADHD-M 2% $® 0% 414 5] » @ non-ADHD ‘e eng 4 1 b ¢ 5 il o &
ADHD-M ‘&+* non-ADHD ‘& 4 45 » ADHD-M %% # 1§ # H gt ¢ odds £

non-ADHD 2:186.9 & » & 13 A a4 5 s ¢ BHELEE > HA 5 CD
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Table 5-37. Average onset time (years) from index date to the date when neurological or

psychiatric disorder was first diagnosed

. ADHD-M ADHD-N Control
Neurological or
o (n=942) (n=1167) (n=8414) F P
Psychiatric disorder
Mean SD Mean SD Mean SD

Schizophrenia 2.5 1.8 2.6 2.5 33 2.6 0.23 0.7946
Other psychotic 24 30 26 23 50 26 23 01273

isorder
Bipolar disorder 3.1 2.4 1.7 1.9 2.4 2.4 0.77 0.4715
Depression 2.8 2.3 2.6 2.7 4.4 2.2 4.56 0.0139
Dysthymia 1.9 2.2 1.8 2.5 4.1 2.2 882  0.0003
Anxiety disorder 1.3 1.9 1.3 2.1 3.8 2.2 69.0 <.0001
Panic disorder 1.5 2.1 0 0 3.7 2.0 6.32 0.0044
Phobia 6.8 0 0.4 0.6 4.3 1.8 8.95 0.1005
OCD 3.1 3.6 0.6 0.8 4.0 1.4 4.3 0.0358
Somatoform disorder 2.5 1.6 3.0 2.8 3.7 1.9 2.73 0.0699
CD 1.8 2.1 1.6 2.2 3.2 2.2 1.58 0.2131
ODD 2.0 1.9 1.6 1.8 0 0 0.47 0.4969
Tics 2.6 2.1 1.4 1.7 3.0 1.8 8.31 0.0004
Personality disorders 34 3.2 1.7 2.2 4.6 1.9 2.11 0.1584
gubsmnce use 3.9 0 1.5 1.9 5.1 1 11.08  0.001

isorder
;?rceustse reaction to 1.0 1.5 0.7 1.7 4.9 1.7 2361 <0001
Adjustment disorder 2.9 24 2.0 N 2.6 4.3 2.3 5.4 0.006
Brain damage 32 2.8 A — 1.7 3.2 2.8 0.33 0.7230
Learning disorder 1.2 1.5 0.6 - 1.1 2.4 1.8 27.0 <.0001
Motor skills disorder 1.5 1:9 09 1% 138 1.7 3.1 1.98 0.1417
g.ommumcatlon 1.2 Bs.a\J0.5 1.0 2.2 1.7 2516 <0001

isorders
Mental retardation 1.4 1.8 ¥ 15U 1.5 3.0 2.1 23.75  <.0001
PMM 1.7 1.8 0.8 * 1.4 3.0 1.8 18.0 <.0001
SSEC 2.6 2.1 13 1.7 3.0 1.7 9.82 0.0001
DECA 2.2 2.0 1.2 1.9 3.0 1.9 1147  <.0001
Epilepsy 2.4 2.2 2.0 2.2 2.7 1.9 1.21 0.3015

ADHD = attention deficit’hyperactivity disorder. CD = conduct disorder. DECA = disturbance of emotions specific to
childhood and adolescence. MPH = methylphenidate. OCD = obsessive compulsive disorder. ODD = oppositional
defiant disorder. PMM = physiological malfunction arising from mental factors. SSEC=special symptoms or
syndromes not else where classified.
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Table 5-38. Psychiatric disorders occurring after index date in the ADHD and the non-ADHD groups

_ ADHD-M ADHD-N Non-ADHD Odds Ratio (95%, C.1.)
Neqrol ?gl C_al & (n=942) (n=1167) (n=8414) ADHD-M VS ADHD-N VS ADHD-M VS
Psychiatric disorder
N (%) N (%) N (%) non-ADHD non-ADHD ADHD-N
Schizophrenia 5 (0.5) 3 (0.3) 10 (0.1) 4.5(1.53,13.2) 2.2 (0.60, 7.89) 2.1(0.49, 8.68)
Other psychotic disorder (0.9) 5 (0.4) 9 (0.1) 6.5 (3.09, 20.8) 4.0 (1.34, 12.0) 2.0 (0.65, 6.12)
Bipolar disorder 24 (2.6) 5 (0.4) 9 (0.1) 24.5(11.4,52.9) 4.0 (1.35,12.0) 6.1(2.32,16.0)
Depression 26 (2.8) 15 (1.3) 29 (0.3) 8.2 (4.83, 14.1) 3.8(2.01,7.05) 2.2 (1.15,4.16)
Dysthymia 42 (4.5) 17 (1.5) 26 (0.3) 15.1(9.23, 24.8) 4.8 (2.58, 8.81) 3.2(1.79, 5.61)
Anxiety disorder 288 (30.8) 82 (7.1) 126 (1.5) 29.2 (23.3, 36.5) 5.01 (3.76, 6.66) 5.8 (4.47,7.59)
Panic disorder 18 (1.9) 1 (0.1) 19 (0.2) 8.6 (4.50, 16.6) 0.38 (0.05, 2.84) 22.7 (3.0, 170)
Phobia 1 (0.1) (0.2) 2= 11(0.02) 4.5(0.41,49.4) 7.2 (1.02,51.4) 0.6 (0.06, 6.83)
OCD 5 (0.5) 0.6) 4 (0.05)  11.2(3.01,41.9) 12.7 (3.72, 43.5) 0.9 (0.28,2.79)
Somatoform disorder 18 (1.9) 0.8y 1177 (0.9) 2.1(1.26, 3.55) 0.84 (0.42, 1.68) 2.5(1.12,5.62)
CD 50 (5.4) 24 (2.1) 7 (0.08) 67.9 (30.7, 150) 25.4 (10.9, 59.0) 2.7 (1.63, 4.39)
ODD 38 (4.0) 13 (1.1) 0 (0) — — 3.7 (1.98, 7.05)
Personality disorders 5 (0.5) (0.4) 6 (0.07) 7.5 (2.28, 24.6) 6.0 (1.84,19.8) 1.2 (0.36, 4.30)
Substance use disorder 1 (0.10) 3 (0.3) 15 (0.2) 0.6 (0.08, 4.51) 1.4 (0.42,4.99) 0.41 (0.04, 3.97)
Tics 50 (5.3) 37 (3.2) 50 (0.6) 9.4 (6.3, 14.0) 5.5 (3.58, 8.46) 1.7 (1.11, 2.64)
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Table 5-38. (Continues)

ADHD-M ADHD-N Non-ADHD Odds Ratio (C.1.)
Psychiatric disor der (n=942) (n=1167) (n=8414) ADHD-M VS ADHD-N VS ADHD-M VS
N (%) N (%) N (%) non-ADHD non-ADHD ADHD-N

Acute reaction 12 (1.3) 12 (1.0) 11 (0.1) 9.9 (4.34-22.4) 7.9 (3.50-18.0) 1.2 (0.56-2.78)
Adjustment reaction 54 (5.8) 24 2.1 24 (0.3) 21.5(13.2-34.9) 7.4 (4.2-13.0) 2.9 (1.78-4.74)
Brain damage 7 (0.7) 4 (0.3) 15 (0.2) 4.2 (1.71-10.3) 1.9 (0.64-5.83) 2.2 (0.63-7.43)
Learning disorder 132 (14.5) 159 (14.3) 33 (0.4) 43.1 (29.2-63.5) 42.1 (28.8-61.6) 1.02 (0.80-1.31)
Motor skills disorder 63 (6.8) 67 (5.8) .. 7 5.D 86.9 (39.7-190) 74 (33.9-162) 1.22 (0.82-1.68)
Communication

. 72 (7.9) 112 (10,2) 41 (0.5) 17.4 (11.8-25.7) 23 (16.0-33.1) 0.76 (0.56-1.03)
Disorders )
Mental retardation 133 (14.7) 115 (10.2) g (0.6) 29.9 (21.3-42.0) 19.8 (14.0-27.8) 1.5 (1.16-1.98)
PMM 42 (4.4) 52 (4.6) 31t (0.4) 12.5 (7.83-20.1) 12.9 (8.23-20.2) 0.97 (0.64-1.48)
SSEC 52 (5.5) 39 (3.4)" 56 (0.7) 8.7 (5.96-12.8) 5.18 (3.43-7.84) 1.69 (1.10-2.58)
DECA 104 (11.2) 85 (7.5) 30 (0.4) 35.2(23.3-53.2) 22.6 (14.8-34.4) 1.6 (1.15-2.11)
Epilepsy 32 (3.5 25 (2.2) 70 (0.8) 4.3 (2.82-6.58) 2.7 (1.69-4.25) 1.6 (0.94-2.73)

ADHD = attention deficit/hyperactivity disorder. CD = conduct disorder. DECA = disturbance of emotions specific to childhood and adolescence. MPH = methylphenidate.
OCD = obsessive compulsive disorder. ODD = oppositional defiant disorder. PMM = physiological malfunction arising from mental factors. SSEC=special symptoms or

syndromes not else where classified.
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Table 5-39. Correlation between the use of MPH and bipolar disorder after controlling
the potential confounding factors

Bipolar disorder

Variables CrudeHR Adjusted HR
B HR (95% CI) p value I°] HR (95% CI)  p value
MPH-U 276 15.8(7.86,31.8)  <.0001 1.41 4.08 (1.72,9.70) 0.0015"
MPH-D 0.79 2.21(1.88,2.61)  <.0001 0.65 1.91(1.53,2.38) <.0001"
MPH-Do 0.28 1.32(1.22,1.44)  <.0001 0.18 1.19(1.06,1.34) 0.0029°

? The goodness-of-fit (GOF) measure, adjusted generalized R’ = 0.3203, indicated a fair fit because the
value of that measure is usually low. ~ R’ = 0.3335. © R*=0.3147.

