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Stimulant Treatment
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Geffen School of Medicine, Los Angeles, CA.
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interests in any commercial companies pertaining to
this educational activity.

fter a thorough assessment,
A you diagnose your 16-year-old

patient Alex with ADHD and
recommend a trial of stimulant medi-
cation. Alex wants to try the medica-
tion, but his mother feels be just needs
tips and skills to improve bis focus and
doesn’t need to “take pills for the rest of
bis life.”

ADHD is one of the most treatable
conditions in psychiatry if patients adhere
to medication regimens. Stimulants are
widely used in treatment and are usually
safe when taken as prescribed; however,
parents are often skeptical and concerned
about psychotropic medications. In this

Highlights From This Issue

Stimulants are effective for ADHD,
but what is the best way to work
with skeptical parents? We offer a
sensible process for addressing the
common challenges that come up
in practice.

Should we be trying out the newer
ADHD medications, or should we start
with the older basic medications? Dr.
Anne Buchanan helps us sort through
this conundrum.

We have a new way to put together
important research into Clinical
Practice Guidelines. The first example
of an AACAP CPG enlightens us on
what works for the usual collection
of anxiety disorders.

Continued on page 4
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Practical Issues With
Prescribing ADHD Meds
Anne Buchanan, DO

Child & Adolescent Psychiatrist with New York City Health and Hospitals,
Bellevue, and Maimonides Medical Center in New York, NY.

Dr. Buchanan has disclosed no relevant financial or other interests in any
commercial companies pertaining to this educational activity.

Learning Objectives
After reading these articles, you
should be able to:

1. Identify and discuss the pros and
cons of stimulants for ADHD with
patients and caregivers.

2. Describe how the updated AACAP
Clinical Practice Guideline impacts
the treatment of anxiety disorders
in children and adolescents.

3. Summarize some of the findings
in the literature regarding psychi-
atric treatment for children and
adolescents.

We spoke with Dr. Buchanan about choosing medications for
ADHD in 2017, and she is back now with an update. In addition
to this interview, check out the table on page 6 for an overview of

ADHD medications over the past decade.

CCPR: Thanks for talking with us, Dr. Buchanan. Please
help us make sense of the many new ADHD medications.
Dr. Buchanan: Sure. In the amphetamine group, there are

four new long-acting options: 1) Mydayis; 2) a chewable Vyvanse; 3) a new 11qu1d
formulation, Dyanavel; and lastly 4) Adzenys, which comes in both a liquid and
an orally disintegrating tablet. In the long-acting methylphenidate category, there
are six new options—Adhansia, Aptensio, Cotempla, Quillivant (which has both
liquid and chewable options), and Jornay PM (which is both delayed release and

long-acting).

————— Continued on page 2
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Continued from page 1

CCPR: Wow. And what new short-acting amphetamines do we have?

Dr. Buchanan: The new short-acting amphetamines are Evekeo, which has both a regular tablet and an orally disintegrating
option; Zenzedi; and ProCentra, a liquid. Probably the most interesting new medication is Qelbree (viloxazine), which is a non-
stimulant selective norepinephrine reuptake inhibitor, just approved a few months ago. But in my personal prescribing habits, I
tend to be a bit skeptical and a late adopter of new medication.

CCPR: How did you come to be a late adopter?

Dr. Buchanan: The majority of my clinical work is in the emergency room setting. Working in the emergency room, I evalu-
ate children who are coming from every level of care—from private practices to foster care agencies to residential and juve-
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nile justice facilities. I have the luxury of a bird’s-eye view of what my colleagues
in the community are prescribing and how children are doing. I tend to wait in
my own prescribing until I have a sense of how kids are doing on the newer
medicines. Unfortunately, if they’re in the emergency room, there’s a chance
they’re not doing so well!

CCPR: So, how do we fit these new medicines into clinical decision-making?
Dr. Buchanan: These new meds are still methylphenidate- or amphetamine-based
products, except for Qelbree. I see them as an opportunity to fine-tune symptom
coverage and ease of administration, especially for those who struggle to swallow
pills, such as small children, or for kids with intellectual or developmental disabil-
ities. We now have more chewable, orally disintegrating, and liquid products in
our arsenal. On busy school mornings, it’s much easier for parents to give these
than to snip capsules and pour beads.

CCPR: Are there other advantages to these new medications?

Dr. Buchanan: Some of them are marketed as lasting much longer, such as 16
hours. This could mean not having to deal with booster doses for children who
need additional coverage in the late afternoons or early evenings. I think it’s great
that there are so many options to fine-tune regimens and make things easier for
kids and families. However, keep in mind that these new medications will not
revolutionize our ability to treat the core symptoms of ADHD. There aren’t new
mechanisms of action in terms of their pharmacology.

CCPR: We are all aware that there is so much marketing for new medications,
and families often ask us for the newest products. How do you talk with par-
ents who come to you with questions like this?

Dr. Buchanan: Most parents are able to understand the explanation that the
active ingredients in the older and newer stimulants are the same. I talk about
how some of our medicines have been around for decades. We know they work
and they’re more affordable for you, for your insurance plan, and the healthcare
system in general. I tell them that there’s usually no reason to start with the
newer medications, but that we’ll try different ones until we find the medicine
that’s the right fit.

CCPR: How soon after prescribing do you suggest we check in with patients
and families?

Dr. Buchanan: Ideally, I would have a child come back in one to two weeks
after initiating any new medicine, but that’s often hard to do in community clin-
ics or busy practices. I think as a field we’re pretty good at getting kids back

in a month, but some of our primary care colleagues don’t have that mindset or
availability. I have seen clinical documentation from non-psychiatrists that give
directions for titration, with follow-up in three months. Child psychiatrists might
recommend going from a half tab to a full tab and see them back in a week,
but generally they wouldn’t set up a detailed titration plan with a follow-up so
far out. I think for primary care colleagues or other non-psychiatrists, seeing
patients back as quickly or often as we do is more challenging. Then the ques-
tion is, is that the right practice setting for that child? But it may be the only

option. Continued on page 3
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Continued from page 2

CCPR: You work with families with a range of socioeconomic circumstances. Does that affect prescribing, and if so,
can you speak to these differences?

