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ABSTRACT .!I
Objective: To develop effect sizes for 3 mood stabilizers' lithium, divalproex sodium, and carbamazepine-for the

acute-phase treatment of bipolar I or II disorder, mixed or manic episode. in children and adolescents aged 8 to 18
years.

Method: forty-two outpatients with a mean age of 11.4 years (20 with bipolar I disorder and 22 with bipolar II
disorder) were randomly assigned to 6 weeks of open treatment with either lithium, divalproex sodium, or
carbamazepine. The primary efficacy measures were the weekly Clinical Global Impression Improvement scores and
the Young Mania Rating Scale (Y-MRS) .

Results: Using a >=50% change from baseline to exit In the Y-MRS scores to define response. the effect size was
1.63 for divalproex sodium, 1.06 for lithIum, and 1.00 for carbamazepine. Using this same response measure with the

intent-to-treat sample, the response rates were as follows: sodium divalproex, S3~.; lithium, 38%; and

carbamazepine, 38% ([chi]22 = 0.85, p c .60). All 3 mood stabilizers were well tolerated, and no serious adverse
effects were seen.

Conclusions: Dlvalproex sodium, lithium, and carbamazepine all showed a large effect size in the open treatment
of children and adolescents with bipolar I or II disorder in a mixed or manic episode.

Bipolar disorders (BPD) are severe and persistent disorders occurring in approximately 1%of adults (Myers et aI.,

1984). These disorders are now recognized as equally as prevalent in children and adolescents, with an estimated
prevalence of 1% (Kashani et aI., 1987; Lewinsohn et aI., 1995). BPD seriously disrupts the lives of children and
adolescents; studies show increased rates of both suicide attempts and completions, poorer academic performance,
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disturbed interpersonal relationships, increased rates of substance abuse, legal difficulties, and multiple
hospitalizations (Akiskal et aI., 1985; lewinsohn et aI., 1995; Strober et aI., 1995).

Current clinical practice is to treat manic episodes in children and adolescents with BPD much as one would

adults with BPD (i.e., mood stabilizers and antipsychotic agents) (Hirschfeld, 1994; Kafantaris, 1995; McClellan and

Werry, 1997). Despite the increasing use of mood-stabilizing agents such as lithium, carbamazepine, and divalproex

sodium in bipolar children and adolescents, there are few published, placebo-controlled, double-blind studies of the
efficacy of any mood-stabilizing agent in children and adolescents with BPD (Kafantaris, 1995).

Lithium is the oldest and most well-studied mood stabilizer for adults with BPD, and controlled studies have
demonstrated its efficacy in the treatment and prevention of manic episodes in adults (Bowden, 1998; Goodwin and

Jamison, 1990; Hirschfeld, 1994). There also have been more studies on the use of lithium in bipolar children and

adolescents than any other mood stabilizer. However, the majority of these studies were carried out with variable

assessment protocols in small samples without placebo control groups (Brumback and Weinberg, 1977; Delong and

Nieman, 1983; McKnew et aI., 1981; Varanka et aI., 1988) or in larger mixed samples (BPD,

attention-deficit/hyperactivity disorder [ADHD1, conduct disorder) without adequate controls (Delong and Aldershof,
1987). The average number of subjects in each of these studies was lB; response rates ranged from 33% to 80%.

2 of?

In the only well-controlled, prospective study, which used DSM-/V criteria for BPD, Geller et al. (1998) administered lithium in a double· blind and

placebo-controlled fashion to 25 adolescents with BPD and a secondary substance dependency disorder (most had alcohol and marijuana dependence). In this study

the adolescent's diagnosis of BPD preceded the substance abuse by several years. After 6 weeks of treatment, the subjects treated with lithium showed a significant

decrease in their substance abuse and a significant improvement in their global assessment of functioning. This study suggested that lithium may be efficacious in
the treatment of bipolar adolescents with comorbid substance abuse.