M-t if H %3F 07— 44— A %] {e MPH-U ~ MPH-D » MPH-Do % 3% ¥ 5 /& 4 47 > %
B

B g 5 3 10% 2 F oo Bl & R gt I8 oy o MPH 0i¢ * #0534 5 confunding
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Table 5-40. Correlation between the use of MPH and depression after controlling the
potential confounding factors

Depression
Variables CrudeHR Adjusted HR
B HR (95% CI) p value I5] HR (95% CI)  p value
MPH-U 1.78 5.96(3.02,11.8)  <.0001 0.21 1.23(0.55,2.75) o0.6117°
MPH-D 0.48 1.62(1.28,2.05)  <.0001 0.27 1.31(0.92,1.85) 0.1318"
MPH-Do 0.18 1.20(1.05,1.37)  0.0082 0.04 1.04 (0.86,1.27) 0.6746°¢

* The goodness-of-fit (GOF) measure, adjusted generalized R* = 0.2685, indicated a fair fit because the
value of that measure is usually low. b R2=0.2697. © R2=0.2684.
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Table 5-41. Correlation between the ﬁse of MPH.and dysthymia after controlling the

potential confounding factors

Dysthymia
Variables CrudeHR Adjusted HR
B HR (95% CI) p value B HR (95% CI)  p value
MPH-U 221  9.13(5.34,15.6) <0001 0.51  1.66 (0.90,3.09) 0.1057°
MPH-D 044 1.55(1.19,2.03)  0.0012 0.03 0.97(0.61,1.57) 09154°
MPH-Do 020 1.23(1.09,1.39)  0.0011 0.01 1.01(0.81,1.25) 0.9598°

* The goodness-of-fit (GOF) measure, adjusted generalized R>=0.1921, indicated a fair fit because the

value of that measure is usually low. ® R2=0.1905. © R?=0.1905.
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Table 5-42. Correlation between the use of MPH and anxiety after controlling the
potential confounding factors

Anxiety
Variables CrudeHR ™ [/~ ' Adjusted HR
B HR (95%CI) | | “pwalte B HR(95%CI) pvalue
MPH-U 201  7.45(5.61;9.90) Zoooi| 030 1.34(0.99,1.82) 0.0557°
MPH-D 052  1.68 (148,.90) <0001| / 220,09 1.09(0.90,1.32) 03710"
MPH-Do 020 1.23(1.14,1.32) . <0001 ** 4-0.02 0.98(0.88,1.10) 0.7640°

? The goodness-of-fit (GOF) measure, adjusted generalized R’ = 0.1782, indicated a fair fit because the
value of that measure is usually low. b R2=0.1778. © R?=0.1778.
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Table 5-43. Correlation between the use of MPH and conduct disorder after

controlling the potential confounding factors

Conduct disorder

Variables CrudeHR Adjusted HR
I5] HR (95% CI) p value B HR (95% CI)  p value
MPH-U 229 9.89(5.52,17.7)  <.0001 0.40 1.50(0.81,2.77) 02015
MPH-D 0.49 1.63(1.22,2.19)  0.0011 -0.07 0.93(0.57,1.53) 0.7869"
MPH-Do 0.19 1.21(1.03,1.42)  0.0209 -0.09 091 (0.67,1.23) 0.5397°

*The goodness-of-fit (GOF) measure, adjusted generalized R*=0.1650, indicated a fair fit because the
value of that measure is usually low. >R’ < /0.1640. © R’ =0n642.
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Table 5-44. Correlation between the use of MPH and oppositional defiant disorder

after controlling the potential confounding factors

Oppositional defiant disorder

Variables CrudeHR Adjusted HR
I5] HR (95% CI) p value B HR (95% CI)  p value
MPH-U 3.11  22.3(11.9,41.9)  <.0001 0.98 2.67(1.31,5.45) 0.007°
MPH-D 0.68 1.97(1.64,2.37) <0001 0.38 1.47(1.11,1.94) 0.0068"
MPH-Do 0.29 1.33(1.24,1.43)  <.0001 0.18 1.20(1.08, 1.33)  0.0008

* The goodness-of-fit (GOF) measure, adjusted generalized R> = 0.2274, indicated a fair fit because the
value of that measure is usually low. ® R2= 0.2252. ¢ R?=0.2270.

& P A7 % % 0 53§ confunding factors & it ¥ > 3 & ¢ * MPH - MPH
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Table 6-1. Usage of MPH in different age groups of total ADHD patients
- - - - - 1
MPH useinthe ADHD-group

Age range N 0

<6 yr 206 28.7
6-9 yr 460 52.6
9-12 yr 170 54.7
12-15 yr 92 52.6
15-18 yr 13 43.3

" Age: the age of patients when the ADHD was diagnosed at the first time.
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Table 6-2. Age distribution of ADHD patients who were taken care by physician with
medical specialty of rehabilitation

ADHD-M ADHD-N Total patients
Age range (n=82) (n=262) (n=344)

N % N % N %
Total patients 82 23.8 262 76.2 344 100
<6 yr 49 39 161 76.7 210 61
6-9 yr 26 26.3 73 73.7 99 28.8
9-12 yr 5 18.5 21 77.8 27 7.8
12-15 yr 1 167 B 3 83.3 6 1.7
15-18 yr 1 ¢33.3 2 67.7 3 0.9

" Age: the age of patients when the ADHD was diagnosed-at the first time.

WA oA e

mxmmmgﬁka@wﬂ@p%ﬁﬁﬁ%#%%1%@@?%@%%%@#
H A8 LM i * vg i ADHD-N mygaiente * 5 © ADHD-N fp5 4 28 3 1
o~ E R R R IORRE B A AP M oA & Dy 20t Bl 18 Y ADHD-M
foo ¥ Ar AL %7 ADHD 2 % > ADHD-M ‘e A Apdta 3 000 i 8 i A
T TR o B SR RH B o

it~ BFT TS ADHD-M g & 240 A B e chig %t G > 325 0
ADHD-N ‘o5 4 (% 5-34)c H ¢ gL g mAnig * 1t s wFeeg £ 8 (21.2%
VS 14.7%) » e 5 #-3 w#cEfod - 34 %% (1.8-4%) prdie (£ 5-11) R
Blm A BEFLRBORT PG AV R E o HEBENT RIS

# ADHD e k350§ g g o ol f @ % GHF L PA DB 2 kb 1

HES ol Aot bl bw 7 Laies g 0 4ok 6-3° ADHD s 4 % - X
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Wi AR et (222% ) 3 A F(16.1% )~ ] 824 (15.6% ) FF £ (11.0%)

ot (7.8%) fr& ¥ (2.6%)° # ADHD-M .E'_Iﬁa 4 4= ADHD-N E.Iﬁﬁ AN ELE a
ADHD-M _EL}}% A 2 e g R Ae b it & H 47 PF- 5 @ ADHD-N _EL}P‘G AR
£ frefl (24.5%) hB S0 bided > B i) 52 (18.9%) #4234 % =
(182%)cd JEEFTIUFR > L5H 3 28 F 4 ﬁigsw g HTE ot
S LR R el e & S A R LR L
M A AR on A% - WAL TR E S &4 ADHD ¥ #r2
PEFF LR SR T @ AGRAF Y TRMADHD g5 ¢ BF 4 S Hpe 2 0T gt

PR g M i s T

Table 6-3. Anxiolytics and hypnotics use i%i'fferent medical specialties

Anxiolytics and hypnotics use

. . ADHD-M! | I ADHD-N Total patient
Medical specialty (n=188) (0=159) (n=347)

N % . %N % N %
Psychiatry 57 30.3 29 18.2 86 24.8
Ear Norse Throat 38 20.2 39 24.5 77 22.2
Not specified 29 15.4 27 17.0 56 16.1
Pediatrics 24 12.8 30 18.9 54 15.6
Family medicine 20 10.6 18 11.3 38 11.0
Internal medicine 14 7.5 13 8.2 27 7.8
Emergency 6 3.2 3 1.9 9 2.6

B 73R MPH @ % 2 24

ADHD-M ‘e 4 i _ADHD %ﬁ‘f}?ﬁj’f'l B4si* MPH /» i F > T 12585 10.1
B2 o aiek (107 B2 ) g% > e fo |3t 6 R EFHR 4@ * MPH chps i
(209 B 7 ) FB 4 5 ioR Bl (1450 ) i o FHLS B RESH P
B #2340 c@re® 3] 57 MPH (Ritalin®) ¢ * & & #2034 > H 2% 2 % & 3.02

~/tab » @ £ 3% e MPH ( Concerta®) 2. i %4 % % 54 ~/tab " 6-18 }'%«)l%
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G TREFHACH FRREDEED RALLTHE T AR FH ST
FAERELISR TR AL RS RS Y AT T FR R MPH (Fia o
BTG @ 7 A ieR e b (& 5-35) PCADHD-M £ 4 #F (74.1% VS
50.3%) fe 2 ADHD-N 254 gﬂi B (T o R 4 5-37)0 T 5% & ADHD
Fopis 4T B T A a .B_;gs 3 m/tﬂ@ﬁ%\{’ﬁ CF S AR | R
7 oo 70t ADHD ‘mofs £ 08 _!fﬁ’: ;@: r%w Bio R A S a % - A5
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Tt B Ris 2 N dE Lo 2 ADHD B p B E AR 4o e 0 ¥ % ADHD
o 4 3% 1 F] ADHD 0 Ao e F 2 = i T 182 0 14 F] ADHD @ i =t dic
SEF AL RR SRR 4ok 640 d & 647 2R ADHD fp 4
PR FOp L ¥ NN Y i s 4 B G ﬂii@ﬁ&%ﬁ:’zgg B3 mH
Wit * G s cngh 4 v H bR * 3 MPH ehs 4 % £H jp * MPH ip
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Table 6-4. Treatment models in ADHD group and patients with bipolar disorder in
ADHD group

ADHD group Bipolar disorder in ADHD group
N (%) Visits N (%) Visits”,
mean+SD mean+SD
MPH and PST™ 698 (33.1) 18.8+19.3 23 (76.7) 27.1+31.8
MPH 244 (11.6) 7.3+10.1 2 (6.7) 5.5+0.7
PST 587 (27.8) 4.9+8.2 4 (13.3) 5.3+3.2
No treatment 580 (27.5) 3.4+£7.4 1(3.3) 1

" Numbers of ADHD-related ambulatory visits. MPH = methylphenidate. PST = psychosocial therapy.

