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Introduction
Since the late 1990s, there has been a substantial increase in 

the use of antidepressant drug treatment in child and adolescent 
psychiatric care [1]. Although regulatory warnings prompted 
in a decline in pediatric antidepressant use from 2003 to 2005, 
their use has since rebounded [2]. And while most products have 
not been approved for use in this population, off-label use of 
antidepressants is widespread practice [3]. Antidepressants, like 
all medications, warrant concerns over their efficacy, tolerability, 
and safety in child and adolescent psychiatry. Generally, 
antidepressants have several side effects, such as weight gain, 
fatigue, and sexual dysfunction. However, the wide diversity of 
antidepressants support the individualized selection of treatment, 
allowing clinicians to personalize treatment for their pediatric 
patients based on psychiatric symptoms and undesirability of 
certain side effects. The purpose of this review was to investigate 
the classes of antidepressant medications, and their associated 
efficacy, tolerability, and safety in pediatric psychiatry. A review of 
randomized controlled trials and meta-analyses of antidepressant 
medications in pediatric populations for the treatment of a range 
of psychiatric indications, such a major depressive disorder, 
anxiety disorders, and obsessive compulsive disorder, was 
conducted. A subsequent review of the available naturalistic 
studies for antidepressants in this population was carried out. The 
latter highlighted the paucity of studies available and the need 
for naturalistic studies in diagnostically heterogeneous pediatric 
populations receiving antidepressant drug treatment. Lastly, the 
common methodological and ethical limitations of naturalistic 
studies was assessed and addressed. The aim of this report was 
to emphasize the clinical significance of naturalistic studies and 
to better inform the proposal of a naturalistic prospective study of 
antidepressant medications in child and adolescent psychiatry. 

Antidepressant Drug Treatment
Definition

The term “antidepressants” refers to a chemically and 
pharmacologically heterogeneous class of psychopharmacological 
agents originally prescribed to treat patients with depressive 
symptoms, but are associated with use in a wide array of disorders 
today. These agents have been successfully applied to the 
treatment of major Depressive Disorder (MDD), anxiety disorders, 
Obsessive Compulsive Disorder (OCD), eating disorders, 
mutism, and Attention Deficit/Hyperactivity Disorder (ADHD). 
Antidepressants elevate pathologically depressed mood, may 
increase activity or diminish psychomotor restlessness, and may 
lessen somatic and vegetative symptoms [4]. Antidepressants are 
associated with several side effects, including weight gain, sexual 
dysfunction, and fatigue. Although the mechanism of action of 
antidepressants is not yet fully understood, most antidepressants 
primarily inhibit the neuronal reuptake of monoamines (such 
as serotonin or noradrenaline) from the synapse. Generally, it is 
recommended antidepressant therapy is continued for 4-6 months 
after symptoms subside before the dose is reduced or discontinued 
[4].

Antidepressants are classified according to their recognized 
biological sites and mechanisms of action: Selective Serotonin 
Reuptake Inhibitors (SSRIs), Serotonin and Norepinephrine 
Reuptake Inhibitors (SNRIs), Norepinephrine and Dopamine 
Reuptake Inhibitors (NDRIs), Noradrenergic and Specific 
Serotonergic Antidepressants (NaSSAs), Tricyclic Antidepressants 
(TCAs), and Monoamine Oxidase Inhibitors (MAOIs). Within each 
class of antidepressants, there are a number of individual agents 
that differ in their degree of neuronal inhibition, present varying 
efficacies, tolerability, and safety, and pose distinctive potentials 
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for drug interactions. These side effects of antidepressant treatment 
can adversely impact patients’ compliance and have the potential 
to influence treatment outcome, morbidity and mortality [1]. It is 
therefore imperative to quickly determine the most effective agent 
for a given patient; fortunately, the multiplicity of antidepressant 
agents allows clinicians to better individualize treatment for 
psychiatric disorders [1].

Classification
SSRIs: This group of drugs, including fluoxetine (Prozac), 
paroxetine (Paxil), fluvoxamine (Luvox), citalopram (Celexa), 
escitalopram (Cipralex), and sertraline (Zoloft), is usually the first 
choice for treatment of anxiety and depression problems [6]. SSRIs 
are typically well tolerated drugs associated with less serious 
adverse events; common side effects include headache, loss of 
appetite, nausea, diarrhea weight loss, dry mouth, sweating, and 
disturbances of sexual function (Taurines et al., 2014)[4].

SNRIs: This class of medications includes venlafaxine (Effexor), 
duloxetine (Cymbalta), and desvenlafaxine (Pristiq). These drugs 
are typically used to treat depression, anxiety problems, and chronic 
pain. Because of its efficacy observed in clinical trials in adults, low 
side-effect profile and early onset of action, venlafaxine is suggested 
as medication useful for use in children and adolescents [5].

NDRIs: The medication available in this class is bupropion 
(Wellbutrin, Zyban). Bupropion is often given forenergizing 
effects, in combination with other antidepressants, in the 
treatment of depression [4]. It is also used to treat Attention-
Deficit/Hyperactivity (ADHD) disorder. Common side effects are 
jitteriness and insomnia. 

NaSSAs: The agent available in this class, mirtazapine (Remeron), 
is the most sedating antidepressant, and is therefore most 
appropriate for people who have insomnia or who are very anxious 
[6]. This medication also helps to stimulate appetite. Common side 
effects are drowsiness and weight gain.

TCAs: This older group of agents is the most extensive of 
all antidepressant types, comprised of amitriptyline (Elavil), 
maprotiline (Ludiomil), imipramine (Tofranil), desipramine 
(Norpramin), nortiptyline (Novo-Nortriptyline) and clomipramine 
(Anafranil). Common side effects include dry mouth, tremors, 
constipation, sedation, blurred vision difficulty urinating, weight 
gain and dizziness. Additionally, because TCAs may cause 
heart rhythm abnormalities, an Electrocardiogram (ECG) is 
recommended before onset of treatment [6]. Moreover, overdose 
and intoxication of TCAs is associated with fatal cardiac arrests [4]. 
Because these medications tend to have more severe side-effects 
than newer antidepressant classes and they pose an elevated risk 
of intoxication [7], they are not often a first choice for treatment. 
However, when other drugs do not provide relief from severe 
depression, these agents may help.

MAOIs: MAOIs, such as phenelzine (Nardil) and tranylcypromine 
(Parnate), were the first class of antidepressants. Although effective, 
MAOIs are often avoided because one must follow a special diet 
to avoid hypertensive crises associated with the consumption of 
tyramine-containing foods [4], such as aged cheeses and nuts. 
A newer MAOI, moclobemide (Manerix), can be used without 
dietary restrictions; however, it may not be as effective as other 
MAOIs. Common side effects include a change of blood pressure 
when moving from a sitting to a standing position (orthostatic 
hypertension), insomnia, swelling and weight gain [6]. 

Randomized Controlled Trials of Antidepressant 
Drug Treatment in Children and Adolescents
SSRIs
In child and adolescent psychiatry, SSRIs have become the primary 
choice for the pharmacological treatment of anxiety and depressive 
disorders[4,7,8,9,10]and the use of SSRIs in the clinical treatment 
has become increasingly common [11,12]. A Canadian Institute 
of Health Research (CIHR) funded study in Quebec revealed that 
SSRIs were the most frequently dispensed (58.8%) antidepressant 
products among adolescents [3]. This trend is in large part due 
to their comparatively good efficacy and tolerability, giving them 
a favourable benefit-risk profile for pediatric use [4,13,14]. Sev-
eral controlled studies have indicated that SSRIs are superior to 
placebo in child and adolescent psychiatric care. Results from a 
meta-analysis, which included 18 controlled and 23 open trials, 
suggested a significant benefit of SSRIs over placebo in the treat-
ment of pediatric depression [15]. In the treatment of anxiety dis-
orders (generalized anxiety, social phobia, and separation anxiety), 
SSRIs have also been shown to reduce symptoms [16,17].

However, in 2004, the United States Food and Drug 
Administration (FDA)  issued a black box warning for antidepressant 
treatment in children and adolescents. Consequently, Bridge 
and colleagues (2007)[13] conducted a meta-analysis assessing 
the use of antidepressants across the indications of depression, 
anxiety disorders, and OCD in pediatric populations. The review, 
which included 27 prospective Randomized Controlled Trials 
(RCTs),estimated suicide risk associated with SSRIs in the 
treatment of children and adolescents at less than 1% [13]. A 
more recent meta-analysis maintained no elevated risk for suicidal 
thoughts or actions in pediatric antidepressant treatment with 
fluoxetine, citalopram, sertraline, or paroxetine [18]. Nevertheless, 
a subsequent review by Sparks and Duncan (2013)[2] posits recent 
investigations on the safety and efficacy of antidepressants contain 
significant confounds that discredit their findings, and suggests 
firstline prescription of antidepressants for the pediatric population 
is not advisable and further investigations are warranted. 

The most studied SSRI agent in the realm of child and 
adolescent psychiatry RCTs is fluoxetine. In the treatment of 
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depressive disorder, fluoxetine [8,18,19,20,21,22] sertraline 
[23,24], citalopram [25], escitalopram [26,27], and paroxetine 
[28] have all demonstrated superiority over placebo for children 
and adolescents. Although, results have been inconsistent for 
some agents. Results of a 2006 RCT indicated that for depression, 
escitalopram was only beneficial in the treatment of adolescent 
populations, but showed no superiority over placebo when younger 
children were included in the analysis [29]. In a more recent RCT, 
Emslie and colleagues (2006)could not replicate the superiority of 
paroxetine over placebo. 

