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Objective: In October 2003, the U.S .
Food and Drug Administration (FDA) is-
sued a public health advisory about the
risk of suicidality in pediatric patients tak-
ing selective serotonin reuptake inhibitors
(SSRIs) for depression. This study used
data from a large national pediatric co-
hort to examine patterns of diagnosis of
depression, prescription of antidepres-
sants, prescription of pharmacological al-
ternatives to antidepressants, and use of
psychosocial care before and after the
FDA advisory was issued.

Method: A large pediatric cohort with
newly diagnosed episodes of depression
was created from a national integrated
claims database of managed care plans
from October 1998 to September 2005
(N=65,349). Time-series models were
used to compare diagnosing and prescrib-
ing trends during the 2 years after the
FDA advisory and the expected trends

based on data from the 5-year period pre-
ceding the advisory.

Results: From 1999 to 2004, pediatric di-
agnoses of depression increased from 3 to
5 per 1,000. After the FDA advisory was is-
sued, the national rate decreased to 1999
levels, a significant deviation from the his-
torical trend. Pediatricians and nonpedia-
trician primary care physicians accounted
for the largest reductions in new diag-
noses. Among patients with depression,
the proportion receiving no antidepres-
sant increased to three times the rate pre-
dicted by the preadvisory trend, and SSRI
prescription fills were 58% lower than pre-
dicted by the trend. There was no evi-
dence of a significant increase in use of
treatment alternatives (psychotherapy,
atypical antipsychotics, and anxiolytics).

Conclusions: The FDA advisory was asso-
ciated with significant reductions in ag-
gregate rates of diagnosis and treatment
of pediatric depression.

(Am J Psychiatry 2007; 164:884–891)

Depression is one of the most burdensome diseases
worldwide (1). For youths, it endangers health, develop-
ment, and economic attainment across the lifespan (2–5).
Practice guidelines for pediatric patients recommend se-
lective serotonin reuptake inhibitor (SSRI) antidepres-
sants as first-line treatment in the acute stage of depres-
sion (6). Fluoxetine is the only drug in this class approved
by the U.S. Food and Drug Administration (FDA) specifi-
cally for pediatric use (7). However, the FDA changed reg-
ulatory policy for all antidepressants, culminating in 2005
in a black box warning about suicidality risk for pediatric
patients with depression being treated with SSRIs.

The FDA’s risk communication began in October 2003
with a public health advisory calling health care profes-
sionals’ attention to the possibility of an increased risk of
suicidality in pediatric patients with depression who were
being treated with antidepressant medications. This pol-
icy action created a natural experiment because it height-
ened concern among the public and clinicians about the
potential risks of using antidepressants. APA and the
American Academy of Child and Adolescent Psychiatry
urged the FDA to track prescribing patterns of antidepres-

sants in the pediatric population (8), and experts have ex-
pressed concern for the unknown effects on community
treatment given the immense public health burden of pe-
diatric depression (9–11). However, the effect of this policy
change on treatment of pediatric depression in the com-
munity has not been studied.

The FDA’s antidepressant policy action followed recent
developments. FDA announcements regarding unpub-
lished efficacy studies suggested that negative results had
not been made public, and SSRIs for pediatric treatment
came under increased scrutiny (12). In June 2003, the FDA
issued an alert citing uncontrolled studies showing a link
between paroxetine treatment and suicide attempts
among pediatric patients with depression. The FDA’s Brit-
ish counterpart, the Committee on Safety of Medicines,
banned the use of paroxetine with this population for the
same reasons (13). As noted, the first FDA public health
advisory was announced in October 2003. In March 2004,
the FDA issued a strong warning calling on manufacturers
of 10 specific antidepressants, mostly the newer agents, to
add to their labeling a warning that all patients (adult and
pediatric) being treated with these drugs should be moni-
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tored for suicidality. In September 2004, the FDA held a
publicized advisory committee meeting that culminated
in a second public health advisory in October 2004 requir-
ing the black box warning for all antidepressants regarding
the risk of suicidality in pediatric patients. In February
2005, the FDA provided specific language for the warning
and required a patient medication guide.