Dr. Buchanan: I think polypharmacy can be a problem in children of lower socioeconomic status. I think at least one rea-
son is lack of access to fellowship-trained child and adolescent psychiatrists, as well as lack of access to quality, evidence-
based psychotherapy. Due to high demand, community clinics are often put in the position of utilizing different types of cli-
nicians with different education, training, and experience, sometimes including unlicensed clinicians. A child might benefit
from CBT, parent-child interaction therapy, or family therapy with a trained, licensed, and experienced clinician; 30-minute
sessions every other week are rarely enough. Many families don’t have the time or resources to attend frequent appoint-
ments for therapy, and intensive outpatient programs or home-based programs may not be available or may have long wait-
lists. Clinicians are desperate to help these children and families, and medications may be the only available tool. It’s just
not possible to do all the things we know that these families would benefit from. It’s an insurmountable problem.

CCPR: How good are clinicians at appreciating the clinical complexity
of these cases?

Dr. Buchanan: Many of our non-psychiatric colleagues see ADHD as “The newer meds are
straightforward, and they’re comfortable with stimulants. But teasing out still methylphenidate- or
ADHD can be complex and incredibly nuanced in many cases. ADHD symp-
toms are nonspecific, and comorbidities are the rule rather than the excep-
tion. Anxiety and atypical depression can look like ADHD, as can autism
spectrum disorder, developmental delays, and learning disorders. Trauma, to fine-tune symptom coverage
especially complex trauma and its related attachment disruptions, are prob- and for ease of administration.
ably the biggest confounders. Often I review clinical documentation or
speak to a clinician only to discover that trauma has not been adequately
assessed for. Pediatricians and child neurologists are wonderful at treating
ADHD when the diagnosis is straightforward, but I wouldn’t expect them to products in our arsenal, it’s
have the training to evaluate for the effects of complex childhood trauma, much easier for parents to give
attachment, and anxiety.

CCPR: With so many kids seeing non-psychiatrists, at least in the first
rounds of treatment, how we can better support these colleagues? capsules or pour beads.”
Dr. Buchanan: Develop professional relationships with pediatricians, neurol- Anne Buchanan, DO
ogists, or other clinicians in your community who treat children. This helps
them know where to turn when a patient starts to feel outside their scope.
When a child is failing first-line treatments, that may signal that the child needs an evaluation with an expert. Where child and
adolescent psychiatrists are scarce, develop a system through which the child psychiatrist can refer back to the original refer-
ring clinician for management, with open communication, once the patient has been stabilized. This frees child psychiatrists

to evaluate more patients and allows non-psychiatrists to treat with confidence. New York state offers Project TEACH, a free
same-day consultation with a child psychiatrist line for primary care physicians and other clinicians (www.projectteachny.org).
CCPR: When we do encounter a child with straightforward ADHD, how do we help parents decide how to proceed
with medication treatment?

Dr. Buchanan: I generally see three types of parents. There are parents who say, “I need help; tell me what to give my kid
and T'll fill it today.” There are parents who are adamant that their child not take medications, usually because they’'ve heard
reports that “these medications make kids into zombies.” Finally, there are parents in the middle who want to help their
child but are understandably anxious about the idea of their child taking medication.

CCPR: How do you manage these different types of parents?

Dr. Buchanan: For the parents that are on board, we start with the basics and go from there. For parents who have heard
negative things about medications, I remind them that we have no idea what happened with that kid down the street who
may or may not look like a zombie. We don’t know that child’s diagnosis, what symptom is being targeted, or why a par-
ticular medication is being tried. I tell them that we’re going to focus on what’s going on with their child and present the
evidence-based options that we have. I note that I use these medications all the time and I have a lot of comfort with them.
I simply ask that they keep an open mind and work with me, and I stress that I would never ask them to stay with some-
thing that their child doesn’t feel good on. I also tell them that I will continue to work with them to find whatever combina-
tion of medications and therapy is helpful.

CCPR: What if reassurance doesn’t work?

Dr. Buchanan: I don’t want parents to feel pressured. I want them to want to try medications ———— Continued on page 4
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because they see that their child is suffering, and they want to help their child succeed. But external forces will often do
the job for me, whether it’s a parent-teacher meeting or frequent calls to come pick up their kid or the after-school program
saying, “I'm sorry, your kid can’t come any more.” (Editor’s note: For strategies to address parents’ specific concerns, see
“Talking With Parents About Stimulant Treatment” in this issue.)

CCPR: If they are willing, what’s the next step?

Dr. Buchanan: I try to be flexible even if I think a stimulant is the right choice. We can start with therapy, with medication,
or with both. If the parent wants to start with something else, 'm happy to do that. If a parent asks what I recommend, I
will say what I would start with, but I let them choose. If the child is a little older, I'll let the child weigh in on what they
would like to try.

CCPR: How do you get buy-in?

Dr. Buchanan: While academic performance is usually part of the issue, I will focus wherever the parent and child are
experiencing the most frustration. For some parents, the child’s behavior is more of an issue than their grades. For other
families, the child’s bedtime routine and poor sleep habits are causing havoc, so maybe instead of a stimulant we start
with guanfacine or clonidine at night. If we have success, then I have some parental buy-in to try a stimulant if I think it
is still needed.

CCPR: Speaking of other medications, where do you see the role of atomoxetine and viloxazine in comparison to
stimulant treatment?

Dr. Buchanan: I consider atomoxetine third line, after stimulants and alpha-agonists, but there are always children who
don’t tolerate stimulants, and alpha-agonists may not provide the necessary symptom relief or may be too sedating. For
these children, atomoxetine can be a good alternative. In an emergency room situation we need prompt symptom control;
however, atomoxetine needs titration and time to work. Viloxazine may be similar. Remember that viloxazine is a selective
norepinephrine reuptake inhibitor and ideally would not be prescribed to a child who is already on an SSRI for depression
or anxiety, as many kids with ADHD are. I have seen one child taking escitalopram and viloxazine in the emergency room
with symptoms of activation from both serotonergic agents.

