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PSYCHIATRIC DRUGS AND 

COMMON FACTORS: AN EVALUATION 
OF RISKS AND BENEFITS FOR 

CLINICAL PRACTICE 

JACQUELINE A. SPARKS, BARRY L. DUNCAN, DAVID COHEN, 
AND DAVID O. ANTONUCCIO 

Having heard all of this, you may choose to look the other way . . . but 
you can never say again that you did not know. 

—William Wilberforce, 
Address to the English Parliament Regarding the Slave Trade 

According to the Agency for Healthcare Research and Quality, the num-
bei of people using psychiatric dmgs in the United States increased from 21 mil-
lion in 1997 to 32.6 million in 2004, and spending climbed from $7.9 billion to 
$20 billion during the same period (Stagnitti, 2007). A 2004 review of prescrip-
tion data for 300,000 children concluded that for the first time, spending for 
medications for childhood behavior problems eclipsed expenditure for any 
other dmg category, including antibiotics (Medco Health Solutions, Inc., 
2004). In 2008, antipsychotics ranked number one in total prescription sales in 
the U.S. market (IMS Health, n.d.), with antidepressants third in the numbers 
of prescriptions written in that same year. Although psychotropic dmg use has 
risen, community behavioral intervention has remained flat or declined (Case, 
Olfson, Marcus, & Siegel, 2007). More and more, treatment means medication. 

But are the skyrocketing rates of prescription justified by clinical trial evi-
dence? This chapter addresses this fundamental question via a risk-benefit 
analysis of the major dmg classes for all age groups and provides a template for 
clinicians to both evaluate the dmg literature and facilitate medication deci-
sions with theii clients. This chaptet also places medication tieatment, 
like othet inteiventions, within a common factots context, asseiting that 
like psychotheiapy, pantheoretical elements aie unacknowledged linchpins 
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behind improvement. As a basis fot this position, we fiist review the evidence 

for efficacy and safety of major dmg classes fot all age groups. Next, we illustrate 

a ctitical flaws analysis fot evaluating conclusions made in the tiial lit-

erature and populai press. We conclude by discussing the implications of a ctit-

ical common factois perspective of psychiatric medication in everyday practice. 

ANTIDEPRESSANTS 

Antidepressants accounted for the greatest single expenditure for any 

form of mental health care and 66.7% of all psychotropic dmgs in a sample of 

5.5 million private health insurance enrollees (Larson, Miller, & Fleming, 

2007). The National Institute of Mental Health (NIMH) has asserted that 

although a variety of antidepressants and psychotherapies are useful treatments 

foi depression, "people with moderate to severe depression most often benefit 

from antidepressants. Most do best with combined treatment" (NIMH, 2008). 

The NIMH also stated that "antidepressants may cause mild and, usually, tem-

porary side effects Typically these are annoying, but not setious." In short, 

accoiding to the government agency tasked with researching and disseminat-

ing state-of-the-art treatment infoimation, antidepressants are the treatment 

of choice for all but mild depressions and are both effective and safe. 

Empiiical evidence paints a different picture. The only large-scale 

population-based study of antidepressants found that for users of antidepressants, 

compared with nonuseis, the duration of depression episodes was longer and 

the number of episodes was higher for users (Patten, 2004). The author of this 

study suggested that although this finding may represent a methodological 

artifact (e.g., users may have been more severely depressed), the common 

assumption of antidepressant efficacy is inconsistent with emetging observa-

tional and meta-analytic data. Kirsch and Sapirstein (1998), in a meta-

analytic review of 19 studies involving 2,318 people, showed that 75% ofthe 

response to antidepressants was duplicated by placebo. They speculated that 

the remaining 25% of the positive antidepressant effect may be atttibutable 

to the unblinding power of side effects. Adding to the ciitique, Kirsch, Moore, 

Scoboria, and Nicholls (2002) analyzed the efficacy data submitted to the 

U.S. Food and Dmg Administration (FDA) fot the six most widely prescribed 

antidepressants approved between 1987 and 1999. Approximately 82% ofthe 

response to medication was duplicated by placebo control groups; 57% ofthe 

studies failed to show a dmg versus placebo difference. When a difference was 

found, the diug-placebo difference was only, on average, 1.8 points on the 

clinician-iated Hamilton Deptession Rating Scale. FDA memoranda inti-

mated that the clinical significance of such a small difference was question-

able (Laughren, 1998). 
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In a review of antidepressant tiials involving 12,564 peisons (Tumei, 

Matthews, Eftihia Linaidatos, Tell, & Rosenthal, 2008), 94% of published 

trials had favorable results, whereas the percentage of positive results fot pub-

lished and unpublished tiials togethei dropped to 51%. The authois warned 

that publication bias of this magnitude dramatically distorts reported effect 

sizes and has serious implications fot researchers, health care professionals, 

and clients. Kirsch et al. (2008) provided furthei evidence that the belief in 

antidepiessant efficacy is scientifically unfounded. Meta-analytically examin-

ing all tiials submitted to the FDA foi the licensing of foui populai SSRIs, the 

authois found no clinically significant differences between placebo and the 

dmgs, with the exception of the most distressed in the severely deptessed 

group. Even this negligible difference was found to be due not to the dmg but 

to a decreased response to placebo, 

"Tieatment resistant depression" prompted the Sequenced Tieatment 

Alternatives to Relieve Depression (STAR*D; Rush et al., 2004), a 6-yeai, 

$35 million NIMH-funded study with neatly 2,900 participants (complete data 

available foi analysis) at Level 1 examining the impact of sequenced augmen-

tation or dmg switching strategies on depression when a traditional regimen of 

a single SSRI failed. STAR*D was an unblinded, non-placebo-controlled trial 

designed to simulate conditions faced in daily practice. The sample, however, 

did not represent a general clinical population because it excluded those with 

a history of intolerance or nonresponse to any SSRI and included only those 

who preferred a medication intervention. As a result of the lack of a placebo 

and double blind, the authors acknowledged that "nonspecific treatment effects 

[e.g., the expectation of improvement] undoubtedly accounted foi some 

unknown proportion ofthe acute response ot remission rates" (Trivedi, Rush, 

etal., 2006,p. 37). 

Even though the design favored a dmg response, the results were dis-

appointing. In the STAR*D, the average remission rate based on the piimaiy 

outcome measure was 28% and 25% on the first two levels, and 14% and 13% 

on the last two—^particularly unimpressive considering the typical 30% placebo 

response in antidepressant trials (Thase & Jindal, 2004). At Level 1,28% expe-

rienced moderate to intolerable side effects (Ttivedi, Rush, et al., 2006). At 

Level 2 (participants augmented of switched), 51% expeiienced side effects 

tanging from moderate to intolerable (Rush, Tiivedi, Wisniewski, Stewait, 

et al., 2006; Tiivedi, Fava, et al., 2006). Foi all levels, 24% exited because of dmg 

intoleiability (Rush, Tiivedi, Wisniewski, Nierenbeig, et al., 2006). Data from 

the 12-month follow-up of those who eithei remitted oi responded indicated 

a relapse rate of 58% (Rush, Trivedi, Wisniewski, Nierenberg, et al., 2006).1 

'Various other psychotropic medications, aimed at reducing SSRI-induced agitation or sexual dysfunc-
tions, were concomitantly prescribed to an unknown proportion of the participants. 
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The conventional assumption that both psychotherapy and pharma-

cotheiapy combined produce bettei outcomes fot deptession also has gar-

nered scant empirical support. Early reviews demonstrated no advantage for 

combining approaches (e.g., Antonuccio, Danton, &. DeNelsky, 1995), but 

Thase et al. (1997) found that combining the two offered some added ben-

efit foi the minotity suffering with severe, recuiient depiessions. Support 

for a combined regimen for more chronic depressions is also found in Keller 

et al.'s (2000) trial. The combined group improved more than the medica-

tion or psychotherapy groups at 12 weeks. Results were weakened by the 

lack of a placebo control group and the use of only a single clinician-rated 

outcome measure.2 In a recent meta-analysis, combined medication-

psychotherapy was bettei than psychotheiapy alone in acute phases of depres-

sion but not at follow-up (Cuijpeis, van Sttaten, Watmetdam, & Andeisson, 

2009). The authois noted that the findings should be considered with cau-

tion given the impossibility of placebo blinding, the suboptimal quality of 

many of the studies, and the relatively small numbei of studies included 

in the analysis. The authois furthei questioned the clinical significance of 

the results, given that no differences were found between conditions at 

follow-up. 

The negligible advantage of SSRIs ovei placebo underlines the impor-

tance of detecting their adverse effects. Common side effects, including agita-

tion, sleep dismption, gastrointestinal complications, and sexual problems 

reach upwaids of 40% of SSRI takets (Antonuccio, Danton, DeNelsky, Gieen-

beig, & Gotdon, 1999). SSRI-induced mania (Preda, MacLean, Mazute, & 

Boweis, 2001) and suicidality (Healy, 2003) have been concems since the eatly 

1990s. The FDA reviewed 295 antidepiessant trials of more than 77,000 adults 

to examine the risk of suicidality (U.S. Food and Dmg Administration, 2007a) 

and found that the relationship between antidepressants and reported suicidal-

ity is strongly related to age. The risk associated with dmg treatment relative to 

placebo was elevated fot those undei age 25 but reduced fot those 65 ot oldet. 