“During study observation, patients has been under methylphenidate treatment or/and psychosocial therapy.

ADHD-M .5 + MPH 1 3538, * % §c¥) 280 % > 2 Agii— & » @ /]3¢ 6
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Proo s B 4o m iR B R rADHDk EdbAx [ 2 p ts i * MPH i eh
Pk (4 5-35) B RGO R B A 40 MPH I i 2 r 0
B g v BRI L 2R S MEH 3 54 AR ST EE RS
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Table 6-5. Comparison of MPH use of patients in ADHD-M group divided by
bipolar disorder

ADHD with MPH
Bipolar disorder (yes) Bipolar disorder (no)
N=25 N=917
mean+SD mean+SD
Onset duration (in months) 9.8+18.9 10.1£18.1
NO of prescriptions/year 6.3+£7.2 4.9+4.7
Average days per 22.148.6 23.4+7.9
prescriptions ) ) ) )
Average daily dose 18.1£10.7 17.1£11.0
(mg/day) : : : :
Exposure days 395.2+590.1 276.8+407
Exposure dose (mg) 685249264 4844+8470
"p<0.05
SN
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Appendix 1: A-code Z

BB ﬁﬁ r"fF- LA fi}’% f—-%&- ICD-9-CM
2000 & 3

Homosexuality fe 4 302.0
Transvestism FA Wl 302.3
Exhibitionism % & IE 302.4
Trans-sexualism BMHE 302.50
Disorders of psychosexual identity [ERE AN P?LF%E 302.6
Psychosexual dysfunction s T8 M F g R AR 302.70
Psychosexual dysfunction with premature ey F sz Mo @e i 302,75
ejaculation e
Psychosexual disorders ]%L TSR AR R OB B 302.89
Gender identity disorder of adolescent or adultlife ~ # 5#H A A HHRFE ¥ 302.85
Sexual deviations and disorders RN LU=l AT A ) 302.9
Nondependent use of drugs ik dg B 305.90
Stammering and stuttering BT ECg 307.0
Anorexia nervosa A EMRE 307.1
Tics ¥ g 307.20
Gilles de la tourette's disorder & IR PuR T RN 307.23
Stereotyped repetitive movements: 7, = & 7%7’ SN Rl 307.3
Specific disorders of sleep of nonorgamc 0r1g1~r1_.. LA M B RPER R R 307.40
Disorders of eating | i =5 , fﬁ 3 [ 307.50
Psychalgia : l B =L 307.80
Special symptoms or syndromes - [ B , L#’r?%k FEAR B OfE T1F 307.9
Acute reaction to stress s CEMRA F R 308.9
Adjustment reaction CTRB i R 309.9
Frontal lobe syndrome R 310.0
Organic personality syndrome E A e f‘ B 310.1
Specific nonpsychotic mental disorders due to = B EG o2 HaRbHA 3109
organic brain damage },is RS
Disturbance of conduct 7L 312.9
Disturbance of emotions specific to childhood and ~ ## @3 &+ FH 2 3139
adolescence HERE
Hyperkinetic syndrome of child W B PR d R i 314.9
Reading disorder B A F 315.09
Arithmetical disorder 3R F 315.1
Developmental speech or language disorder FrEE R ERE 315.39
Coordination disorder T B B 315.4
Delays in development wEEF 315.9
Psychotic factor associated with physical disease IR T E L EHZ DR I 316

144



Appendix 2-1: Variables for bipolar disorder on univariate analysis.

Bipolar disorder

Variable Univariate Variable Univariate

B HR (95% CI) p value B HR (95% CI) p value
Gender (M/F) 0.39 1.47 (0.62, 3.52) 0.3829 OCD -10.0 0(0,.) 0.9888
Age of onset ADHD 0.30 1.35(1.24, 1.48) <.0001 Conduct disorder 3.0 7.38 (1.77, 30.7) 0.006
ADHD 2.47 11.8 (5.75, 24.2) <.0001 ODD -11.0 0(0,.) 0.9882
MPH use or not 2.76 15.8 (7.86, 31.8) <.0001 Somatoform disorder 1.61 5.02 (1.96, 12.9) 0.0008
Duration of MPH use 0.79 2.21 (1.88, 2.61) <.0001 Personality disorder -3.97 0.02 (0.005, 0.08) <.0001
Dose of MPH use 0.28 1.32 (1.22, 1.44) <.0001 Substance disorder -2.98 0.05 (0.007, 0.37) 0.0033
Antipsychotics 3.74 42.1 (20.3, 87.5) <.0001" Tics 1.14 3.12(0.43, 22.8) 0.2625
Antidepressants 4.16 64.1 (32.6, 126) <.0001" Brain damage -10.0 0(0,0) 0.9873
Antiepileptics 2.46 11.7 (5.05, 27.1) <.0001p Acute reaction -11.0 0(0,.) 0.9895
Mood stabilizer 3.48 32.3(13.4,78.0) <.0001 Adjustment reaction 2.55 12.8 (3.93,41.9) <.0001
Anxiolytics & hypnotics 3.38 29.5(15.1,57.4) <.0001™ Communication disorder 1.06 2.88 (0.88,9.36) 0.0791
Schizophrenia 5.52 249 (104, 599) <.0001" " “Eearning disorder 0.51 1.67 (0.4, 6.91) 0.4842
Other psychotics 5.66 287 (126, 654) <.0001 “Meotor|skill disorder 1.56 4.77 (1.15, 19.8) 0.0316
Depression 4.55 94.8 (42.7,210) = -,<.0001 Mental retardation 1.17 3.23 (1.15,9.07) 0.0257
Dysthymia 4.38 79.9 (38.5, 166) <.0001 PMM 0.68 1.97 (0.27, 14.4) 0.5036
Anxiety 2.45 11.6 (5.73, 23.6) <.0001 SSEC'~ 1.76 5.79 (1.39, 24.2) 0.016
Panic disorder 3.07 21.6 (5.12,90.8) <.0001-. DECA " 2.92 18.5(8.42,40.4) <.0001
Phobia disorder 4.07 58.8 (8.04, 430) <.0001 " Epilepsy. 0.93 2.53 (0.61, 10.5) 0.2027
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Appendix 2-2: Variables for bipolar disorder on one by one adjustfication

Bipolar disorder

Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI)  p value B HR (95% CI) p value Jo HR (95% CI)  p value
MPH model 2.76  15.8(7.86,31.8)  2.76 0.79  2.21(1.88,2.61) <.0001 028 1.32(1.22,1.44) <.0001
Gender (M/F) 2.80 16.4(8.52,31.7) <.0001 0.78  2.19(I. 86, 2.58) <.0001 0.27 1.32(1.21,1.43) <.0001
Age of onset 2.77 16.0(8.10,31.7) <.0001 0.81 2.25(1.91,2.65) <.0001 024 1.28(1.18,1.38) <.0001
ADHD 146 4.30(2.0,9.25) 0.0002 0.58 1.80(1.49,2.17) <.0001 020 1.22(1.11,1.34) <.0001
Antipsychotics 2.15 8.57(4.0,18.5) <.0001 0.55 1.73 (1.43,2.09) <.0001 023 1.26(1.13,1.40) <.0001
Antidepressants 1.59 4.89(2.10,11.4) 0.0002 0.62 1.86 (1.48,2.34) <.0001 0.16 1.18(1.05,1.32) 0.0063
Antiepileptics 2.64 14.1(6.99,28.2) <.0001 0.76 © ».2.14 (1.81,2.55)  <.0001 0.27 1.31(1.21,1.43) <.0001
Mood stabilizer 2.54 12.6(6.39,25.0) <.0001 0.76. 2.14.(1.19,2.56) <.0001 0.27 1.30(1.20, 1.44) <.0001
Anxiolytics & hypnotics 243 11.3(5.59,22.9) <.0001" 0.68 1.97 (1.64,2.36) <.0001 0.27 1.32(1.20,1.44) <.0001
Schizophrenia 2.38 10.8(5.18,22.5) <.0001 0.80 2.23(1.89,2.63) <.0001 0.29 1.33(1.22,1.45) <.0001
Other psychotics 244 11.5(5.49,24.1) <.0001 /0.81 " 2.56:(1.92,2.66) <.0001 0.29 1.34(1.23,1.45) <.0001
Depression 228 9.78 (4.61,20.8) <.0001 07441 2.10(1.74,2.53) <.0001 0.25 1.29(1.16,1.43) <.0001
Dysthymia 2.08 8.04(3.67,17.7) <.0001 0:79" || 2.20 (1.84,2.62) <.0001 0.28 1.33(1.21,1.45) <.0001
Anxiety 2.13 8.45(3.65,19.6) <.0001 | 0.64 1.90 (1.57,2.29) <.0001 020 1.23(1.12,1.34) <.0001
Panic disorder 2.71 15.0(7.65,29.3) <.000] 078 || 2.18(1.85,2.58) <.0001 028 1.32(1.22,1.44) <.0001
Phobia disorder 2.76  15.9(8.22,30.6) <.0001 0.79 1°2.20(1.87,2.59) <.0001 028 1.32(1.22,1.44) <.0001
OCD 2.80 16.5(8.56,31.7) <.0001 0. 79 2.19(1.87,2.58) <.0001 028 1.32(1.22,1.44) <.0001
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Appendix 2-2: Continues.