In the treatment of anxiety disorders, fluoxetine [30,31], 
fluvoxamine [32,33], sertraline [34], paroxetine [35], have all 
shown greater efficacies than placebo in RCTs. Lastly, in the 
treatment of pediatric OCD, fluoxetine [36,], fluvoxamine [37], 
sertraline [38,39], and paroxetine [40] have demonstrated efficacy 
and superiority to placebo.

SNRIs
Extended-release venlafaxine [41], duloxetine [42,43], and 

desvenlafaxine [44] have been proved effective in children and 
adolescents with depression, although these results have not been 
consistent. In a separate study, Emslie and colleagues determined 
that venlafaxine may be effective in depressed adolescents, but 
not in younger children [45]. Authors did note that those taking 
venlafaxine were more frequently troubled by suicidal and hostile 
thoughts, and emphasized that the safety and efficacy of venla-
faxine in pediatric patients has not been adequately established. 
In a subsequent RCT by Emslie and colleagues, results were in-
conclusive, as neither the investigational drug (duloxetine) nor 
the active control (fluoxetine) significantly differed from placebo 
[46]. Similarly, in a placebo-controlled study of 40 children and 
adolescents with depression, the combination of venlafaxine and 
psychotherapy was no more effective than treatment with placebo 
and psychotherapy [47]. 

For the treatment of childhood and adolescent anxiety dis-
orders, extended-release venlafaxine [48,49] and duloxetine [50] 
have been shown more efficacious compared to placebo in RCTs. 
Data on SNRIs for the treatment of child and adolescent ADHD 
is scarce, arecent review citing only 6 RCTs (5 venlafaxine, 1 du-
loxetine) [51]. Findings to date however, indicate superiority of 
venlafaxine to duloxetine, which only demonstrated minimal ef-
ficacy in the treatment of ADHD in pediatric populations [51], as 
well as superiority to placebo [52]. There were no available RCTs 
assessing desvenlafaxine for child and adolescent psychiatric care 
other than for depression. 

NDRIs
RCTs assessing NDRIs in children and adolescents have 

focused mostly on ADHD, but have yielded mixed results. In a small 
RCT assessing bupropion in adolescents with comorbid ADHD 

and depression, participants exhibited significant improvement and 
the medication was well tolerated[53]. In two separate randomized 
double‐blind studies, bupropion demonstrated a comparable safety 
and efficacy profile with methylphenidate (a Central Nervous 
System (CNS) stimulant) in children and adolescents with ADHD 
[54,55]. More recently, however, a meta-analysis determined that 
bupropion was less efficacious than methylphenidate in reducing 
ADHD symptoms, and both were inferior to lisdexamfetamine[56]. 
However, more randomized, placebo-controlled studies of NDRIs 
in children and adolescent depression are needed.

NaSSAs
In a US Federal Drug Administration (FDA) report on the 

efficacy of mirtazapine in thetreatment of pediatric depression, 
results of two randomized, placebo-control trials of the NaSSA 
were published [57]. No statistically significant difference between 
mirtazapine and placebo was found in either study; there is no 
evidence that mirtazapine is effective for the treatment child and 
adolescent depression.

TCAs
In the previously mentioned CIHR funded study of 

antidepressant use among children and adolescents in Quebec, 
TCAs were the most frequently dispensed products among 
children (50.9%)[3]. Nevertheless, there have been few RCTs of 
the efficacy of TCAs in children and adolescents. Studies thus far 
have demonstrated TCAs are not significantly superior to placebo 
in the treatment of pediatric depression or anxiety disorders. An 
RCT comparing imipramine, paroxetine, and placebo for the 
treatment of adolescent depression, response to TCA (imipramine) 
treatment was not significantly different from placebo across any 
of the seven depression-relatedvariables assessed, moreover study 
withdrawal due to adverse events occurred in 31.5% of patients 
treated with imipramine, nearly half of which experienced adverse 
cardiac events such as tachycardia or arrhythmia [28]. Results 
from a subsequent meta-analysis assessing the efficacy of TCAs 
and SSRIs in pediatric populations found TCAs held no significant 
benefit over placebo in the treatment of depression [15].

In the treatment of children and adolescents with anxiety 
disorders, clomipramine treatment showed no benefit over placebo 
for the reduction of anxiety symptoms, although authors noted that 
placebo response was unusually high [31]. In a meta-analysis of 
pharmacological RCTs for the treatment of OCD in children and 
adolescents,TCA treatment (clomipramine) was found to have a 
significantly greater effect than SSRI treatments in the reduction 
of OCD symptoms [9]. However, authors posit that clomipramine 
remains less “User-Friendly” in pediatric populations than the 
SSRIsand due do frequent adverse events and concerns over 
potential arrhythmogenic events, and suggest that the TCA 
should not be recommended as a first line treatment for OCD in 
uncomplicated cases [9]. 
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However, in a review of 6 RCTs for the treatment of ADHD 
in pediatric populations, TCAs (desipramine, clomipramine, 
and nortriptyline) outperformed placebo in the reduction of core 
ADHD symptom severity and there were no serious adverse events 
reported in any of the included trials[58]. However, Otasowie 
and colleagues stipulate that the effect of desipramine on the 
cardiovascular system remains an important clinical concern and 
therefore evidence supporting the clinical use of desipramine for 
the treatment of ADHD in pediatric populations is low. Of interest, 
in the first randomized controlled trial of amitriptyline versus 
gabapentin for pediatric neuropathic pain, both medications proved 
similarly effective for decreasing pain scores and improving sleep 
with no difference in adverse events reported [59]. 

MAOIs
There are few recent RCT of MAOIs in the treatment of 

child and adolescent psychiatric disorders. In one of the earliest 
studies of antidepressant drug treatment for child and adolescent 
depression, a double-blind cross-over trial showed that MAOI 
phenelzine and chlordiazepoxide (a benzodiazepine) were superior 
to phenobarbitone (a barbiturate) and a placebo [60]. However, in 
a recent multisite, randomized, variable dose study to evaluate a 
Selegiline Transdermal System (STS) for treatment of depression 
in pediatric patients, neither selegiline nor placebo was found to be 
statistically superior [61].

There is literature regarding small RCTs that suggest MAOIs 
may be safe and effective for ADHD in children and adolescents. 
Two studies comparing MAOI selegiline to methylphenidate for 
treatment of ADHD found no significant differences between the 
two medications, and that selegiline was well tolerated [62,63]. 
When compared to placebo in a double-blind crossover study of 
pediatric ADHD and comorbid Tourette’s syndrome, post hoc 
analyses revealed a substantial effect by selegiline in the group that 
received the active drug first in the crossover condition [64]. More 
recently, authors of a placebo-controlled RCT found that while 
selegiline did not specifically reduce symptoms of impulsivity, 
it was not associated with negative side effects, and may be a 
preferred treatment for individuals who present with the primarily 
inattentive subtype of ADHD[65]. Conversely, in a double-blind 
cross-over study, an alternate MAOI, tranylcypromine, was 
efficaciously indistinguishable from dextroamphetamine (a CNS 
stimulant) in the treatment of child and adolescent ADHD [66].

RCTs versus Naturalistic Studies
The “Gold Standard” of evidence-based medical research 

is the double-blind, randomized, placebo-controlled study [67]. 
Participants either receive the intervention, substance or treatment 
in question, or no treatment or placebo, and neither researcher nor 
volunteer knows who belongs to which group. The defining feature 
of RCTs is the random assignment of participants to these conditions, 

and it is regarded as indispensable to ensure the observed effects 
can be attributed exclusively to the applied therapy [68]. RCTs are 
therefore intended to rule out bias and provide explicit evidence 
of a treatments efficacy [67]. The main controversy of RCTs is the 
concern over the external validity of RCTs: whether the results of 
RCTs are representative of clinical practice [68]. The strict control 
inherent in RCTs gives rise to idealized conditions, promoting the 
study of isolated disorders and restricted symptomology that rarely 
exists in real world clinical practice. How germane the results 
of RCTs are to everyday practice cannot be assessed without 
measurements of outcomes in the field [16].

In juxtaposition to RCTs, naturalistic studies are carried 
out under the natural conditions of clinical practice. Naturalistic 
studies are prospective “Non-Interventional” observational 
studies of phenomena or retrospective analyses of existing data 
from previously conducted studies, such as follow-up studies of 
previously treated participants or chart review data [69]. Naturalistic 
studies of antidepressants have been employed to study a broader 
range of clinically afflicted participants. Most RCTs have strict 
inclusion and exclusion criteriathat limit participation based on 
comorbidities, illness severity, or medication history. Naturalistic 
studies, however, study antidepressant agents in the “Real World” 
treatment of disorders without excluding patients suffering from 
suicidal ideation or behaviour or any co-morbidities, which so often 
occur in naturalistic samples. In this respect, naturalistic studies 
can provide more generalizable results in comparison to RCT 
efficacy trials [8]. Therefore, RCTs and naturalistic studies serve 
different purposes and provide answers to different domains of 
research questions. Helmchen (2011) [69] reasons that naturalistic 
studies could be appreciated in conjunction with RCTs, as they can 
provide additional valuable knowledge to compliment the results 
of RCTs. Naturalistic studies provide the opportunity to observe 
clinician prescribing behaviours, undesirable medication effects 
and adherence under real world conditions, and the realistic course 
of treatment [69]. Long term naturalistic prospective studies in 
pediatric patients represent an important source of information for 
routine care regarding the effectiveness, safety, and tolerability of 
treatment over extended periods under routine clinical conditions 
[16].