As a result, the FDA proposed that manufacturers update the existing black box 

warning (which cunently warns about the highei tisk fot youths taking anti-

depressants) to include the increased tisks of suicidal thinking and behaviot in 

young adults duiing initial treatment. 

The authors of this study (Keller et al., 2000), published in the New England Journal of Medicine, were 
so heavily tied to the phatmaceutical industry that the editors stated the following in a note within the 
article: "Our policy requires authors of Original Articles to disclose all financial ties with companies that 
make the products under study or competing products. In this case, the large number of authors and 
their varied and extensive financial associations with relevant companies make a detailed listing here 
impractical" (Keller et al., 2000, p. 1462). Additionally, the study's investigative drug (nefazodone) has 
since been recalled because of unacceptable liver toxicities. 
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ANTIPSYCHOTICS 

Antipsychotic use has expanded beyond hospital waids and aftei-caie 

clinics to include the young and old, in all walks of life, many diagnosed with 

bipolai disoider, irritability, dismptive behaviors, and other nonpsychotic prob-

lems (Aparasu, Bhatara, & Gupta, 2005; Moreno et al., 2007). Prescription 

rates for second-generation antipsychotics (SGAs) tripled in the 5-year time 

frame from 1998 to 2002 (Aparasu et al., 2005). According to Aparasu et al. 

(2005), the shift from first to second generation agents is not "unambiguously 

supported by extant safety and efficacy data [but] is endorsed by guidelines based 

on expert-consensus and limited data" (p. 147). 

Antipsychotic medication is viewed not as a choice but as a requirement 

(Thase &. Jindal, 2004): Those diagnosed with severe psychiatric disorders pur-

portedly need continuous medication to manage a presumed lifelong stmggle 

with mental illness. Howevet, studies have discredited the medication neces-

sity myth, indicating improved outcomes (e.g., lowei tates of relapse, bettet 

overall global functioning) foi peisons eithei never on dmgs oi weaned from 

them than foi those continually medicated (e.g., Bola & Moshei, 2003; de 

Giiolamo, 1996; Harding, Zubin, & Strauss, 1987; Harrow & Jobe, 2007). 

Even with evidence that recovery need not entail dmgs, diagnoses such 

as schizophrenia and bipolar disorder are generally considered "untreated" 

unless the person is compliant with an antipsychotic regimen. SGAs are often 

credited as presenting fewer side effects than first generation antipsychotics 

(FGAs), thereby improving both compliance and treatment longevity. Indeed, 

medication compliance, inextricably tied to client experiences of side effects, 

is widely considered the benchmaik of successful tieatment. The degree to 

which this factor defines outcome is reflected in the laigest study of these med-

ications to date, the NIMH-funded Clinical Antipsychotic Tiials of Inteiven-

tion (CATIE; Liebeiman et al., 2005). In CATIE, the piimaiy outcome 

measure was not clinical improvement or remission—it was simply dis-

continuation of tteatment foi any icason. CATIE enrolled 1,400 partici-

pants at 57 U.S. sites and used a triple blind: Clinicians, rateis, and participants 

did not know which dmg participants were taking. Howevet, CATIE had no 

placebo group, allowed clinicians to make flexible dosing decisions, and 

peimitted multiple additional dmgs (excluding antipsychotics). The goal of 

CATIE was to evaluate how well SGAs (olanzapine [Zypiexa], quetiapine 

[Seioquel], risperidone [Rispeidal]) compated with one anothei and an 

FGA (petphenazine [Etiafon]) in real-woild conditions. 

Results from the CATIE tiials confiimed what many clients report 

anecdotally: Antipsychotics do not imptove general life domains and cany 

a significant side effect burden. Overall, a disconcerting 74% of CATIE par-

ticipants discontinued before 18 months, largely because of inefficacy and 
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intolerable side effects (Liebeiman et al., 2005). Liebeiman et al. (2005) 

noted that these rates ate consistent with those obsetved in previous anti-

psychotic drug tiials. Psychosocial functioning improved only modestly foi 

the one thiid of CATIE paiticipants who reached the primary Quality of Life 

Scale end point at 12 months (Swaitz et al., 2007). Rates of modetate to 

severe advetse events revealed through systematic inquiry ranged from 42% 

to 69% (Zyprexa was the woist; Stioup et al., 2007). Hospitalization rates 

ranged from 11% to 20% ovei the study peiiod, and a weight gain of more 

than 7% occurred in 14% to 36% of participants (Zyprexa was the worst). 

The lead authot of the CATIE studies admitted that 

the claims of superiority for [SGAs] were greatly exaggerated. This may 
have been encouraged by an overly expectant community of clinicians 
and patients eager to believe in the power of new medications. At the 
same time, the aggressive marketing of these dmgs may have contributed 
to this enhanced perception of their effectiveness in the absence of empir-
ical information (Lieberman, 2006, p. 1070). 

The Systematic Tieatment Enhancement Program foi Bipolai Disoider 

(STEP-BD), another major investigation funded by the NIMH, examined the 

effectiveness of SGAs and anticonvulsants foi peisons diagnosed with bipolai 

disotdei (Sachs et al., 2003). In one of two outcome reports, only 30% expeii-

enced no tecuttences of symptoms (Petlis et al., 2006); the second (Nierenberg 

et al., 2006) found even lower rates of recovery (just undet 15%). Furthermore, 

results of the Work and Social Adjustment Scale evaluated during a period of 

remission revealed "considerable functional impaiiment" (Fagiolini et al., 2005, 

p. 284). Similai to CATIE findings, temission from clinically defined symptoms, 

even for the few who achieved this, did not mean adequate social functioning. 

Of note, in both STEP-BD outcome publications, no details were provided 

regarding treatment-induced adverse effects. 

CHILDREN AND ANTIDEPRESSANTS 

STAR*D, CATIE, and STEP-BD substantially weaken the position that 

antidepressants, antipsychotics, and anticonvulsants are effective foi adults. 

Several latge tiials, often cited as evidence justifying child psychotropic 

prescription, follow suit. Considei, fot example, two randomized, placebo-

contiolled trials of fluoxetine (Prozac; Emslie et al., 1997, 2002). The Emslie 

tiials gained FDA approval fot Prozac for young people aged 8 to 17 yeats diag-

nosed with depression (FDA, 2003). Given the failure of tticyclic antidepres-

sants to show efficacy for this age group (Fisher & Greenberg, 1997), Prozac's 

approval was widely considered a breakthrough for the treatment of youth 
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depression. Howevei, both Emslie studies failed to find a statistical difference 

between Prozac and placebo on primary outcome measures.3 Additionally, in 

both trials, manic reactions and suicidality were notably higher in the dmg 

group compaied with the placebo group (fot an analysis of the Emslie tiials, 

see Spaiks & Duncan, 2008). 

The NIMH-funded Treatment foi Adolescents With Depression Study 

(TADS; TADS Team, 2004) again evaluated Prozac fot the youth age group. 

TADS compaied the efficacy of foui tieatment conditions: Prozac alone, cog-

nitive-behavioral therapy (CBT) alone, CBT plus Prozac, and placebo. Despite 

media claims, (e.g., the New York Times front page headline, "Antidepressants 

Seen as Effective fot Adolescents"; Harris, 2004), the good news seems less 

so on examination. The FDA did not count TADS as a positive study fot 

SSRIs because of the negative findings on its primary outcome measure. 

Othei end-point compaiisons in TADS favored the combined medication and 

CBT aim. Howevei, tieatment was unblind, and only the combined group 

received all inteivention components (dmg, psychotheiapy, psychoeducation 

and family therapy, and suppottive phatmacotherapy monitoiing), creating a 

significant dispatity in favoi of the combination aim. Adding to the bad news, 

the TADS recorded six suicide attempts by Prozac takers compared with one 

by non-Prozac takers, with more than double the incidence of harmful behav-

ior in the Prozac conditions compared with placebo groups (despite the exclu-

sion of youths deemed at high tisk for suicidal behavioi). Nevertheless, the 

authois tecommended that "medical management of MDD [majoi depres-

sive disoider] with fluoxetine, including caieful monitoring for adverse 

events, should be made widely available, not discouraged" (TADS Team, 

2004, p. 819), a challengeable conclusion given its inconsistency with the 

study's own harm data. 

The long-term TADS efficacy and safety trial contains similar problems. 

