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Series Editor’s Foreword

Practical Psychopharmacology: Basic to Advanced Principles is the latest volume in
one of Routledge’s most popular series, Clinical Topics in Psychology and Psychia-
try (CTPP). The overarching goal of CTPP is to provide mental health practitioners
with practical information on pharmacological and psychological topics. Each
volume is comprehensive but easy to digest and integrate into day-to-day clinical
practice. It is multidisciplinary, covering topics relevant to the fields of psychology
and psychiatry, and appeals to the student, novice, and senior clinician. Books
chosen for the series are authored or edited by national and international experts
in their respective areas, and contributors are also highly respected clinicians. The
current volume exemplifies the intent, scope, and aims of the CTPP series.

Since identifying the first antidepressants in the 1950s, the practice of clinical
psychopharmacology has grown at breakneck speed. It truly began to flourish in
the late 1980s after Prozac, the first serotonin reuptake inhibitor, hit the market
and became one of the country’s all-time bestselling medications. In part, because
of Prozac’s (and medications with nearly identical chemical structures) popularity
and ease of use, psychopharmacology was no longer the sole purview of psychia-
try. Nurse practitioners, physician assistants, primary care physicians, and even
psychologists with advanced training in psychopharmacology got into the game.

Unfortunately, the field has not seen the same level of proliferation of easy-
to-read texts for those interested in learning to practice psychopharmacology.
Aside from a few exceptions, available training textbooks are filled with page after
page of dense text, much of which is focused on, as the volume’s author Thomas
Schwartz states in the introduction, “granular molecular fundamentals of psycho-
tropic drugs” Then, there are overly detailed “decision” matrices constructed to

ix



x Series Editor’s Foreword

help practitioners choose which medication goes with which disorder in which
situation. These aides are often so complex and difficult to decipher that they are
rendered useless. There is nothing more frustrating than a psychopharmacology
text that is either too basic or too advanced in its content. Practical Psychopharma-
cology: Basic to Advanced Principles solves these problems. It is unique in that it is
written in advancing levels of knowledge and expertise, so it meets the student or
practitioner where they are at in their training and practice.

The reader will find many of this volume’s chapters of considerable benefit.
Unlike edited books, this authored volume flows seamlessly. Schwartz speaks to
you as a colleague and as an educator. The information he provides is based on the
latest science, not ideology or conformity to a particular approach. He is, indeed,
a gifted practitioner, scholar, and writer.

I am convinced that Practical Psychopharmacology: Basic to Advanced Principles
will become one of the lead textbooks in training future psychopharmacologists.
It will also function as an excellent review for experienced practitioners looking
for an easily digestible presentation of the latest science on psychopharmacologi-
cal practice.

Bret A. Moore, PsyD, ABPP
Series Editor
Clinical Topics in Psychology and Psychiatry



Preface

Psychopharmacology, Psychotherapy, and the Psychosocial
Aspects of Prescribing

How many times have you bought a textbook seeking insights into prescribing psy-
chiatric medications only to find it filled with pages and pages of dense text about
the granular molecular fundamentals of psychotropic drugs? Or, you find overly
detailed tables and circular algorithms that go on for pages. Have you ever bought
a psychopharmacology text to find out that it was either too basic, filled with infor-
mation you already knew, or way too complex and well above your expertise? How
about a textbook where the text did not apply to the patients you see because your
patients were too comorbid? The concept and design of this clinical handbook
is novel in that it is written in advancing levels of practical clinical information.
Ideally, the information in this handbook can be used quickly and efficiently by a
large variety of prescribers regardless of time in the field or background.

Each chapter will begin with a more simplistic conceptualized approach. Infor-
mation in Section 1 of each chapter should quickly answer the question: “What
do I really need to know right now regarding my psychiatric patient to make a
reasonable diagnosis and start a reasonable medication?” Psychiatric screening
questions, DSM-5 interviewing criteria, and easy rating scale approaches will be
discussed in a way that any variety of clinicians (medical students, primary care
and psychiatry residents, primary care physicians and psychiatrists, nurse prac-
titioners, physician assistants, etc.) may make standard of care medical decisions
quickly. Approved and clear evidence-based psychiatric medications will be dis-
cussed efficiently so that informed consent can be offered to the patient, the drug

xi



xii Preface

can be prescribed and the patient monitored, and ideally a good outcome can be
obtained. Section 1 is designed to be an initial education for those who provide
care to psychiatric disordered patients or as a quick reference guide. It is strongly
advised that all readers read through the first ADHD chapter to understand the
layout and concept of this book. After this, readers may pick a psychiatric disorder
chapter and choose to go the simple route and start with Section 1, or go right to
the more advanced Section 2 and onward depending on specific educational and
clinical application needs.

Section 2 is designed for prescribers who want to know slightly more about
psychopharmacology. These sections go beyond the typical guideline and algo-
rithm approach for patients who have just one psychiatric disorder. Section 2
will educate the reader about some (but not exhaustively) of the basic science
and principles behind each psychiatric disorder and its treatment. Less evidence-
based, but appropriate second and third line psychopharmacological treat-
ments will be discussed. Prescribing for highly comorbid and treatment resistant
patients is covered. Essentially, if your patients are not quite as simple as those
in Section 1, or if Section 1 medications have failed to help, then you will need
to read Section 2. Section 2 will cover briefly the epidemiology, genetics, and
functional neuroanatomy of each disorder. This information gives the prescriber
the information needed to explain to their patient who asks, “Why do I have this
psychiatric problem?”, “Why will this medication make my symptoms go away?”,
“Why did I get side effects?”, etc.