By September 2004, media sources were reporting re-
duced SSRI prescriptions; one study showed that all SSRI
prescriptions for one pharmacy benefit manager declined
by 20% in the 3 months following the March 2004 warning
(8, 14, 15). The decline in pediatric SSRI prescriptions
could be interpreted as positive (e.g., SSRIs were overmar-
keted and overused, and the decline was a correction),
negative (e.g., it was a halt to decades of progress toward
cost-effective treatment of depression in primary care), or
both. Although research continues on the link between
depression and suicidality (10, 16–21), no studies have yet
illuminated the implications of the FDA’s action for clini-
cal practice.

The purpose of this study was to evaluate the impact of
the FDA warnings on market-level patterns of care, using a
large national community-based pediatric cohort of pa-
tients with new episodes of depression. This study draws
on data with unique strengths: 1) an integrated file with
comprehensive accounting for health care visits and pre-
scriptions; 2) large samples of pediatric patients that per-
mit the creation of an analytic cohort of significant size;
and 3) a time span covering 5 years before and 2 years after
the FDA policy action (the 2003 advisory), allowing robust
estimates of preadvisory and postadvisory trends in pat-
terns of care. The results of this study illustrate aggregate
effects on community medical practice for depression
among U.S. pediatric managed care enrollees.

Method

Data

The data for this study, from the PharMetrics Patient-Centric
Database, span the period of January 1997 to December 2005. The
data universe includes medical, specialty, facility, and pharmacy
paid claims from more than 85 managed care plans nationally,
representing more than 47 million covered lives. The distribu-
tions of age, gender, and region in these national data are not sta-
tistically different from those in the 2000 U.S. Census data.

Enrollment and claims data were extracted from the database
for enrollees of all ages who met either of two criteria: they had a
diagnosis of major depressive disorder or a related psychiatric
disorder (ICD-9-CM codes 296.xx–300.xx or 311.xx) on a medical
claim assigned by a clinician, or they had a paid claim for a filled
prescription of any antidepressant drug (generic product identi-
fier [GPI] code 58.xx). This process resulted in a base population
of some 4.1 million patients. Because the data were unidentified
and anonymous, an expedited review was obtained, and the
study was approved by the Colorado Multiple Institutional Re-
view Board.

The analytical file was built by creating a cohort of new cases of
pediatric depression and then aggregating the data for time-series
regressions. First, claims data were used to create a cohort of new

episodes of depression. A new episode was defined using the fol-
lowing specifications of the National Committee for Quality Assur-
ance’s Healthplan and Employer Data and Information Set (HE-
DIS): an ICD-9 code of 296.2, 296.3, 300.4, or 311 (i.e., major
depressive disorder, single episode; major depressive disorder, re-
current episode; neurotic depression; and depression not other-
wise specified, respectively); a period of 120 days before diagnosis
during which no other depression-related diagnoses appeared in
the claims history, and a period of 90 days before diagnosis during
which no other antidepressant medication claims appeared in the
history (22, 23). Continuous enrollment for 120 days before and af-
ter diagnosis was required. The HEDIS outpatient depression indi-
cators were derived from expert consensus on treatment research
and clinical care and have been used in published depression
treatment and outcomes research (22–25).

The time horizon for the study was anchored by the first clini-
cal trial of the safety and efficacy of an SSRI for youths (26). To ac-
count for seasonal trends, annual data were anchored on the
same month. The resulting time horizon, which accounted for
episode creation, follow-up, and seasonality, spanned October
1998 to September 2005. From the total cohort of 541,187 unique
new episodes of depression, cases of patients 5 to 18 years of age
at diagnosis were selected, yielding a pediatric cohort of 65,349
unique patients with a diagnosis of depression.