Naturalistic Studies of Antidepressant Drug 
Treatment in Children and Adolescents
SSRIs

In an open, naturalistic study of 211 children and adolescents in 
Sweden, SSRIs were found to be the most prescribed antidepressant 
drug treatment, sertraline being the most common (67% of 
SSRIs). The indication for which antidepressant treatment is most 
commonly prescribed in the pediatric population was depression 
(69%), OCD second (14%), anxiety disorders (11%), dysthymic 



Citation: Cardy R, Reddy PS (2017) Antidepressant Drug Treatment in Child and Adolescent Psychiatry: Randomized Controlled Trials versus Naturalistic Studies. J 
Neurol Exp Neural Sci: JNNS-126.

5 Volume 2017; Issue 02

disorder (2%) and eating disorder (1%; [11]. A similar perspiration 
pattern was found in a study of antidepressant tolerability in anxious 
and depressed youth at high risk for bipolar disorder. SSRIs were 
also the most had been prescribed for 66% of these youths, 38% 
had taken bupropion, and 5% duloxetine [70]. 57% of these high 
risk youth had an adverse reaction to antidepressant treatment that 
led to discontinuation, the most common cause being increased 
irritability, followed by aggression. Younger patients were more 
likely to experience antidepressant-induced adverse events and 
the authors observed trends toward higher irritability and motor 
hyperactivity in patients who subsequently developed adverse 
events with antidepressant treatment [70].

The most widely ‘real world’ studied SSRI in pediatric 
psychiatric populations is fluoxetine. In a naturalistic 1-year follow-
up study of 87 children and adolescents who had participated in an 
8-week RCT of fluoxetine for depression conducted by Emslie and 
colleagues (1998)[19], symptom response to fluoxetine was superior 
to placebo. Of those treated with fluoxetine, 81% recovered within 
12 months with an average time to recovery of over 2 months 
(69.4 days) and for those with recurrence, occurring at average 
6 months (176.6 days) following recovery [19]. Similarly, in a 
naturalistic study on the efficacy and safety of fluoxetine in young 
patients (11-23 years), patients showed improvement in their 
symptomology over time, including suicidality, and adverse events 
of the naturalistic study were lower when compared to controlled 
trials [71]. In another naturalistic 1-year follow-up study, results 
showed that when combined with Cognitive Behavioural Therapy 
(CBT), fluoxetine treatment reaches maximum benefit earlier (18 
weeks) than either treatment alone (30 weeks for fluoxetine, 36 
weeks for CBT), and that 9 months of treatment was superior to 
12 weeks irrespective of treatment arm [72]. These results confirm 
those of a previous naturalistic study on combined fluoxetine 
and psychosocial therapy [73]. Most recently, fluoxetine was 
determined effective for the acute treatment of social anxiety 
disorder in children and adolescents, and it well tolerated except 
for mild and transient headaches and gastrointestinal side effects. 
Very few (5%) of the patients discontinued the fluoxetine because 
of side effects (increase in irritability) [74]. 

In another study on relation between dosage, serum 
concentration, and clinical outcome in children and adolescents 
treated with sertraline, no significant association between the 
serum concentration and the reported therapeutic response or the 
occurrence of side effects, however there was a trend that side effects 
occurred more frequently and with greater severity in adolescents 
than in children [75]. In a naturalistic study examining the 
effectiveness and safety of paroxetine for children and adolescents 
with panic disorder, the SSRI was well tolerated and effective 
for 83% of patients and there were no treatment interruptions 
due to side effects[76], replicating the results of Wagner and 
colleagues’ RCT (77.6% response rate; 2004)[25]. However, in 

a naturalistic study assessing the long-term treatment of panic 
disorder with clonazepam (a benzodiazepine) or paroxetine, there 
was a significant advantage with clonazepam over paroxetine with 
respect to the frequency and nature of adverse events [77]. In an 
analysis of 23 cases of pediatric obsessive compulsive disorder 
treated with citalopram, over 75% showed a marked or moderate 
improvement in OCD symptoms [78], a response rate higher than 
those reported in RCTs (56.1%) [79], and any adverse effects were 
minor and transient. 

SNRIs
There were no available naturalistic studies assessing SNRIs 

in child and adolescent psychiatry.

NDRIs
There were no available naturalistic studies assessing NDRIs 

in child and adolescent psychiatry.

NaSSAs
There were no available naturalistic studies assessing 

NaSSAs in child and adolescent depression. One naturalistic 
study of mirtazapine in pediatric populations was found for the 
treatment of associated symptoms of autism and other Pervasive 
Developmental Disorders (PDDs). Overall, mirtazapine was 
well tolerated but showed only modest effectiveness (34.6%) for 
treating the associated symptoms of autistic disorder and other 
PDDs [80]. The minimal adverse events reported consisted of 
increased appetite, irritability, and transient sedation.

TCAs
The only naturalistic study on TCAs in child and adolescent 

psychiatry focused on the predictability and stability of desipramine 
concentrations in pediatric samples. Authors found wide between-
patient variability in serum desipramine levels at the same dose, 
however future within-subject blood levels were highly predictable 
by knowing current levels, current dose, and the future dose[81]. 
No naturalistic studies were available for the efficacy and safety of 
other TCA agents in child and adolescent psychiatry.

MAOIs
There were no available naturalistic studies assessing MAOIs 

in child and adolescent psychiatry.

Discussion
To date, greater focus has been paid to the methodological 

and ethical considerations of RCTs than on naturalistic studies 
[67,69,82]. Helmchem (2011)[69] purposes this is because 
RCTs are interventional in nature and pose greater potential 
somatic and psychosomatic risks, whereas naturalistic studies 
are observational with an analytic focus. Generally, naturalistic 
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trials pose no individual benefit to the participant, and therefore 
are assumed to have fewer or no risks[69].It is important to 
appreciate, however, that in all classes of scientific study there are 
inherent risks, no matter how salient. The major methodological 
and ethical considerations of naturalistic studies are the method 
and content of informed consent, psychological burdens of 
questionnaires and/or interviews, psychological consequences of 
the observational procedures, and the confidentiality of recorded 
data. Two additional areas of great concern in naturalistic studies 
are the potential of stigmatization by case selection and dealing 
with incidental findings.

Most patients in naturalistic settings are not pharmacologically 
naïve and do not remain on the same antidepressant dosage for 
the duration of treatment, which may result in cross-tolerance or 
change side-effect reporting [83]. Therefore, while RCTs may be 
criticized over their external validity, a main argument against 
naturalistic studies regards threats to internal validity. However, 
according to Leichsenring (2004)that is, the structuralistic view 
of theories, the author shows that randomized controlled studies 
(RCTs [84], RCTs and naturalistic studies do not differ in their 
internal or external validity. The author purposes that in RCTs, 
laboratory hypotheses and laboratory modifications of therapy 
are tested, whereas in naturalistic studies, field hypotheses and 
field therapies are tested (2004). As such, RCTs should not be 
considered to provide a higher level of evidence than naturalistic 
studies, but rather that each domain of research provides the 
necessary evidence for their domain of application. Nevertheless, 
the use of additional design elements can help minimize possible 
threats to internal validity of naturalistic studies. According to 
both Leichsenring (2004) and Helmchen (2011) [69,84], a high-
level prospective naturalistic study should use systematic and 
standardized observations at multiple time points and a schedule 
for data analysis determined prior to commencement. In addition, 
non-random comparison groups, matching or stratifying of groups, 
use of reliable and valid diagnostic procedures and outcome 
measures, pre- and post-assessments, and follow-up studies all 
contribute to a scientifically sound naturalistic study [84].

Conclusion
The purpose of this report was to conduct review of 

antidepressant medications, their applications, and the controlled 
and naturalistic assessment to date in pediatric populations, in order 
to effectively inform a proposal for a realistic and comprehensive 
prospective naturalistic study of antidepressant medication in child 
and adolescent psychiatry. Antidepressant agents have successfully 
been applied in the treatment of many pediatric psychiatric 
disorders, such as depression, anxiety disorders, OCD, and ADHD, 
as demonstrated by RCTs. Of which the most evidence has been 
gathered on the antidepressant class SSRIs. However, there is little 

knowledge of the effectiveness of antidepressant treatments in 
pediatric psychiatry services in naturalistic “Real World” settings 
[11,85]. Given the wide-ranging application of antidepressants 
in everyday care, the efficacy rates in clinical trials may not be 
replicated in clinical practice. Therefore, it is imperative to conduct 
effectiveness studies of antidepressants in treatment-as-usual for 
children and adolescents, to complement RCTs. Further naturalistic 
studies are necessary to ensure that children are not exposed to 
unnecessary risk, and to determine the most appropriate agents 
and doses in children of different ages with different diagnoses 
[11]. Although there are inherent limitations of naturalistic studies, 
a number of strategies have been highlighted to bolster internal 
validity, such as non-random comparison groups and stratifying of 
groups. Given the paucity of naturalistic studies in diagnostically 
heterogeneous pediatric populations, the results of studies of this 
kind will help us better understand the efficacy, tolerability, and 
safety of antidepressant agents in children and adolescents. 