CCPR: Getting back to parents, how do you work with parents who are interested but hesitant to go forward with
medication for ADHD?

Dr. Buchanan: I make sure they’ve been given all the necessary information. Then I tell them, “I understand that you’re
feeling a little bit ambivalent and aren’t sure where to start. Let’s try working on sleep and more structure at home.
Continue with the therapy for a bit and then we’ll have you come back and see how things are going.” People respond
when they make the decision themselves rather than feeling pushed. Sometimes I say, “I'll just submit the prescription. You
don’t have to take it. But if you decide as a family that you want to try it, it will be there.” This is about giving our patients
agency and self-determination. You want people to feel empowered to make their own choice. You’re going to be more suc-
cessful if they’re choosing what to start, when to start, where to start—giving parents that level of autonomy feels better for

everybody.

CCPR: Thank you for your time, Dr. Buchanan.

Talking With Parents About Stimulant Treatment

Continued from page 1

article we’ll talk about parental resistance
to stimulant medications and how to
best work with parents when discussing
treatment.

Risks of ineffective therapies or
avoiding treatment

Medication nonadherence or avoid-

ance increases the morbidity of psychiat-
ric ADHD conditions as patients are less
likely to have their condition respond or
remit. Common risks of untreated ADHD
include (Biederman J et al, Psychiatric
Services 2019;70(10):874-880):

* Underachievement at school and
work

* Family conflict

* Mood disorders

* Anxiety disorders

* Addiction

* Injuries, including traumatic brain
injury

* Accidents

* Premature death

* Suicide

According to results from ques-
tionnaires, many parents believe that

psychotropic medications can make
children more likely to develop drug
addiction later in life (Lazaratou H et
al, Ann Gen Psychiatry 2007;6:32).
Even some professional organiza-
tions, such as the American Academy
of Pediatrics, recommend CBT as the
first treatment for ADHD in school-
age children, despite the Multimodal
Treatment of ADHD Study (MTA)
demonstrating that stimulant medica-
tions are more effective than behav-
ioral treatments for core symptoms
Continued on page 5

Apt/May/Jun 2022

>



THE CARLAT REPORT: CHILD PSYCHIATRY

Talking With Parents About Stimulant Treatment

Continued from page 4

of ADHD. Parents also often cite
concerns ranging from weight-related
issues to stigma.

Parents may believe that supple-
ments are natural and less harmful
than stimulants, but with the possible
exception of saffron, most supple-
ments have little evidence of efficacy
in ADHD. Long-chain polyunsatu-
rated fatty acids and minerals have
“at best marginal beneficial effects,”
and zinc, iron, and magnesium lack
convincing evidence (Lange KW et
al, Curr Psychiatry Rep 2017;19(2):8).
Micronutrients showed no effect either
(Johnstone JM et al, JAACAP 2021; in
press). Saffron is an exception and
may be on par with methylpheni-
date (Baziar S et al, J Child Adolesc
Psychopharmacol 2019;29(3):205-212,
reviewed in CCPR November 2019).

At follow-up two weeks later, Alex
reports that be is still unable to focus
for even short periods of time. He
is drinking products with excessive
amounts of caffeine and pulling all-
nighters to finish his work. You decide
that you need to understand his moth-
er’s concerns about stimulants more
fully. She confides that she’s heard
stories of kids misusing their medica-
tion. She also doesn’t want Alex to be
labelled as “an ADHD kid.”

Talking with parents

Find out what each parent thinks
about medication and what their hes-
itations or worries might be. A good
way to initiate this conversation is to
simply state, “Please help me under-
stand your specific concerns.” Some
parents are truly set against using
medication, but most can engage in
productive conversation. Once you
know what their concerns are, you
can take various approaches to en-
courage parents to partner with you
in treating their child or teen. Some
helpful tips for talking to medication-
hesitant parents include:

* Put medications in context. “Medi-
cations are part of an overall plan
that includes exercise, structure,
nutrition, and sleep.”

* Share specifics. “Every medica-
tion has its good and bad points.
Let’s go over them one by one

in detail. And remember, we will
learn very quickly whether the
medication is helpful or not—
most likely within a few weeks.”
Destigmatize treatment. “It might
be unfair to your child if we don’t
treat their symptoms. That might
make their life unnecessarily diffi-
cult. Lots of kids have ADHD and
are relieved to get treatment.”
Address family and cultural aspects.
“Do you have family members with
similar issues? How do people in
your family and culture understand
and manage ADHD symptoms?”
Discuss the benefits. “Most kids
can focus better when they take
these medications. They learn
better and get their work done
more easily, more like their
friends and classmates. Kids often
feel a lot better about their abili-
ties, and they have more time for
recreation and to enjoy life.”

Talk about the risks of not treat-
ing ADHD. “Kids who don’t get
treatment struggle harder to get
their work done. It takes them
longer than their friends. They are
often criticized for errors, failing
to follow instructions, or not turn-
ing in assignments.”

Stress that treatment can have
other benefits. “Treating ADHD
can reduce the risk of accidents,
substance use, depression, crimi-
nal activity, and teenage pregnan-
cy” (Faraone SV et al, Neurosci
Biobehav Rev 2021;128:789-818).
Acknowledge legitimate risks and
their management. Be sure to di-
rectly address appetite, growth or
weight loss issues, height, sleep,
blood pressure, and pulse. “Stimu-
lants can reduce appetite, so we will
track growth. If your child is not
eating enough, we can brainstorm
some ideas together. We often use
medication holidays during week-
ends and vacations, as well as other
strategies to support growth and
minimize the amount of medication
you give to your child.”

Discuss sleep challenges. “If is-
sues arise with sleep, we can ad-
just the timing of the medication
to minimize these effects.”