Bipolar disorder

Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI) p value B HR (95% CI) p value B HR (95% CI) p value
MPH 2.76 15.8 (7.86, 31.8) 2.76 0.79  2.21(1.88,2.61) <.0001 028 1.32(1.22,1.44) <.0001
Conduct disorder 2.74 15.5(7.96,30.3)  <.0001 0.78 2.18 (1.85,2.57)  <.0001 0.27 1.32(1.21,1.43) <.0001
ODD 2.83 16.9(8.76, 32.5)  <.0001 0.79  2.20(1.87,2.58) <.0001 028 1.32(1.22,1.44) <.0001
Somatoform disorder 2.79 16.2(8.42,31.3) <.0001 0.79  2.20(1. 87, 2.59) <.0001 028 1.32(1.22,1.44) 0.0104
Personality disorder 2.75 15.7 (8.14,30.4)  <.0001 0.79  2.21(1.88,2.59) <.0001 028 1.32(1.22,1.44) <.0001
Substance disorder 2.82 16.7 (8.67,32.2)  0.0001 0.79  2.20(1.87,2.59) <.0001 028 1.32(1.22,1.44) <.0001
Tics 2.75 15.6 (8.02,30.2)  <.0001 0.76 ©»2.14 (1.81,2.53)  <.0001 0.25 1.28(1.16,1.41) <.0001
Brain damage 2.80 16.5(8.56,31.7)  <.0001 0.79. 2.19(1.87,2.58) <.0001 028 1.32(1.22,1.44) <.0001
Acute reaction 2.81 16.7 (8.66,32.1)  <.000F 0.79%.,.219(1.87,2.58) <.0001 028 1.32(1.22,1.44) <.0001
Adjustment reaction 2.68 14.6 (7.41,28.7)  <.0001 0.76 72.14(1.80,2.55) <.0001 026 1.30(1.19,1.42) <.0001
Communication disorder 2.77 16.0 (8.23, 31.2) <0001 0.78 % 2.1841.85,2.57) <.0001 028 1.32(1.22,1.44) <.0001
Learning disorder 2.80 16.5(8.43,32.3) <.0001 0784 2.18 (1.84,2.57) <.0001 0.27 1.31(1.20,1.43) <.0001
Motor skill disorder 2.71 16.7 (7.69, 19.6)  <.0001 075 || 2.11 (1.78,2.51) <.0001 024 1.27(1.15,1.40) <.0001
Mental retardation 2.76 14.6 (7.96,31.0) <.0001 * | 076 || 2.13(1.79,2.54) <.0001 024 1.27(1.16,1.38) <.0001
PMM 2.77 16.0 (7.96,31.0) <.0001 0279 |1 2.19(1.86,2.58) <.0001 0.28 1.32(1.21,1.43) <.0001
SSEC 2.71 16.5(7.68,29.2) <0001 ~'! 075 2.11°(1.79,2.50)  <.0001 024 1.28(1.16,1.41) <.0001
DECA 2.34 10.4(4.92,21.9) <0001 .. 0.70 - 2.02(1.67,2.44) <.0001 025 1.28(1.17,1.41) <.0001
Epilepsy 2.79 16.2 (8.39,31.3) <.0001 0.78 2.19 (1.86,2.58) <.0001 028 1.32(1.22,1.44) <.0001
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Appendix 3-1: Variables for depression on univariate analysis.

Depression
Variable Univariate Variable Univariate

B HR (95% CI) p value B HR (95% CI) p value
Gender (M/F) -0.31 0.73 (0.43 1.24) 0.2402 OCD 3.23 25.2 (6.16, 103) <.0001
Age of onset 0.32 1.38 (1.30, 1.48) <.0001 Conduct disorder 1.25 3.48 (0.85, 14.2) 0.0828
ADHD 1.73 5.63 (3.52, 9.02) <.0001 ODD 2.33 10.3 (2.53,42.1) 0.0011
MPH use or not 1.78 5.96 (3.02, 11.8) <.0001 Somatoform disorder 2.66 14.3 (6.43, 33.5) <.0001
Duration of MPH use 0.48 1.62 (1.28, 2.05) <.0001 Personality disorder -3.39 0.03 (0.01, 0.14) <.0001
Dose of MPH use 0.18 1.20 (1.05, 1.37) 0.0082 Substance disorder -2.47 0.09 (0.01, 0.61) 0.0143
Antipsychotics 2.98 19.6 (9.98, 38.7) <.0001" Tics 1.87 6.50 (2.36, 17.9) 0.0003
Antidepressants 4.02 55.8(32.9, 94.8) <.0001" Brain damage 2.11 8.26 (1.14, 60.0) 0.0370
Antiepileptics 2.06 7.83 (3.69, 16.6 <.00019 Acute reaction 2.6 13.5(3.3,55.1) 0.0003
Mood stabilizer 0.90 2.46 (0.34,17.8) 0.372° Adjustment reaction 2.92 18.5 (8.84, 38.9) <.0001
Anxiolytics & hypnotics 2.88 17.8 (10.6, 30.0) <.0001™ Communication disorder -0.71 0.49 (0.07, 3.53) 0.4791
Schizophrenia 4.59 98.8 (39.6, 247) <.0001" " “Eearning disorder 0.84 2.32(0.93,5.77) 0.0701
Other psychotics 4.54 93.4 (40.3, 217) <.0001 “Meotor|skill disorder 0.23 1.26 (0.18, 9.08) 0.8177
Bipolar disorder 2.93 18.8 (5.89, 60.2) -.<.0001 Mental retardation 1.26 3.52(1.61,7.69) 0.0016
Dysthymia 3.98 53.4 (29.6, 96.4) <.0001 PMM 1.75 2.12 (0.52, 8.65) 0.2951
Anxiety 2.46 11.7 (6.96, 19.6) <.0001 SSEC '~ 2.0 7.41 (297, 18.5) <.0001
Panic disorder 3.34 28.2 (11.3, 70.8) <.0001-. DECA " 2.13 8.45(4.04,17.7) <.0001
Phobia disorder -9.0 0(0,.) 0.9850 “ Epilepsy -0.49 0.61 (0.09, 4.41) 0.6262
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Appendix 3-2: Variables for depression on one by one adjustfication

Depression
Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI)  p value Jo HR (95% CI) p value B HR (95% CI) p value
MPH 1.78 5.96 (3.02, 11.8) <.0001 0.48 1.62 (1.28,2.05) <.0001 0.18 1.20(1.05,1.37)  0.0082
Gender (M/F) 1.83 6.21(3.14,12.3) <.0001 0.49 1.63 (1.29,2.07) <.0001 0.18 1.20 (1.05, 1.37)  0.0067
Age of onset 1.94 6.97(3.45,14.1) <.0001 0.54 1.71 (1.36,2.15)  <.0001 0.16 1.18(1.04,1.33) 0.0080
ADHD 0.79 2.20(1.06,4.57) 0.0348 0.25 1.28 (0.96,1.72)  0.0917 0.07 1.07(0.90,1.28) 0.4520
Antipsychotics 1.33 3.76 (1.78,7.94) 0.0005 0.24 1.27 (0.99,1.63) 0.0638 0.09 1.10(0.93,1.30) 0.2760
Antidepressants 0.46 1.58(0.74,3.41) 0.2403 0.15 1.16 (0. 82, 1.64) 0.3959 -0.01  0.99(0.81,1.20)  0.9099
Antiepileptics 1.77 5.90(2.96,11.7) <.0001 046 11.59 (1.25,2.02)  0.0002 0.17  1.18(1.03,1.36) 0.0188
Mood stabilizer 1.77 5.88(2.97,11.6) <.0001 0.48 % 1.62(1.27,2.05) <.0001 0.18  1.19(1.04,1.36) 0.0098
Anxiolytics & hypnotics 1.59 4.90(2.46,9.76) <.0001 - 0.38 1.47 (1.14,1.89)  0.0027 0.16 1.17(1.01,1.36) 0.0416
Schizophrenia 1.57 4.80(2.33,9.88) <.0001 0.46 1:59 (1.23,2.06)  0.0005 0.17 1.18(1.02,1.37) 0.0319
Other psychotics 1.66 5.27 (6.64,10.5) <.0001 70,50 / 1.64(1.30,2.09) <.0001 0.19  1.20(1.05,1.38)  0.0063
Bipolar disorder 1.66 5.25(2.62,10.5) <.0001 (0.34,£111.40(1.09, 1.80)  0.0083 0.16 1.17(1.01,1.35) 0.0390
Dysthymia 1.04 2.83(1.33,6.05) 0.0071 O 39"“' 1 11.47 (1.09,1.99) 0.0119 0.14 1.15(0.96,1.38) 0.1315
Anxiety 0.80 2.22(1.03,4.78) 0.0419 | | 1180¢0:96, 1.76)  0.0920 0.08 1.08(0.91,1.29) 0.3960
Panic disorder 1.57 4.79 (2.31,9.94) <.0001 044 |11.55(1.18,2.03) 0.0016 0.17 1.19(1.03,1.37) 0.0213
Phobia disorder 1.76 5.81(2.94,11.5) <.0001" 11048 |1:62(1.28,2.06) <.0001 0.18  1.20(1.05,1.37)  0.0092
OCD 1.79 5.96(3.01,11.8) <.0001 0.49 1563(1.28,2.07)  <.0001 0.17  1.19(1.04,1.36) 0.0129
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Appendix 3-2: Continues.