The second step for the analytic file was to create time series
based on aggregated measures of the cohort. As new episodes of
depression accrued within the cohort over time, relevant mea-
sures were aggregated into successive monthly values. Thus, each
observation is an aggregate measure of the new episodes of de-
pression that were diagnosed nationally in that month. These
data constituted the analytic file for time series of variables with
aggregated national values spanning 60 months before and 24
months after the 2003 FDA advisory was issued.

Measures

FDA Advisory. As noted, the October 2003 FDA advisory was se-
lected as the policy action of interest in our analysis. This choice
was determined empirically by when the FDA action was re-
flected in aggregated series, and it is consistent with other reports
of market-level changes (14). Sensitivity analyses were conducted
on the timing of the differential impact of a series of FDA warn-
ings (e.g., examining the second FDA advisory in October 2004),
and the results supported the choice of the first FDA advisory as
the point of interest.

For each month in the 7-year period, process-of-care measures
were calculated based on the pediatric cohort. National aggregate
measures were calculated for each month for the five measures
described below. The measures that were specified as requiring
longer follow-up periods (180 days, or 6 months) were excluded
from the monthly cohorts for the last 5 months of 2005.

Provider Types Who Diagnosed Pediatric Depression. We
computed the percentage of cases of depression that were diag-
nosed by each of the following types of providers: pediatrician,
nonpediatrician primary care physician (primary care, internal
medicine, or obstetrics-gynecology), psychiatrist, other mental
health provider (psychologist, social worker, or therapist), other
specialty (not already listed), or unknown specialty.

Antidepressant Drug Prescribing for Pediatric Depression.

We computed the percentage of episodes of depression for which
the following types of prescriptions were filled within 30 days of
the diagnosis date: SSRI, tricyclic antidepressant, other antide-
pressant, multiple antidepressants (of any class, concurrently or
consecutively); we also included the category “no antidepres-
sants prescribed.” This measure required that cohorts have at
least 30 days of follow-up.
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Types of Providers Prescribing Antidepressants for Pediat-
ric Depression. We computed the percentage of antidepressant
prescriptions filled within 30 days of the diagnosis date that were
written by the following types of provider: pediatrician, nonpedi-
atrician primary care physician, psychiatrist, other mental health
provider, other specialty (non-mental health), or unknown spe-
cialty. This measure required that cohorts have at least 30 days of
follow-up.

Use of Psychotherapy After Pediatric Diagnosis of Depres-
sion. We computed the percentage of episodes of depression for
which any patient visit was coded as psychotherapy within 180
days of the diagnosis date. This measure required a cohort with at
least 180 days of follow-up.

Use of Alternatives to Antidepressants After Diagnosis of
Depression. We computed the percentage of episodes of de-
pression for which a prescription for an atypical antipsychotic
drug (GPI 590700, 591520, 591530, 591540, 591570, 592500, or
594000) or an anxiolytic drug (GPI 601000–609980) was filled
within 30 days of diagnosis. This measure required that cohorts
have at least 30 days of follow-up.

Statistical Analysis

The first analysis was conducted to examine rates of diagnosis
of depression in the general managed care population. Total
numbers of unique diagnoses of depression were determined
from the physician visit file. Population sizes were provided by
PharMetrics as single annual counts by age and gender bands for
7 calendar years (1999–2005). Because of the small number of
data time points and the binomial distribution of the numerator
and denominator data, a linear regression line was fit on a logit
scale. The regression line was fit to years 1999–2004 and was used
to estimate a predicted diagnosis rate for 2005. This predicted rate
was then compared with the observed rate for 2005 using a t test.

The second set of analyses focused on the process-of-care
measures among monthly cohorts of subjects diagnosed with de-
pression. Segmented time-series regression analysis was used.
This method is the most common for evaluating effects of an “in-

terruption” that occurs at a specific point in a time series (27–
29)—in this case, the October 2003 FDA advisory. The time series
spanned 79–84 months, depending on follow-up restrictions,
with 60 months before and up to 24 months after the advisory was
issued, which is well above the rule-of-thumb recommendations
of 12 observations each before and after the interruption (28).