* Talk about drug interactions.
“ADHD medications can be taken
with most other prescriptions, in-
cluding antidepressants and birth
control pills. But we will need to
talk about other meds your child
is currently taking, including
cold medications such as pseudo-
ephedrine. And be sure to keep
me updated about future pre-
scribed or over-the-counter meds,
as well as supplements.”

* Discuss sexual side effects, even
if parents and teens do not direct-
ly ask about them. “You may have
heard that medications have sex-
ual side effects. Stimulants can
cause painful erections. This is
rare, but you should seek rapid
medical attention if that happens.”

* Talk about addiction/diversion. “It
is important for you to dispense
the medication to your child and
to keep careful control of it to
prevent misuse, but stimulants ac-
tually can protect kids against
substance misuse.”

* Address possible barriers to pre-
scriptions. “Many of these medi-
cations are covered by insurance,
but some may need a prior au-
thorization.” “These medications
are more carefully controlled
than most to avoid misuse—you
may need to show identification
when you pick it up.”

After talking about ber concerns,
Alex’s mother agrees to a careful one-
month trial of stimulants. Alex has a
rapid response to 10 mg of extended-
release mixed amphetamine salts, and
his focus improves. He has mild irrita-
bility in the afternoons, which improves
with scheduled afternoon snacks. Over
the course of the semester, Alex’s grades
and confidence improve.

The first three rules for
helping parents
understand the
risks and benefits of ADHD
medication are listen, listen, and lis-
ten. Address their concerns point by
point and be sure they understand
that medication can be life changing.

CCPR
VERDICT:
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Medications for ADHD: 2012-Present

Brand & Generic Names
Year FDA Approved
[G]: Generic Availability

Available
Strengths
(mg except
where noted)

Usual Pediatric Dosage Range (starting-max)

Duration of
Action

Can It Be Split?

Ages
Approved
for ADHD
(years)

Delivery System/Notes (IR = immediate release,
DR = delayed release, ER = extended release)

Max 40 mg daily

Evekeo (amphetamine) [G] 5,10 3-5 years: 2.5 mg QAM-20 mg BID 3-5 hours Yes 3-17 Scored tablet

2012 6-17 years: 5 mg QAM-20 mg BID

Evekeo ODT 2.5, 5, 10, 3-5 years: 2.5 mg QD-BID; increase by 2.5 mg weekly 4-6 hours No 3-17 50% dextroamphetamine sulfate and 50% levoamphet-
2019 15, 20 6-17 years: 5 mg QD-BID; increase by 2.5 or 5 mg weekly amine sulfate

2017

Qelbree (viloxazine ER)
2021

100, 150, 200

6-11 years: 100 mg daily; increase by 100 mg weekly;
max 400 mg

12-17 years: 200 mg daily; increase by 200 mg weekly;
max 400 mg

to 14 hours

1-3 weeks

Can be sprinkled

6-17

Adzenys ER liquid oral 1.25 mg/mL 6.3 mg (5 mL) in the morning; increase by 3.1 mg (2.5 Presumed up to | Yes (liquid) 6 and up 50-50 IR and DR mixed amphetamine salts; 1.25 mg
suspension in 450 mg mL) or 6.3 mg (5 mL) weekly 12 hours through adult | (1 mL) solution is equivalent to 2 mg Adderall XR
2017 bottles Max 18.8 mg (15 mL) daily for ages 6-12 years, 12.5 mg

(10 mL) daily for ages 13-17 years
Adzenys XR-ODT (orally 3.1, 6.3, 9.4, 6.3 mg in the morning; increase by 3.1 or 6.3 mg weekly | Onset in 45-60 No 6 and up 3.1 mg is equivalent to 5 mg mixed-salts product;
disintegrating tablet) 12.5,15.7, Max 18.8 mg daily for ages 6-12 years, 12.5 mg daily for | minutes, dura- through adult | increasing dosage preparations correspond to 5, 10,
2016 18.8 ages 13-17 years tion up to 12 15, 20, 25, and 30 mg of Adderall XR

hours

Dyanavel XR oral suspension | 2.5 mg/mL 2.5 mg (1 mL) or 5 mg (2 mL) in the morning; increase Onset in 1 hour, | Yes (liquid) 6 and up Contains dextroamphetamine and levoamphetamine
2015 by 2.5 mg (1 mL) to 10 mg (4 mL) every 4-7 days duration up to in a 3.2:1 ratio

Max 20 mg (8 mL) daily 13 hours ER oral suspension allows once-daily dosing (must

shake well); 2.5 mg = 4 mg mixed amphetamine salts

Mydayis (mixed amphetamine | 12.5, 25, 37.5, | 12.5-25 mg QAM 10-16 hours Can be sprinkled; | 13-17, adults | pH-dependent ER capsule formulation; may have
and dextroamphetamine salts) | 50 do not crush or effect up to 16 hours
2017 chew
Vyvanse (lisdexamfetamine) 10, 20, 30, 40, | 30 mg in the morning; increase by 10 or 20 mg weekly Onset in 90 min- | No 6 and up Releases medication at a steady rate for a duration of
chewable tablets 50, 60 Max 70 mg daily utes, duration up 2-14 hours; lisdexamfetamine is prodrug of dextro-

amphetamine

Selective norepinephrine reuptake inhibitor (NRI)

Adhansia XR 25, 35, 45, 55, | 25 mg daily; increase by 10-15 mg every 5 days or longer | Onset in 1 hour, | Can be sprinkled; | 6 and up, Capsule of 20% IR and 80% DR beads; more adverse
2019 70, 85 Max 85 mg for children, 100 mg for adults duration 8-16 do not crush or adults reactions for doses over 70 mg in children and 85 mg

hours chew in adults
Aptensio XR 10, 15, 20, 30, | Start 10 mg QAM; increase by 10 mg increments weekly; | 8-12 hours Can be sprinkled; | 6-17, adults Capsule of 40% IR and 60% DR beads
2015 40, 50, 60 max 60 mg QAM do not crush or

chew

Cotempla XR-ODT 8.0,17.3,25.9 | 17.3 mg in the morning; can increase weekly by 8.6-17.3 | Onset in 20 min- | No 6-17 Contains 25% IR and 75% ER methylphenidate
2017 mg increments; max 51.8 mg utes, duration