In this 36-week study, partial and nonresponders to placebo, and responders 

and partial responders to Prozac, CBT, and combination treatments in the 

12-week trial were openly tteated (TADS Team, 2007). As in Phase 1, Prozac 

and combination groups teceived additional encouiagement and contact 

(medication management). Despite this, all tieatment conditions convetged 

by 30 weeks and remained so by Week 36, with significantly more suicidal 

ideation in the Prozac-alone gtoup. The percentage of suicidal events foi those 

on Prozac, whethei in combined or alone groups, was nearly 12%, double the 

6% in the CBT group. Despite the conveigence of efficacy and continued risks, 

TADS is often cited as evidence that combining psychotheiapy and medica-

tion pioduce supetior results (e.g., NIMH, n.d.). 

'Jureidini et al. (2004) reported that the first Emslie trial changed its primary outcome measure between 
the ttial's beginning and publication, using secondary measures to show supetiority. 
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Jureidini et al. (2004) questioned the clinical significance of results that 

show no gains on primary or client- or parent-rated measures and highlight 

othet design weaknesses, including relying on the last obseivation caitied for-

ward, emphasizing secondary end points, and tiansfotming continuous into cat-

egotical outcomes, thereby inflating small differences. Moreover, publication 

bias—studies finding in favor of the investigative dmg are published whereas 

unfavorable studies are not—clouds the picture of SSRI efficacy fot youth 

depression. An independent analysis by the FDA concluded that only 3 out of 

15 published and unpublished trials of SSRIs showed them to be more effec-

tive than placebo on piimaiy outcome measuies (Laughren, 2004). None of 

the 15 found differences on client- or parent-rated measures. 

The risks noted in published and unpublished data prompted the FDA 

to issue a black box warning on all antidepressants for youth for increased risk 

of suicidality and clinical worsening (FDA, 2004). Further support of the 

warning emerged from an analysis of placebo-controlled tiials of nine anti-

depressants: a total of 24 tiials involving more than 4,400 children and ado-

lescents (Hammad, Laughren, & Racoosin, 2006). The investigation 

revealed an average risk of suicidality of 4% in drug-treated youth, twice the 

2% placebo risk.4 

CHILDREN AND STIMULANTS 

In the fiist 3 years of this decade, spending foi attention-deficit/ 

hyperactivity disotdei (ADHD) dtugs, including amphetamine (Addetall), 

methylphenidate (Concerta, Ritalin), and atomoxetine (Sttattera) increased 

183% for children overall and 369% for children under 5 (Medco Health Solu-

tions, Inc., 2004). Although the United States continues to lead the world, 

global use of ADHD drugs has increased by 274% (Scheffler, Hinshaw, 

Modrek, & Levine, 2007). The empirical literature, however, is equivocal 

regarding stimulant benefits. A review of 40 yeats of tiials supporting stimu-

lant prescription (primarily Ritalin) found overall effect sizes in the moderate 

range, with low to moderate ranges fot academic productivity and in the zero 

range foi academic achievement (Conners, 2002). The report ofthe Ameri-

can Psychological Association (APA) Woiking Group on Psychoactive Med-

ications fot Children and Adolescents (APA Working Group; 2006) noted 

the lack of data supporting long-teim efficacy or safety. Furthei highlighted 

4The Medicines and Healthcare Products Regulatory Authority in the United Kingdom has banned all 
antidepressants for those under 18 with the exception of Prozac, which can only be used for those over 
8 years of age and only in conjunction with continued psychotherapy and when the psychosocial inter-
vention by itself has failed. 
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was that stimulants, although reducing symptoms, show minimal efficacy in 

general life domains of the child, including social and academic success. 

Stimulant advocates, however, point to the Multimodal Treatment 

Study of Children with ADHD (MTA; MTA Cooperative Group, 1999), the 

largest, most complexly designed trial of interventions for ADHD, as proof 

that stimulants are more effective than behavioral approaches. Much like the 

Emslie studies are used to justify antidepressants fot youth, the MTA is the sup-

portive infrastmctute of stimulant prescription. Yet, just like the Emslie tiials, 

the MTA is far from persuasive. Only 3 of 19 measures, all unblinded, found 

differences favoring Ritalin. Neithei blinded classroom observers, the children 

themselves, not their peers found medication better than behavioral interven-

tions. Moieovei, 14-month endpoint assessments compaied those actively 

medicated and those who had ended thetapy (4 to 6 months aftei the last, face-

to-face theiapeutic contact; Pelham, 1999). Given this unfaii comparison, the 

fact that only 3 unblinded measures found an advantage for Ritalin is telling. 

At the same time, 64% of MTA children were reported to have adverse dmg 

reactions, 11% rated as moderate and 3% as severe. 

A 24-month follow-up showed that group differences were even 

smaller; the medication and combined gioups lost much of their effect (up 

to 50%), whereas behavioial tieatment and community gtoups tetained 

theiis (MTA Cooperative Gioup, 2004). At 36 months, tieatment gioups 

did not diffet significantly on any measure (Jensen et al., 2007). Medicated 

children aveiaged 2.0 centimeteis and 2.7 kilograms less growth than non-

medicated groups, without evidence of growth lebound at 3 yeais (Swanson 

etal., 2007). 

To address concems about the use of stimulants without FDA approval 

with children undei the age of 6 yeais, the Preschool ADHD Tieatment Study 

investigated the efficacy and safety of Ritalin for preschoolers aged 3 to 5.5 yeais 

(Gieenhill et al., 2006). Only 21% ofthe children achieved MTA-defined cri-

terion for remission. In addition, rates of adverse events, including irritability, 

repetitive behaviors, tics, and emotional outbursts were significantly higher in 

the Ritalin group. Annual growth rates for the children who remained on med-

ication were 20.3% less than expected foi height and 55.2% less foi weight 

(Swanson et al., 2006). 

In Match of 2006, a safety advisory committee ofthe FDA utged stiongei 

warnings on ADHD dmgs, citing reports of serious cardiac risks, psychosis or 

mania, and suicidality. Despite this recommendation, the FDA elected to forgo 

a black box warning for most ADHD dmgs,5 choosing instead to highlight risks 

on the label and include information with each prescription. 

5Aderall has a black box for cardiac risk and Strattera for suicidality. 
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CHILDREN, ANTIPSYCHOTICS, AND OTHER PSYCHOTROPICS 

Presctiptions foi children do not stop with antidepressants ot stimulants. 

Piescribers increasingly select from antipsychotics, anticonvulsants, hyper-

tensives, and novel agents (Zito & Safer, 2005). A 2007 study compared the 

tates of diagnosis of bipolai disorder for ages 0 to 19 years for the yeais 1994-1995 

and 2002-2003 (Moreno et al., 2007). Investigators found a 40-fold inciease in 

this diagnosis. Of these, more than 90% were treated with psychoactive dmgs, 

approximately one half an antipsychotic and one third an anticonvulsant. Most 

of the children were prescribed more than one medication, and only 4 out of 

10 received psychotherapy. Accoiding to anothei study of a latge national sam-

ple, diagnoses of ADHD oi conduct disordei were frequently associated with 

antipsychotic prescription, suggesting the use of these dmgs foi control of 

aggression, initability, and othei unwanted behaviois (Coopet et al., 2006). 

Two diagnostic categoiies, ADHD and bipolai disotdei, accounted fot 50% of 

all antipsychotic use in this sample (ages 2-18 years), despite the fact that these 

disotders are a far cry from the psychotic symptoms that have traditionally jus-

tified ptesctiption of these dmgs. 

The APA Woiking Group found that studies supporting the use of 

antipsychotics to treat children were plagued with methodological limita-

tions, including small sample sizes, open trials, and lower tier evidence (e.g., 

retrospective chart reviews and case reports). Nevertheless, on the basis of a 

series of industiy-sponsoted studies, the FDA recently issued an approval for 

Risperdal for children diagnosed with autism and exhibiting irritability oi 

aggression, even though these studies weie limited in design and scope and 

indicated significant rates of somnolence, weight gain, and movement dis-

orders (see the section Flaw #7: Constmcting Evidence latei in this chaptei 

for an analysis of these studies). 

Moieovei, in August 2007, the FDA also approved Rispeidal foi the 

treatment of adolescents aged 13 to 17 years diagnosed with schizophrenia and 

for children and teens aged 10 to 17 years diagnosed with bipolar disorder 

(FDA, 2007b). The approval was based on four ttials conducted by Janssen, 

maket of Rispeidal: a 6-week double-blind placebo-controlled tiial (for schizo-

phrenia), a 3-week double-blind placebo-controlled tiial (for bipolar I), an 

8-week comparison of two Risperdal doses, and a 6-month open-label safety 

trial. We located information regatding these tiials in a memorandum wiitten 

by the FDA Deputy Diiectoi ofthe Division of Psychiatry Products (Mathis, 

2007) and documents faxed by Janssen in response to a tequest foi infoima-

tion. All the tiials were unpublished postei presentations (Haas et al., 2007; 

Kushnet et al., 2007; Pandina, DelBello, Kushnet, et al., 2007; Pandina, Kush-

nei, Singer, et al., 2007). 
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The decision to approve Risperdal is cause for concern. The number of 

serious adveise events fot youths on Rispeidal in the short-teim trials was mote 

than 6 times that of placebo, and in at least two instances, hospitalization was 

required. In the 3-week trial, there were six suicide attempts foi Rispeidal tak-

ets compared with one in the placebo group. Also in this study, the incidence 

of extrapyramidal symptorro (EPSs; uncontrolled body movements) was 23% and 

12% for the high- and low-dose Rispeidal, respectively, compared with 5% foi 

placebo. Adveise events occulting with rates at least twice those of placebo in 

the two placebo-controlled trials included somnolence, anxiety, hypertonia, 

dizziness, and EPSs. In the 6-month open-label study, 32% dropped out (rea-

son not given), one third of participants experienced EPSs, 27% experienced 

somnolence, and 15% had weight increase. A significant increase in body 

weight also occurred in the 6-week trial (16% Risperdal, 2% placebo) and in 

the 8-week comparison study (39% high dose, 16% low dose). In the study, 

97% of youths had prolactin levels above notmal in the high-dose group and 

64% in the low-dose group. 