Divalproex sodium is another mood-stabilizing agent that has demonstrated efficacy in adults with BPD (Bowden et aI., 1994; Pope et aI., 1991). A review of

adult divalproex sodium studies of the acute treatment of mania showed an average response rate of 56% (Janicak et al., 1993). There are 7 uncontrolled reports of
divalproex sodium use in bipolar children and adolescents: 3 case reports (Kastner et aI., 1990; Kastner and Friedman, 1992: Whittier et aI., 1995) and 4 case series

(Papatheodorou and Kutcher, 1993; Papat.heodorou et aI., 1995; West and McElroy, 1995; West et aI., 1994). The average number of subjects was 5. These open

studies suggest a wide variability of treatment responses, the frequent use of concomitant antipsychotic agents, and extensive comorbidity. Therefore, while

divalproex sodium shows promise as a possible treatment for pediatric BPO based on adult experiences and limited open trials in adolescents with BPD, no one has

demonstrated its efficacy in a randomized, controlled trial. Nor has anyone compared divalproex sodium to lithium or carbamazepine in this population.

Carbamazepine has been found to be effective as a second-line treatment of acute mania in adults (Janicak et aI., 1993) but has never been studied in a

controlled manner with bipolar children and adolescents. The majority of carbamazepine reports in the literature are with children and adolescents with ADHD or

conduct disorder, some of whom also had neurological disorders (Cueva et aI., 1996; Evans et aI., 1987; Kafantaris et aI., 1992; Puente, 1975).

This pilot study aimed at developing effect sizes for lithium, divalproex sodium, and carbamazepine in the acute-phase treatment of bipolar I or II children and

adolescents during a mixed or manic episode. Typically, effect size is a measure of treatment effect and is calculated as the difference in sample means divided by

their common standard deviation (Cohen, 19B8). Effect sizes are independent of sample sizes and are important first steps in designing an efficacy trial.

Furthermore, this study provided information on tolerability and acceptability of these 3 agents, as well as estimates of when responses occur.

METHOD ~

Study Population ~

Subjects included in this report were recruited from the outpatient Pediatric Psychiatry Center at Children's Medical Center of Dallas. This study was approved

by the University of Texas Southwestern Medical Center at Dallas Institutional Review Board. Informed consent was obtained from the subjects and their guardians

after the nature of the experimental treatment was explained. Subjects had to meet DSM·/V (American Psychiatric Association, 1994) inclusion criteria for bipolar I
or II disorder during a mixed or manic episode and be 6 to 18 years old. They had to score >K14 on the Young Mania Rating Scale (Y·MRS) (Young et aI., 1978).

Subjects had to suffer no current general medical illnesses that required medication and have normal intelligence as estimated by their academic performance and

placement. Excluded were those with a current or lifetime diagnosis of schizophrenia, obsessive-compulsive disorder, or autistic disorder and those with substance

abuse or dependence, a history of organic brain disease, and current use of psychotropic agents within the 2 weeks preceding randomization, inclUding neuroleptics,

monoamine oxidase Inhibitors, stimulants, and antidepressants. Subjects receiving depot neuroleptics or fluoxetine had to be medication·free for the previous

month.

Pre- and Posttreatment Assessments ~

Patients were seen for a 2-week evaluation period during which they underwent structured interviews and laboratory testing. The Schedule for Affective
Disorders and Schizophrenia for School-Age Children-Present and Lifetime Version (K-SADS-Pl) IKaufman et al.. 1997) was administered to the parent (usually the

mother) and child separately by one research assistant who had established reliability and was verified by the principal investigator (R.A.K.), who is board-certified

in child and adolescent psychiatry. The Family History Research Diagnostic Criteria (Andreasen et aI., 1977) was administered to the parent about the patient's first­

and second·degree relatives. Subjects' socioeconomic status was assessed using the Hollingshead Two Factor Index of Social Position (Hollingsllead and Redlich,
1958). Subject's level of functioning was rated using the Children's Global Assessment Scale (CGAS) (Shaffer et aI., 1983), and the subject's family was rated using the

Family Global Assessment Scale (D. Mrazek, unpublished, 1992). The patient's parents also completed the Achenbach Child Behavior Checklist (McConaughy et al..

1988) and the Conners Parent Questionnaire (Conners, 1986). Comorbid psychiatric disorders were considered present if subjects met DSM-/V criteria using the

K-SAOS-P (Present Episode) at the time of the structured interview and after they had been medication-free for at least 2 weeks. The primary efficacy measures

were the weekly Bipolar Clinical Global Impression (CGI·BP) on the Improvement subscale (Spearing et aI., 1997) and the Y-MRS. Response was defined as a change

from baseline to endpoint, with a score of 1 or 2 on the CGI-BP or a >-50% improvement in Y'MRS score. The first author (R.A.K.), who had demonstrated excellent

interrater reliability and validity using the CGI in a previous childhood depression study (Emslie et aI., 1997), completed all efficacy ratings.