9-12 hours
Jornay PM 20, 40, 60, 80, | Start 20 mg QPM; can increase weekly by 20 mg incre- 8-12 hours, after | Can be sprinkled; | 6-17, adults ER capsule of DR beads; taken in evening (6:30-9:30
2018 100 ments; max 100 mg QPM 10-hour delay in | do not crush or p.m.)

onset chew
Quillichew ER 20, 30, 40 Start 20 mg QAM; adjust by 10-20 mg increments weekly; | 8-12 hours Yes 6-17, adults Chewable ER for those who will not swallow pills or
2015 max 60 mg QAM take liquid; 30% IR & 70% ER
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The New AACAP Clinical Practice Guideline
A A. Reese Abright, MD

With Director, Division of Child and Adolescent Psychiatry and Fellowship Training Program
the Expert in Child and Adolescent Psychiatry, Mount Sinai Services - New York City Health +
Hospitals/Elmbuyrst. Professor of Psychiatry, Icabn School of Medicine at Mount Sinai.

Q Treating Anxiety Disorders in Children:

Dr. Abright has disclosed no relevant financial or other interests in any commercial companies pertaining
to this educational activity.

CCPR: Welcome, Dr. Abright. Tell us how the American Academy of Child and Adolescent Psychiatry (AACAP) created
the Clinical Practice Guideline on the Assessment and Treatment of Anxiety Disorders in Children and Adolescents
(Walter HJ et al, J Am Acad Child Adolesc Psychiatry 2020;59(10):1107-1124).

Dr. Abright: The AACAP Committee on Quality Issues (CQI) is responsible for developing what are now called Clinical
Practice Guidelines (CPGs). The CPG on anxiety disorders, which was published in JAACAP in October 2020, is the prod-
uct of a dedicated team effort by a writing group comprised of five CQI members led by Dr. Heather Walter and followed
by extensive internal and external review from topic experts and relevant

stakeholders.

CCPR: How are these CPGs different from the AACAP Practice Parameters “The suggestion for use of
from 2007?

Dr. Abright: The Practice Parameters were based on the methodology for
guideline development at that time. The new guidelines are updates based on
current Institute of Medicine standards for developing professional guidelines. SSRIs, but clinicians must
These range from critical review of the literature, with ratings of strength of also consider individual
evidence and graded recommendations for assessment and treatment, to stake-
holder participation, external review, and freedom from conflicts of interest and
transparency during the guideline development process. The guideline for anxi-
ety disorders is the first AACAP CPG developed through this process. AACAP guideline is to offer evidence-
partnered with the government-funded Agency for Health Research and Quality
(AHRQ), which conducted a systematic review of treatment of anxiety disorders
in children and adolescents. The review was limited to social anxiety, general-
ized anxiety, separation anxiety, panic disorder, and specific phobia. It excluded decisions. It is not meant to
posttraumatic stress disorder and obsessive-compulsive disorder on the basis limit reasonable treatment
that treatment approaches for these disorders generally differ from those used in
other anxiety disorders.

CCPR: How common are anxiety disorders in children and adolescents?

Dr. Abright: Anxiety disorders were the most common condition found in standard of care.”

a national comorbidity survey of adolescents, with a lifetime prevalence of A. Reese Abright, MD

32% and median age of onset at 6 years (Merikangas KR et al, ] Am Acad

Child Adolesc Psychiatry 2010;49(10):980-989). Prevalence for specific anxi-

ety disorders ranges from 20% for specific phobia to 9% for social anxiety disorder and 2% each for agoraphobia, panic
disorder, and generalized anxiety disorder (Walter HJ et al, ] Am Acad Child Adolesc Psychiatry 2020;59(10):1107-1124).
Anxiety disorders are highly comorbid with each other as well as with other psychiatric disorders, with chronic physical
illnesses such as diabetes and asthma, and with substance use. Any of these things may precede or exacerbate an anxiety
disorder.

CCPR: What does the CPG tell us about the natural course of anxiety disorders in children and adolescents?

Dr. Abright: Anxiety disorders wax and wane in intensity but may become chronic and persist into adulthood. They can be
homotypic, lasting into adulthood as the same disorder. For example, a child with generalized anxiety disorder may continue
to have generalized anxiety disorder as an adult. Disorders can also be heterotypic, meaning that they present one way in
childhood and differently in adulthood. For example, separation anxiety disorder in childhood might present as panic disorder
or another anxiety disorder in adulthood.

SNRIs is not as strong as

the recommendation for
factors and patient and family
preferences. The goal of the
based guidance that may assist

clinicians in making treatment

options based on clinical

assessment, or to serve as a

Continued on page 8
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CCPR: Is this conceptualization of anxiety disorders like the cross-diagnostic concept of anxiety in the NIMH Research
and Diagnostic Criteria (RDoC)?

Dr. Abright: RDoC constructs regarding fear, anxiety, and arousal systems may prove useful in addressing issues related to
heterogeneity and comorbidity in future studies of anxiety disorders, but they were not a focus in the current review.

CCPR: Do the disorders discussed in the CPG—social anxiety, generalized anxiety, separation anxiety, phobias, and
panic disorder—share common characteristics?

Dr. Abright: Yes. Anxiety disorders are characterized by persistent symptoms associated with significant impairments that cut
across multiple activities—school, home, athletics, socialization, and many other aspects of a young person’s life. These fea-
tures distinguish anxiety disorders from worries that are expected responses to developmental or other life stressors. DSM-5
includes 11 anxiety disorder diagnoses. Their common symptoms can include hypervigilance, heightened reactivity to emo-
tional and environmental stressors, avoidance of things that are triggering those feelings, and sometimes behavioral outbursts
related to the avoidance. An example of these symptoms might be a child who is trying to avoid going to a family event that
her parents expect her to attend—she is nervous about going and too embarrassed or ashamed to explain why.