The approval of Risperdal expands SGA ptesctiption for a wide spec-

tmm of child behaviors. For young people falling under the popular bipolar 

umbrella, a 3-week tiial sufficed as evidence of efficacy. Ofthe 10- to 17-yeat-

olds in this study, only 36% were enrolled because of manic episodes. The 

temaining 64% were described as experiencing a behavior disorder, and 50% 

had a diagnosis of ADHD. The use of this antipsychotic as a behaviot man-

agement tool wanants examination of the boundaiy between tieatment and 

control. The memorandum reassured the regulatoiy agency that Rispeidal is 

"reasonably safe" (Mathis, 2007, p. 16). Yet evidence from safety assessments 

contradicts this conclusion. The conclusion that "there were no unexpected 

adverse events" (Mathis, 2007, p. 16) is ironic: The troubling side effect pro-

file of this dmg has been well publicized in the child and adult literature. The 

FDA's decision to approve Rispeidal is a tisky and potentially harmful action 

not supported by the data.6 

Finally, considei the NIMH-funded tiial Tieatment of Eaily Onset 

Schizophrenia Spectmm Disoidets (TEOSS; Sikich et al., 2008). Desciibed as 

a landmaik tiial (McClellan et al., 2007), TEOSS sought to examine the effi-

cacy, tolerability, and safety of two SGAs (Rispeidal and Zyprexa) for youths 

diagnosed with early-onset schizophrenia spectmm disoidet and to compare 

these with an FGA (molindone [Moban]). Fewet than 50% of subjects com-

6Abilify, an SGA, has recently been approved for adolescents aged 13 to 17 yeats diagnosed with schizo-
phrenia and children aged 10 to 17 years diagnosed with bipolar I, despite commonly observed adverse 
reactions of extrapyramidal disorder, somnolence, and tremor and documented evidence of additional 
serious reactions in adult trials (see Flaw #4: Minimization of Risks section). 
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pleted 8 weeks of tieatment, and response rates were low and not significantly 

different for all three gioups (Sikich et al., 2008). Participants in the study were 

allowed concomitant use of antidepressants, anticonvulsants, and benzo-

diazepines, compromising even these disappointing findings. A17-yeai-old boy 

committed suicide, and an unspecified numbei of participants were hospitalized 

because of suicidality ot wotsening psychosis. These events are particulaily 

distuibing in light of the fact that youths considered at lisk fot suicide were 

excluded from the study. Weight gain was deemed serious enough to wartant 

suspension of the Zyprexa arm (McClellan et al., 2007). Editorializing in the 

American Journal of Psychiatry, Ross (2008) summarized five arms of active 

antipsychotic medications foi youths in two majoi studies, including TEOSS: 

"The effect size of antipsychotic medications in child and adolescent patients 

is thus relatively low. Furthermore, only <50% of subjects responded, regatdless 

of tieatment" (p. 1370). 

A CRITICAL FLAWS ANALYSIS 

The fact that a foi-ptofit industty plays a role in fashioning what counts 

as evidence may no longei sutptise many. The fotmei editot of the Neit; Eng-

land Journal of Medicine called attention to the problem of "ubiquitous and 

manifold . . . financial associations" authois of dmg tiials had to the compa-

nies whose dmgs were being studied (Angell, 2000, p. 1516). The result is a 

direct coitelation between who funds the study and its outcome. Foi example, 

Heies et al. (2006) looked at published compaiisons of five antipsychotic med-

ications. In 9 out of 10 studies, the dmg made by the company that sponsored 

the study was found to be superior. 

Government agencies and academic advisory panels, presumably the 

watchdogs over industry-sponsored research, are not the firewalls many 

assume. In a Pulitzer Prize-winning report, Willman (2003) investigated the 

National Institutes of Health and found widespread ties to pharmaceutical 

money. Financial conflicts of interest among FDA advisory members are com-

mon (Lutie, Almeida, Stine, Stine, &. Wolfe, 2006). Cosgrove, Krimsky, Vija-

yaraghavan, and Schneider (2006) noted "strong financial ties between the 

industry and those who are responsible for developing and modifying the diag-

nostic criteria for mental illness" (p. 154). Expeits who formulate piactice 

parameteis often serve as consultants fot dmg companies (Choudhty, Stelfox, 

&Detsky,2002). 

Antonuccio, Danton, and McClanahan (2003) detailed the vast reach 

of the phatmaceutical industty from internet, print, and broadcast media; 

direct-to-consumet advertising; grass-roots consumei advocacy otganizations; 

and professional guilds to medical schools, prescribing physicians, and 
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research—even into the board rooms of the FDA. They concluded, "It is dif-

ficult to think of any arena involving information about medications that does 

not have significant industry financial or marketing influences" (p. 1030). 

Given the infiltration of industry influence, reliance on press reports, Web 

sites, and even the academic literature as a basis for sound decision making is 

unwise. Discerning good science from good marketing requires a willingness 

to engage piimaiy source mateiial and a ctitical flaws analysis. 

Flaw #1: Compromises to the Blind 

Fishet and Gieenbeig (1997) asserted that the validity of studies in which 

a placebo is compaied with an active medication depends on the "blindness" of 

participants who rate the outcomes. They note that inert sugai pills, ot inac-

tive placebos, do not produce the standard side effect profile of actual dmgs— 

dry mouth, weight loss ot gain, dizziness, headache, nausea, insomnia, and so 

on. Because study paiticipants must be infoimed of the possibility and natuie 

of side effects in giving consent, they are necessarily alert foi these events, 

enabling them to cotiectly identify theit study group. In addition, intetviews 

that listen foi ot elicit side effect infoimation easily reveal active versus inactive 

pill takets, effectively unblinding the study foi clinical rateis and skewing 

results. Moieovei, many tiial paiticipants in placebo gioups have previously 

been on dmg regimens, even some just piiot to enteiing the trial, and are there-

fore familiar with medication effects. In support of this theory, a meta-analysis 

of Prozac found a significant cotrelation between reports of side effects and out-

come (Gieenbeig, Bomstein, Zborowski, Fishet, & Greenberg, 1994). A meta-

analytic review of studies using active placebos (side effects mimic active dmg) 

also supports this hypothesis, finding negligible differences between medication 

and placebo gioups (Monctieff, Wessely, & Haidy, 2004). 

Maintenance veisus withdrawal trials can also compromise double blinds. 

The emetgence of somatic discontinuation syndrome on withdrawal of many 

classes of psychiatric dmgs include both original and new symptoms, suggesting 

not relapse but a response associated with biological adaptation after a period 

of dmg exposure (Moncrieff, 2006). Consider, for example, a recent study of 

long-tetm use of Rispeidal fot children and adolescents diagnosed with dismp-

tive behavior disorders (Reyes, Buitelaar, Toren, Augustyns, & Eerdekens, 

2006). All children (ages 5-17 years) who had responded to the dmg in an open 

label, 12-week tiial piioi to the study's start were randomized to 6 months of 

double-blind tieatment of eithei Rispeidal oi placebo. There was no down-

tittation of medication foi those switched to placebo. At the end of the study, 

the gioups were evaluated based on time to symptom recunence. As might be 

expected, time to recunence was significantly shoitei foi those who were 

abmptly withdrawn than fot those who continued without change. In this tiial 
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and otheis like it, not only does the design ensure an outcome favorable to the 

dmg, the blind between groups is likely compromised because ofthe predictable 

responses of those expetiencing a precipitous withdrawal. 

Flaw #2: Reliance on Clinician Measures 

Fisher and Greenberg (1997) demonstrated that clinicians and clients 

often diffei substantially in their judgment of improvement in clinical tiials. A 

meta-analysis of 22 antidepressant studies involving 2,230 persons found that 

both tricylics and SSRIs showed an approximate 20% advantage ovei placebo 

on clinician-rated measures, but none on client-rated measures (Gieenbeig, 

Bomstein, Fishei, & Greenberg, 1992). In the Emslie studies, the MTA, and 

the TADS, client-rated measures found no difference between the placebo and 

SSRIs and among the conditions in the MTA. The lack of endoisement of effi-

cacy by clients in clinical tiials begs the question: If clients don't notice 

improvements, how significant can those rated by others be? 