References
Meng X, Darcy C, Tempier R (2014) Long-term trend in pediatric 1.	
antidepressant use1983-2007 A population-based study. Canadian 
Journal of Psychiatry59: 89-97.

Sparks JA, Duncan BL (2013) Outside the black box: Re-assessing 2.	
pediatric antidepressant prescription. Journal of the Canadian 
Academy of Child and Adolescent Psychiatry 22: 240-246.

Tournier M, Greenfield B, Galbaud du FG, Ducruet T, Zito JM, et 3.	
al. (2010) Patterns of antidepressant use in Quebec children and 
adolescents: Trends and predictors. Psychiatry Research, 179: 57-63.

Taurines R, Warnke A, Greenhill L, Gerlach M (2014) Antidepressants. 4.	
In Psychiatric drugs in children and adolescents: Basic pharmacology 
and practical applications :83-155.

Weller EB, Weller RA, Davis GP (2000) Use of venlafaxine in children 5.	
and adolescents: A review of current literature. Depression and 
Anxiety12: 85-89. 

CAMH (2012) Antidepressant Medication6.	 .

Henry A, Kisicki MD,Varley C (2012) Efficacy and safety of 7.	
antidepressant drug treatment in children and adolescents. Molecular 
Psychiatry 17: 1186-1193.

Adegbite-Adeniyi C, Gron B, Rowles BM, Demeter CA, Findling RL 8.	
(2012) An update on antidepressant use and suicidality in pediatric 
depression. Expert Opin. Pharmacother 13: 2119-2130.

Geller DA, Wagner KD, Emslie G, Murphy T, Carpenter DJ, and et 9.	
al. (2004) Paroxetine treatment in children and adolescents with 
obsessive-compulsive disorder: a randomized, multicenter, double-
blind, placebo-controlled trial. Journal of the American Academy of 
Child and Adolescent Psychiatry 43: 1387-1396.

Hoffmann F, Glaeske G, Petermann F, Bachmann CJ (2012) Outpatient 10.	
treatment in German adolescents with depression: an analysis of 
nationwide health insurance data. Pharmacoepidemiology and Drug 
Safety, 21: 972-979.

https://www.ncbi.nlm.nih.gov/pubmed/24881127
https://www.ncbi.nlm.nih.gov/pubmed/24881127
https://www.ncbi.nlm.nih.gov/pubmed/24881127
https://www.ncbi.nlm.nih.gov/pubmed/23970915
https://www.ncbi.nlm.nih.gov/pubmed/23970915
https://www.ncbi.nlm.nih.gov/pubmed/23970915
http://www.psy-journal.com/article/S0165-1781(10)00313-6/fulltext
http://www.psy-journal.com/article/S0165-1781(10)00313-6/fulltext
http://www.psy-journal.com/article/S0165-1781(10)00313-6/fulltext
https://www.ncbi.nlm.nih.gov/pubmed/11098420
https://www.ncbi.nlm.nih.gov/pubmed/11098420
https://www.ncbi.nlm.nih.gov/pubmed/11098420
http://www.camh.ca/en/hospital/health_information/a_z_mental_health_and_addiction_information/antidepressant_medication/Pages/antidepressant_medication.aspx
https://www.nature.com/mp/journal/v17/n12/full/mp2011150a.html
https://www.nature.com/mp/journal/v17/n12/full/mp2011150a.html
https://www.nature.com/mp/journal/v17/n12/full/mp2011150a.html
http://www.tandfonline.com/doi/full/10.1517/14656566.2012.726613
http://www.tandfonline.com/doi/full/10.1517/14656566.2012.726613
http://www.tandfonline.com/doi/full/10.1517/14656566.2012.726613
https://www.ncbi.nlm.nih.gov/pubmed/15502598
https://www.ncbi.nlm.nih.gov/pubmed/15502598
https://www.ncbi.nlm.nih.gov/pubmed/15502598
https://www.ncbi.nlm.nih.gov/pubmed/15502598
https://www.ncbi.nlm.nih.gov/pubmed/15502598
https://www.ncbi.nlm.nih.gov/pubmed/22639197
https://www.ncbi.nlm.nih.gov/pubmed/22639197
https://www.ncbi.nlm.nih.gov/pubmed/22639197
https://www.ncbi.nlm.nih.gov/pubmed/22639197


Citation: Cardy R, Reddy PS (2017) Antidepressant Drug Treatment in Child and Adolescent Psychiatry: Randomized Controlled Trials versus Naturalistic Studies. J 
Neurol Exp Neural Sci: JNNS-126.

7 Volume 2017; Issue 02

Chermá MD, Ahlner J, Bengtsson F, Gustafsson PA (2011) 11.	
Antidepressant drugs in children and adolescents: analytical and 
demographic data in a naturalistic clinical study. Journal of Clinical 
Psychopharmacology31: 98-102.

Moreno C, Arango C, Parellada M, Shaffer D, Bird H (2007) 12.	
Antidepressants in child and adolescent depression: Where are the 
bugs? Acta Psychiatrica Scandinavica 115: 184-195.

Bridge JA, Iyengar S, Salary CB, Barbe RP, Birmaher B, et al. (2007) 13.	
Clinical response and risk for reported suicidal ideation and suicide 
attempts in pediatric antidepressant treatment: a meta-analysis of 
randomized controlled trials. The Journal of the American Medical 
Association297: 1683-1696.

Hammad TA, Laughren T, Racoosin J (2006) Suicidality in pediatric 14.	
patients treated with antidepressant drugs. Archives of General 
Psychiatry63: 332-339.

Papanikolaou K, Richardson C, Pehlivanidis A, Papadopoulou-Daifoti 15.	
Z (2006) Efficacy of antidepressants in child and adolescent depression 
A meta-analytic study. Journal of Neural Transmission 113: 399-415.

Masi G, Millepiedi S, Mucci M, Bertini N, Milantoni L, et al. (2005) A 16.	
naturalistic study of referred children and adolescents with obsessive-
compulsive disorder. Journal of the American Academy of Child and 
Adolescent Psychiatry44: 673-681.

Segool NK,Carlson JS (2008) Efficacy of cognitive-behavioral and 17.	
pharmacological treatments for children with social anxiety. Depression 
and Anxiety25: 620-631.

Gibbons RD, Brown CH, Hur K, Davis J,Mann JJ (2012) Suicidal 18.	
thoughts and behavior with antidepressant treatment: reanalysis of the 
randomized placebo-controlled studies of fluoxetine and venlafaxine. 
Archives of General Psychiatry69: 580-587.

Emslie GJ, Rush AJ, Weinberg WA, Kowatch RA, Carmody T, et 19.	
al. (1998) Fluoxetine in child and adolescent depression Acute and 
maintenance treatment. Depression and Anxiety 7: 32-39.

Emslie GJ, Kennard BD, Mayes TL, Nightingale-Teresi J, Carmody 20.	
T, et al. (2008) Fluoxetine versus placebo in preventing relapse of 
major depression in children and adolescents. American Journal of 
Psychiatry 165: 459-467.

Emslie GJ, Rush J, Weinberg WA, Kowatch RA, Hughes CW, et 21.	
al. (1997) A double-blind, randomized, placebo-controlled trial of 
fluoxetine in children and adolescents with depression. Archives of 
General Psychiatry 54: 1031-1037.

Emslie GJ, Heiligenstein JH, Wagner KD, Hoog SL, Ernest DE, et al. 22.	
(2002) Fluoxetine for acute treatment of depression in children and 
adolescents a placebo-controlled, randomized clinical trial. Journal of 
the American Academy of Child and Adolescent Psychiatry 41: 1205-
1215.

Compton SN, Peris TS, Almirall D, Birmaher B, Sherrill J, et al. (2014) 23.	
Predictors and moderators of treatment response in childhood anxiety 
disorders: results from the CAMS trial. Journal of Consulting and 
Clinical Psychology 82: 212-224.

Wagner KD, Ambrosini P, Rynn M, Wohlberg C , Yang R, et al. (2003) 24.	
Efficacy of sertraline in the treatment of children and adolescents 
with major depressive disorder: two randomized controlled trials. The 
Journal of the American Medical Association 290: 1033-1041.

Wagner KD, Robb AS, Findling RL, Jin J, Gutierrez MM, et al. (2004) A 25.	
randomized, placebo-controlled trial of citalopram for the treatment of 
major depression in children and adolescents. The American Journal 
of Psychiatry 161: 1079-1083.

Emslie GJ, Ventura D, Korotzer A,Tourkodimitris S (2009) Escitalopram 26.	
in the treatment of adolescent depression: a randomized placebo-
controlled multisite trial. Journal of the American Academy of Child and 
Adolescent Psychiatry 48: 721-729.

Findling RL, Robb A, Bose A (2013) Escitalopram in the treatment of 27.	
adolescent depression: A randomized, double-blind, placebo-controlled 
extension trial. Journal of Child and Adolescent Psychopharmacology 
23: 468-480.

Keller MB, Ryan ND, Strober M, Klein RG, Kutcher, SP,et al. (2001) 28.	
Efficacy of paroxetine in the treatment of adolescent major depression: 
a randomized, controlled trial. Journal of the American Academy of 
Child and Adolescent Psychiatry 40: 762-772.