CCPR: How are we doing as a field in identifying and treating anxiety disorders in children and adolescents?

Dr. Abright: Efforts to improve collaboration with pediatricians and other providers are in progress, but much remains to be
accomplished. Psychotherapeutic and psychopharmacologic treatments can be effective in the short term for anxiety disorders
in children. However, about 50% of patients receiving gold-standard treatments continue to have symptoms, and over half of
individuals in this age group do not receive any treatment, while even fewer receive evidence-based treatments (www.child-
mind.org/2015-childrens-mental-health-report/#gap).

CCPR: What does the CPG tell us about assessment of anxiety disorders?

Dr. Abright: Engage and educate children and parents or other guardians; distinguish transient fears and worries associated
with developmental stages from the persistent and impairing symptoms that characterize anxiety disorders; track symptom
intensity and frequency and related impairments; treat psychiatric and medical comorbidities; and address traumatic and other
stressors. These guideline statements regarding assessment are based on expert consensus as reflected in standard textbooks
and other sources (Dulcan MK. Dulcan’s Textbook of Child and Adolescent Psychiatry. 2nd ed. Washington, DC: American
Psychiatric Association Publishing; 2016).

CCPR: What does the CPG say about using scales and questionnaires to help with screening and assessments? Does it
mention any specific instruments?

Dr. Abright: The US Preventive Services Task Force recommends universal screening for depression in adolescents but does
not have a similar screening recommendation for anxiety disorders. Yet, screening for anxiety is important in specialty and
non-specialty clinical settings as well as in schools and community agencies, especially in view of the high prevalence rates
and associated distress and impairment in young people. Use rating scales and other measures that are brief, easy to adminis-
ter and score, freely available, and compatible with electronic medical records. The online version of the CPG includes links to
a broad-based and widely used instrument called the Pediatric Symptom Checklist (www.tinyurl.com/pv82dw5j). It can be used
for screening for a range of conditions, including anxiety disorders. The CPG also links to anxiety disorder-specific scales such
as the Generalized Anxiety Disorder 7 (GAD-7; www.tinyurl.com/yc5fy2f9) or the SCARED (Screen for Child Anxiety Related
Emotional Disorders; www.tinyurl.com/vyerrsy7), which can be used to gauge level of anxiety and screen for specific types of
anxiety disorders.

CCPR: What does the CPG tell us about treatment?

Dr. Abright: The key take-home messages from the guideline are the recommendations and suggestions for CBT and SSRIs
(alone or in combination) as safe and effective treatments for anxiety disorders in children and adolescents, and for SNRIs as
additional treatment options. The evidence is limited, so the guideline does not include recommendations for sequencing of
treatment based on severity (mild, moderate, severe), preferential use of one SSRI over another, effectiveness of non-CBT psy-
chotherapies, or long-term safety risks of pharmacologic treatments.

CCPR: So, what does this mean for treatment of specific patients?

Dr. Abright: Treatment planning for specific patients should be based on individualized assessment of each patient’s symp-
toms, history, and response to previous treatments; differential diagnosis; collaboration with patients and families in develop-
ment of patient-specific goals; and consideration of treatment options that take into account available evidence for potential
benefits and risks, but also feasibility and acceptability for patients and families.

CCPR: The older Practice Parameters had different levels of confidence in their guidance. Is that true of the CPG?

Dr. Abright: The CPG has two levels of guidance: recommendations and suggestions. —— Continued on page 9
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Recommendations indicate high strength of evidence and confidence that treatment benefits outweigh risks. Suggestions indi-
cate lower strength of evidence and less confidence that benefits outweigh risks. The guideline recommends CBT and SSRIs
for treatment of anxiety and suggests SNRIs and combination treatment with CBT and SSRIs as additional options.

CCPR: So, for a child with, say, social anxiety disorder, the family might pick therapy, medication, or both. If medica-
tion is part of the plan, what if the family asks for an SNRI, for example if another family member did well with it?
Dr. Abright: The suggestion for use of SNRIs is not as strong as the recommendation for SSRIs, but clinicians must also con-
sider individual factors and patient and family preferences. The goal of the guideline is to offer evidence-based guidance that
may assist clinicians in making treatment decisions. The guideline is not meant to limit reasonable treatment options based on
clinical assessment, or to serve as a standard of care.

CCPR: We recently reviewed an article that found SSRIs had more side effects (CCPR, Jun/Jul/Aug 2021). SNRIs had
fewer side effects, but they weren’t as effective. What medications were covered in the review?

Dr. Abright: The two medication classes have differing side effect profiles. There is less confidence that the benefits of
SNRIs outweigh their risks. For SSRIs, the AHRQ review covered sertraline, citalopram, escitalopram, fluoxetine, fluvox-
amine, and paroxetine. For SNRIs, the AHRQ review covered duloxetine, venlafaxine, and the selective NRI atomoxetine.
Fluoxetine and escitalopram have FDA approval for treatment of adolescent depression, and fluoxetine has an indication
for depression down to age 8, but these medications and other SSRIs do not have an FDA indication for anxiety disorders
in this age group. Duloxetine has FDA approval for treatment of generalized anxiety disorder for ages 7-17, but addition-
al factors, including potential risks, are also important considerations in choosing a medication. The AHRQ also looked
at benzodiazepines and found insufficient evidence for their effectiveness. The AACAP’s Anxiety Disorders: Parents’
Medication Guide is an excellent information resource for parents and clinicians regarding medications and other treat-
ments (www.tinyurl.com/2p9f9tzc).

CCPR: Does the CPG have anything more to say about combinations of therapy and medications?