In addition, clinician-rated scales are often categorical, allowing a subjec-

tive range of responses to participant intetviews and potential bias because of 

compromised blind conditions. Moieovei, continuous data are often converted 

into discrete categoiies (e.g., response and nonresponse), furthei magnifying 

differences (Kirsch et al., 2002). Finally, some clinician-rated measuies tilt 

towaid specific domains of discomfort that favoi the investigative dmg, poten-

tially distorting findings. Foi example, the Hamilton Rating Depression Scale 

contains 6 points that favoi medications with sedative properties, and many 

tiials add sedatives or use dmgs with sedative effects (Moncrieff, 2001). 

Flaw #3: Time of Measurement 

Psychiatric dmgs are often prescribed for long periods of time. This sug-

gests that most clinical trials, which last foi 6 to 8 weeks, are not measuring how 

well the dmgs do in actual settings. Additionally, differences between medica-

tion and placebo gioups often dissolve ovei time (Fisher & Greenberg, 1997). 

Without longer term follow-ups, conclusions about effectiveness in real life 

cannot be deteimined. Authors of many short-teim clinical trials fail to discuss 

time-frame limitations or to modify accoidingly claims made in conclusions. 

Fot example, Emslie et al. (1997), in an 8-week study, concluded that "fluoxe-

tine in 20 mg/d is safe and effective in children and adolescents" (p. 1036), 

without mentioning time. 

It could be atgued that time limitations favoi placebo, and given enough 

time, antidepressants, foi example, will prove theii superiority. However, data 

from the NIMH Treatment of Depression Collaborative Research Project 

(TDCRP) suggest otherwise. The 18-month follow-up data (Shea et al., 1992) 
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found clients assigned to placebo (plus clinical management) had intent-to-

tieat outcomes comparable to that ofthe active dmg condition (plus clinical 

management). Even with maintenance antidepressants, up to 33% of remit-

ted clients expeiienced a return of depressive symptoms (Byrne & Rothschild, 

1998). The significant rates of relapse in STAR*D (58%) undeiscote the 

inability of antidepressants to provide long-teim relief foi many. Similaily, the 

MTA and CATIE showed that differences with nondmg tieatments tend to 

dissipate ovei time and that initial effects of dmg tieatment must be weighed 

in tetms of long-teim tolerability and impact beyond symptom remission. 

Moieovei, a meta-analysis of placebo-controlled antidepressant tiials found 

that the durability of placebo was substantial: Foui out of five placebo respon-

ders remained well during continuation phases (Khan, Redding, & Brown, 

2008). Time, therefore, is a principal consideration in assessing clinical trial 

findings, and claims of superiority for the investigative dmg on the basis of 

results of 8-week (oi shoitei) trials must be inteipreted within the context of 

what longei teim studies have shown. 

Flaw #4: Minimization of Risks 

Many psychiatric dmg studies downplay ot fail to assess adveise dmg 

reactions. As a result, rates of side effects may be substantially underreported 

(Safer, 2002). Moreover, clinical tiial publications typically do not give 

adveise events the same status as efficacy data. Instead of detailed tables, 

advetse events may be desciibed in a nanative rathei than tabulated fotmats 

(e.g., Emslie et al., 1997). Statistical significance fot safety comparisons, unlike 

efficacy comparisons, may not be reported. Authors of tiials often confidently 

assert in abstracts and discussion sections that the dmg is safe when the data, 

in fact, show otherwise. 

Consider a 26-week randomized, double-blind placebo-controlled tiial 

designed to evaluate the safety and efficacy of the antipsychotic aripiprazole 

(Abilify) to prevent relapse of mood episodes for persons diagnosed with bipo-

lai I disoidei (Keck et al, 2006). No less than 88% of participants dropped out 

ofthe study. Reports of alcathisia (pronounced innet restlessness), ttemot, and 

pain in the extremities in the Abilify group were at least twice that of placebo. 

The authors mentioned that there were "more" adverse events related to EPSs 

foi those on Abilify than placebo but failed to analyze this difference statisti-

cally. Significant weight gain was also seen for 13% of those taking Abilify vei-

sus none fot those on placebo. In theit conclusions, the authois blandly stated 

that duiing the trial, "aripiprazole exhibited no unusual oi unexpected adveise 

events," and the tolerability profile was consistent with that found in other 

trials of the dmg (Keck et al., 2006, p. 636). On the surface, this sounds rea-

ssuring. Howevei, a consideration of the 88% dropout late combined with a 
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consistent pattern of increased incidence of akathisia, EPSs, and weight gain 
is anything but reassuring. 

Flaw #5: Conflicts of Interest 

Richaid Smith (2003), who resigned as editoi-in-chief of the British Med-

ical Journal because of rampant industty influence in academic research, 

explained that the number one aim of industty-sponsoted trials is to find favot-

able results foi the company dmg. He noted a host of strategies that help accom-

plish this goal, including compaiing the industry dmg against anothei known 

to be inferior, comparing a low dose of a competitor's dmg to prove efficacy and 

a high dose to prove less toxicity, using multiple end points and then picking 

the one that casts the dmg in the best light, ot conducting subgroup analyses 

and selecting fof publication those that ate favorable. According to Smith, the 

design, conduct, analysis, and publication of clinical trials ate, essentially, mai-

keting issues. 

Knowing that a meaningful boundary between science and industry no 

longei exists is essential fot evaluating any study's findings. Most academic jout-

nals now recommend transparency regatding funding sources and authot affil-

iations. With these as caveats, readets can appioach the study with a wananted 

skepticism and a mote caieful analysis of tiial methods and conclusions. Foi 

example, financial disclosures at the end ofthe Keck et al. (2006) study of Abil-

ify are telling. Lead investigatois Keck and Calabtese were identified as consult-

ants oi members of the scientific advisory boards of Bristol-Myets Squibb, the 

makets of Abilify; the remaining six authois were identified as employees (three 

also ate majot stock shareholders) of Bristol-Mayers Squibb/Otsuka. Foi those 

studies conducted befoie disclosure recommendations, an online database pub-

lished by a nonprofit health advocacy group documents researchef conflicts (see 

Integrity in Science, http://www.cspinet.ofg/integiity/). 

Flaw #6: Biased Samples, Unfair Comparisons 

Random assignment to eithet a placebo or dmg group attempts to ensure 

that both gioups ate relatively equal in important attiibutes and diffet only in 

the presence ot absence of the dmg being tested. Randomization in dmg tii-

als, howevei, does not mean that the groups ate representative samples of real-

woild populations oi that the gioups ate equal. Most often, a latget percentage 

of peisons in dmg tiials ate likely to respond favorably to the investigative dmg 

than a sample of the general population. Fot example, tiials that use placebo 

washouts eliminate short-term placebo responders befoie the study begins. 

Thus, both study gioups will be skewed towaid placebo nonresponders. On the 

face of it, this aibitraiy exclusion makes no sense, given that the puipose ofthe 
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study is to deteimine whethei a dmg is supetioi to placebo. This systematic 

bias favoring the dmg is compounded in studies that exclude those who have 

failed to respond to the investigative dmg (oi one in its class) but allow suc-

cessful responders. 

For example, in Reyes et al.'s (2006) study of long-term Risperdal use in 

children and adolescents, the oiiginal pool of paiticipants contained only those 

deteimined to be positive respondeis. The authois noted this as a potential 

source of selection bias. Exclusionary criteria and placebo washouts, common 

elements of many clinical trials, increase the chances that the medication group 

will significantly differentiate from the control group on cmcial factois bearing 

on outcomes. At the same time, these criteria create an unbridgeable gap 

between research and practice because findings cannot be generalized to the 

real woild of practice. 

Flaw #7: Constructing Evidence 

Literature reviews ate key landscapes foi situating a study within a laiget 

body of piiot woik; earlier research is cited and constmcts a rationale foi the 

cunent investigation. Here, the track record of any given dmg can be clouded 

in a scientific thetotical fog, building an empiiical case fot solid backing ofthe 

dmg even when the data say otheiwise. In Reyes et al.'s (2006) study of 

Risperdal with youth diagnosed with dismptive behavioi disoidets, the litera-

ture review asserted that "Risperidone has consistently demonstrated efficacy 

and safety in both controlled short-teim and open-label long-teim studies" 

(p. 402). Five studies were cited to back this claim: two short teim (Aman, 

De Smedt, Deiivan, Lyons, & Findling, 2002; Snydet et al., 2002) and three 

longer term (Croonenberghs et al., 2005; Findling et al, 2004; Turgay, Binder, 

Snyder, & Fisman, 2002). 