Table 1 presents the demographic and severity data. There were significantly more males in the prepubertal group (73%) and significantly more males with BPD

II (77%). The subjects' mean CGAS score was 48.2. The bipolar I subjects had a significantly lower CGAS score (45) than the bipolar II subjects (52). Table 2 shows the

DSM·/V current, comorbid, nonmood diagnoses. There were high rates of other psychiatric disorders, particularly AOHD (71%), oppositional defiant disorder (38%),
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Study Protocol ~
The design was a 6-week random assignment, open, prospective investigation. After a 2-week assessment period during which all medications were tapered off,

if subjects met inclusionlexclusion criteria they were randomly assigned, using the minimization method, to treatment with either lithium, carbamazepine, or
divalproex sodium. The minimization method is based on the idea that the next patient to enter the trial is given whichever treatment would minimize the overall
imbalance between groups at that stage of the trial (Altman, 1991). Subjects were stratified on the basis of age « 13 years and> 13 years), gender, and the

presence or absence of ADHD. Dose and serum level ranges were monitored with levels after 1, 2, and 4 weeks of treatment. After randomization, subjects returned

weekly for 6 consecutive weeks of open treatment.

Recruitment '~

Through clinical and research referrals, 242 telephone calls were received. Of these, 228 were deemed appropriate for a telephone screen; 140 did not meet
study exclusion or inclusion criteria. The remaining 88 were screened in person; 44 did not meet study criteria, and 2 refused randomization. Of the 42 subjects
randomized, there were 3 Hispanic Americans and 39 white Americans.

Treatment ~
Lithium dosage was selected on the basis of the weight algorithms devised by Weller et al. (1986) with a starting dose of approximately 30 mglkg per day in 3

divided doses. The initial dose of carbamazepine was 1S mglkg per day in 3 divided doses, whereas the initial dose of divalproex sodium was 20 mglkg per day, also
in 3 divided doses. Serum levels of the different mood stabilizers were measured after 1 week of treatment, and the dosages were then titrated until the follOWing

serum levels were reached: lithium, 0.8 to 1.2 mEq/L; carbamazepine, 7 to 10 jJg/L; divalproex sodium, 85 to 110 jJg/L. Chlorpromazine, 10 to 50 mglday, was
allowed as a "rescue medication" 2 to 3 times per week for sleep or agitation during the first 2 weeks of treatment. Three subjects. one in each treatment group,
required low doses of chlorpromazine, typically 10 to 25 mg, for difficulty sleeping for several days during the first 2 weeks of the protocol. Compliance was
measured by a pill count at every visit and measurement of serum levels of the different mood stabilizers after 1,4, and 6 weeks of treatment,

All subjects were medically well as judged by medical history, physical examination, and routine blood tests (e.g., thyroid, liver. and renal function tests;
Urinalysis; complete blood cell counts; and serum pregnancy tests in females of childbearing age). Laboratory studies were repeated at the end of the acute
treatment period, usually week 6. Subjects were seen weekly with their parent(s), and at each visit they were rated on the V-MRS, the CGI-BP scale, a side effects
scale, and the K·SADS Mania and Depression items. No subjects received individual, family, or group therapy. Subjects who missed more than 3 consecutive days of
medications were discontinued from the protocol.

Statistical Analysis ~

Data from the first 41 subjects who were randomized and who completed at least 1 week of treatment were analyzed by a modified intent-to-treat sample
analysis, and an adequate treatment sample comprised the 32 subjects who completed at least 5 weeks of treatment. The modified intent-to-treat sample included

all subjects who had completed at least 1 week of treatment, whereas the adequate treatment sample included those subjects who had completed at least S weeks
of treatment. A subject's responderlnonresponder status was determined on the basis of the weekly CGl-lmprovement score (response was defined as a score of 1 or
2 on the CGI-BP, "much" or "very much improved" at endpoint) or the weekly V-MRS scores (response was defined as ,,50% improvement from the baseline V-MRS

score at endpoint), Responder status was compared between groups using a [chil2 test,

Arandom regression analysis using the intent-to-treat sample (Gibbons et al., 1993) was used to assess differences in change over time in the V-MRS among the
lithium, carbamazepine, and divalproex sodium groups, The effects of several covariates along with interactions were also investigated: the baseline score on the
V-MRS, age, gender, presence of ADHD, and diagnosis (BPD I versus BPD II). The effect size for each treatment using the V-MRS change from baseline to exit was
calculated per Cohen (Cohen. 1988). A t test was used to compare the mean serum levels of mood stabilizers between the responders and nonresponders in each
treatment group using both the V-MRS and CGI response criteria.