Dr. Abright: A major study, the Child/Adolescent Anxiety Multimodal Treatment Study (CAMS), found that combination treat-
ment was superior to sertraline or CBT alone up to 24 weeks, but that this superiority was not maintained at longer-term fol-
low-up (Compton SN et al, Child Adolesc Psychiatry Ment Health 2010;4:1). The AHRQ review concluded that there was insuf-
ficient evidence to support superior effectiveness of combination treatment over treatment with either CBT or SSRIs alone. The
guideline classifies combination treatment as a suggestion rather than a recommendation, but notes that combination treatment
may be a good choice for cases with moderate to severe symptoms and impairment or partial response to monotherapy. This
topic is the subject of ongoing research and discussion (Hudson JL, Evid Based Ment Health 2009;12(3):88).

CCPR: Does the CPG offer additional guidance about specific treatments for specific disorders?

Dr. Abright: The AHRQ review did not find sufficient evidence to support specific treatment recommendations for any of the
specific disorders. For example, it did not find evidence that SSRIs are better for generalized anxiety disorder than for panic
disorder. This is partly because much of the evidence for treatment of these disorders is based on lumping together different
studies and anxiety groupings into a combined analysis. Therefore, clinicians need to rely on their best clinical judgment in
treating any individual child or teenager.

CCPR: What does the CPG say about treating anxiety disorders in children and adolescents from underrepresented
racial groups or cultural populations?

Dr. Abright: The AHRQ review and the CPG highlight limitations in the current evidence base for treatment of anxiety disor-
ders in minorities and other underrepresented populations as a significant area in need of further research, leaving clinicians
to extrapolate results from existing studies without sufficient information about the effectiveness of treatments in these popu-
lations. Successfully providing high-quality care to youth from economically disadvantaged and minority backgrounds requires
a comprehensive effort that includes partnership with primary care providers, schools, and community agencies; community
outreach and education; continued advocacy by AACAP and other major professional organizations; and encouragement of
funding for relevant research and clinical programs.

CCPR: This speaks to the interpretation of behaviors as acting out vs driven by anxiety.

Dr. Abright: ADHD and other disorders associated with behavioral problems are frequently comorbid with anxiety disorders,
and it is important to address and treat underlying anxiety symptoms when these are identified as triggers for behavioral
outbursts.

CCPR: Thank you for your time, Dr. Abright.
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Methylpbenidate Improves Mood and
Boredom in Children With ADHD

Pavan Madan, MD. Dr. Madan has disclosed
no relevant financial or other interests in any
commercial companies pertaining to this educa-
tional activity.

REVIEW OF: Golubchik P et al, J
Child Adolesc Psychopbharmacol
2021;31(4):310-314

TYPE OF STUDY: Open label,
uncontrolled

We are always looking for new angles
to understand the conditions we treat.
ADHD leads to significant academ-

ic and social impairments and is high-
ly comorbid with depression and “bore-
dom.” This study examines these asso-
ciations using the Test of Variables of
Attention (TOVA) to see whether meth-
ylphenidate (MPH) can help symptoms
of depression and boredom in addition
to ADHD symptoms.

Researchers enrolled 33 children
(24 boys and 9 girls) aged 7-18 years
with ADHD and looked at baseline
and three-month post-MPH assess-
ments using the parent-rated ADHD
Rating Scale (ADHD-RS), the Short
Boredom Proneness Scale (SBPS), and
the Children’s Depression Inventory
(CDI-total and its CDI-AS academic
and social function subscale). TOVA
was administered only at baseline and
assessed omission errors, commission
errors, and reaction time. MPH was
dosed at 10-54 mg based on efficacy
and tolerance.

The study found that higher sever-
ity of ADHD, depression, and boredom
proneness led to worse reaction time
(RT) and RT variability on TOVA. Youths
with ADHD and low mood had worse
attention span than those without low
mood. Moreover, MPH treatment was
associated with a significant improvement
in not only the core ADHD symptoms,
but also in academic and social function
(CDI-AS) as well as boredom levels.

These results are limited by the
study’s open-label design, its small

sample size, the lack of TOVA after
MPH, and the inability in this kind of
study to calculate an effect size.

CCPR’S TAKE

Depression and boredom are part of
cognitive dysfunction in ADHD, and
the role of boredom deserves more in-
vestigation. Look for and track these
symptoms in patients with ADHD.
While more studies are always need-
ed, MPH may be effective beyond core
ADHD symptoms of inattention and hy-
peractivity-impulsivity and help associ-
ated depression and boredom.

The Evidence Base for Polypbharmacy
in ADHD

Jobn Raiss, MD. Dr. Raiss has disclosed no
relevant financial or other interests in any com-
mercial companies pertaining to this educational
activity.

REVIEW OF: Baker M et al, J

Child Adolesc Psychopbharmacol
2021;31(3):148-163

TYPE OF STUDY: Literature review

Psychotropic polypharmacy is in-
creasingly the norm in clinical prac-
tice. We use it to address persistent
symptoms or to target comorbid con-
ditions, though we do so at the risk of
increased side effects, more drug in-
teractions, and worsened patient com-
pliance. This review examines the ev-
idence base for polypharmacy in the
treatment of ADHD in children and
adolescents.

The authors’ literature search found
39 studies and 17 randomized con-
trolled trials (RCTs), a “relatively limited
evidence base ... to support a practice
that occurred in 20% of outpatient visits
in 2007 and is likely higher today.”

Nearly all trials included a stimu-
lant. The most common additions were
alpha-agonists, followed by risperidone
and atomoxetine.

Sixteen of the 37 studies combined
a stimulant and an alpha-agonist. RCT
data showed that for stimulant partial
responders, the combination of stimu-
lant and alpha-agonist was superior to
alpha-agonist alone in reducing residual

ADHD symptoms, and superior to
stimulant alone if there was a history
of partial response to stimulant mono-
therapy, with an effect size of about 0.4.
Combination treatment was associated
with bradycardia, sedation, somnolence,
and hypotension.

For ADHD with comorbid aggres-
sion and disruptive behavior, RCT data
found that stimulants alone had a large
effect size. Combination treatment with
divalproex or risperidone did improve
response beyond stimulant monother-
apy, with the greatest support for ris-
peridone; however, there was a price to
pay. Despite the short study durations
and the low dosages of risperidone (<2
mg/day) in all the studies, significant
prolactin elevations and weight gain
were seen.