A review of these studies finds a consistent pattern. The two short-term 

tiials both used a 1-week placebo washout, eliminating early placebo respon-

ders. Given that many participants were experienced with antipsychotic med-

ications and theii well-known sedative effects and that placebos were inactive, 

both participants and clinicians could likely distinguish the actual study gioups, 

compromising the blind. Both of these trials showed significant differences 

between the Rispeidal and placebo gioups fot key adveise events: somnolence 

(sedation), elevated semm prolactin (foi boys), and weight increase. Aman 

et al. (2002) did not teport adverse events in tabulated fotmat fof these key 

events, with the exception of prolactin elevation. 

The three longer term studies were open-label extensions of the shortet 

tenn tiials and examined the long-teim efficacy and safety of Rispeidal in chil-

dren ages 5 to 12 with lowet than average IQ scores. In all three ttials, the top 

reported adverse event was somnolence, ranging from 20.6% to 51.9%. Weight 
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gain was anothei frequently reported problem (from 17.3% to 36.4%). Only 

one study analyzed this effect in light of notmative development, detetmining 

that 50% of the increased weight was above notmal growth expectancies fot 

the age group (Ctoonenbeighs et al., 2002). The pattern of increased prolactin 

levels was obsetved across the three tiials, and although EPSs were less com-

mon than othei adverse events, they nonetheless occurred. Five participants in 

Croonenberghs et al.'s (2002) large study required anti-patkinsonan medica-

tions, 6 withdrew because of EPSs, and 2 developed tafdive dyskinesia, whereas 

26% of participants in Turgay et al. (2002) experienced EPSs. Overall, 76 of 

the 77 participants in Tuigay et al. repotted adveise events as did close to 92% 

in Ctoonenbeighs et al. and neaily 91% in Findling et al. (2004). 

Even with minimal safety data reported in these tiials, it is not haid to dis-

cern a pattern of setious adveise effects. Yet, ovei and ovei, the authois of all 

five studies (cited in support ofthe dmg in Reyes et al.'s, 2006, literature review) 

reveled in the dmg's safety; "generally safe" and "well tolerated" are found in 

evety abstract and conclusions section for all the studies. Efficacy findings of 

improved behavioi across studies are virtually unanimous, though the authors 

failed to adequately account fot the inevitable confounding of high rates of 

sedation with improvements on measuies sensitive to this effect. In sum, the 

claim that "risperidone has consistently demonsttated efficacy and safety" 

(Reyes et al., 2006, p. 402), with the five studies reviewed here as evidence is 

at best misleading and at woist a ihetotical constmction revealed only by exam-

ination of the data. 

Janssen (oi Johnson & Johnson, Janssen's patent company), manufactuiei 

ofthe investigative dmg, funded all five ofthe cited Rispeidal studies, and they 

were authored by researchers financially entwined with this phaimaceutical 

company. Disclosures reveal that two lead authors were paid to participate in 

the study (see Tuigay et al., 2002), and two authors were employees of Johnson 

& Johnson (see Croonenberghs et al., 2002). In both short-teim studies, 

authois' financial disclosures were omitted, though each study revealed primary 

funding from Janssen. Disclosures in othei publications authored by these stud-

ies' investigatois, howevei, reveal that Aman and Findling have significant ties 

to this company, and De Smedt is an employee. 

Meanwhile, with a presumed track recotd foi safety and efficacy, 

Rispeidal has become a dmg of choice for children of subaverage IQ with dis-

mptive behaviois and is widely used with young peisons diagnosed with 

autism. Studies have also been conducted foi nonautistic diagnosed youths 

whose IQs fall within noimal tanges, indicating that it is increasingly viewed 

as a ready option fot behaviorally difficult youth in general (Atmetetos, Lewis, 

& Davalos, 2007; Reyes et al., 2006). The problems of sedation, weight gain, 

increased semm prolactin, and movement disoidets have been effectively 

swept under the thetotical rug, preventing a thorough scientific investigation 
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of theit import as well as funding and momentum for other forms of treatment 

that may prove effective and less toxic. Instead, the case foi efficacy and safety, 

ovei time, becomes undisputed fact, its accuracy no longei in question. 

RISK-BENEFIT PROFILE FOR ALL AGE GROUPS 

Psychiatiic dmgs cleatly help some adults. An examination, howevei, of 

clinical tiial research—especially in light of fatally flawed methodologies— 

fails to piovide the definitive proof of efficacy so often cited in professional and 

lay press. On the basis of the FDA's meta-analytic review and without regard 

to methodological ptoblems, the entire scientific case fot antidepressants rests 

on the observation that in 189 clinical tiials with 53,048 adult subjects, "50% 

of subjects who received active dmg and 40% of subjects who received placebo 

were designated as respondeis" (Stone & Jones, 2006, p. 31) 

For those who had hoped to show that persistence (trying more of the 

same ot switching to a new dmg) would overcome SSRI limitations, the 

STAR*D offeis little support. Noi is there evidence foi the widely accepted 

belief that a combination of dmgs and therapy woiks best fot most of those diag-

nosed with depression. Further, although comparable efficacy between dmgs 

and psychotheiapy is the mle in the short mn, antidepressants (Shea et al., 

1992) as well as othet psychotropics fall short of psychotheiapy in the long mn 

(Holon, Stewait, & Stmnk, 2006). Meanwhile, the extensive CATIE study 

reaffirms that antipsychotics present an unacceptable side effect profile with 

minimal efficacy beyond the temporary amelioration of psychotic symptoms. 

Both CATIE and STEP-BD highlight the limited results achieved with anti-

psychotics and the peisistence of problems in social domains left untouched. In 

sum, based on a review of evidence supporting the efficacy and safety of psychi-

atiic dmgs with adults, a risk-benefit analysis suggests that psychotheiapy be 

considered first, within the context of client preferences. 

Pharmacotherapy helps some children and adolescents. Howevei, the 

ptepondeiance of empiiical research indicates that the lisk may not be worth 

it. The APA Woiking Group asked, "How many children should benefit from 

an antidepiessant to justify one extta child hatmed?" (APA Woiking Group, 

2006, p. 114). They further noted that despite evidence for all ADHD treat-

ments, the data indicate that the benefits of medication do not maintain ovei 

time, and the long-teim adveise effects are unstudied and unknown. Given 

this, the group deteimined that "with regaid to use ovei a peiiod of 2 to 3 yeais, 

the risk-benefit analysis of stimulant medication does not appear to be favorable [ital-

ics added] because beneficial effects appear to dissipate while side effects (e.g., 

growth) do not" (p. 52). The APA Woiking Group's report omitted the con-

tioveisy surrounding the risks for adverse cardiovascular events and mania 
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associated with ADHD dmgs (the report was in press befoie the FDA's analy-

sis). Adding this to the equation, confidence in stimulants as best practice foi 

childhood behavioi problems futthet erodes, tilting the risk-benefit analysis 

toward more risk-free behavioral inteiventions. 

Although pharmacotherapy involves considerable tisk foi young people, 

psychosocial inteiventions have a strong track recotd with virtually no adveise 

associated medical events (APA Woiking Group, 2006), which prompted the 

authots to conclude that 

for most of the disorders reviewed herein, there are psychosocial treat-
ments that are solidly grounded in empirical support as stand-alone treat-
ments. Moreover, the preponderance of available evidence indicates that 
psychosocial treatments are safer than psychoactive medications. Thus, it 
is our recommendation that in most cases, psychosocial interventions be consid-

ered first [italics added], (p. 16) 

In sum, the automatic prescription of psychotropic medications foi adults 

and children, in light of the known risks and equivocal efficacy, is unwairanted. 

Where children are concerned, the stakes aie highei. They are essentially man-

dated clients—most do not have a voice to say no to treatments oi devise theii 

own, and they depend on adults to safeguaid theii well-being (Spaiks & 

Duncan, 2008). Clients, catetakeis, and piactitioneis need to discern science 

from spin to anive at an infoimed analysis of the evidence. 

COMMON FACTORS AND PSYCHIATRIC MEDICATIONS 

Similar to psychotherapy, common factois loom large in medication effec-

tiveness. As Greenberg (1999) pointed out, the argument that dmgs work 

because of theii active chemical properties (specific factois) tests on the ability 

to demonstrate the superiority of the dmg ovei placebo in controlled random-

ized trials. Howevei, despite study designs that actively favor the investigative 

dmg, the placebo has shown, time and again, a robust potency. As we have seen, 

the difference in outcome between antidepressants and placebos is small at best, 

and the superiority of dmgs ovei placebo across all classes loses ground undei 

ciitical scmtiny. The case foi medication efficacy due to specific, biochemical 

properties that taiget neural substrates of diagnosed disoidets remains dubious 

(Monctieff & Cohen, 2005). How, then, might the common factois piovide an 

explanatoty framewoik fot the positive effects of psychiatiic medications? 