RESULTS ~

Of 42 subjects randomized, 6 completed less than 4 weeks of treatment, 10 completed 5 weeks, 13 completed 6 weeks, 10 completed 7 weeks, and 3 completed

8 weeks. Differences in length of treatment were due to some subjects' inability to make scheduled, weekly follow-up visits. A2-way analysis of variance showed
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that time in study did not vary significantly among treatment groups (p = .742), with all groups being in the study about 6 weeks (the carbamazepine group with a
mean length of treatment of 5.6 weeks, divalproex sodium group 5.8 weeks, and lithium group 6.0 weeks). Also, the responders did not differ from nonresponders (p

•.507) in their length of treatment (mean length of treatment was 5.7 weeks for responders versus 6.0 weeks for nonresponders).

Of the 6 subjects who completed less than 4 weeks of treatment, 2 adolescent subjects stopped lithium after 2 weeks of treatment for unspecified reasons; 1
prepubertal subject developed a rash after 1 week of carbamazepine treatment; 1 subject treated with divalproex sodium was arrested for heroin use at week 3;

and 2 adolescent females, 1 on carbamazepine and 1 on divalproex sodium, discontinued their mood stabilizer at week 5 for unspecified reasons.

Eftect Sizes ~

Using the change from baseline to endpoint in the weekly Y-MRS scores in the modified intent-to-treat sample, we found the following effect sizes (Cohen d) for
each group: divalproex sodium, 1.63; lithium, 1.06; and carbamazepine, 1.00. The mean change from baseline to exit in the Y-MRS scores was 14.53 in the

divalproex sodium group, 9.46 in the lithium group, and 9.00 in the carbamazepine group. The pooled standard deviation was 12.62.

Intent-to-Treat Sample ~

Data were analyzed by a modified intent·to-treat sample analysis using the 41 subjects who had completed at least 1 week of treatment. Table 3 shows the

number of responders in each treatment group at exit with each mood stabilizer. There was no significant difference between the 3 groups when we used as the

criterion a CGI-Improvement score of 1 or 2 ([chif2 =0.66, P =.72) or a 50% improvement in Y·MRS score ([chi)22 =0.85, P =.60). When we used the CGI and V-MRS

criteria, the divalproex sodium group had response rates of 40% and 53% and the lithium group had response rates of 46% and 38%. The carbamazepine group had the

fewest responders (31% using the CGI criterion, 38% using the Y·MRS criterion).
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Figure 1 illustrates the pattern of response in each treatment group's mean V-MRS scores in those subjects who were categorized as responders in the

intent·to-treat sample based on a >=50% improvement from baseline to end-point in their Y·MRS scores. In the divalproex sodium group, we sometimes observed an

increase in bipolar symptoms after 3 weeks of treatment, when parents would report that a subject's manic symptoms appeared ·worse." These symptoms would

generally resolve by week 4, and the subject would continue to improve if the parents could tolerate this brief period of symptom recrudescence.

Fig. 1 Responders' mean weekly Young Mania Rating Scale (MRS) scores.
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Cumulative time to response by treatment group and week was calculated using the mean Y·MR5 scores in those subjects who were categorized as responders in

the intent-to-treat sample based on a >=50% improvement from base·line to that week in their Y'MRS scores. Subjects treated with lithium continued to respond

until week 8, whereas no new subjects responded after 5 weeks of treatment in the carbamazepine group and after week 6 in the divalproex sodium group.