Wagner KD, Jonas J, Findling RL, Ventura D, Saikali K (2006) A 29.	
Double-Blind, Randomized, Placebo-Controlled Trial of Escitalopram 
in the Treatment of Pediatric Depression. Journal of the American 
Academy of Child & Adolescent Psychiatry 45: 280-288.

Birmaher B, Axelson DA, Monk K, Kalas C, Clark DB, et al. (2003) 30.	
Fluoxetine for the treatment of childhood anxiety disorders. Journal of 
the American Academy of Child and Adolescent Psychiatry 42: 415-423.

Da Costa CZG, De Morais R, Zanetta DMT, Turkiewicz G, Neto FL, et 31.	
al. (2013) Comparison Among Clomipramine, Fluoxetine, and Placebo 
for the Treatment of Anxiety Disorders in Children and Adolescents. 
Journal of Child and Adolescent Psychopharmacology 23: 687-692.

Pine S, Greenhill L, Klein R, Davies M, Sweeney M, et al. (2001) 32.	
Fluvoxamine for the treatment of anxiety disorders in children and 
adolescents. The Research Unit on Pediatric Psychopharmacology 
Anxiety Study Group. The New England Journal of Medicine 344: 
1279-1285.

Walkup JT, Labellarte MJ, Riddle MA, Pine DS, Greenhill L, et al. 33.	
(2001) Fluvoxamine for the treatment of anxiety disorders in children 
and adolescents. New England Journal of Medicine 344: 1279-1285.

Rynn MA, Siqueland L, Rickels K (2001) Placebo-controlled trial of 34.	
sertraline in the treatment of children with generalized anxiety disorder. 
The American Journal of Psychiatry 158: 2008-2014.

Wagner KD, Berard R, Stein MB, Wetherhold E, Carpenter DJ, et al. 35.	
(2004) A multicenterrandomized double-blind placebo-controlled trial 
of paroxetine in children and adolescents with social anxiety disorder. 
Archives of General Psychiatry 61: 1153-1162.

Geller DA, Hoog SL, Heiligenstein JH, Ricardi RK, Tamura R, et al. 36.	
(2001) Fluoxetine treatment for obsessive-compulsive disorder in 
children and adolescents a placebo-controlled clinical trial. Journal of 
the American Academy of Child and Adolescent Psychiatry 40: 773-779.

Riddle MA, Reeve EA, Yaryura-Tobias JA, Yang HM, Claghorn JL, et 37.	
al. (2001) Fluvoxamine for children and adolescents with obsessive-
compulsive disorder a randomized controlled multicenter trial. Journal 
of the American Academy of Child and Adolescent Psychiatry 40: 222-
229.

Cook EH, Wagner KD, March JS, Biederman J, Landau P, et al. (2001) 38.	
Long-term sertraline treatment of children and adolescents with 
obsessive-compulsive disorder. Journal of the American Academy of 
Child and Adolescent Psychiatry40: 1175-1181.

https://www.ncbi.nlm.nih.gov/pubmed/21192151
https://www.ncbi.nlm.nih.gov/pubmed/21192151
https://www.ncbi.nlm.nih.gov/pubmed/21192151
https://www.ncbi.nlm.nih.gov/pubmed/21192151
https://www.ncbi.nlm.nih.gov/pubmed/17302618
https://www.ncbi.nlm.nih.gov/pubmed/17302618
https://www.ncbi.nlm.nih.gov/pubmed/17302618
https://www.ncbi.nlm.nih.gov/pubmed/17440145
https://www.ncbi.nlm.nih.gov/pubmed/17440145
https://www.ncbi.nlm.nih.gov/pubmed/17440145
https://www.ncbi.nlm.nih.gov/pubmed/17440145
https://www.ncbi.nlm.nih.gov/pubmed/17440145
https://www.ncbi.nlm.nih.gov/pubmed/16520440
https://www.ncbi.nlm.nih.gov/pubmed/16520440
https://www.ncbi.nlm.nih.gov/pubmed/16520440
https://link.springer.com/article/10.1007/s00702-005-0340-2
https://link.springer.com/article/10.1007/s00702-005-0340-2
https://link.springer.com/article/10.1007/s00702-005-0340-2
https://www.ncbi.nlm.nih.gov/pubmed/15968236
https://www.ncbi.nlm.nih.gov/pubmed/15968236
https://www.ncbi.nlm.nih.gov/pubmed/15968236
https://www.ncbi.nlm.nih.gov/pubmed/15968236
https://www.ncbi.nlm.nih.gov/pubmed/17999406
https://www.ncbi.nlm.nih.gov/pubmed/17999406
https://www.ncbi.nlm.nih.gov/pubmed/17999406
https://www.ncbi.nlm.nih.gov/pubmed/22309973
https://www.ncbi.nlm.nih.gov/pubmed/22309973
https://www.ncbi.nlm.nih.gov/pubmed/22309973
https://www.ncbi.nlm.nih.gov/pubmed/22309973
https://www.ncbi.nlm.nih.gov/pubmed/9592630
https://www.ncbi.nlm.nih.gov/pubmed/9592630
https://www.ncbi.nlm.nih.gov/pubmed/9592630
https://www.ncbi.nlm.nih.gov/pubmed/18281410
https://www.ncbi.nlm.nih.gov/pubmed/18281410
https://www.ncbi.nlm.nih.gov/pubmed/18281410
https://www.ncbi.nlm.nih.gov/pubmed/18281410
https://www.ncbi.nlm.nih.gov/pubmed/9366660
https://www.ncbi.nlm.nih.gov/pubmed/9366660
https://www.ncbi.nlm.nih.gov/pubmed/9366660
https://www.ncbi.nlm.nih.gov/pubmed/9366660
https://www.ncbi.nlm.nih.gov/pubmed/12364842
https://www.ncbi.nlm.nih.gov/pubmed/12364842
https://www.ncbi.nlm.nih.gov/pubmed/12364842
https://www.ncbi.nlm.nih.gov/pubmed/12364842
https://www.ncbi.nlm.nih.gov/pubmed/12364842
https://www.ncbi.nlm.nih.gov/pubmed/24417601
https://www.ncbi.nlm.nih.gov/pubmed/24417601
https://www.ncbi.nlm.nih.gov/pubmed/24417601
https://www.ncbi.nlm.nih.gov/pubmed/24417601
https://www.ncbi.nlm.nih.gov/pubmed/12941675
https://www.ncbi.nlm.nih.gov/pubmed/12941675
https://www.ncbi.nlm.nih.gov/pubmed/12941675
https://www.ncbi.nlm.nih.gov/pubmed/12941675
https://www.ncbi.nlm.nih.gov/pubmed/15169696
https://www.ncbi.nlm.nih.gov/pubmed/15169696
https://www.ncbi.nlm.nih.gov/pubmed/15169696
https://www.ncbi.nlm.nih.gov/pubmed/15169696
https://www.ncbi.nlm.nih.gov/pubmed/19465881
https://www.ncbi.nlm.nih.gov/pubmed/19465881
https://www.ncbi.nlm.nih.gov/pubmed/19465881
https://www.ncbi.nlm.nih.gov/pubmed/19465881
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3779002/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3779002/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3779002/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3779002/
https://www.ncbi.nlm.nih.gov/pubmed/11437014
https://www.ncbi.nlm.nih.gov/pubmed/11437014
https://www.ncbi.nlm.nih.gov/pubmed/11437014
https://www.ncbi.nlm.nih.gov/pubmed/11437014
https://www.ncbi.nlm.nih.gov/pubmed/16540812
https://www.ncbi.nlm.nih.gov/pubmed/16540812
https://www.ncbi.nlm.nih.gov/pubmed/16540812
https://www.ncbi.nlm.nih.gov/pubmed/16540812
https://www.ncbi.nlm.nih.gov/pubmed/12649628
https://www.ncbi.nlm.nih.gov/pubmed/12649628
https://www.ncbi.nlm.nih.gov/pubmed/12649628
https://www.ncbi.nlm.nih.gov/pubmed/24350814
https://www.ncbi.nlm.nih.gov/pubmed/24350814
https://www.ncbi.nlm.nih.gov/pubmed/24350814
https://www.ncbi.nlm.nih.gov/pubmed/24350814
https://www.ncbi.nlm.nih.gov/pubmed/11729017
https://www.ncbi.nlm.nih.gov/pubmed/11729017
https://www.ncbi.nlm.nih.gov/pubmed/11729017
https://www.ncbi.nlm.nih.gov/pubmed/15520363
https://www.ncbi.nlm.nih.gov/pubmed/15520363
https://www.ncbi.nlm.nih.gov/pubmed/15520363
https://www.ncbi.nlm.nih.gov/pubmed/15520363
https://www.ncbi.nlm.nih.gov/pubmed/11437015
https://www.ncbi.nlm.nih.gov/pubmed/11437015
https://www.ncbi.nlm.nih.gov/pubmed/11437015
https://www.ncbi.nlm.nih.gov/pubmed/11437015
https://www.ncbi.nlm.nih.gov/pubmed/11211371
https://www.ncbi.nlm.nih.gov/pubmed/11211371
https://www.ncbi.nlm.nih.gov/pubmed/11211371
https://www.ncbi.nlm.nih.gov/pubmed/11211371
https://www.ncbi.nlm.nih.gov/pubmed/11211371
https://www.ncbi.nlm.nih.gov/pubmed/11589530
https://www.ncbi.nlm.nih.gov/pubmed/11589530
https://www.ncbi.nlm.nih.gov/pubmed/11589530
https://www.ncbi.nlm.nih.gov/pubmed/11589530


Citation: Cardy R, Reddy PS (2017) Antidepressant Drug Treatment in Child and Adolescent Psychiatry: Randomized Controlled Trials versus Naturalistic Studies. J 
Neurol Exp Neural Sci: JNNS-126.