Monthly measures were first plotted in order to examine pat-
terns over the 7-year period. The timing of the interruption was
selected by inspection of these plots and was varied to establish
robust findings. Segmented time-series regression models were
used to measure the effect of the October 2003 FDA advisory on
each process-of-care measure; the linear regression models in-
cluded variables to test for a change in level and rate (slope) after
the FDA advisory compared with preadvisory estimations. Given
the large sample sizes, normality was assumed and linear regres-
sion was deemed appropriate. The following model was fit for
each measure (yt):

yt = β0 + β1(time)t + β2(interruption)t + β3(time after interrup-
tion)t + et

where time is a continuous variable indicating the number of
months between October 1998 and month t; interruption is an in-
dicator variable equal to 0 for months up to the interruption
month (October 2003) and equal to 1 for the interruption month
and subsequent months; time after interruption is a variable
equal to 0 for months up to the interruption month, and counts
from 1 to 24 starting with the FDA advisory month through all
subsequent months; β0 is the mean baseline estimate of the out-
come variable; β1 is the estimate of the preinterruption slope; β2 is
the estimate of the level change immediately after the interrup-
tion; and β3 is the estimate of the change in the slope after the in-
terruption, compared to the preinterruption slope. β1 and β3 were
summed to produce an estimate of the postinterruption slope.
The error term et consists of a normally distributed random error
at month t; time-dependent data are often correlated, and thus
the error terms may not be independent (28). Autocorrelation was
investigated using correlograms (residuals versus time) and the
Durbin-Watson test statistic produced by Stata (30). First-order
autocorrelation was detected for each process-of-care measure
and was adjusted for by estimating the autocorrelation parameter
and including it in each regression model (31, 32). Models were
implemented using autoregressive-moving average (ARMA) in-
terrupted time series in Stata (30).

Results

Figure 1 presents the annual rates of depression in the
pediatric general medical and specialty managed care en-
rollee population by gender from 1999 to 2005. From 1999
to 2004, the rate of diagnosed new episodes of pediatric
depression increased steadily, and in 2005 the rate de-
creased sharply. For both male and female patients, the
observed 2005 rate was significantly lower than the rate
predicted from the regression line (p<0.0001), indicating
that the observed rate in 2005 was significantly lower than
would have been expected on the basis of the historical
trend. For male pediatric patients, the observed rate of
diagnosed new episodes in 2005 was 2.3 per 1,000 enroll-
ees, while the trend predicted a rate of 3.8 (65% higher
than observed). For females, the observed rate in 2005 was
3.5 per 1,000 enrollees, whereas the trend predicted a rate
of 6.0 (71% higher than observed). This finding also indi-
cated that diagnosis rates among enrollees were not ex-
plained by changes in the base population.

FIGURE 1. Annual Rates of Depression in the Pediatric Gen-
eral Medical and Specialty Managed Care Enrollee Popula-
tion, 1999–2005, by Gender (N=65,349)a

a For boys, the observed rate for 2005 (2.3 per 1,000) was signifi-
cantly lower than the rate predicted by the 1999–2004 trend (3.8
per 1,000) (p<0.0001). For girls, the observed rate for 2005 (3.5 per
1,000) was significantly lower than the rate predicted by the 1999–
2004 trend (6.0 per 1,000) (p<0.0001).
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In time-series regressions, measures were monthly ag-
gregates of new episodes of pediatric depression com-
prising the cohort that accrued in each month, so each
monthly observation is a national measure characterized
by new cases of depression in that period (Table 1). Al-
though statistical models were estimated using monthly
aggregates, annualized results are reported here for ease
of interpretation. The first two columns report the pread-
visory mean level and trend (slope), followed by the post-
advisory mean level and slope. The slope change from
pre- to postadvisory indicates the policy change. There
were no statistically and clinically significant changes in

mean levels, as is evident in the graphical representations
of selected series. The baseline preadvisory linear trend
was used to forecast to September 2005, and a t test was
used to compare the observed rate for September 2005
with this forecast estimate. The last column presents the
percentage of the projected value accounted for by the
observed value.