Adequate Trial Sample ~
Data were also analyzed by an adequate trial sample using the 32 subjects who had completed at least 5 weeks of treatment. We found no significant difference

between the 3 groups when we used as the criterion a CGl-lmprovement score of 1 or 2 ([chi]22 =0.063, P =.97) or a 50% improvement in Y-MRS score ([chi)22 =
0.456, p = .79). The carbamazepine group had the fewest responders (44% using the CGI and the Y·MRS criteria). The divalproex sodium group had response rates of

46% and 54% and the lithium group had response rates of 50% and 40% when the CGI and Y·MR5 criteria were used.

Random Regression Analysis ~
In this random regression analysis, only diagnosis made a significant addition to the model. The final model contained terms for treatment group, week,

group-by-week interaction, and diagnosis (SPD I versus II). Asignificant change over time was found (p = .0001). However, the group·by·week interaction was not

significant (p = .22), indicating similar changes over time for each mood stabilizer (equal slopes). Those with SPD I had a higher estimated starting V-MRS score

(mean 24.6) than the SPD II (mean 19.7) subjects for all groups (p = .0002), but the change over time was the same for both diagnoses. Although within each

diagnosis (bipolar I versus II) the 3 groups had about the same estimated beginning Y·MRS, subjects improved most rapidly in the divalproex sodium group (2.56

points per week) and less rapidly in the other 2 groups (about 1.5 points per week). The differences in slope between the divalproex sodium group and each of the

other 2 groups were not significant (p =.16 and p =.12).

Serum Mood Stabilizer Levels ~
Adequate serum levels were defined as follows: >=0.8 mEq/L for lithium, >=7.0 ~g/L for carbamazepine, and >=80 ~g/L for sodium divalproex. In the
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lithium-treated group, the mean time to reach an adequate serum level was 3.34 t 2.44 weeks and the mean lithium level at the end of the treatment period was

0.88 + 0.35. In the carbamazepine group, the mean time to reach an adequate serum level was 2.53 t 1.45 weeks and the mean carbamazepine level at the end of
the treatment period was 7.11 t 1.79.

In the sodium divalproex group, the mean time to reach an adequate serum level was 3.88 t 1.72 weeks and the mean sodium divalproex level at the end of the
treatment period was 82.8 t 22.92. There were no significant differences in serum levels between the responders and nonresponders in any of treatment groups.

Side Effect Ratings .!J
Mean side effects scores were calculated for each treatment group (Table 4). Nausea was the most common side effect across all 3 treatment groups, with the

carbamazepine group showing the highest rate (46%). One subject developed a rash during week 2 of treatment with carbamazepine and elected not to continue in
the study. The majority of side effects were mild to moderate and tolerated by most subjects. There were no serious adverse effects necessitating hospitalization.
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DISCUSSION ~

These data revealed that in children and adolescents with bipolar I and II disorder, mixed or manic episode, there were large effect sizes for all 3 of the mood
stabilizers studied. Cohen has suggested that in the behavioral sciences an effect size of 0.2 indicates a small effect, 0.5 a medium effect, and >0.8 a large effect
(Cohen, 1988). A medium effect size is one that a trained observer will recognize in a clinical situation, The response rates for each mood stabilizer varied
depending on the outcome measure. The CGI change scale used was designed to force a choice between either "very much improved" or "much" (a positive response)
versus the next CGI response category of minimally improved (a nonresponder). This CGI change score is similar to what clinicians use to determine whether to
continue a medication; if the patient is much or very much improved, then it is reasonable to continue the medication; if not, then many times a change is made
after 4 to 6 weeks of treatment. The other response variable we chose (>=50% improvement from baseline to endpoint on the V-MRS score) is based on a continuous
measure which, some would argue, is more sensitive to change.

Perhaps the most balanced way of looking at these response rates is by examining the mean of both response variables in both the intent-to-treat and the
adequate trial samples, which yield response rates of 46% to 50% for divalproex sodium, 42% to 45% for lithium, and 34% to 44% for carbamazepine, Bowden et al.
(1994) reported that marked improvement occurred at day 21 in 49% of their lithium-treated group and 48% of their divalproex sodium-treated group, Geller et al.
(1998) reported a 46% response rate to lithium at week 6 using a categorical cutoff score on the CGAS of >=65 for response_ Thus, our response rates for both lithium
and divalproex sodium are in the same range as other reports in adults and adolescents. But it is important to recognize that more than half of these patients did not

respond to monotherapy with any of these 3 mood stabilizers. Our clinical experience with these patients is that they frequently respond to a combination of mood
stabilizers, atypical antipsychotic agents, and/or stimulants. We are exploring these combinations in a 6-month continuation treatment protocol with these patients.