8 Volume 2017; Issue 02

March JS, Biederman J, Wolkow R, Safferman A, Mardekian J, et 39.	
al. (1998) Sertraline in children and adolescents with obsessive-
compulsive disorder: a multicenter randomized controlled trial. The 
Journal of the American Medical Association 280: 1752-1756.

Geller DA, Biederman J, Stewart SE, Mullin B, Martin A, et al. (2003) 40.	
Which SSRI? A meta-analysis of pharmacotherapy trials in pediatric 
obsessive-compulsive disorder. American Journal of Psychiatry 160: 
1919-1928.

Emslie GJ, Yeung PP, Kunz N (2007) Long-term, open-label venlafaxine 41.	
extended-release treatment in children and adolescents with major 
depressive disorder. CNS Spectrums12: 223-233.

Desarkar P, Das A, Sinha VK (2006) Duloxetine for childhood 42.	
depression with pain and dissociative symptoms. European Child and 
Adolescent Psychiatry 15: 496-499.

Prakash A, Lobo E, KratochvilCJ, Tamura RN, Pangallo BA,et 43.	
al. (2012) An Open-Label Safety and Pharmacokinetics Study of 
Duloxetine in Pediatric Patients with Major Depression. J Child Adolesc 
Psychopharmacol 22: 48-55.

Findling RL, Groark J, Chiles D, Ramaker S, Yang L, et al. (2014) 44.	
Safety and tolerability of desvenlafaxine in children and adolescents 
with major depressive disorder. Journal of Child and Adolescent 
Psychopharmacology 24: 201-209.

Emslie GJ, Findling RL, Yeung PP, Kunz NR, Li Y (2007) Venlafaxine 45.	
ER for the treatment of pediatric subjects with depression: results of 
two placebo-controlled trials. Journal of the American Academy of 
Child and Adolescent Psychiatry 46: 479-488.

Emslie GJ, Prakash A, Zhang Q, Pangallo BA, Bangs ME,et al. (2014) 46.	
A double-blind efficacy and safety study of duloxetine fixed doses in 
children and adolescents with major depressive disorder. Journal of 
Child and Adolescent Psychopharmacology24: 170-179.

Mandoki MW, Tapia MR, Tapia MA, Sumner GS, Parker JL (1997) 47.	
Venlafaxine in the treatment of children and adolescents with major 
depression. Psychopharmacology Bulletin 33: 149-154.

March JS, Entusah AR, Rynn M, Albano AM, Tourian KA (2007) A 48.	
Randomized Controlled Trial of Venlafaxine ER Versus Placebo in 
Pediatric Social Anxiety Disorder. Biological Psychiatry 62: 1149-
1154.

Rynn MA, Riddle MA, Yeung PP, Kunz NR (2007) Efficacy and safety 49.	
of extended-release venlafaxine in the treatment of generalized 
anxiety disorder in children and adolescents: two placebo-controlled 
trials. The American Journal of Psychiatry164: 290-300.

Strawn JR, Prakash A, Zhang Q, Pangallo BA, Stroud CE, et al. (2015) 50.	
A randomized, placebo-controlled study of duloxetine for the treatment 
of children and adolescents with generalized anxiety disorder. Journal 
of the American Academy of Child and Adolescent Psychiatry 54: 283-
293.

Park P, Caballero J, Omidian H (2014) Use of Serotonin Norepinephrine 51.	
Reuptake Inhibitors in the Treatment of Attention-Deficit Hyperactivity 
Disorder in Pediatrics. Annals of Pharmacotherapy 48: 86-92.

Zarinara AR, Mohammadi MR, Hazrati N, Tabrizi M, Rezazadeh SA, et 52.	
al. (2010) Venlafaxine versus methylphenidate in pediatric outpatients 
with attention deficit hyperactivity disorderA randomized double-blind 
comparison trial. Human Psychopharmacology 25: 530-535.

Daviss WB, Bentivoglio P, Racusin R, Brown KM, Bostic JQ, et al. 53.	
(2001) Bupropion sustained release in adolescents with comorbid 
attention-deficit/hyperactivity disorder and depression. Journal of the 
American Academy of Child and Adolescent Psychiatry 40: 307-314.

Jafarinia M, Mohammadi MR, Modabbernia A, Ashrafi M, Khajavi 54.	
D, et al. (2012) Bupropion versus methylphenidate in the treatment 
of children with attention-deficit/hyperactivity disorder: randomized 
double-blind study. Human Psychopharmacology 27: 411-418.

Moharreri F, Mokhber N, Samadi R, Soltanifar A (2013) Double-blind 55.	
randomized comparison of efficacy and side effects of bupropion 
versus methyl phenidate for children with ADHD. European Psychiatry 
19:228-237.

Stuhec M, Munda B, Svab V, Locatelli I (2015) Comparative efficacy 56.	
and acceptability of atomoxetine, lisdexamfetamine, bupropion and 
methylphenidate in treatment of attention deficit hyperactivity disorder 
in children and adolescents: A meta-analysis with focus on bupropion. 
Journal of Affective Disorders 178: 149-159.

US Food and Drug Administration (2001)NDAMirtazapine pediatric 57.	
supplement 20:1-5.

Otasowie J, Castells X , Ehimare UP, Smith CH (2014) Tricyclic 58.	
antidepressants for attention deficit hyperactivity disorder (ADHD) 
in children and adolescents. The Cochrane Database of Systematic 
Reviews 9: CD006997.

Brown SC, Johnston BC, Amaria K, Watkins J, Campbell F, et al. 59.	
(2016) A randomized controlled trial of amitriptyline versus gabapentin 
for complex regional pain syndrome type I and neuropathic pain in 
children. Scandinavian Journal of Pain 13: 156-163 .

Frommer EA (1967) Treatment of childhood depression with 60.	
antidepressant drugs. British Medical Journal 1: 729-732.

DelBello MP, Hochadel TJ, Portland KB, Azzaro AJ, Katic A, et 61.	
al. (2014). A double-blind, placebo-controlled study of selegiline 
transdermal system in depressed adolescents. Journal of Child and 
Adolescent Psychopharmacology 24: 311-317.

Akhondzadeh S, Tavakolian R, Davari-Ashtiani R, Arabgol F, Amini 62.	
H(2003) Selegiline in the treatment of attention deficit hyperactivity 
disorder in children: a double blind and randomized trial. Progress in 
Neuro-Psychopharmacology & Biological Psychiatry 27: 841-845.

Mohammadi MR, Ghanizadeh A, Alaghband-Rad J, Tehranidoost 63.	
M, Mesgarpour B, et al. (2004) Selegiline in comparison with 
methylphenidate in attention deficit hyperactivity disorder children 
and adolescents in a double-blind, randomized clinical trial. Journal of 
Child and Adolescent Psychopharmacology 14: 418-425.

Feigin A, Kurlan R, McDermott MP, Beach J, Dimitsopulos T, et al. 64.	
(1996) A controlled trial of deprenyl in children with Tourette’s syndrome 
and attention deficit hyperactivity disorder. Neurology46: 965-968.

Rubinstein S, Malone MA, Roberts W, Logan WJ (2006) Placebo-65.	
controlled study examining effects of selegiline in children with 
attention-deficit/hyper activity disorder. Journal of Child and Adolescent 
Psychopharmacology 16: 404-415.

Zametkin A, Rapoport JL, Murphy DL, Linnoila M, Ismond D (1985) 66.	
Treatment of hyperactive children with monoamine oxidase inhibitor. 
Archives of General Psychiatry 42: 962-966.