One RCT of atomoxetine found no
evidence of improvement with added
MPH, with the suggestion that “optimiz-
ing dose and allowing adequate dura-
tion for response is favorable to adding
medications.”

For management of comorbid anxi-
ety, depression, and disruptive mood
dysregulation disorder, data from four
RCTs of SSRIs with stimulants showed
this very common combination, while
safe, had minimal benefit for anxiety
and mood comorbidities.

The authors conclude the data sup-
port existing guidelines to start with
stimulant monotherapy for ADHD.
Still, antipsychotics are worth consid-
ering, despite their side effects, when
aggression is severe or persistent.

The authors recommend using mea-
surement-based care to determine if
the benefit of an added medication is
worth the risk.

CCPR’S TAKE

Combination treatment for ADHD may
be beneficial, though it comes at the
cost of more side effects. Adding an
alpha-agonist is helpful in partial re-
sponders to stimulants, and, in line
with clinical lore, adding risperidone
can be helpful for aggression. Remem-
ber that side effects can differ based on
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pubertal status.



THE CARLAT REPORT: CHILD PSYCHIATRY

CME Post-Test

To earn CME or CE credit, log on to www.TheCarlatReport.com to take the post-test. You will be given two attempts to pass the test. You must

answer 75% of the questions correctly to earn credit. Tests must be completed within a year from each issue’s publication date.

The Carlat CME Institute is accredited by the Accreditation Council for Continuing Medical Education to provide continuing medical education for physicians.
Carlat CME Institute maintains responsibility for this program and its content. Carlat CME Institute designates this enduring material educational activity for a
maximum of two (2) AMA PRA Category 1 Credits™. Physicians or psychologists should claim credit commensurate only with the extent of their participation
in the activity. This page is intended as a study guide. Please complete the test online at www.TheCarlatReport.com. Learning Objectives are listed on page 1.

1. Which of the following new ADHD medications for children and adolescents is a non-stimulant selective NRI (LO #1)?
[ 1a. Quillivant
[ 1b. Qelbree
[] c. Dyanavel
[]d. ProCentra

2. According to Dr. Abright, in a national comorbidity survey of adolescents, which disorders were most commonly reported (LO #2)?
[ ] a. Depressive disorders
[ 1b. Bipolar disorders
[ 1 c. Anxiety disorders
[ ] d. Substance use disorders
3. According to a 2021 review of youths with ADHD, which of the following about polypharmacy for ADHD was true (LO #3)?
[ ] a. Stimulants alone had a small effect size for ADHD with comorbid aggression and disruptive behaviors
[ ] b. Atomoxetine + methylphenidate significantly improved ADHD symptoms compared to atomoxetine alone
[] c. SSRIs + stimulants improved anxiety and mood comorbidities in ADHD with a large effect size
[] d. Stimulants + alpha-agonists improved residual ADHD symptoms in stimulant partial responders better than either treatment alone

4. In the Multimodal Treatment of ADHD Study, stimulants were more effective at improving children’s core symptoms of ADHD compared to
behavioral treatments (LO #1).
[ ] a. True
[1D. False

5. According to Dr. Abright, which of the following treatments for anxiety disorders in children and adolescents is recommended by the Clinical
Practice Guideline (LO #2)?
[ ] a. Psychodynamic therapy
[ 1b. SSRIs
[] c. SNRIs
[ 1 d. Benzodiazepines

6. 1In a recent study of children and adolescents with ADHD, how did methylphenidate (MPH) affect measures of academic and social difficulties,
boredom, and ADHD symptoms at three months post-MPH treatment (LO #3)?
[ ] a. MPH significantly improved core symptoms of ADHD, boredom levels, and academic and social function
[ 1 b. MPH significantly improved core symptoms of ADHD and boredom levels but had no effect on academic and social function
[ ] c. MPH significantly improved boredom levels but had no effect on core symptoms of ADHD and academic and social function
[ ] d. MPH significantly improved core symptoms of ADHD and academic and social function but had no effect on boredom levels

7. According to Dr. Buchanan, what is the role of atomoxetine in the treatment of ADHD, compared to stimulants and alpha-agonists (LO #1)?
[ ] a. Atomoxetine should be a second-line treatment after stimulants
[ ] b. Atomoxetine should be a third-line treatment after stimulants and alpha-agonists
[ ] c. Atomoxetine should be a first-line treatment
[ ] d. Atomoxetine does not have a role in the treatment of ADHD
8. In the Child/Adolescent Anxiety Multimodal Treatment Study (CAMS), what was concluded about the efficacy of combination sertraline and CBT,
versus each treatment alone, for improving anxiety symptoms in children and adolescents (LO #2)?
[ ] a. Sertraline alone was superior to combination treatment and CBT alone at week 23
[ 1 b. Combination treatment and sertraline alone were superior to CBT alone at week 30
[] c. CBT alone and sertraline alone were superior to combination treatment at week 19
[ ] d. Combination treatment was superior to CBT alone and sertraline alone up to week 24, but this superiority was not maintained at longer
follow-up
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Note From the Editor-in-Chief

Masks or no masks, kids with ADHD
are struggling. Stimulants are helpful,
but how do we choose from all the new
preparations? Dr. Anne Buchanan helps
us sort that out. Parents are often con-
cerned about giving stimulants to their
kids and teens. We have ideas to help
you talk with parents and collaborate with them. Anxi-
ety disorders are rampant, and the AACAP featured anx-
iety for their first Clinical Practice Guideline, a new ap-
proach to better consolidated advice. The results offer
broad guidance for treatment. This issue also includes re-
search on mood and boredom in ADHD and on the ef-
ficacy of combined pharmacotherapy/polypharmacy for
ADHD. We planned this ADHD issue long ago, but as
we go to press there are more child refugees abroad and,
at home, actions targeting parents who support gender-
affirming care. Always so much happening—we welcome
your thoughts.
Josh Feder, MD
jfeder@thecarlatreport.com
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