Depression
Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

Jo HR (95% CI) p value Jo HR (95% CI) p value Jo HR (95% CI) p value
MPH 1.78  5.96(3.02,11.8)  <.0001 0.48 1.62 (1.28,2.05) <.0001 0.18 1.20(1.05,1.37) 0.0082
Conduct disorder 1.69  5.40 (2.69, 10.8)  <.0001 0.48 1.62 (1.27,2.07)  0.0001 0.16 1.17(1.01,1.35) 0.0328
ODD 1.62  5.05(2.48,10.3) <.0001 0.49 1.63 (1.28,2.07)  0.0005 0.15 1.16(0.99,1.35) 0.0560
Somatoform disorder 1.71 5.53(2.79,11.0)  <.0001 0.50 1.65(1.29,2.10)  <.0001 0.18 1.20(1.04,1.37) 0.0120
Personality disorder 1.75  5.74(2.90,11.4)  <.0001 0.50 1.65(1.30,2.09) <.0001 0.18 1.20 (1. 04, 1.37)  0.0097
Substance disorder 1.80  6.03(3.05,11.9) 0.0001 0.50 1.64 (1.29,2.09) <.0001 0.18 1.20(1.05,1.37) 0.0088
Tics 1.66  5.26(2.63,10.5)  <.0001 0:45 “2.1.56 (1.22,2.0) 0.0004 0.14 1.15(1.01,1.31) 0.0350
Brain damage 1.78  595(3.02,11.7)  <.0001 048" - 1.62(1.282.06) <.0001 0.18 1.20(1.05,1.37) 0.0093
Acute reaction 1.70  5.50(2.76,11.0)  <.0001- 0.47 1,60 (1.25,2.05)  0.0002 0.17 1.19(1.03,1.37) 0.0160
Adjustment reaction 1.46 4.33 (2.08,9.0) <.0001 0.39 1.48 (1.13,1.94)  0.0046 0.12  1.13(0.96,1.32) 0.1415
Communication disorder  1.79 5.99 (3.0, 11.9) <0001 0.48/ " 1.61(1.27,2.06) 0.0001 0.18 1.19(I. 04, 1.37) 0.0102
Learning disorder 1.69  5.39(2.66,10.9)  <.0001 “044<) 1 1.55(1.20,1.99)  0.0007 0.16 1.17(1.03,1.34) 0.0208
Motor skill disorder 1.82  6.17(3.10,12.3)  <.0001 049~ | | 1.63 (1.28,2.07) <.0001 0.18 1.20(1.04,1.39) 0.0112
Mental retardation 1.54  4.66(2.27,9.53) <.0001 1 041 |11.50(1.17,1.92)  0.0013 0.15 1.16(1.01,1.32) 0.0351
PMM 1.73  5.62(2.82,11.2) <.0001 048 161 (1.26,2.05) 0.0001 0.17 1.19(1.03,1.36) 0.0148
SSEC 1.63  5.10(2.54,10.2)  <.0001 0.43 1.54 (1.21, 1.96)  0.0004 0.14 1.15(1.01,1.30) 0.040
DECA 1.53  4.62(2.23,9.56)  <.0001 0.35 1.42 (1.11,1.82)  0.0060 0.13 1.14(0.98,1.34) 0.1011
Epilepsy 1.79  598(3.02,11.8)  <.0001 0.48 1.62 (1.28 2.06)  <.0001 0.18 1.20(1. 05, 1.37)  0.0094
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Appendix 4-1: Variables for dysthymia on univariate analysis.

Dysthymia
Variable Univariate Variable Univariate

B HR (95% CI) p value B HR (95% CI) p value
Gender (M/F) -0.71 0.49 (0.32, 0.76) 0.0014 OCD -10.0 0(0,.) 0.9842
Age of onset 0.19 1.21 (1.14, 1.29) <.0001 Conduct disorder 1.19 3.28 (0.81,13.4) 0.0974
ADHD 2.28 9.81 (6.21, 15.5) <.0001 ODD -11.0 0 (0, 0) 0.9832
MPH use or not 2.17 8.74 (4. 96 15.4) <.0001 Somatoform disorder 2.47 11.9 (4.74, 29.7) <.0001
Duration of MPH use 0.42 1.53 (1.15, 2.03) 0.0033 Personality disorder -3.50 0.03 (0.01, 0.10) <.0001
Dose of MPH use 0.19 1.21 (1.06, 1.39) 0.0056 Substance disorder -2.12 0.12 (0.02, 0.86) 0.0344
Antipsychotics 3.19 24.4 (13.3, 44.6) <.0001" Ties 1.07 2.92 (0.72, 11.9) 0.1348
Antidepressants 3.24 25.6 (14. O, 46.9) <.0001. Brain damage -10 0(0,0) 0.9819
Antiepileptics 1.11 3.04 (1.10, 8.38) 0.0321" Aecute reaction 3.56 35.0 (14.2, 86.6) <.0001
Mood stabilizer 2.28 9.78 (3.56, 26.9) <.0001 Adjustment reaction 2.06 7.87 (2.87,21.6) <.0001
Anxiolytics & hypnotics 2.70 14.9 (8.79, 25.1) “7 <.0001, Communication disorder 0.56 1.75 (0.64, 4.76) 0.2771
Schizophrenia 3.47 32.2(7.89, 131) <.0001 2= Eearning disorder 1.07 2.92 (1.34, 6.32) 0.0067
Other psychotics -10.0 0 (0, ) 0.9848< Motor skill disorder 1.22 3.40 (1.07, 10.8) 0.0374
Bipolar disorder 2.53 12.5 (3.06, 51.1) - 70.0004 /[{Mental retardation 0.96 2.62 (1.14, 6.02) 0.0232
Depression 2.24 9.43 (2.31, 38.4) 0.0018 © PMM 1.59 4.92 (1.99, 12.2) 0.0006
Anxiety 2.03 7.58 (4.43, 13.0) . 7<.0001 +&SSEC 1.68 5.38 (1.96, 14.8) 0.0011
Panic disorder 3.57 35.4(15.2,82.2) <.0001 "DECA 2.29 9.83 (5.06, 19.1) <.0001
Phobia disorder 3.27 26.2 (3.65, 188) 0.0012 “Epilepsy 0.56 1.75 (0.55, 5.54) 0.3440
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Appendix 4-2: Variables for dysthymia on one by one adjustfication

Dysthymia
Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI)  p value Jo HR (95% CI) p value B HR (95% CI) p value
MPH 221 9.13(5.34,15.6) <.0001 0.44 1.55(1.19,2.03)  0.0012 020  1.23(1.09,1.39) 0.0011
Gender (M/F) 229 9.86 (5.75, 16.9) <.0001 0.46 1.58 (1.22, 2.06)  0.0006 0.22 1.24 (1.1, 1.4) 0.0004
Age of onset 2.18 8.80(5.09,15.2) <.0001 0.47 1.60 (1.22,2.10)  0.0006 0.19 1.21(1. 08 1.36) 0.0012
ADHD 0.84 2.31(1.27,4.19) 0.0061 0.07 1.07 (0.72, 1.60)  0.7352 0.04 1.05(0.86,1.26) 0.6518
Antipsychotics 1.67 5.33(2.88,9.86) <.0001 0.14 1.15(0.85,1.56)  0.3769 0.09  1.09 (0. 92, 1.29) 0.3194
Antidepressants 1.53 4.62(2.40,8.88) <.0001 0.18 1.20 (0.81,1.79)  0.3661 0.06 1.07(0.89,1.27) 0.4805
Antiepileptics 2.14 8.51(5.33,15.6) <.0001 044 21.55(1.19,2.03)  0.0013 0.20  1.23(1.08,1.39) 0.0011
Mood stabilizer 2.15 8.61(5.0,14.8) <.0001 0.42°% 1.52(1.15,2.01) 0.0031 0.17  1.19(1.03,1.38)  0.0211
Anxiolytics & hypnotics 2.02 7.56(4.41,13.0) <.0001 - 0.34 1.41(1.04,1.91) 0.0283 0.17 1.19(1.02,1.38)  0.0244
Schizophrenia 2.17 8.72(5.08,15.0) <.0001 0.44 1:55 (1:19,2.03)  0.0013 0.20  1.23(1.09,1.39) 0.0011
Other psychotics 2.19 8.98(5.24,15.4) <.0001 70,44 /1.556(1.19,2.03) 0.0012 0.20  1.23(1.09,1.39) 0.001
Bipolar disorder 2.13 8.45(4.90, 14.6) <.0001 “0.30;4111.35(1.02, 1.81)  0.0396 0.19 1.21(1.06,1.37) 0.0049
Depression 2.13 8.41(4.87,14.5) 0.0048 042 | 11.52(1°15,2.01) 0.0033 0.19 1.21(1.07,1.38)  0.0037
Anxiety 1.57 4.82(2.49,9.33) <.0001 110.28 111260088, 1.82) 0.2091 0.12  1.12(0.95,1.32) 0.1652
Panic disorder 191 6.73(3.69,12.3) <0001 | /036" |/1.43(1.02,2.0) 0.0366 020 1.22(1.06,1.39) 0.0041
Phobia disorder 221 9.14(5.34,15.6) <.000t: 1044 |'1:56(1.19,2.03) 0.0011 0.20  1.23(1.09, 1.39) 0.001
OCD 220 9.05(5.29,15.5) <.0001 0.44 1,56(1.19,2.03) 0.0011 020 1.23(1.08,1.39) 0.0011
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Appendix 4-2: Continues.