With a larger sample size these differences may turn out to be statistically significant. But with response rates that we found for each mood stabilizer (42% for
lithium and 46% for sodium divalproex), it would take a sample size of approximately 1,200 subjects to detect a significant difference between the divalproex
sodium and lithium groups at a .05 level of significance using a response criterion of a> 50% improvement from the baseline V-MRS score. Such a study is not feasible
because of the cost and large number of bipolar subjects needed. Compliance was a major problem in our bipolar adolescents, with a significant proportion (31%)

failing to comply with any mood stabilizers after several weeks of treatment despite their initial assent to do so.

In some patients treated with divalproex sodium, we sometimes observed an increase of bipolar symptoms after 3 weeks of treatment that would typically

resolve the following week. Asimilar phenomenon has not been observed among adult bipolar patients treated with divalproex, and it suggests a transitory
difference between adults and children in their neurochemical response to divalproex sodium. This also suggests that clinicians should not discontinue treatment
with divalproex sodium if a worsening in bipolar symptoms is seen after after 2 to 3 weeks of treatment, but rather continue for another several weeks before
deciding to discontinue treatment with divalproex sodium.

Finally, our cumulative time to response data suggests that for lithium carbonate a treatment period of at least 8 weeks is adequate, whereas for sodium
divalproex and carbamazepine 6 weeks appears adequate.

Limitations .!J
The small sample size and the lack of a placebo control group limit this study. Also, the child and adolescent psychiatrists completing the outcome ratings were

not blind to the subject's medication status. However, this study is the first to compare these 3 mood stabilizers in children and adolescents with BPD. Larger
placebo-controlled trials are needed in these seriously ill and difficult·to-treat patients.

Clinical Implications ~
Oivalproex sodium, lithium, and carbamazepine all showed a large effect size, as defined by Cohen (1988), in the treatment of children and adolescents with

bipolar I or II disorder in a mixed or manic episode. These mood stabilizers were for most part well tolerated, and response rates were similar to those of adult
mania studies.

REFERENCES ~

Akiskal Hs, Downs J, Jordan P, Watson 5, Daugherty 0, Pruitt DB (1985), Affective disorders in referred children and younger siblings of manic-depressives: mode of

6/26/2008 12:32 PM



Ovid: Effect Size of Lithium, Divalprocx Sodium, and Carbamazepin...

onset and prospective course. Arch Gen Psychiatry 42:996-1003 Bibliosraphic Links I[Context Link]

Altman DG (1991), Practical Statistics for Medical Research. London: Chapman & Hall [Context Link]

http://ovidsp.tx.ovid.com/,;pb/ovidweb.cgi

60f7

American Psychiatric Association (1994), Diagnostic and Statistical Manual of Mental Disorders, 4th edition (DSM-IV). Washington, DC: American Psychiatric

Association [Context Link]

Andreasen NC, Endicott J, Spitzer RL, Winokur G (1977), The family history method using diagnostic criteria. Arch Gen Psychiatry 34:1229-1235 [Context Link]

Bowden CL (1998), Key treatment studies of lithium in manic-depressive illness: efficacy and side effects. J Clin Psychiatry 59:13-19 Bibliographic Links I [Context
Link)

Bowden CL, Brugger AM, Swann AC et al. (1994), Efficacy of divalproex vs lithium and placebo in the treatment of mania: the Depakote Mania Study Group. JAMA

271 :918-924 Ovid Full Text! Bibliographic Links I[Context Link)

Brumback RA, Weinberg WA (1977), Mania in childhood, II: therapeutic trial of lithium carbonate and further description of manic-depressive illness in children. Am J

Dis Child 131:1122-1126 Bibliographic Links I[Context Link]

Cohen LS (1988), Statistical Power Analysis far the Behavioral Sciences. Hillsdale, NJ: Erlbaum [Context Link)

Conners CK (1986), How is a teacher rating scale used in the diagnosis of attention deficit disorder? J Child Contemp Soc 19:33-52 Bibliosraphic Links! [Context

Link]