Maier B , Shibles WA, Maier B, Shibles WA (2011)A Critique of 67.	

https://www.ncbi.nlm.nih.gov/pubmed/9842950
https://www.ncbi.nlm.nih.gov/pubmed/9842950
https://www.ncbi.nlm.nih.gov/pubmed/9842950
https://www.ncbi.nlm.nih.gov/pubmed/9842950
https://www.ncbi.nlm.nih.gov/pubmed/14594734
https://www.ncbi.nlm.nih.gov/pubmed/14594734
https://www.ncbi.nlm.nih.gov/pubmed/14594734
https://www.ncbi.nlm.nih.gov/pubmed/14594734
https://www.ncbi.nlm.nih.gov/pubmed/17329983
https://www.ncbi.nlm.nih.gov/pubmed/17329983
https://www.ncbi.nlm.nih.gov/pubmed/17329983
https://link.springer.com/article/10.1007/s00787-006-0553-4
https://link.springer.com/article/10.1007/s00787-006-0553-4
https://link.springer.com/article/10.1007/s00787-006-0553-4
https://www.ncbi.nlm.nih.gov/pubmed/22251023
https://www.ncbi.nlm.nih.gov/pubmed/22251023
https://www.ncbi.nlm.nih.gov/pubmed/22251023
https://www.ncbi.nlm.nih.gov/pubmed/22251023
https://www.ncbi.nlm.nih.gov/pubmed/24611442
https://www.ncbi.nlm.nih.gov/pubmed/24611442
https://www.ncbi.nlm.nih.gov/pubmed/24611442
https://www.ncbi.nlm.nih.gov/pubmed/24611442
https://www.ncbi.nlm.nih.gov/pubmed/17420682
https://www.ncbi.nlm.nih.gov/pubmed/17420682
https://www.ncbi.nlm.nih.gov/pubmed/17420682
https://www.ncbi.nlm.nih.gov/pubmed/17420682
https://www.ncbi.nlm.nih.gov/pubmed/24815533
https://www.ncbi.nlm.nih.gov/pubmed/24815533
https://www.ncbi.nlm.nih.gov/pubmed/24815533
https://www.ncbi.nlm.nih.gov/pubmed/24815533
https://www.ncbi.nlm.nih.gov/pubmed/9133767
https://www.ncbi.nlm.nih.gov/pubmed/9133767
https://www.ncbi.nlm.nih.gov/pubmed/9133767
https://www.ncbi.nlm.nih.gov/pubmed/17553467
https://www.ncbi.nlm.nih.gov/pubmed/17553467
https://www.ncbi.nlm.nih.gov/pubmed/17553467
https://www.ncbi.nlm.nih.gov/pubmed/17553467
http://ajp.psychiatryonline.org/doi/pdf/10.1176/ajp.2007.164.2.290
http://ajp.psychiatryonline.org/doi/pdf/10.1176/ajp.2007.164.2.290
http://ajp.psychiatryonline.org/doi/pdf/10.1176/ajp.2007.164.2.290
http://ajp.psychiatryonline.org/doi/pdf/10.1176/ajp.2007.164.2.290
https://www.ncbi.nlm.nih.gov/pubmed/25791145
https://www.ncbi.nlm.nih.gov/pubmed/25791145
https://www.ncbi.nlm.nih.gov/pubmed/25791145
https://www.ncbi.nlm.nih.gov/pubmed/25791145
https://www.ncbi.nlm.nih.gov/pubmed/25791145
https://www.ncbi.nlm.nih.gov/pubmed/24259607
https://www.ncbi.nlm.nih.gov/pubmed/24259607
https://www.ncbi.nlm.nih.gov/pubmed/24259607
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Zarinara%20AR,%20Mohammadi%20MR,%20Hazrati%20N,%20Tabrizi%20M,%20Rezazadeh%20SA,%20et%20al.%20(2010)%20Venlafaxine%20versus%20methylphenidate%20in%20pediatric%20outpatients%20with%20attention%20deficit%20hyperactivity%20disorder%20%20A%20randomized%20double-blind%20comparison%20trial.%20Human%20Psychopharmacology%2025:%20530-535.
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Zarinara%20AR,%20Mohammadi%20MR,%20Hazrati%20N,%20Tabrizi%20M,%20Rezazadeh%20SA,%20et%20al.%20(2010)%20Venlafaxine%20versus%20methylphenidate%20in%20pediatric%20outpatients%20with%20attention%20deficit%20hyperactivity%20disorder%20%20A%20randomized%20double-blind%20comparison%20trial.%20Human%20Psychopharmacology%2025:%20530-535.
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Zarinara%20AR,%20Mohammadi%20MR,%20Hazrati%20N,%20Tabrizi%20M,%20Rezazadeh%20SA,%20et%20al.%20(2010)%20Venlafaxine%20versus%20methylphenidate%20in%20pediatric%20outpatients%20with%20attention%20deficit%20hyperactivity%20disorder%20%20A%20randomized%20double-blind%20comparison%20trial.%20Human%20Psychopharmacology%2025:%20530-535.
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Zarinara%20AR,%20Mohammadi%20MR,%20Hazrati%20N,%20Tabrizi%20M,%20Rezazadeh%20SA,%20et%20al.%20(2010)%20Venlafaxine%20versus%20methylphenidate%20in%20pediatric%20outpatients%20with%20attention%20deficit%20hyperactivity%20disorder%20%20A%20randomized%20double-blind%20comparison%20trial.%20Human%20Psychopharmacology%2025:%20530-535.
https://www.ncbi.nlm.nih.gov/pubmed/11288772
https://www.ncbi.nlm.nih.gov/pubmed/11288772
https://www.ncbi.nlm.nih.gov/pubmed/11288772
https://www.ncbi.nlm.nih.gov/pubmed/11288772
https://www.ncbi.nlm.nih.gov/pubmed/22806822
https://www.ncbi.nlm.nih.gov/pubmed/22806822
https://www.ncbi.nlm.nih.gov/pubmed/22806822
https://www.ncbi.nlm.nih.gov/pubmed/22806822
http://en.journals.sid.ir/ViewPaper.aspx?ID=267528
http://en.journals.sid.ir/ViewPaper.aspx?ID=267528
http://en.journals.sid.ir/ViewPaper.aspx?ID=267528
http://en.journals.sid.ir/ViewPaper.aspx?ID=267528
https://www.ncbi.nlm.nih.gov/pubmed/25813457
https://www.ncbi.nlm.nih.gov/pubmed/25813457
https://www.ncbi.nlm.nih.gov/pubmed/25813457
https://www.ncbi.nlm.nih.gov/pubmed/25813457
https://www.ncbi.nlm.nih.gov/pubmed/25813457
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/DevelopmentResources/UCM164066.pdf
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/DevelopmentResources/UCM164066.pdf
https://www.ncbi.nlm.nih.gov/pubmed/25238582
https://www.ncbi.nlm.nih.gov/pubmed/25238582
https://www.ncbi.nlm.nih.gov/pubmed/25238582
https://www.ncbi.nlm.nih.gov/pubmed/25238582
http://doi.org/10.29011/JNNS-126. 100026
http://doi.org/10.29011/JNNS-126. 100026
http://doi.org/10.29011/JNNS-126. 100026
http://doi.org/10.29011/JNNS-126. 100026
https://www.ncbi.nlm.nih.gov/pubmed/5335734https:/www.ncbi.nlm.nih.gov/pubmed/5335734
https://www.ncbi.nlm.nih.gov/pubmed/5335734https:/www.ncbi.nlm.nih.gov/pubmed/5335734
https://www.ncbi.nlm.nih.gov/pubmed/24955812
https://www.ncbi.nlm.nih.gov/pubmed/24955812
https://www.ncbi.nlm.nih.gov/pubmed/24955812
https://www.ncbi.nlm.nih.gov/pubmed/24955812
https://www.ncbi.nlm.nih.gov/pubmed/12921918
https://www.ncbi.nlm.nih.gov/pubmed/12921918
https://www.ncbi.nlm.nih.gov/pubmed/12921918
https://www.ncbi.nlm.nih.gov/pubmed/12921918
https://www.ncbi.nlm.nih.gov/pubmed/15650498
https://www.ncbi.nlm.nih.gov/pubmed/15650498
https://www.ncbi.nlm.nih.gov/pubmed/15650498
https://www.ncbi.nlm.nih.gov/pubmed/15650498
https://www.ncbi.nlm.nih.gov/pubmed/15650498
https://www.ncbi.nlm.nih.gov/pubmed/8780073
https://www.ncbi.nlm.nih.gov/pubmed/8780073
https://www.ncbi.nlm.nih.gov/pubmed/8780073
https://www.ncbi.nlm.nih.gov/pubmed/16958566
https://www.ncbi.nlm.nih.gov/pubmed/16958566
https://www.ncbi.nlm.nih.gov/pubmed/16958566
https://www.ncbi.nlm.nih.gov/pubmed/16958566
https://www.ncbi.nlm.nih.gov/pubmed/3899047
https://www.ncbi.nlm.nih.gov/pubmed/3899047
https://www.ncbi.nlm.nih.gov/pubmed/3899047
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19


Citation: Cardy R, Reddy PS (2017) Antidepressant Drug Treatment in Child and Adolescent Psychiatry: Randomized Controlled Trials versus Naturalistic Studies. J 
Neurol Exp Neural Sci: JNNS-126.

9 Volume 2017; Issue 02

Evidence-Based Medicine (EBM): Evidence-Based Medicine and 
Philosophy-Based Medicine. Philosophy and Practice of Medicine and 
Bioethics: A Naturalistic-Humanistic Approach47: 453-486.

Shadish WR, Cook TD, Campbell DT (2002) Experimental and Quasi-68.	
Experimental for Generalized Designs Causal Inference. Handbook of 
Industrial and Organizational Psychology 100: 708.

Helmchen H (2011) Clinical research ethical issues in naturalistic 69.	
versus controlled trials. Dialogues in Clinical Neuroscience13: 173-
182.

Strawn JR, Adler CM, Mcnamara RK, Welge JA, Bitter SM, et al. (2014) 70.	
Antidepressant tolerability in anxious and depressed youth at high risk 
for bipolar disorder: A prospective naturalistic treatment study. Bipolar 
Disorders16: 523-530. 

Dittmann RW, Czekalla J, Hundemer HP, Linden M (2000) Efficacy 71.	
and safety findings from naturalistic fluoxetine drug treatment in 
adolescent and young adult patients. Journal of Child and Adolescent 
Psychopharmacology 10: 91-102.

March J, Silva S, Curry J, Wells K, Fairbank J, et al. (2009) The 72.	
Treatment for Adolescents With Depression Study (TADS): outcomes 
over 1 year of naturalistic follow-up. The American Journal of Psychiatry 
166: 1141-1149.