Dysthymia
Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

Jo HR (95% CI) p value Jo HR (95% CI) p value Jo HR (95% CI) p value
MPH 2.21 9.13(5.34,15.6)  <.0001 0.44 1.55(1.19,2.03)  0.0012 020 1.23(1.09,1.39) 0.0011
Conduct disorder 2.19  893(5.18,154)  <.0001 0.43 1.54 (1.18, 2.02)  0.0017 020 1.22(0.18,1.38) 0.0018
ODD 224 935 (5.47, 16.0)  <.0001 0.44 1.56 (1.20, 2.03) 0.001 0.21 1.23(1.09,1.39) 0.0008
Somatoform disorder 2.16  8.67(5.06,14.9)  <.0001 0.44 1.55(1.18,2.04)  0.0015 020  1.23(1. 08 139) 0.0014
Personality disorder 2.17  8.78(5.12,15.0)  <.0001 0.44 1.56 (1.19,2.03)  0.0011 0.20  1.23(1.09,139) 0.0014
Substance disorder 222 9.19 (5.37, 15.7) 0.0001 0.44 1.56 (1.19,2.03)  0.0011 020 1.23(1.09,139)  0.001
Tics 2.19  8.94,(5.21,15.4) <.0001 043 »1.53 (1.17,2.01)  0.0019 0.19 1.21(1. 07, 1.37) 0.0024
Brain damage 2.21 9.14 (5.34,15.6)  <.0001 0.44° - 1.55(1.19,2.03) 0.0012 020 1.23(1.09,1.39) 0.0011
Acute reaction 2.01 7.53 (4.31,13.1)  <.0001- 0.37 1.45(1.05,2.01)  0.0232 0.17 1.18(1.01,1.38) 0.0329
Adjustment reaction 2.11 8.23(4.74,14.3)  <.0001 0.38 1.46 (1.07,1.98)  0.0178 0.16 1.18(1.01,1.36) 0.0347
Communication disorder ~ 2.21 9.13(5.30,15.7)  <.0001" 0.43, 1.53(1.17,2.01) 0.0019 020 1.22(1. 08, 1.39) 0.0013
Learning disorder 207 795(4.42,14.3) <0001 “0.3541 1 1.42 (1.06,1.92)  0.0201 0.17 1.19(1.03,1.37) 0.0184
Motor skill disorder 2.18  8.87(5.12,15.3)  <.0001 0:42= || 1.52 (1.15, 2.0) 0.0032 0.16 1.18(1.02,1.36) 0.0235
Mental retardation 2.18  8.81(5.06,154) <.0001 1 0.37 111.44(1.08,1.93) 0.0143 0.17 1.19(1.03,1.37) 0.0162
PMM 2.13  8.41(4.87,15.5) <0001 042 1.53 (1.05,2.02) <.0001 0.17 1.19(1.03,1.37) 0.0187
SSEC 2.14  8.51(4.94,14.7)  <.0001 0.41 1.51 (1.15, 2.0) 0.0033 0.16 1.18(1.03,1.35) 0.0175
DECA 1.87 6.46(3.55,11.8)  <.0001 0726 1:304(0.96, 1.45)  0.0858 0.14 1.15(0.98,1.34) 0.0986
Epilepsy 2,17  8.79(5.12,15.1)  <.0001 0.43 1.54 (1.18,2.02)  0.0018 020 1.23(1.08,1.39) 0.0014
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Appendix 5-1: Variables for anxiety on univariate analysis.

Anxiety
Variable Univariate Variable Univariate

B HR (95% CI) p value B HR (95% CI) p value
Gender (M/F) -0.05 0.95(0.77, 1.17) 0.6249 OCD 2.11 8.232 (2.64, 25.6) 0.0003
Age of onset 0.10 1.11 (1.08, 1.14) <.0001 Conduct disorder 2.03 7.61(4.91, 11.8) <.0001
ADHD 2.56 12.9 (10.6, 15.8) <.0001 ODD 2.04 7.70 (3.82, 15.5) <.0001
MPH use or not 2.01 7.45 (5.61, 9.90) <.0001 Somatoform disorder 1.89 6.64 (3.81, 11.6) <.0001
Duration of MPH use 0.52 1.68 (1.48, 1.90) <.0001 Personality disorder -1.65 0.19 (0.06, 0.60) 0.0043
Dose of MPH use 0.20 1.23 (1.14, 1.32) <.0001 Substance disorder -1.70 0.18 (0.07, 0.49) 0.0017
Antipsychotics 1.91 6.73 (4.24, 10.7) <.0001" Ties 1.99 7.30 (4.71, 10.3) <.0001
Antidepressants 2.20 9.06 (5.93, 13.8) <.0001. Brain damage 1.47 4.37 (1.09, 17.6) 0.0379
Antiepileptics 0.81 2.24 (1.33, 3.76) 0.0023" Aecute.reaction 1.42 4.14 (1.55, 11.1) 0.0047
Mood stabilizer 1.52 4.58 (2.36, 8.89) <.0001 Adjustment reaction 2.12 8.30 (5.24, 13.1) <.0001
Anxiolytics & hypnotics 1.53 4.64 (3.28, 6.55) “" <.0001, Communication disorder 0.81 4.25(1.52, 3.31) <.0001
Schizophrenia 1.92 6.85 (1.71, 27.5) 0.0067 2= Learning disorder 1.33 3.78 (2.79, 5.13) <.0001
Other psychotics 1.64 5.15(1.29, 20.6) 0.0206= Motor skill disorder 1.38 3.97 (2.48, 6.36) <.0001
Bipolar disorder 2.41 11.1(5.27,23.6) <.0001 [IMental retardation 1.10 2.99 (2.11, 4.24) <.0001
Depression 2.66 14.3 (8.39, 24.4) <.0001 = PMM 1.14 3.13(1.90, 5.15) <.0001
Dysthymia 1.97 7.14 (4.02,12.7) . 1<.0001 4SSEC 2.10 8.15(5.48,12.1) <.0001
Panic disorder 5.52 4 (171, 362) <.0001 "DECA 2.0 7.37 (5.24,10.4) <.0001
Phobia disorder 2.57 13.1 (3.27, 52.6) 0.0003 “Epilepsy 0.89 2.44 (1.57, 3.78) <.0001
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Appendix 5-2: Variables for anxiety on one by one adjustfication

Anxiety
Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI)  p value Jo HR (95% CI) p value B HR (95% CI) p value
MPH 2.01 7.45(5.61,9.90) <.0001 0.52 1.68 (1.48,1.90) <.0001 020 1.23(1.14,1.32) <.0001
Gender (M/F) 2.01 7.44(5.66,9.77) <.0001 0.53 1.71 (1.52, 1.92) <.0001 022 1.24 (1.16, 1.33) <.0001
Age of onset 1.93 6.86(5.22,9.03) <.0001 0.54 1.71 (1.53,1.93) <.0001 021 1.24(1.16,1.32) <.0001
ADHD 0.51 1.67(1.25,2.24) 0.0005 0.15 1.16 (0.98,1.38)  0.0873 0.03 1.03(0.93,1.14) 0.6161
Antipsychotics 1.87 6.47 (4.81,8.69) <.0001 0.42 1.53 (1.35,1.73)  <.0001 0.18  1.18(1.09,1.28) <.0001
Antidepressants 1.79 5.98 (4.40,8.12) <.0001 0.44 1.56 (1.35,1.80) <.0001 0.14 1.16(1.07,1.25) <.0001
Antiepileptics 1.99 7.30(5.49,9.70) <.0001 053 1.70 (1. 51, 1.91) <.0001 021 1.24(1.16,1.32) <.0001
Mood stabilizer 1.96 7.13 (5. 35, 9.50) <.0001 0.52:% - 1.68(1.49,1.90) <.0001 021 1.23(1.15,1.32) <.0001
Anxiolytics & hypnotics 1.92 6.81(5.18,8.96) <.0001 - 0.51 166 (1.47,1.87) <.0001 021 1.23(1.15,1.32) <.0001
Schizophrenia 1.99 7.29(5.55,9.59) <.0001 0.53 1.70 (1.51,1.91) <.0001 021 1.24(1.16,1.33) <.0001
Other psychotics 1.99 7.29(5.55,9.59) <.0001 0,53 /1 1.70 (1. 52, 1.91) <.0001 022 1.24(1.16,1.33) <.0001
Bipolar disorder 1.94 6.93(5.25,9.14) <.0001 ‘0.42:4111.52(1.32,1.74)  <.0001 0.18 1.20(1.11,1.30) <.0001
Depression 1.91 6.72(5.10,8.87) <.0001 051 | 11.67 (1748, 1.89)  <.0001 020 1.22(1.14,1.31) <.0001
Dysthymia 1.91 2.73(5.08,8.91) <.0001 10.52 | 1168 (149, 1.90) <.0001 021 1.23(1.15,1.32) <.0001
Panic disorder 2.02 7.56(7.75,9.94) <.0001 0.54 1.71.(1.52, 1.92) <.0001 022 1.24(1.16,1.33) <.0001
Phobia disorder 1.99 7.30(5.55,9.59) <.0001" 0.53 1770(1.52,1.91) <.0001 022 1.24(1.16,1.33) <.0001
OCD 1.99 7.30(5.56,9.60) <.0001 0.53 1,70(1.52,1.91) <.0001 021 1.24(1.16,1.32) <.0001
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Appendix 5-2: Continues.