Cueva JE, Overall JE, Small AM, Armenteros JL, Perry R, Campbell M (1996), Carbamazepine in aggressive children with conduct disorder: a double-blind and

placebo-controlled study. JAm Acad Child Adolesc Psychiatry 35:480-490 Ovid Full Textl Bibliosraphic Links I[Context Link]

DeLong GR, Aldershof AL (1987), Long-term experience with lithium treatment in childhood: correlation with clinical diagnosis. JAm Acad Child Adolesc Psychiatry

26:389-394 Ovid Full Text I Bibliographic Links I [Context Link]

DeLong GR, Nieman GW (1983), Lithium-induced behavior changes in children with symptoms suggesting manic-depressive illness. Psychopharmacol Bull 19:258-265

Bibliographic Links I[Context Link]

Emslie GJ, Rush AJ, Weinberg WA et al. (1997), A dOUble-blind, randomized placebo-controlled trial of fluoxetine in depressed children and adolescents. Arch Gen

Psychiatry 54:1031-1037 [Context Link]

Evans RW, Clay TH, Gualtieri CT (1987), Carbamazepine in pediatric psychiatry. JAm Acad ChIld Adolesc PsychIatry 26:2-8 Ovid Full Textl BibliO!!raphic Linksl

[Context Link]

Geller B, Cooper TB, Sun Ket al. (1998), Double-blind and placebo-controlled study of lithium for adolescent bipolar disorders with secondary substance

dependency. JAm Acad Child Adolesc Psychiatry 37:171-178 Ovid Full Textl Bibliographic Links I [Context Link]

Gibbons RD, Hedeker D, Elkin I (1993), Some conceptual issues in the analysis of longitudinal psychiatric data. Arch Gen Psychiatry 50:739-750 [Context Link]

Goodwin FK, Jamison KR (1990), Manic-Depressive II/m'ss. New York: Oxford University Press [Context Link]

Hirschfeld RMA (1994), Practice guideline for the treatment of patients with bipolar disorder: American Psychiatric Association. Am J Psychiatry 151(12 suppl):1-36

[Context Link]

Hollingshead AB, Redlich FC (1958), Social Class and Mental Illness. New York: Wiley [Context Link]

Janicak PG, Davis JM, Preskorn SH, Ayd FJ (1993), Principles and Practice of Psychopharmacotherapy. Baltimore: Williams & Wilkins [Context Link]

Kafantaris V (1995), Treatment of bipolar disorder in children and adolescents. JAm Acad Child Adolesc Psychiatry 34:732-741 Ovid Full Textl BibliO!!raphic LinksI
[Conlexl Link]

Kafantaris V, Campbell M, Padron-Gayol MV, Small AM, Locascio JJ, Rosenberg CR (1992), Carbamazepine in hospitalized aggressive conduct disorder children: an

open pilot study. Psychapharmacal Bull 28:193-199 Bibliographic Links! [Context Link]

Kashani JH, Beck NC, Hoeper EW et al. (1987), Psychiatric disorders in a community sample of adolescents. Am J Psychiatry 144:5B4-589 Bibliographic Links I
[Context link]

Kastner T, Friedman DL (1992), Verapamil and valproic acid treatment of prolonged mania. JAm Acad Child Adalesc Psychiatry 31 :271·275 Ovid Full Text I
Bibliographic Links I[Context Link)

Kastner T, Friedman DL, Plummer AT, Ruiz MQ, Henning D (1990), Valproic acid for the treatment of children with mental retardation and mood symptomatology.

Pediatrics 86:467·472 Bibliographic Linksl [Context Link]

Kaufman J, Birmaher B, Brent D et al. (1997), Schedule for Affective Disorders and Schizophrenia for School-Age Children-Present and Lifetime Version (K-SADS-PL):

initial reliability and validity data. JAm Acad Child Adalesc Psychiatry 36:980-988 Ovid Full Textl Blbllographlc Links I[Context link]

6/26/2008 12:32 PM



Ovid: Effect Size (If Lithium, Divalproex Sodium, and Carbamazepin... http://ovidsp.tx.ovid.com/spb/ovidweb.cgi

7 of?