Diagnosing patterns were measured by the percentage
of new episodes of depression diagnosed by each provider
type during the month. These were mutually exclusive cat-
egories that summed to 100%, and they were measured for
each monthly national cohort that was new in a given

TABLE 1. Annualized Results of Interrupted Time-Series Models for October 1998 to September 2005 for a Large National
Cohort of Pediatric Patients With Depression (N=65,349)a

Treatment Characteristics

Preadvisory Period Postadvisory Period

Slope 
Change

Forecast Mean for 
September 2005 

Based on 
Preadvisory Series

Observed Mean 
for September 

2005
Difference 

(%)
Mean 

(%) Slope
Mean 

(%) Slope
Diagnosing patterns

Type of provider diagnos-
ing depression
Pediatrician 8.12 0.77* 9.53 –0.98 –1.75 11.65 7.93 –31.95*
Nonpediatrician primary 

care physician 24.08 3.54* 27.45 –3.14 –6.68* 39.82 26.98 –32.24*
Psychiatrist 22.32 –0.44* 24.37 3.39 3.83* 20.35 24.20 18.92
Other mental health 

provider 19.24 –1.71* 14.57 –1.11 0.60 11.48 12.93 12.67
Other 17.09 –0.11 17.16 0.60 0.71 16.56 19.33 16.74
Not available 9.15 –2.02* 6.92 1.33 3.35 0.14 8.62 6,059.35*

Prescribing patterns
Prescriptions filled within 

30 days of diagnosis
Selective serotonin 

reuptake inhibitor 59.16 1.94* 54.98 0.42 –1.52* 67.40 28.23 –58.11*
Tricyclic antidepressant 2.39 –0.42* 1.33 –0.44 –0.02 0.53 0.70 31.21
Other 15.68 –1.31* 12.38 –2.33 –1.02 9.79 5.98 –38.91*
Multiple antidepressants 3.15 –0.05 2.46 –0.78 –0.73 2.92 1.11 –61.90
No antidepressant 19.61 –0.68 28.44 18.47 19.15* 19.36 63.70 229.03*

Type of provider writing an-
tidepressant prescriptionb

Pediatrician 8.92 0.86* 10.34 –0.63 –1.48 13.02 11.49 –11.72
Nonpediatrician primary 

care physician 26.99 3.20* 28.99 –2.84 –6.05* 41.34 32.18 –22.15*
Psychiatrist 29.47 –1.29* 29.81 2.21 3.50* 23.70 24.52 3.46
Other mental health 

provider 12.16 –1.13* 9.66 –2.15 –1.02 7.32 5.75 –21.49
Other 14.94 0.71 13.07 –1.76 –2.47 16.03 11.49 –28.30
Not available 7.53 –2.02* 8.13 5.17 7.19* –1.40 14.56 –1,139.96*

Substitution patterns
Depressive episodes after 

which psychotherapy was 
or was not received within 
180 days of diagnosisc

Received psychotherapy 47.05 –4.19* 39.63 –0.73 3.46 30.68 40.30 31.36*
Did not receive 

psychotherapy 52.95 4.19* 60.37 0.73 –3.46 69.32 59.70 –13.88*
Prescriptions for 

antidepressant 
alternatives filled within 
30 days of diagnosis
Atypical antipsychotic 0.75 0.24* 1.51 0.43 0.19 1.79 1.39 –22.30
Anxiolytic 0.11 0.03 0.16 –0.05 –0.08 0.23 0.00 –100.00

a The interruption in this model is the FDA public health advisory, which was issued in October 2003. All models were adjusted for first-order
autocorrelation and included three variables: preadvisory slope, percentage change, and slope change.