Anxiety
Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

Jo HR (95% CI) p value Jo HR (95% CI) p value Jo HR (95% CI) p value
MPH 2.01 7.45(5.61,9.90)  <.0001 0.52 1.68 (1.48,1.90) <.0001 020 1.23(1.14,1.32) <.0001
Conduct disorder 1.86  6.45(4.87,8.54)  <.0001 0.51 1.67 (1.48,1.88)  <.0001 0.18 1.20(1.11,1.29) <.0001
ODD 1.94  6.96(5.27,9.20) <.0001 0.52 1.68 (1.49,1.89) <.0001 020 1.22(1.14,1.31) <.0001
Somatoform disorder 1.95  7.03 (5. 35, 9.25)  <.0001 0.53 1.70 (1.51, 1.91)  <.0001 0.22 1.24(1.16,1.33) <.0001
Personality disorder 1.99  7.32(5.57,6.62) <.0001 0.53 1.70 (1.52,1.91)  <.0001 0.22 1.24(1.16,1.33) <.0001
Substance disorder 2.0 7.41(5.64,9.73)  <.0001 0.53 1.70 (1.52,1.91)  <.0001 0.22 1.24(1.16,1.33) <.0001
Tics 1.91 6.73 (5.10,8.87)  <.0001 046 © »1.59 (1.40,1.80)  <.0001 021 1.23(1.15,1.32) <.0001
Brain damage 2.0 7.37(5.61,9.67)  <.0001 0.53° - 1.70(1.52,1.91) <.0001 0.22 1.24(1.16,1.33) <.0001
Acute reaction 1.98  7.25(5.51,9.54)  <.0001 0.53 1,70 (1.51, 1.91)  0.0127 021 1.24(1.16,1.33) <.0001
Adjustment reaction 1.85 6.34(4.78,8.42) <.0001 0.49 1,63 (1.43,1.84) <.0001 0.17 1.18(1.09,1.27) <.0001
Communication disorder  1.94  6.95(5.27,9.15) <.0001" 0.50/ " 1.64(1.46,1.85) <.0001 1.21  1.24 (1.16,1.33) <.0001
Learning disorder 1.84  6.27 (4.68,8.40)  <.0001 04541 1.54 (1.35,1.75)  <.0001 021 1.23(1.14,1.32) <.0001
Motor skill disorder 1.91 6.75(5.11,8.92)  <.0001 049~ | | 1.64 (1.45,1.84) <.0001 0.18 1.19(1.11,1.29) <.0001
Mental retardation 1.85 6.34(4.77,8.42)  <.0001 1 044 | 11.56(1.37,1.77)  <.0001 0.18 1.20(1.10,1.29) <.0001
PMM 1.94  6.96(5.28,9.16) <.0001 052 1.69 (1.50, 1.90)  <.0001 020 1.22(1.14,1.30) <.0001
SSEC 1.87  6.52(4.94,8.60) <.0001 0.46 1.58 (1.39,1.79)  <.0001 021 1.23(1.15,1.32) <.0001
DECA 1.79 599 (4.46,8.04) <.0001 0.39 1.48 (1.30, 1.68)  <.0001 0.17 1.18(1.09, 1.28) <.0001
Epilepsy 1.96  7.10(5.40,9.33)  <.0001 0.53 1.70 (1.51,1.91)  0.0018 021 1.24(1.16,1.33) 0.0014
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Appendix 6-1: Variables for conduct disorder on univariate analysis.

Conduct disorder

Variable Univariate Variable Univariate

B HR (95% CI) p value B HR (95% CI) p value
Gender (M/F) 0.47 1.61 (0.88,2.97) 0.1256  Phobia disorder -9.0 0(0,.) 0.9847
Age of onset 0.14 1.15(1.08, 1.22) <.0001 OCD 2.72 15.2 (2.11, 110) 0.0069
ADHD 3.81 45.0 (20.7,97.5) <.0001 ODD 2.80 16.5 (5.19, 52.3) <.0001
MPH use or not 2.29 9.89 (5.52, 17.7) <.0001 Somatoform disorder 1.04 2.84 (0.39, 20.6) 0.3014
Duration of MPH use 0.49 1.63 (1.22,2.19) 0.0011 Personality disorder -2.32 0.10 (0.01, 0.70) 0.0209
Dose of MPH use 0.19 1.21 (1.03, 1.42) 0.0209 Substance disorder 10.0 22083 (0, .) 0.9807
Antipsychotics 1.32 3.74 (091, 15.3) 0.0668 * Tics 1.26 3.54 (0.87, 14.5) 0.0782
Antidepressants 2.22 9.22 (3.68, 23.1) <.0001. Brain damage 3.32 27.7 (6.66, 115) <.0001
Antiepileptics 0.94 2.56 (0.80, 8.23) 01146~ Aecute.reaction -10.0 0(0,.) 0.9783
Mood stabilizer 2.20 9.03 (2. 82 2.9) 0.0002 Adjustment reaction 2.29 9.91 (3.62,27.2) <.0001
Anxiolytics & hypnotics 1.01 2.74 (0.99, 7.58) 0.0527, Communication disorder 0.66 1.93 (0.71, 5.27) 0.2013
Schizophrenia -10.0 0(0,.) 0.9860 2= Learning disorder 1.33 3.78 (1.82, 7.85) 0.0004
Other psychotics -10.0 0(0,.) 0.9853= Motor skill disorder -12.0 0(0,.) 0.9786
Bipolar disorder -10.0 0(0,.) - 109792 [IMental retardation 1.81 6.11 (3.23, 11.6) <.0001
Depression 1.52 4.57 (0.23, 33.0) 0.1319 ° PMM 1.18 3.25(1.03, 10.3) 0.0453
Dysthymia 1.82 6.19 (1.51,25.3) . %0.0112_4SSEC’ 1.14 3.13(0.77, 12.8) 0.1118
Anxiety 1.57 4.81(2.47,9.37) <.0001 "DECA 1.87 6.48 (2.81, 15.0) <.0001
Panic disorder -10.0 0(0,.) 0.9784 “Epilepsy 0.72 2.05 (0.65, 6.51) 0.2225
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Appendix 6-2: Variables for conduct disorder on one by one adjustfication

Conduct disorder

Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI)  p value Jo HR (95% CI) p value B HR (95% CI) p value
MPH 229 9.89(5.52,17.7) <.0001 0.49 1.63(1.22,2.19)  0.0011 0.19 1.21(1.03,1.42) 0.0209
Gender (M/F) 2.31 10.0(5.79,17.4) <.0001 0.50 1.65 (1. 26 2.16) <.0001 020 1.22(1. 05, 1.41)  0.0099
Age of onset 225 9.5(5.44,16.6) <.0001 0.51 1.67 (1.27,2.19) <.0001 0.18 1.20(1.04,1.39) 0.0128
ADHD 0.59 1.80(0.99,3.26) 0.0520 0.02 1.02 (0.65, 1.59)  0.9420 -0.03  0.97(0.74,1.28)  0.8279
Antipsychotics 226 9.61(5.46,16.9) <.0001 0.42 1.53 (1. 15, 2.04)  0.0040 0.18 1.19(1.01, 1.40)  0.0346
Antidepressants 2.18 8.81(4.91,15.8) <.0001 0.44 1.56 (1.14,2.13)  0.0051 0.15 1.17(0.98,1.39) 0.0857
Antiepileptics 2.30 9.98(5.75,17.3) <.0001 049 " 11.64 (1.24,2.16)  0.0004 0.19 1.22(1.04,1.41) 0.012
Mood stabilizer 223 9.31(5.32,16.3) <.0001 0.47:5 1.60(1.19,2.14) 0.0016 1.18  1.20(1.02,1.41) 0.0312
Anxiolytics & hypnotics 2.30 9.99 (5.75, 17.4) <.0001 - 0.49 164 (1.25,2.16)  0.0004 020 1.22(1.05,1.41) 0.0107
Schizophrenia 2.31 10.1(5.80,17.5) <.0001 0.51 1:66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0078
Other psychotics 2.30 10.0(5.75,17.4) <.0001 ~0,51 /7 1.66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0078
Bipolar disorder 230 9.98(5.73,17.4) <.0001 “0:49-4111.63/(1.24, 2.14)  0.0005 0.19 1.21(1.04,1.41) 0.0143
Depression 2.34 10.3(5.97,17.9) <.0001 051~ | 11.66 (1°27, 2.18)  0.0002 020 1.22(1.06,1.42) 0.0073
Dysthymia 2.31 10.1(5.79,17.6) <.0001 110.50 166 (126, 2.18)  0.0003 020 1.22(1.05,1.42) 0.0086
Anxiety 2.01 7.44(4.0,13.9) <.0001 10.40 1.48 (1.09,2.01) 0.0114 0.17 1.19 (1.0, 1.41) 0.0454
Panic disorder 2.34 10.4(5.98,18.0) <.0001" 0.51 1.66(1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0078
Phobia disorder 2.33 10.2(5.90,17.7) <.0001 0.51 1566(1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0079
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Appendix 6-2: Continues.

Conduct disorder

Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

Jo HR (95% CI) p value Jo HR (95% CI) p value Jo HR (95% CI) p value
MPH 229  9.89(5.52,17.7)  <.0001 0.49 1.63 (1.22,2.19)  0.0011 0.19 1.21(1.03,1.42) 0.0209
OCD 2.30 10.0 (5.76,17.4)  <.0001 0.51 1.66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0078
ODD 2.18 8.86 (5.0, 15.7) <.0001 0.48 1.62 (1.22,2.17) 0.001 0.18 1.20(1.02,1.41) <.0001
Somatoform disorder 2.31 10.1 (5.81,17.6)  <.0001 0.51 1.66 (1. 26, 2.18)  0.0003 020 1.22(1.05,1.42) 0.0085
Personality disorder 2.32 10.2 (5.87,17.7)  <.0001 0.51 1.66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0081
Substance disorder 2.32 10.2 (5.89,17.7)  <.0001 0.51 1.66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0080
Tics 229  991(5.69,17.3) <.0001 047 ©21.60 (1.22,2.10)  0.0007 0.14 1.22(1.05,1.41) 0.0111
Brain damage 2.33 10.3(5.91,17.8)  <.0001 0.51° - 1.66(1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0079
Acute reaction 2.34 10.3(5.96,17.9)  <.0001- 0.51 1,66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0078
Adjustment reaction 2.11 8.26 (4.64,14.7)  <.0001 0.48 1.61(1.2,2.16) 0.0015 0.19 1.21(1.03,1.42) 0.0912
Communication disorder  2.28  9.82(5.64,17.1)  <.0001" /0.50 " 1.65(1.25,2.17) 0.0003 020 1.22(1.05,1.42) 0.0086
Learning disorder 2.17  8.77(4.98,154) <.0001 “0.444) 1 1.56 (1.18,2.05)  0.0017 0.19 1.21(1.04,1.41) <.0001
Motor skill disorder 223  9.30(5.31,16.3)  <.0001 0.44= 1 11.56(1.19,2.04) 0.0014 0.17 1.18(1.01,1.39) 0.0397
Mental retardation 2.12  8.29(4.65,14.8) <.0001 1 041 || 1.50(1.13,2.0) 0.0054 0.19 1.21(1.04,1.41) 0.0149
PMM 2.33 10.3(5.91,17.8) <0001 0.51 1.66 (1.27,2.18)  0.0002 020 1.22(1.05,1.42) 0.0080
SSEC 230  9.93(5.70,17.3)  <.0001 0.47 1.61:(1.23,2.11)  0.0006 020 1.22(1.05,1.41) 0.0107
DECA 2.19  8.90(5.04,15.7)  <.0001 0.48 1:61:(1.22,2.14)  0.0009 0.19 1.21(1.04,1.42) 0.0151
Epilepsy 229  9.90(5.69,17.2)  <.0001 0.50 1,65 (1.25,2.17)  0.0004 020 1.22(1.05,1.42) 0.0094
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Appendix 7-1: Variables for oppositional defiant disorder on univariate analysis.

