AN OVERVIEW OF ANTIDEPRESSANT USE IN CHILDREN AND ADOLESCENTS
WITH A FOCUS ON TRICYCLIC ANTIDEPRESSANTS
BACKGROUND
Antidepressant use in children and adolescents are a safety concern. Antidepressant agents have
a FDA boxed warning for increased risk of suicidal thoughts and behaviors in pediatric and young
adult patients1 with many not approved for use in children. Albeit seemingly low, there is a risk of
suicidality when initiating antidepressants; there is also risk in not treating depressed patients
with antidepressants in whom they are indicated. Clinicians must be cognizant of this risk and
monitor high-risk patients per the Food and Drug Administration (FDA) recommended guidelines. 2
Below is the updated FDA Boxed Warning language for antidepressants: 3

A summary of antidepressants available in the US is provided in Attachment A. Mississippi
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associated FDA age restrictions (Attachment B). However, tricyclic antidepressants (TCAs) are not
listed on the UPDL and FDA age restrictions have not been previously implemented. TCAs are
rarely recommended for use in children due to safety concerns, potential for adverse events, and
limited efficacy data.
MS-DUR conducted an evaluation of antidepressant prescribing patterns in children, adolescents,
and young adults in the Mississippi Medicaid population with particular focus on the utilization of
TCAs.
METHODS
A retrospective database analysis of Mississippi Medicaid beneficiaries was conducted related to
the use of antidepressants in beneficiaries less than 21 years of age. Pharmacy point-of-sale (POS)
and medical claims for fee-for-service (FFS) and coordinated care organizations [CCOs:
UnitedHealthcare (UHC), Magnolia Health (Mag) and Molina Healthcare (MOL)] from January 1,
2018 to June 30, 2019 were reviewed. The index event was defined as the first paid claim in the
study period. Beneficiaries with prior use of antidepressants were included in this analysis. A six
month lookback period for prior antidepressant use and diagnoses was used in the study. Details
regarding the beneficiaries’ demographic characteristics (Table 1), antidepressant use by
pharmacologic class and by beneficiary age (Table 2), and the type of provider prescribing the
antidepressant (Table 3) are provided.
Additionally, a subgroup analysis was conducted for beneficiaries initially prescribed TCAs. New
starts on TCAs were identified using a 6 month washout period prior to the first TCA claim.
Demographic characteristics, provider type, diagnosis information, and prior antidepressant use
were all assessed for TCA new starts. A six month lookback for determining diagnoses was also
used in the subgroup analysis.
RESULTS
Table 1 depicts demographic characteristics of beneficiaries age less than 21 years prescribed
antidepressants (ADs) between January 2018 and June 2019. Medication class for each
beneficiary was determined by the medication class of the first AD claim during the study period.

•
•
•
•
•

A total of 17,350 beneficiaries were prescribed
ADs.
Most beneficiaries receiving ADs were age >12
years (71.5%).
Females and Caucasians were more likely to
receive ADs.
SSRIs were the most commonly prescribed
pharmacologic class.
Nearly 63% of all initial AD prescriptions during
the study period were new starts with no
recent history of other AD therapy.

* Medication class was determined by the class of
medication for the first AD fill for a beneficiary
during the study period. Although not shown in
Table 1, MS-DUR conducted additional analyses
and determined 89.3% of beneficiaries were
prescribed ADs from only 1 medication class during
the study period.

Table 2 further describes the AD use by pharmacologic classes and ages of beneficiaries.
• SSRIs are the most prescribed class of AD across all age categories.
• TCAs are the second most prescribed class of AD in beneficiaries age < 18 years.

Table 3 identifies provider types by numbers of beneficiaries and pharmacy claims when
prescribing antidepressants for beneficiaries age < 21 years during the analysis timeframe.
• Providers identified as practicing in a psychiatric or pediatric setting were the most
frequent prescribers of ADs to beneficiaries age < 21 years.