b The cohort for this measure was pediatric patients with a new episode of depression who received an antidepressant prescription.
c The time period for this measure was October 1998 to March 2005 to allow for 180 days of follow-up, and the observed and predicted values

are for March 2005 rather than September 2005.
*p<0.05.
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month. Before the 2003 FDA advisory was issued, the per-

centage of episodes of depression diagnosed by pediatri-

cians and nonpediatrician primary care physicians in-

creased steadily and together accounted for the majority

of diagnoses. After the advisory was issued, there was no

abrupt level shift, but the rate of diagnosing new episodes

of depression by nonpediatrician primary care physicians

significantly decreased; the rate did not significantly

change for pediatricians. By September 2005, the shares of

diagnoses of depression for nonpediatrician primary care

physicians and pediatricians were each 32% lower than

would have been predicted on the basis of the history from
1999. The percentage of episodes diagnosed by a psychia-

trist significantly increased to an annual rate of 3.39%, in-
dicating some shifting of diagnosis patterns away from

primary care to psychiatry; psychiatrists accounted for
about one-fourth of diagnoses of depression in each pe-
riod, and in September 2005, the psychiatrists’ share of di-

agnoses was 19% higher than would have been predicted
by history. Figure 2 displays these time series.

The second part of Table 1 summarizes antidepressant

prescription fills within 30 days after the initial diagnosis

FIGURE 2. Percentage of New Episodes Diagnosed by Each Provider Type, in Monthly Pediatric Cohorts With Depression,
Before and After the FDA’s 2003 Public Health Advisory on Pediatric Use of Antidepressants

FIGURE 3. Percentage of Cases With Prescription Fills of SSRIs and Cases With No Antidepressant Prescription Fill, Within 30
Days After Diagnosis, in Monthly Pediatric Cohorts With Depression, Before and After the FDA’s 2003 Public Health Advi-
sory on Pediatric Use of Antidepressants
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of depression, and Figure 3 shows the trends for SSRIs and
no antidepressant graphically. Before the advisory, the
percentage of episodes of depression in which the patient
received a prescription of an SSRI averaged 59% and in-
creased significantly over time, averaging an annual rate
of 1.94%, and after the advisory, the percentage of SSRI
prescriptions decreased significantly to an annual rate of
0.42%. The historical trend predicted that in 67% of epi-
sodes of depression the patient would receive an SSRI in
September 2005, whereas actual SSRI fills averaged 28%
(58% less than history predicted). Before the advisory,
there was no significant trend in the percentage of depres-
sive episodes in which the patient received no antidepres-
sant prescription; after the advisory, however, the trend
significantly changed, with the percentage increasing
sharply to an annual rate of 18.47%. The predicted level for
“no antidepressant” was 19%, whereas the observed level
was 64% in September 2005.

Nonpediatrician primary care physicians wrote more
than one-quarter of filled antidepressant prescriptions
and wrote them at an increasing rate (3.20%) before the
advisory was issued; after the advisory, the trend reversed
significantly (–2.84%). Before the advisory, there was a
small but significant downward trend (–1.29%) in the per-
centage of episodes in which an antidepressant was pre-
scribed by a psychiatrist, and this trend reversed after the
advisory, to an annual rate of 3.50%. Among these major
prescriber types, only nonpediatrician primary care phy-
sicians filled prescriptions significantly less (–22%) than
would have been expected on the basis of the historical
trend (p<0.05). Time series are shown in Figure 4.

Lastly, Table 1 presents models of possible antidepres-
sant substitutes. Before the advisory was issued, the trend
of patients having at least one visit for psychotherapy
within 180 days of diagnosis of depression was signifi-

cantly decreasing (–4.19% annual rate); after the advisory,
this trend did not significantly change. The observed rate
of psychotherapy received (40%), however, was signifi-
cantly higher than history would have predicted in Sep-
tember 2005, reflecting a flattening of the negative slope.
Before the advisory, the percentage of episodes of depres-
sion for which the patient filled a prescription for an atyp-
ical antipsychotic or an anxiolytic within 30 days of diag-
nosis was low. Although the trends did not statistically
change, the observed September 2005 levels were lower
than predicted (remaining less than 2% for atypical anti-
psychotics and less than 1% for anxiolytics).