Wampold's (2001) meta-analysis assigns as much as 87% ofthe vati-

ance of psychotherapy outcome to extratherapeutic factois (including errot 

and unexplained vatiance). These variables are incidental to the treatment 

and idiosyncratic to the specific client—part of the client and his oi het 
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environment that aid in recoveiy tegaidless of paiticipation in theiapy (Asay 

& Lambert, 1999). Extratherapeutic factors can explain the phenomenon 

known as sponmneous remission. Here, diagnosable conditions lemit ovei 

time without tieatment (Postemak & Millei, 2001)—even schizophienia 

(de Giiolamo, 1996; Hanow & Jobe, 2007). Whethei attributed to biology, 

peisonal resources, ot the result of inevitably changing life circumstances, 

clients tend to resolve difficulties that would be diagnosed and medicated in 

standatd practice. Given that client factors comprise the largest portion of 

variance in outcome, it is teasonable to considei how clients use medications 

to theit benefit. What is it about any given client's peisonal, social, and con-

textual lesoutces that ptomote a favorable response to medication? How does 

asking this question shift the conveisation to identify and amplify potent 

client attiibutes in the interest of not only immediate change but change 

over time? Here, the focus is on how clients take the offered inteivention, 

whethei medical oi otheiwise, and fashion unique solutions foi even the 

most daunting dilemmas (Spaiks, Duncan, & Millet, 2008). 

Client factois intimately relate to othet common factois: therapist effects, 

the alliance, and the tieatment delivered (including placebo, expectancy, or 

allegiance effects). Who administers the medication (therapist effects) and the 

relationship he oi she establishes with the client play deteiminant roles in 

whethei the tieatment is effective. The TDCRP revealed large psychiatrist 

effects: 7% to 9% of the variability in outcomes was due to the psychiattist 

(McKay, Imel, & Wampold, 2006), up to triple the variance attributable to 

antidepressant treatment. The McKay et al. (2006) analysis revealed that 

clients ofthe most effective psychiatrists (top one third) who received a placebo 

had better outcomes that those of the least effective psychiatrists (bottom one 

thiid) receiving medication. In addition, the top psychiatrists in the placebo 

condition also had the best outcomes in the dmg condition. Furthei highlight-

ing the power of therapist effects, a study of 6,000 therapists (Wampold & 

Brown, 2005) found that when clients of more effective clinicians were med-

icated, the medication was more successful than for clients of less effective 

theiapists. Medication was not helpful for the clients of the least effective 

psychotheiapists. 

Researchers in dmg trials often view the alliance as a factor related to 

compliance rathet than actual change (Gieenbeig, 1999). The TDCRP, how-

ever, upheld what researchers repeatedly have found: A positive alliance is one 

of the best predictois of outcome. Data from the TDCRP revealed that the 

alliance was predictive of success foi all conditions (Kmpnick et al, 1996), with 

no difference between dmg and nondmg treatments. The alliance accounted 

fot 21% ofthe variance across tieatments. 

The placebo response in psychiatiic dtug tiials, as noted, has long 

been the bane of reseaicheis, exhorting them to take extraotdinaty measuies 
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(laigely unsuccessful) to counteract its effects. Expectancy accounts foi signif-

icant portions of dmg response and often matches the effects ofthe investiga-

tive dmg (Kiisch et al., 2002). Any medication inteivention, therefore, must 

be considered in concert with placebo and expectancy effects (i.e., the treat-

ment delivered). The belief by clients that they ate getting a powerful healing 

agent and the hope foi improvement this engendeis play powerful roles in out-

come. In part, this class of therapeutic factois refers to the portion of improve-

ment deriving from client's knowledge of being tteated and assessment of 

the credibility of the therapy's rationale and related techniques. Outcome is 

enhanced when both client and theiapist believe in the restorative powei of 

the tteatment (Frank & Frank, 1991). 

Fot example, a clinical tiial of antideptessants found that 90% of 

depressed paiticipants who repotted high expectancies fot impiovement 

responded to treatment compared with 33% of those who expected the med-

ications to be "somewhat effective" (Kiell, Leuchtei, Motgan, Cook, & 

Abtams, 2004). TDCRP data also indicated that expectancies significantly 

predicted response across both the psychotheiapy and phatmacotherapy con-

ditions (Sotsky et al., 1991). Moieovei, in the TDCRP, clients' perceptions 

of tieatment fit with theii beliefs about theii depression and what would be 

helpful (psychotherapy or medication) contributed modestly to early engage-

ment, continuation in therapy, and the development of a positive alliance 

(Elkin et al., 1999). Finally, a study of peisons diagnosed with bipolai disoider 

who were treated with medication (Gaudiano & Millei, 2006) found that 

both expectancies and the alliance were predictive of outcome. The authois 

concluded that expectancy and alliance factois ate not just important predic-

tois in psychotheiapy; piescribets should ask clients about expectations and 

attend to the alliance. 

Understanding expectancy further contextualizes positive findings in 

dmgs trials, especially when those treated with dmgs teceive gieatei attention 

and time. In the limitations section of the TADS study compaiing combined 

Prozac and CBT, Prozac alone, CBT alone, and placebo fot the treatment of 

adolescent depression, the authois acknowledged that vatiations in knowl-

edge of treatment teceived as well as inequities in contact time with the cli-

nicians existed across the foui gioups. A pharmacothetapist was assigned to 

each participant in the combined, medication alone, and placebo gioups. 

This peison monitored drug dosage and "offered general encouragement 

about the effectiveness of pharmacotherapy foi MDD" (TADS Team, 2004, 

p. 809). The combined-group adolescents also received contact with a cog-

nitive-behavioral therapist foi 15 sessions. Patents in the combined group 

patticipated in psychoeducation groups about depression along with conjoint 

family sessions. Only the combined group teceived all of these "extra" com-

ponents. The authois admitted that because of the inequality in conditions 
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and lack of blinding, the "active ingredient" (p. 118) of improvement could 

not be deteimined. 

Expectancy factois, including theiapist allegiance, aie fueled by media 

and advertising wooing consumets to view dmgs as virtual guarantees of symp-

tom relief and, even more, "the good life." At the same time, faith in psychi-

atiic medications rests comfortably within a social context in which medical 

explanations and solutions hold great sway. When therapists have allegiance 

to medication, they likely reinforce expectancy for improvement. Similarly, the 

titual of medicine—the diagnostic intetview, the foimal explanation (diagno-

sis), and the ptesciiptive treatment (medication)—holds all the allure of heal-

ing rituals that are part ofthe cultural scripts characteristic of human societies. 

In sum, medical "scripts," both from doctors' pads and the medical narrative, 

have the powet to create potent placebo effects (evidenced by theit prominence 

in the dmg tiial literature) that then can translate into improved outcomes. 

Gieenbeig (1999) summaiized the common elements in psychiatiic 

dmg thetapy: 

Medication response can be readily altered by who delivers the dmg, how 
its properties are described, the degree of familiarity with the setting in 
which it is presented, and the ethnic identity or socioeconomic status of 
the person ingesting it. (p. 301) 

On the basis ofthe evidence, the specific ingredients of medication and theii 

alleged biochemical impact are secondary to common factoi effects in produc-

ing desired outcomes. 

CLINICAL IMPLICATIONS 

He is the best physician that know the worthlessness of the most 
medicines. 

—Benjamin Franklin 

Two conclusions emerge from this chapter: First, when clinical trials are 

critically examined—does the study have a tme double blind, are outcome 

measuies clinician- ot client-rated, how long did the study last, who funded 

the study and what are the authois' affiliations, are the gioups representative of 

the general population and do they offei a fait contest, and does the study pro-

vide thetoiic oi evidence—it is clear that psychiatiic dmg treatments should 

not be ptivileged ovei psychosocial options. And second, when effects to treat-

ment are noted, who provides the tieatment, the quality of the alliance, and 

the clinician and recipient's expectations fot success piovide a better explana-

tion of the results than any presumed specific effects due to the medication. 
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These conclusions, howevet, do not eliminate medication as one choice 

among many, particulaily when clients believe theit problems to be biological 

and that dmgs might be helpful. What is not supported is the automatic trig-

get to recommend medication without considering client preferences and a 

full range of options. The efficacy of psychotherapy has been inefutably sup-

ported across all domains of symptom distress, with few if any instances indi-

cating supetioi outcomes foi medication, especially in the long mn. Knowing 

that there is no inesistible scientific justification to medicate, therapists are 

free to put othet options on the table and draw in the voices of theii clients, 

to engage in an infoimed risk-benefit analysis to help clients choose treat-

ments in concert with their values, preferences, and cultural contexts. Piacti-

tioneis need not feat these convetsations oi feel timid in the face of medical 

opinion. The APA Woiking Group (2006) cleatly defined the clinician's iole: 

"A clinician's role is to provide the family with the most up-to-date evidence, 

as it becomes available, regarding short- and long-term risks and benefits of the 

treatments" (p. 174). 

It is not outside the expertise of practitioneis of all disciplines to critically 

examine and be infoimed about the evidence. Similaily, it is well within the 

scope of practice of mental health professionals to provide this infoimation to 

clients in formats consistent with theii language and preferred modes of learn-

ing and to make available unbiased sources where additional infoimation can 

be obtained. Furthei, it is within clinicians' professional bounds to speak clearly 

about the pervasive conflicts of interest in many media outlets and press 

materials—not to take the medication option off the table but, as an ethical 

imperative, not to withhold any infoimation that can help clients make the 

most infoimed decision possible. Such risk-benefit conversations seem sup-

ported by the APA Presidential Task Force on Evidence-Based Practice (2006) 

definition of evidence-based practice: "the integration of the best available 

research with clinical expertise in the context of patient charactetistics, cul-

ture, and preferences" (p. 273). Risk-benefit discussions address the best avail-

able research and lean toward client preferences. 

