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FIGURE 1  Cumulative lifefime prevalence of major classes of DSM-IV disorders among adolescents (N = 10,123).
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FIGURE 1. The age of onset distribution of (A) anxiety, depressive and substance use disorders
and (B) specific anxiety disorders at age 33, and estimated cumulative incidence rates at age 33
(in parenthesis)

Data from the Early Developmental Stages of Psychopathology (EDSP) Study. Adapted

from [§]. Wehry et al. (2015)
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n (6-20%) in children and adolescents.
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ontrolled trial comparing sertraline, CBT, combination and
a

t effective treatment, and both CBT and medication were more



Expected Mean Score

—e— Placebo

—a— CBT alone
—a— Sertraline alone

—m— Combination

Weeks

Figure 2. Scores on the Pediatric Anxiety Rating Scale during the 12-Week Study

Scores on the Pediatric Anxiety Rating Scale range from 0 to 30, with scores higher than 13
consistent with moderate levels of anxiety and a diagnosis of an anxiety disorder. The expected
mean score is the mean of the sampling distribution of the mean. The I bars represent standard

errors.

bination in
59(26): 2753-2766.
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nxiety Disorders; JAACAP, 2020;
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be offered to patients age 6-18 with social anxiety,
n anxiety, specific phobia or panic disorder.

SRIs be offered to patients age 6-18 with social anxiety,
n anxiety or panic disorder.

bination treatment (CBT and an SSRI) could be offered
lone to patients age 6-18 with social anxiety, generalized
panic disorder.

tonin norepinephrine reuptake inhibitors (SNRIs) could
8 with social anxiety, generalized anxiety, separation
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ved > age 10 OCD

ed > age 8 OCD
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ved > age 12 for depression
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TABLE 7. Medications with evdence-based efficacy and FDA approval for freatment of andety disorders In youth MASSACHUSETTS
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Daily therapeutic dose guidelines
PSYCHIATRY ACADEMY
Available forms Generic available <40 lbs 4080 Ibs >80 |bs
Selective serotonergic reuptake inhibitors
Fluosetine® (Prozac) Sobution; 10, 20, 40 Pulvules; Yes 246 mg &-20 mg 560 mg
80 mg Prozac weekly
Sertraling® (Zoloft) 25, 50, 100 mg tablets Yes 12626mg  125100mg  12.5200 mg
Paroxetine (Paal) 10, 20, 30, 40 mg tablets CH Yes 25 mg 530 mg 560 mg
125,25, 37.5 mg tablets;
solution
Fluvoxamine® {Luvos) 25, 50, 100 mg tabbets Yes 12626mg 25100 mg 25-300 mg
Other antidepressants
Venlafaxine (Effexor) Extended release No 31.6 mg JTE1125 mg 375225 mg
(XR) 37.5, 50, TG, 100 mg Yes 2650 mg 25150 mg 25-300 mg
tablets; 37.5, 75, 150 mg
capsules
Clomipramine® (Anafranil) 25, &0, 75 mg capsules Yes 16 mg/hg/day 15 mgfhg/day 15 mg/kg/day, Not to
exceed 300 mg/day
imipramine (Todranil) 10, 25, 50 mg tablets; Yes 16 m/kg/day 15 mgfhg/day 15 mg/kg/day, Not to
75,100, 135, 150 mg exceed 300 mg/day

capsules

khill, C. et al. (2010)
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. Treatment Response

SSRI (7) 4.6 (3.1to0 7.5)
SNRI (5) 2.4 (1.7 to 3.6)
TCA (4) 2.0 (0.8 to 4.9)
Benzo (2) - 1.4 (0.3 to 6.1)
az Agonist (1) O 5.6 (1.4 to 26.8)
5-HT, 5 Agonist (2) —-7 1.3 (0.7 to 2.4)
0.1 1 10 100

OR (95% Crl)

Pharmacotherapy
Meta-Analysis. 2019.
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B. Anxiety Symptom Improvement

SSRI (7) 5.2 (2.8t0 8.8)

SNRI (5) 2.5 (-0.1to 5.1)
TCA (2) = 1.4 (-5.2t0 7.9)
Benzo (1) = -0.4 (-9.7 to 9.1)
az Agonist (1) = 3.4 (-3.2to0 10)

5-HT, 5 Agonist (2) 0.8 (-3.1 to 4.8)

=20 -10 0 10 20
OR (95% Crl)

Pharmacotherapy for Pediatric Anxiety Disorders:




MASSACHUSETTS
GENERAL HOSPITAL

and Class on Treatment

Disorders: A Meta-Analysis PSYCHIATRY ACADEMY
57 (4); 235-244 )

ory and magnitude of antidepressant response and effect
e on symptomatic improvement in pediatric anxiety

erity data were extracted from RCTs of SSRIs and SNRIs
as evaluated as a function of time, class, and for SSRIs,
RIs=5; SNRIs=4) for 7 medications in 1,673 youth were

Ignificant treatment effects emerged within 2 weeks of
week 6, clinically significant differences emerged.
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SSRIs resulted in significantly greater improvement by
t (p=0.0268) and this advantage remained statistically
0.03).

ith high dose SSRI treatment (week 2, p=0.002)
t (week 10, p=0.025), but SSRI dose did not impact
eks 1-2, p>0.18)

ts with GAD, SAD, and/or social anxiety disorder,
ment occurs early in the course of treatment.

e rapid and greater improvement compared to SNRIs.



>
’
v
o
N

1

0.0 - MASSACHUSETTS
GENERAL HOSPITAL

= ® o0.0-

= = PSYCHIATRY ACADEMY

= P S

% % -0.2 -

D D

= _—
-0.4-

_0_2 -
0 4 8 12 0 4 8 12
Week Week

0
@)
?
O
)
8

()

% 0-0- >.200-

S e

= -0.2- 8

k! 100 -

o M =
. |
0 a 8 12 0.000 0.025 0.050 0.075 0.100
Week Variance

s on Treatment Response

WWW.MGHCME.ORG




MASSACHUSETTS
. N . : GENERAL HOSPITAL
in Pediatric Anxiety Disorders:

ontrolled Trial PSYCHIATRY ACADEMY
7);1; 29-37)

aluate safety and tolerability of extended release

6-17 years with primary diagnosis of GAD, SAD and/or
eated with flexibly dosed GXR, 1-6 mg daily (N=62) or

ell tolerated. Treatment emergent adverse effects (TEAES)
placebo groups.

own safety profile, including headache,
| pain, and dizziness.

een GXR and placebo in PARS and SCARED scores; at
f subjects on GXR demonstrated CGlI-I <2 (54.2%

nd well tolerated in pediatric patients with GAD, SAD and/or
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TABLE 1. DEMOGRAPHIC AND BASELINE CHARACTERISTICS OF SUBJECTS

MASSACHUSETTS
Characteristic Placebo (n=21) GXR (n=62) Total (n=83) GENERAL HOSPITAL
PSYCHIATRY ACADEMY
Mean age, years+SD 11.8+3.46 11.743.39 11.7+3.38
Age group,” n (%)
6-12 years 12 (57.1) 38 (61.3) 50 (60.2)
13-17 years 9 (42.9) 24 (38.7) 33 (39.8)
Sex, n (%)
Male 11 (52.4) 24 (38.7) 35 (42.2)
Ethnicity, n (%)
Hispanic or Latino 1 (4.8) 10 (16.1) 11 (13.3)
Not Hispanic or Latino 20 (95.2) 32 (83.9) 72 (86.7)
Race, n (%)
White 17 (81.0) 51 (82.3) 68 (81.9)
Nonwhite 4 (19.0) 11 (17.7) 15 (18.1)
Black or African American 3 (14.3) 5(8.1) 8 (9.6)
Native Hawaiian or other Pacific Islander 0 0 0
Asian 0 1 (1.6) 1(1.2)
American Indian or Alaska Native 0 0 0
Other 1 (4.8) 5@8.1) 6 (7.2)
BMI, kg/m”" mean+SD 20.85+5.895 19.67+3.643 19.97+4.314

_rs: A PiIot| Randomized| Placebo-Controlled Trial. 2017.



TABLE 1. DEMOGRAPHIC AND BASELINE CHARACTERISTICS OF SUBJECTS

Characteristic Placebo (n=21) GXR (n=62) Total (n=83)
BMI category,® n (%)
Underweight 1 (4.8) 4 (6.5) 5 (6.0)
Normal 12 (57.1) 41 (66.1) 53 (63.9)
Overweight 4 (19.0) 14 (22.6) 18 (21.7)
Obese 4 (19.0) 3 (4.8) 7 (8.4)
Diagnosis, n (%)
Generalized anxiety disorder 20 (95.2) 59 (95.2) 79 (95.2)
Separation anxiety disorder 14 (66.7) 29 (46.8) 43 (51.8)
Social anxiety disorder 16 (76.2) 41 (66.1) 57 (68.7)
Principal diagnosis,® n (%)
Generalized anxiety disorder 7 (33.3) 28 (45.2) 35 (42.2)
Separation anxiety disorder 3 (14.3) 7 (11.3) 10 (12.0)
Social anxiety disorder 4 (19.0) 13 (21.0) 17 (20.5)
Combined 4 (19.0) 11 (17.7) 15 (18.1)
Other 3 (14.3) 3 (4.8) 6 (7.2)

MASSACHUSETTS
GENERAL HOSPITAL

“Age was calculated as the difference between the date of birth and the date of informed consent, truncated to years.