Oppositional defiant disorder

Variable Univariate Variable Univariate
B HR (95% CI) p value B HR (95% CI) p value
Gender (M/F) 0.72 2.06 (0.88, 4.83) 0.0953  Phobia disorder -9.0 0(0,.) 0.9882
Age of onset 0.11 1.12 (1.03, 1.20) 0.0084 OCD -10.0 0(0,.) 0.9843
ADHD 18.1 71583503 (0, .) 0.9753  Conduct disorder 2.86 17.4 (6.91, 44.0) <.0001
MPH use or not 2.93 18.6 (9.5, 36.6) <.0001 Somatoform disorder 1.53 4.60 (0.63, 33.6) 0.1323
Duration of MPH use 0.70 2.02 (1. 66 2.47) <.0001 Personality disorder 10.0 22067 (0, .) 0.9866
Dose of MPH use 0.28 1.33 (1.23, 1.43) <.0001 Substance disorder 10.0 22083 (0, .) 0.9846
Antipsychotics 1.81 6.14 (1.48,25.5) 0.0126 " Ties 0.98 2.67 (0.37, 19.4) 0.3314
Antidepressants 0.10 3.0(0.41, 21.9) 0.2794. Brain damage 3.17 23.8 (3.23,175) 0.0019
Antiepileptics 12.0 0(0,.) 09799 Aecute.reaction -11.0 0(0,.) 0.9883
Mood stabilizer -11.0 0 (0, ) 0.0047 Adjustment reaction 2.97 19.4 (7.67,49.3) <.0001
Anxiolytics & hypnotics 0.05 06 (0.15, 7.71) 0.9568, Communication disorder 0.38 1.46 (0.36, 6.03) 0.5978
Schizophrenia -10.0 0 (0, ) 0.9888 == Learning disorder 1.04 2.82(1.01, 7.86) 0.0469
Other psychotics -10.0 0(0,.) 0.9878= Motor skill disorder 1.77 5.88 (1. 83 18.9) 0.003
Bipolar disorder -10.0 0(0,.) 0:9836 /{Mental retardation -0.29 0.75 (0. 10 5.44) 0.7771
Depression -11.0 0 (0, . 0.9868 © PMM 0.50 1.65 (0.23, 12.0) 0.6199
Dysthymia 1.59 4.92 (0.68, 35.8) . 10,1154 _4SSEC’ 0.87 2.40(0.33,17.4) 0.3875
Anxiety 1.69 5.4 (2.42 12 1) <.0001 "DECA 2.88 17.9 (8.65, 37.0) <.0001
Panic disorder -10.0 0 (0, ) 0.9831 “Epilepsy -13.0 0 (0, .) 0.9849
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Appendix 7-2: Variables for oppositional defiant disorder on one by one adjustfication

Oppositional defiant disorder

Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

B HR (95% CI)  p value Jo HR (95% CI) p value B HR (95% CI) p value
MPH 3.11 22.3(11.9,41.9) <.0001 0.68 1.97 (1.64,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Gender (M/F) 3.07 21.6(11.5,40.5) <.0001 0.67 1.95(1.62,1.35) <.0001 028 1.33(1.23,1.43) <.0001
Age of onset 3.10 22.1(11.7,41.7) <.0001 0.70 2.0(1.66,2.42)  <.0001 027 1.31(1. 22, 1.41) <.0001
ADHD 1.15 3.15(1.60, 6.20) 0.0009 0.40 1.49 (1.15,1.92)  0.0024 0.19 1.21(1.10,1.31) <.0001
Antipsychotics 3.02 20.5(10.7,39.3) <.0001 0.58 1.79 (1.43,2.23) <.0001 028 1.32(1.22,1.42) <.0001
Antidepressants 3.15 23.3(12.3,44.2) <.0001 0.67 1.96 (1.63,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Antiepileptics 3.09 21.9(11.7,41.3) <.0001 0.67 ©11.96 (1.62,2.37)  <.0001 029 1.33(1.24,1.43) <.0001
Mood stabilizer 3.05 21.2(11.2,40.0) <.0001 0.67 % 1.95(1.61,2.36) <.0001 028 1.33(1.23,1.43) <.0001
Anxiolytics & hypnotics 3.10 22.1(11.8,41.6) <.0001 - 0.67 1.96 (1.62,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Schizophrenia 3.07 21.5(11.4,40.6) <.0001 0.68 1:97 (1.63,2.38) <.0001 0.29  1.33(1.24,1.43) <.0001
Other psychotics 3.11 22.4(11.9,42.1) <0001 0,68 /1 1.97(1.64,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Bipolar disorder 3.12 22.6(12.1,42.5) <.0001 ‘0:70:4112.02/(1.67,2.44) <.0001 029 1.33(1.24,1.43) <.0001
Depression 3.12 22.7(12.1,42.7) <.0001 0:68~ | 11.97(1.64,2.38) <.0001 029 1.33(1.24,1.43) <.0001
Dysthymia 3.09 22.1(11.7,41.7) <.0001 10.68 | 1197 (1.63,2.38) <.0001 029 1.33(1.24,1.43) <.0001
Anxiety 297 19.4(9.65,39.1) <.0001 0.58 1.79.(1.46,2.21) <.0001 024 1.27(1.17,1.38) <.0001
Panic disorder 3.13 22.8(12.1,42.8) <.000t" -'10.68 1:97(1.64,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Phobia disorder 3.11 22.3(11.9,41.9) <.0001 0.68 1.97(1.64,2.37) <.0001 029 1.33(1.24,143) <.0001
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Appendix 7-2: Continues.

Oppositional defiant disorder

Variable MPH use or not Duration of MPH use (days) Dose of MPH use (mg/day)

Jo HR (95% CI) p value Jo HR (95% CI) p value Jo HR (95% CI) p value
MPH 3.11 22.3(11.9,41.9)  <.0001 0.68 1.97 (1.64,2.37) <.0001 029 1.33(1.24,1.43) <.0001
OCD 3.11 22.3(11.9,41.9) <.0001 0.68 1.97 (1.63,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Conduct disorder 2.84 17.1 (8.79, 33.1) <.0001 0.66 1.93 (1.58,2.56) <.0001 027 1.31(1.21,1.42) <.0001
Somatoform disorder 3.09  22.1(17.7,41.4)  <.0001 0.68 1.97 (1.64,2.38)  <.0001 029 1.33(1.24,1.43) <.0001
Personality disorder 3.11 22.4(11.9,42.0) <.0001 0.68 1.97 (1.64,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Substance disorder 3.10  22.3(11.9,41.9) <.0001 0.68 1.97 (1.63,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Tics 3.10 22.3(11.8,42.1 <.0001 0.:67 ©21.96 (1.62,2.36)  <.0001 0.30 1.35(1.23,1.49) <.0001
Brain damage 3.11 22.5(12.0,42.3)  <.0001 0.68° - 1.98(1.64,2.39) <.0001 029 1.34(1.24,1.44) <.0001
Acute reaction 3.12  22.6(12.0,42.4) <.0001 0.68 1.97(1.64,2.37) <.0001 029 1.33(1.24,1.43) <.0001
Adjustment reaction 2.85 17.4 (8.94,33.8)  <.0001 0.64 1.90.(1.54,2.33)  <.0001 027 1.31(1.21,1.42) <.0001
Communication disorder  3.07  21.6(11.4,41.1) <.0001" ~0.65/ " 1.92(1.58,2.33) <.0001 029 1.33(1.24,1.43) <.0001
Learning disorder 297 19.5(10.1,37.7)  <.0001 “0.624) 1 1.86(1.52,2.27) <.0001 0.25 1.29(1.19,1.39) <.0001
Motor skill disorder . 20.1 (10.5, 38.5)  <.0001 0:63~ | | 1.88 (1.54,2.29) <.0001 024 1.28(1.17,1.40) <.0001
Mental retardation 23.1(12.1,44.2)  <.0001 | 0.67 | 1995 (1.60,2.38) <.0001 028 1.33(1.22,1.45) <.0001
PMM 21.9(11.6,41.4) <0001 0.68 1.97 (1.63,2.38) <.0001 029 1.33(1.24,1.43) <.0001
SSEC 22.4(11.9,422)  <.0001 0.67 1.96(1.62,2.37) <.0001 0.30 1.36(1.23,1.49) <.0001
DECA 12.4 (6.03,25.4)  <.0001 0.61 1.85(1.47,2.33) <.0001 027 1.31(1.2,1.42) <.0001
Epilepsy 22.2 (11.8, 41.8)  <.0001 0.68 1.97 (1.63,2.37)  <.0001 029 1.33(1.24,1.43) <.0001
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