Discussion

Time-series analyses of treatment for pediatric depression
in the community showed statistically and clinically signifi-
cant effects associated with the 2003 FDA public health advi-
sory relative to previous trends. Before the FDA advisory was
issued, the diagnosis rate of pediatric depression was in-
creasing, as was the rate of SSRI prescriptions for depression.
After the FDA advisory, declines in treatment indicated a re-
versal of the previous trend: the overall rate of diagnosis de-
clined, and among patients diagnosed, the proportion
treated with antidepressants declined. Whereas there was
substantial growth in diagnosis and antidepressant treat-
ment of pediatric depression in primary care settings before
the FDA advisory, there were substantial reversals afterward
for both pediatricians and nonpediatrician primary care
physicians. Treatment by psychiatrists increased after the
FDA advisory, but not enough to compensate for the decline
observed among primary care physicians.

These changes may be driven by both providers and
consumers. While providers are diagnosing depression
less frequently, antidepressant prescriptions are also be-

FIGURE 4. Percentage of Filled Prescriptions, Within 30 Days of Diagnosis, in Monthly Pediatric Cohorts With Depression,
Written by Each Provider Type, Before and After the FDA’s 2003 Public Health Advisory on Pediatric Use of Antidepressants
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ing filled less frequently. It is possible that part of the re-
duced rate of diagnosis of depression stems from a new
reluctance on the part of families, in the wake of the advi-
sory, to seek treatment or to disclose depressive symp-
toms. Similarly, providers may be writing prescriptions for
antidepressants that families do not fill.

Those who think America’s youth overdiagnosed and
overmedicated might find these results to be good news.
However, the observed rates of diagnoses of depression, 3–
5 per 1,000 (that is, 0.3%–0.5%), were lower than the pub-
lished incidences of child (0.4%–2.5%) and adolescent
(0.4%–8.3%) depression (33–35). It may be that the previ-
ous upward trend reflected improved recognition of de-
pression by the public and practitioners.

A more sobering perspective on these data gives cause
for concern. Pharmacoepidemiological studies examining
the relationship between trends in sales or prescription
fills of SSRIs have consistently shown a relationship be-
tween increases in SSRI prescription rates and declines in
adolescent suicide rates (9, 35–37). On the basis of those
studies, one might expect that the adolescent suicide rate
would begin increasing in the wake of the FDA advisory af-
ter a decade of steady decline.

Some of this study’s limitations are related to the nature
of claims records, including incorrect reporting or under-
reporting (e.g., undercounting of free medication sam-
ples), limited clinical detail in the ICD-9 system, and in-
correct demographic information (38). Physicians and
patients may underreport depression because of the
stigma associated with mental disorders (39, 40), and
there may be variability in physicians’ ability to diagnose
depression (41). Stigma and other factors may motivate
families to seek treatment outside their insurance plan,
and this care would not be reflected in the claims data we
used. In addition, the FDA took a series of actions over
time, so the postinterruption period measures may be
transitional; data over a longer period are needed to detect
the durability of observed trends.

Strengths of this study include the patterns of commu-
nity care observed in the data, as well as implications for
future policies on drug risks. The FDA’s drug safety policy
has moved toward broader and more proactive communi-
cation of new safety warnings for marketed drugs (42). The
FDA has emphasized its “aggressive development of elec-
tronic health information” to directly alert patients and
providers about the risks of prescription medications. The
agency has issued draft recommendations for a “Drug
Watch” system to disseminate emerging drug safety infor-
mation as safety signals emerge and before causality is de-
termined (43). The results of our study suggest a need for
public health interventions to ease unintended but pre-
dictable changes in treatment patterns that may increase
“the risk of doing nothing” (10).
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