PBMI was calculated as [weight(kg)/height(m)?].

“The BMI categories were derived by using the Centers for Disease Control BMI percentiles for children and adolescents; underweight=BMI <5th
percentile; normal = 5th percentile up to <85th percentile; overweight=BMI 85th to <95th percentile; obese =BMI >95th percentile. For determining
BMI categorization, age in months was calculated as the difference between the date of birth and the date of informed consent.

9The principal diagnosis was defined as the diagnosis with the highest clinical severity rating scale on the composite summary sheet. If >2 diagnoses
had equal clinical severity ratings, the diagnosis that emerged first was named the principal diagnosis (i.e., generalized anxiety disorder, separation
anxiety disorder, social anxiety disorder, or other).

BMI, body mass index; GXR, guanfacine extended-release; SD, standard deviation.

Disorders: A Pilot, Randomized, Placebo-Controlled Trial. 2017.

PSYCHIATRY ACADEMY




TABLE 2. TREATMENT-EMERGENT ADVERSE EVENTS (=5%)

Placebo (n=21) GXR (n=62) MASSACHUSETTS
GENERAL HOSPITAL
Preferred term n (%) No. of AEs n (9) No. of AEs
PSYCHIATRY ACADEMY

Headache 4 (19) o 4 22 (35.5) 26
Somnolence 1 (4.8) 2 17 (27.4) 30
Fatigue O O 13 (21.0) 16
Abdominal pain 2 (9.5 2 10 (16.1) 17

upper
Dizziness 1 (4.8) 2 7 (11.3) 8
Dizziness postural O O 7 (11.3) 11
Constipation O 6 (9.7) 6
Decreased appetite O O 6 (9.7) 6
Sedation 2 (9.5) 2 6 (9.7) 7
Vomiting 1 (4.8) 1 6 (9.7) 7T
Nausea 2 (9.5) 2 5 (8.1) 5
Diarrhea 2 (9.5) 2 4 (6.5) 6
Dry mouth O O 4 (6.5) 4
Initial insomnia 1 (4.8) 1 4 (6.5) 5
Irritability 1 (4.8) 1 4 (6.5) 4
Pharyngitis O O 4 (6.5) 4

streptococcal
Cough 2 (9.5) 2 3 (4.8) 3
Upper respiratory 2 (9.5 2 2 (3.2) 3

tract infection
Increased appetite 2 (9.5 2 1 (1.6) 1
Joint sprain 3 (14.3) 3 1 (1.6) 1

AFs, adverse events; GXR, guanfacine extended-release.

ty Disorders:
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robl Pediatr Adolesc Health

of guidelines and clinical trial data on antidepressant
ediatric patients with depressive and anxiety

paration and social anxiety disorders, 6-9 months
fficient, although many clinicians extend treatment
polation for adults with anxiety disorders.

d guidelines represent a starting point, but
and individual factors must be considered.
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TABLE. Factors associated with a lower likelihood of response and/or remission in the long-term treatment of MDD and anxiety disorders in chidren and
adolescents
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Major depressive disorder Anxiety disorders
More prior depressive episodes Olcer age15
Residual symptoms after treatment (in adug Female sex”
Greater family levels of expressed emotion Minorty status™
Perceived family conflict Baseling symptom severityl'j*m
Non-tesponse to acute therapy (survey of outcomes following treatment for adolescent) Lower sociogconomic status”
Depression study (unpublished)
Female sex (survey of outcomes following treatment for adolescent depression study, unpublished) Co-occurring intemnalizing dsorder”

Social aniety disorder”
Greater negative life events

ent Health Care 2018;48:31-39
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are mild-moderate.

oms, begin with SSRI of choice, depending on
rmacokinetics and adverse effects profile.

Ine equivalents) and titrate gradually upward.
response can be seen in 2-4 weeks, but wait 8-12

) switch to an SNRI (duloxetine, venlafaxine) and
facine.

| and GXR may be helpful.

onse could be considered with buspirone, or
cyclic antidepressants.
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“If vou're happy and you know it, stick with your dosage.”
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valent, early in onset, and highly comorbid with other
Isorders in children and adolescents

ms are treated with CBT: for children and adolescents
S, psychopharmacological treatment is indicated.

nhibitors (SSRIs) are recommended as first line
Isorders; selective norepinephrine reuptake inhibitors
ay also be considered.