Boulos C, Kutcher S, Gardner D, Young E (1992) An open naturalistic 73.	
trial of fluoxetine in adolescents and young adults with treatment-
resistant major depression. Journal of Child and Adolescent 
Psychopharmacology2: 103-111.

Karabekiroglu K , Karakurt MN, Yuce M (2011) Fluoxetine for the 74.	
treatment of childhood and adolescence social phobia: Factors playing 
a role in efficacy. Klinik Psikofarmakoloji Bulteni 21: 317-324.

Taurines R, Burger R, Wewetzer C, Pfuhlmann B, Mehler-Wex C, et 75.	
al. (2013). The relation between dosage, serum concentrations, and 
clinical outcome in children and adolescents treated with sertraline: a 
naturalistic study. Therapeutic Drug Monitoring35: 84-91.

Masi G, Toni C, Mucci M, Millepiedi S, Mata B, et al. (2001) Paroxetine 76.	
in child and adolescent outpatients with panic disorder. Journal of 
Child and Adolescent Psychopharmacology 11: 151-157.

Nardi AE, Freire RC, Mochcovitch MD, Amrein R, Levitan MN, et al. 77.	
(2012). A randomized, naturalistic, parallel-group study for the long-
term treatment of panic disorder with clonazepam or paroxetine. J Clin 
Psychopharmacol 32: 120-126.

Thomsen PH (1997) Child and adolescent obsessive-compulsive 78.	
disorder treated with citalopram: Findings from an open trial of 23 
cases. Journal of Child and Adolescent Psychopharmacology 7: 157-
166.

Alaghband-Rad J, Hakimshooshtary M (2009) A randomized controlled 79.	
clinical trial of citalopram versus fluoxetine in children and adolescents 
with obsessive-compulsive disorder (OCD). European Child & 
Adolescent Psychiatry18: 131-135.

Posey DJ, Guenin KD, Kohn AE, Swiezy NB, Mcdougle CJ (2001) 80.	
A Naturalistic Open-Label Study of Mirtazapine in Autistic and Other 
Pervasive Developmental Disorders. Journal Of Child And Adolescent 
Psychopharmacology 11: 267-277.

Biederman J, Faraone SV, Baldessarini RJ, Flood J, Meyer M, et al. 81.	
(1997) Predicting desipramine levels in children and adolescents: a 
naturalistic clinical study. J Am Acad Child Adolesc Psychiatry 36: 384-
389.

Angrosino MV (2007) Naturalistic Observation Qualitative Research 82.	
25: 444-448.

Vanderkooy JD, Kennedy SH, Bagby RM (2002) Antidepressant side 83.	
effects in depression patients treated in a naturalistic setting: A study 
of bupropion, moclobemide, paroxetine, sertraline, and venlafaxine. 
Canadian Journal of Psychiatry47: 174-180.

Leichsenring F (2004) Randomized controlled versus naturalistic 84.	
studies: a new research agenda. Bulletin of the Menninger Clinic 68: 
137-151.

Bachmann M, Bachmann CJ, John K, Heinzel-Gutenbrunner M, 85.	
Remschmidt H, et al. (2010) The effectiveness of child and adolescent 
psychiatric treatments in a naturalistic outpatient setting. World 
Psychiatry : Official Journal of the World Psychiatric Association 9: 
111-117.

https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
https://link.springer.com/chapter/10.1007%2F978-90-481-8867-3_19
http://doi.org/10.1198/jasa.2005.s22
http://doi.org/10.1198/jasa.2005.s22
http://doi.org/10.1198/jasa.2005.s22
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3182002/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3182002/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3182002/
https://www.ncbi.nlm.nih.gov/pubmed/23937313
https://www.ncbi.nlm.nih.gov/pubmed/23937313
https://www.ncbi.nlm.nih.gov/pubmed/23937313
https://www.ncbi.nlm.nih.gov/pubmed/23937313
https://www.ncbi.nlm.nih.gov/pubmed/10933119
https://www.ncbi.nlm.nih.gov/pubmed/10933119
https://www.ncbi.nlm.nih.gov/pubmed/10933119
https://www.ncbi.nlm.nih.gov/pubmed/10933119
https://www.ncbi.nlm.nih.gov/pubmed/19723787
https://www.ncbi.nlm.nih.gov/pubmed/19723787
https://www.ncbi.nlm.nih.gov/pubmed/19723787
https://www.ncbi.nlm.nih.gov/pubmed/19723787
https://www.ncbi.nlm.nih.gov/pubmed/19630647
https://www.ncbi.nlm.nih.gov/pubmed/19630647
https://www.ncbi.nlm.nih.gov/pubmed/19630647
https://www.ncbi.nlm.nih.gov/pubmed/19630647
http://www.psikofarmakoloji.org/pdf/21_4_4.pdf
http://www.psikofarmakoloji.org/pdf/21_4_4.pdf
http://www.psikofarmakoloji.org/pdf/21_4_4.pdf
https://www.ncbi.nlm.nih.gov/pubmed/23318280
https://www.ncbi.nlm.nih.gov/pubmed/23318280
https://www.ncbi.nlm.nih.gov/pubmed/23318280
https://www.ncbi.nlm.nih.gov/pubmed/23318280
https://www.ncbi.nlm.nih.gov/pubmed/11436954
https://www.ncbi.nlm.nih.gov/pubmed/11436954
https://www.ncbi.nlm.nih.gov/pubmed/11436954
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Nardi%20AE,%20Freire%20RC,%20Mochcovitch%20MD,%20Amrein%20R,%20Levitan%20MN,%20et%20al.%20(2012).%20A%20randomized,%20naturalistic,%20parallel-group%20study%20for%20the%20long-term%20treatment%20of%20panic%20disorder%20with%20clonazepam%20or%20paroxetine.%20J%20Clin%20Psychopharmacol%2032:%20120-126.
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Nardi%20AE,%20Freire%20RC,%20Mochcovitch%20MD,%20Amrein%20R,%20Levitan%20MN,%20et%20al.%20(2012).%20A%20randomized,%20naturalistic,%20parallel-group%20study%20for%20the%20long-term%20treatment%20of%20panic%20disorder%20with%20clonazepam%20or%20paroxetine.%20J%20Clin%20Psychopharmacol%2032:%20120-126.
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Nardi%20AE,%20Freire%20RC,%20Mochcovitch%20MD,%20Amrein%20R,%20Levitan%20MN,%20et%20al.%20(2012).%20A%20randomized,%20naturalistic,%20parallel-group%20study%20for%20the%20long-term%20treatment%20of%20panic%20disorder%20with%20clonazepam%20or%20paroxetine.%20J%20Clin%20Psychopharmacol%2032:%20120-126.
file:///D:/G%20Indesign/08%20Aug/JNNS/JNNS-126/Nardi%20AE,%20Freire%20RC,%20Mochcovitch%20MD,%20Amrein%20R,%20Levitan%20MN,%20et%20al.%20(2012).%20A%20randomized,%20naturalistic,%20parallel-group%20study%20for%20the%20long-term%20treatment%20of%20panic%20disorder%20with%20clonazepam%20or%20paroxetine.%20J%20Clin%20Psychopharmacol%2032:%20120-126.
https://www.ncbi.nlm.nih.gov/pubmed/9466233
https://www.ncbi.nlm.nih.gov/pubmed/9466233
https://www.ncbi.nlm.nih.gov/pubmed/9466233
https://www.ncbi.nlm.nih.gov/pubmed/9466233
https://www.ncbi.nlm.nih.gov/pubmed/19190958
https://www.ncbi.nlm.nih.gov/pubmed/19190958
https://www.ncbi.nlm.nih.gov/pubmed/19190958
https://www.ncbi.nlm.nih.gov/pubmed/19190958
https://www.ncbi.nlm.nih.gov/pubmed/11642476
https://www.ncbi.nlm.nih.gov/pubmed/11642476
https://www.ncbi.nlm.nih.gov/pubmed/11642476
https://www.ncbi.nlm.nih.gov/pubmed/11642476
https://www.ncbi.nlm.nih.gov/pubmed/9055519
https://www.ncbi.nlm.nih.gov/pubmed/9055519
https://www.ncbi.nlm.nih.gov/pubmed/9055519
https://www.ncbi.nlm.nih.gov/pubmed/9055519
http://psycnet.apa.org/?&fa=main.doiLanding&doi=10.1037/a0023728
http://psycnet.apa.org/?&fa=main.doiLanding&doi=10.1037/a0023728
https://www.ncbi.nlm.nih.gov/pubmed/11926080
https://www.ncbi.nlm.nih.gov/pubmed/11926080
https://www.ncbi.nlm.nih.gov/pubmed/11926080
https://www.ncbi.nlm.nih.gov/pubmed/11926080
https://www.ncbi.nlm.nih.gov/pubmed/15262616
https://www.ncbi.nlm.nih.gov/pubmed/15262616
https://www.ncbi.nlm.nih.gov/pubmed/15262616
http://www.ncbi.nlm.nih.gov/pubmed/20671900
http://www.ncbi.nlm.nih.gov/pubmed/20671900
http://www.ncbi.nlm.nih.gov/pubmed/20671900
http://www.ncbi.nlm.nih.gov/pubmed/20671900
http://www.ncbi.nlm.nih.gov/pubmed/20671900