In the interest of empoweiing clients to make informed decisions about 

medications, we offei the following guidelines that honor client preferences as 

well as theii central and heroic roles in the change endeavot, incoiporate the 

evidence fot dmg efficacy and safety, and respect the tight of all peisons to be 

fully infoimed in ctitical treatment decisions: 

1. Conduct a thorough and systematic assessment of the problem 

situation, combining infoimation from all significantly involved 

peisons and netwoiks. 

2. Develop a collaborative framewoik fot undeistanding the 

pioblem with the client and significant others that includes 
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developmental, environmental, interactional, and sociocultural 

understandings. 

3. Develop a plan that follows the assessment and framework of 

understanding and that is responsive to clients' view ofthe prob-

lem, strengths, cultural context, and preferences. 

4. If medication is part ofthe plan, make sure all involved are aware 

of potential risks, known adverse events and withdrawal reac-

tions; the meaning of off-label prescription; and the lack of 

studies supporting combining psychotropic medications. Suggest 

independent resources fot obtaining additional infoimation 

about tisks and benefits, including physicians and unbiased 

sources. 

5. Wotk collaboratively with clients and significant otheis to 

implement the plan, modifying as needed on the basis of system-

atic client feedback on progress. If medication is part ofthe plan, 

assist the client in viewing positive change as resulting from his 

oi hei efforts, and significant otheis as relevant in overcoming 

the problem, and include discussion of a time frame fot discon-

tinuation of medication. 

The belief in the powei of chemistty over social and psychological 

process—fueled by unprecedented promotion from the dmg industry that tat-

gets all playets in health care—fotms the basis of phaimacology's growing 

centrality in psychothetapy research, tiaining, and practice. Although some 

clients may be helped some of the time with this focus, it misditects the field 

away from an empirically based undeistanding of what is responsible fot 

change. Additionally, it piomotes prescriptive tieatments of questionable 

sustainability, fraught with potentially dangerous effects. We advocate that 

psychotheiapists adopt a ctitical peispective of psychophatmacology, exam-

ine its impact on clients and the field, and realign themselves with known 

processes of change common acioss psychological and medical models. 

QUESTIONS FROM THE EDITORS 

1. You present a view of drug efficacy and safety that is not often, if ever, 
reported in the media. Why? 

It is haid not to sound like a conspiiacy theotist when answeiing this 

question. Simply put, there is no mainstream media source that is not under 

the sway of phaimaceuticals. To appreciate this unnerving fact, one need only 

to examine piimaiy souices—the actual clinical tiial research—and compare 

it with desctiptions in the populai press and Web sites providing "infoimation" 
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to the public. A good example is the STAR*D study. The phatmaceutical 

industty tegulatly releases wtite-ups announcing dmg news (often reprinted 

without ciitique), and the STAR*D really hit the big time. The Los Angeles 

Times tmmpeted "A Varied Assault on Depression Yields Gains" (Maugh, 

2006) and described mythical results cleatly at odds with STAR*D's findings. 

Moieovei, the NIMH—a source most would assume to be beyond the teach 

of spin—misrepresented STAR*D findings even mote grievously. The NIMH 

Web page omits the significant numbei of STAR*D dropouts and claims that 

roughly 50% achieved remission by taking two steps, eithei a single agent oi 

an augment-switch choice. This figure could only be derived by cumulatively 

adding percentage lates across levels, a piactice statistically meaningless and 

certainly misleading. Because the rates of effectiveness ate calculated from the 

numbets of paiticipants in each level, average, not cumulative, percentages 

cotiectly reflect overall impiovement. Foi example, in the fitst two levels, out 

of a total of 4,168 participants, 1,114 achieved remission, a 27%, not 50%, 

rate. The STAR*D is but one example that demonstrates that piimaiy souices 

must be consulted to distinguish science from science fiction. 

2. This is a thorny question, but what about prescriptive authority for 

psychologists? 

Consideiing APA's definition of evidence-based piactice and the evi-

dence presented in this chaptei, what is ironic about psychology's push foi pte-

sciiptive authoiity is the lack of empirical support for dmg efficacy, surely not 

the "integration of the best available research" (APA Presidential Task Force 

on Evidence-Based Practice, p. 273). Furthermore, although some clients pre-

fer using medications to address emotional problems, most do not, as demon-

strated by the APA survey (Penn, Schoen, & Berland Associates, 2004) 

discussed in chapter 1 of this volume. Of potential consumers, 91% preferred a 

helper who would emphasize talk theiapy, not dmgs, as a fiist course of action. 

The longing fot prescriptive authoiity, therefore, seems not to be "in the con-

text of patient.. . preferences" (APA Presidential Task Force on Evidence-

Based Practice, p. 273). 

An oft-mentioned tagline by prescription proponents—the ability to 

prescribe carries with it the ability not to prescribe—seems satirical. Psychia-

tiists, at one time, were trained as psychotherapists. Despite the underwhelm-

ing data suppotting dmg efficacy, and undei the intoxicating influence of 

massive maiketing and increased peisonal income, psychiatrists have become 

the dmg-focused piactitioneis they are today. Is psychology different? Considei 

a special feature on psychophatmacology in the Febmary 2008 issue of the 

Monitor on Psychology that reported the following: 

Thinking about how being able to prescribe has improved patient care, 
he mentions a patient, a man in his 50s diagnosed with bipolar dis-
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order.. . . [The psychologist] put him on a combination of medications 

no one had tried with him before. The medication brought relief from his 

manic symptoms for the first time "He tells me every time, he pats 

me on the shoulder and says, 'You saved me.' " (Munsey, 2008, p. 57). 

Such multiple medication concoctions, the seeming standatd of modem 

psychiatry, are not empirically supported and not FDA approved. The reported 

success of this one client (setting aside the savioi aspects and the unfortunate 

assignment of credit for the relief to the psychologist instead ofthe client) will 

likely lead this psychologist to continue unsupported and unapproved 

polyphatmaceutical solutions just like psychiatiists. The cunent fervoi foi pte-

sciiptive authority combined with a distuibing lack of awareness of the data 

does not inspire confidence in psychologist's abilities to swim upstream against 

the strong tapids of coipoiate influence and peisonal financial success.7 The 

call foi ptesciiptive authoiity seems more about self-interest than science and 

is fat removed from the consumer base. Consequently, we believe the push for 

the ptesciiption pad should be abandoned. 

3. Given your risk-bene/it analyses, what are the implications for training 

programs? 

It is now standard practice that students not only know the Diagnostic and 

Statistical Manual of Mental Disorders (DSM) but also the latest compendium 

of psychotropics—and, like the DSM, without accompanying ciitique. When 

theie is even the hint of depression, psychosis, ot mood swings, trainees are 

taught to tefei to physicians but fotbidden to discuss tisks and benefits. But the 

recommendations of the APA Woiking Group (2006) ushet in a new day. 

Theiapists can engage in ciitical analysis of the dmg tiial literature and the 

role it plays in professional guidelines, training mandates, and media. Such an 

analysis reveals the blemished undeibelly of even the most sophisticated ttials 

and effectively casts doubt on medication superiority and safety. On the basis 

of the evidence, a different tiaining mandate emerges: 

1. Teach students a ciitical peispective through an examination of 

piimaiy research. A seven-flaws analysis as outlined in this chap-

tei is a teachable tool to evaluate the science supporting medica-

tion ptesctiption and privilege. Teach students that medication 

is an option not a mandate. 

2. Piovide students with opportunities to practice medication dis-

cussions with clients. Student facility with a range of options, as 

7A recent exchange on an online psychology discussion forum with psychologists who had completed 
the coursework for prescriptive authority revealed little awareness of the major drug clinical trials as well 
as little appreciation of methodological problems or conflicts of interest. Rebuttal from these specially 
ttained psychologists relied solely on information unctitically gleaned from secondary sources. 
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well as sources of unbiased infoimation, increases the chances of 

more measured conversations and nonmedical alternatives. 

3. Bolstet student confidence in taking a view likely to be unpopu-

lat oi discredited. Model respectful professional conveisation 

while instilling a faith in the empiiical evidence that justifies a 

fai more conservative approach than cunently practiced. 

4. Teach students about the common factois—the known conttib-

utois to change—thereby increasing theit reliance on clients, the 

therapy relationship, hope and expectancy, and their own abili-

ties to resolve even the more severe life situations and problems. 

5. Train students in outcome management. The proof of the pud-

ding is in the taste. Teaching students to collaborate with 

clients to monitor the benefit of any inteivention necessaiily 

opens the door for frank conversations about what is working 

and what is not. 
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