Table 4 examines AD use by FDA-approved diagnosis. A beneficiary was considered as having a
FDA-approved diagnosis if any of the diagnoses included in Table 4 were present in claims data in
a 6-month period prior to the first antidepressant fill during the study period.
• Of the 17,350 beneficiaries prescribed antidepressants during the study period, diagnosis
information was present for 15,945 (91.9%) beneficiaries.
o Among beneficiaries with diagnosis information available, 69.5% (n=9528) of
beneficiaries prescribed antidepressants in the SSRI, SNRI, and other categories had
FDA-approved indications present in claims data.
o For beneficiaries prescribed TCAs, only 27.7% (n=619) had FDA-approved
indications present in claims data.

TRICYCLIC ANTIDEPRESSANT SUB-GROUP ANALYSIS
Due to the lack of demonstrated clinical efficacy of TCAs in children and adolescents and safety
concerns associated with these medications, a review of this specific pharmacologic category was
conducted.4,5 For a subgroup analysis, MS-DUR examined the use of TCAs in beneficiaries < 21
years of age. A small proportion of beneficiaries (n=2469, 14.2%) received TCAs between January
2018 – June 2019.
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•

A total of 2,045 beneficiaries age < 21 years
were initiated on TCAs during the study
period.
The demographic information (Table 5)
regarding beneficiaries initiated on TCAs is
similar, by percentage breakdown, to the
demographics presented in Table 1 for
beneficiaries prescribed any AD.

Similar to the provider types who prescribed any antidepressant to beneficiaries < age 21 years,
pediatricians and psychiatrists were the most common provider types to initiate TCAs. (Table 6)

As with other antidepressants, TCAs are used in the treatment of a variety of medical conditions.
The different TCAs along with FDA-approved and compendia supported indications are provided in
Figure 1.
FIGURE 1 – TCA FDA-approved and compendia supported indications

As a note of reference, under the current electronic prior authorization process (SmartPA®), the
primary compendia resource for the DOM for establishing medically accepted indications is
Thompson Micromedex DrugDex® (Micromedex). This is one of the official compendia
approved by the Centers for Medicare and Medicaid Services. The criteria used for determining
medically accepted indications are:
• “Strength of Recommendation” rating of at least IIB (Recommended, In Some Cases) and
• "Efficacy" rating of at least IIA (Evidence Favors Efficacy).

Upon analysis of diagnoses information available for beneficiaries < 21 years initiated on TCAs, the
following was noted: (Table 7)
• Diagnoses information was present in medical claims for 1,853 out of 2,045 beneficiaries
(90.6%) in the 6-month lookback period prior to the initial TCA prescription fill.
• Headache and migraine were the most common diagnoses present, followed by ADHD.
Note that none of the TCAs have a FDA approved indication for any of these three
diagnoses.
• Prescription fills are not routinely associated with a diagnosis code making it difficult to
determine the exact diagnosis intended for a medication. However, a high proportion of
beneficiaries had a diagnosis present within 1 week prior to the initial TCA fill. This
increases the likelihood that a diagnosis is associated with a particular medication.
• Headache, migraine, and irritable bowel syndrome were the only three diagnoses
associated with TCA use in children and adolescents that did not have a FDA approved or
compendia supported indication to support their use.

CONCLUSIONS
A total of 17,350 beneficiaries age < 21 years were identified as receiving antidepressants
between January 2018 – June 2019. While many antidepressant therapies lack FDA-approved
indications for use in children, most beneficiaries prescribed antidepressants in categories other
than TCAs had a FDA-approved indication associated with their use (69%). Beneficiaries
prescribed TCAs did have a FDA-approved indication associated with their use 27.7% of the time.
Most of the TCA use was for non FDA-approved indications. The primary diagnoses associated
with the use of TCAs were headache and migraine.
RECOMMENDATIONS
1. DOM should implement an electronic edit for the initiation of TCA therapy with age
limits corresponding to FDA-approved and compendia supported age limits for each agent.
Beneficiaries with ongoing TCA therapy will be automatically grandfathered.
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