Lewinsohn PM, Klein ON, Seeley JR (1995), Bipolar disorders in a community sample of older adolescents: prevalence, phenomenology, comorbidity, and course. J

Am Acad Child Adalesc Psychiatry 34:454-463 Ovid Full Textl Bibliographic Links I [Context Link]

McClellan J, Werry JS (1997), Practice parameters for the assessment and treatment of children and adolescents with bipolar disorder. JAm Acad Child Adolesc

Psychiatry 36(suppl):157S'176S Ovid Full Text I Bibliographic Links I[Context Link]

McConaughy SH, Achenbach TM, Gent CL (19B8), Multiaxial empirically based assessment: parent, teacher, observational, cognitive, and personality correlates of

child behavior profile types for 6- to 11-year-old boys. J Abnarm Child Psycho/ 16:485-509 Bibliographic Links I[Context Link]

McKnew DH, Cytrn L, Buchsbaum MS et al. (1981), Lithium in children of lithium responding parents. Psychiatry Res 4:171-180 Bibliographic Links I [Context Link]

Myers JK, Weissman MM, Tischler GL et al. (1984), Six-month prevalence of psychiatric disorders in three communities: 1980 to 1982. Arch Gen Psychiatry 41:959-967

Bibliographic Links I [Context Link]

Papatheodorou G, Kutcher SP (1993), Divalproex sodium treatment in late adolescent and young adult acute mania. Psychopharmaco/ Bull 29:213-219 Bibliographic

Links I [Context Link]

Papatheodorou G, Kutcher SP, Katic M, Szalai JP (1995), The efficacy and safety of divalproex sodium in the treatment of acute mania in adolescents and young

adults: an open clinical trial. J Clin Psychopharmaco/15:110-116 Ovid Full Text I Bibliographic Links I [Context Link]

Pope HG Jr, McElroy SL, Keck PE, Hudson JI (1991), Valproate in the treatment of acute mania: a placebo·controlled study. Arch Gen Psychiatry 48:62-68

Bibliographic Links I[Context Link]

Puente RM (1975), Epileptic Seizures·Behaviaur·Poin, Birkmayer W, ed. Baltimore: University Park Press, pp 243-252 [Context Link]

Shaffer 0, Gould MS, Brasic J et al. (1983), A children's global assessment scale (CGAS). Arch Gen Psychiatry 40:1228-1231 [Context Link]

Spearing MK, Post RM, Leverich GS, Brandt 0, Nolen W (1997), Modification of the Clinical Global Impressions (CGI) Scale for use in bipolar illness (BP): the CGI-BP.

Psychiatry Res 73:159-171 Bibliographic Links I[Context Link]

Strober M, Schmidt·Lackner S, Freeman R, Bower S, Lampert C, DeAntonio M (1995), Recovery and relapse in adolescents with bipolar affective illness: a five-year

naturalistic, prospective follow·up. JAm Acad Child Ado/esc Psychiatry 34:724-731 Ovid Full Text I Bibliographic Links I [Colll.ext Link]

Varanka TM, Weller RA, Weller EB, Fristad MA (1988), Lithium treatment of manic episodes with psychotic features in prepubertal children. Am J Psychiatry

145:1557-1559 Bibliographic Links I (Context Link]

Weller EB, Weller RA, Fristad MA (1986), Lithium dosage gUide for prepubertal children: a preliminary report. JAm Acad Child Psychiatry 25:92-95 Ovid Full Textl

Bibliographic Links I [Context Link]

West K, McElroy SL (1995), Oral loading doses in the valproate treatment of adolescents with mixed bipolar disorder. J Child Ada/esc Psychopharmaco/ 5:225-231

[Context Link]

West SA, Keck PEJ, McElroy SL et al. (1994), Open trial of valproate in the treatment of adolescent mania. J Child Ado/esc Psychapharmaca/4:263-267 [Context Link]

Whittier W, West SA, Galli VB, Raute NJ (1995), Valproic acid for dysphoric mania in a mentallY retarded adolescent. J Clin Psychiatry 56:590-591 Bibliographic

Links I[Context Link]

Young RC, Biggs JT, 2iegler VE, Meyer DA (1978), A rating scale for mania: reliability, validity and sensitivity. Br J Psychiatry 133:429-435 Bibliographic Links I
[Context Link]

Key Words: bipolar disorder; effect size; lithium; carbamazepine; divalproex sodium

Copyright (e) 2000·2007 Ovid Technolollies. Inc.

Version: OvidSP_UlO1.01.02, SourcelD 35095

6/26/2008 12:32 PM