This book is not an exhaustive reference and does not replace a more com-
prehensive textbook double its size. It is not a full prescriber’s guide and will not
replace the regulatory information handed down by the FDA. Rather, this book
puts a fair amount of knowledge into the prescriber’s hands very quickly that
ideally translates into better diagnoses, medication selection, and monitoring in
clinical practice. It should read like teaching rounds on an academic psychiatry
teaching service. All information cannot be covered, but key information should
be covered quickly. This book should improve the prescriber’s ability to choose a
medication, or medications, when initial monotherapy fails to gain a remission.
The goal is to have clinicians become more adept and knowledgeably aggressive
in managing patients with psychiatric disorders. This book is designed to have
an easy learning curve where the reader can choose at which level or density they
wish to practice at.

This book is a psychopharmacology handbook but presupposes that the pre-
scriber is adept at employing core psychotherapy skills despite using the medica-
tion management or biological model. Outcomes and compliance with treatment
regimen likely are enhanced by use of psychopharmacopsychotherapy. In other
words, always be mindful and use psychotherapy to your advantage when you are
prescribing psychotropics as both skill sets should be paired at all times.
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Prologue
Psychopharmacopsychotherapy

What is this term and why is it important for the use of this book? Even though
this book is a biological psychopharmacology handbook, it is based on the foun-
dation that the prescriber is generally a good human being who cares about the
patient and wants to form a partnership and alliance with the patient in order
to get them better. To maximize patient adherence and compliance with medica-
tions and to improve visit attendance and session productivity, the core skills of
psychotherapy are needed. To maximize the tolerance of known side effects and
to diminish the effects of placebo induced side effects (nocebo effects), the core
skills of supportive psychotherapy are needed. If the prescriber loses track or does
not deploy these skills while prescribing, the author suspects that outcomes will be
worse than those advertised.

Supportive psychotherapy can be deployed by any type of provider with any
credentials at any time. It is an augmentation strategy and likely creates physiologi-
cal effects that can be seen and measured in the frontal cortex of the brain. Even
though this is a form of psychotherapy, it likely creates electrophysiological brain
changes, just like adding medications together. So why not add in this bonus treat-
ment while prescribing? You as the clinician have nothing to lose and likely better
outcomes to gain for your patient.

Psychopharmacopsychotherapy essentially means the purposeful combining of
psychiatric medication management AND psychotherapy simultaneously.

A model of providing Manualized Psychopharmacopsychotherapy (M-PPPT)
might be theorized, learned, and incorporated into clinical practice if the prescriber
wishes to pay attention and purposefully deploy these skills. M-PPPT’s goal would
be to develop a basic psychotherapy treatment for use by psychopharmacologists
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when employing a medication management only model for the treatment of MDD
or other psychiatric disorders. The prescriber must be aware and want to maintain
the psychotherapeutic stance while in the busy daily practice of providing psycho-
pharmacology to patients. To be realistic, and honest, some prescribers are burned
out, never liked training or providing psychotherapy, or find psychotherapy drain-
ing when compared to prescribing sessions. Burned out psychopharmacologists
may blame their employer or the insurance companies for enforcing the fast medi-
cation sessions and split model psychotherapy, but some psychopharmacologists
use this as a rationalization because they may not want to admit, or do not want
to embrace, psychotherapy as a technique either due to (a) philosophical stance,
(b) the sometimes draining nature of psychotherapy, (c) the learning curve of psy-
chotherapy, or (d) the fact that it is often more lucrative to provide a higher volume
of shorter medication management visits per day. M-PPPT interventions have an
easy learning curve and may be utilized in practice immediately even if a stoic
medications-only approach is adhered to.

M-PPPT has a goal to increase the prescriber’s awareness toward the use of
“common factors” mentioned above and felt to be universal to most employed
psychotherapies. This simplistic approach often is initially taught in nurse prac-
titioner or psychiatric residency training, or may be used later as a “vocational
rehabilitation tool” for the veteran prescriber who becomes burned out or cynical.
Using a checklist approach, a psychopharmacology session may be broken down
into sections, and both psychopharmacology and psychotherapy may be employed
in parallel. Use of a simple checklist should bring M-PPPT approaches to aware-
ness while conducting a session with a patient. A typical M-PPPT checklist might
involve the following:

Table P1 This basic checklist is a manual. It covers the basic processes of a gold standard
medication management visit, but at the same time, it works to orient the prescriber to pro-
vide core psychotherapy techniques throughout a short session with a patient

M-PPPT CHECKLIST

Psychopharmacology Components:

__Review previous note prior to session

__Check new rating scales prior to session

__Ask about current positive or negative stressors
__Conduct lethality risk assessment

__Review current pivotal target symptoms
__Review medication list

__Review side effects

__Review medical problems

__Check vitals/physical exam/labs if warranted

Provide Informed Consent
__Positive and negative medication effects
__Rationale for psychotherapy as adjunctive treatment

(Continued)
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Table P1 (Continued)

Psychotherapy Components:

During Session
__Provide psychoeducation (diagnosis and medication options)
__Provide >3 core psychotherapy skills
__motivation
__empathy
__openness
__collaboration
__warmth
__positive regard
__sincerity
__corrective experience
__catharsis
__establish goals
__establish time limit
__establish patient effort needed

Documentation:

__Compile Note

__Contact collaterals as needed
__Contact other providers as needed
__Contact insurance as needed

In conclusion, prescribing of psychotropics does not occur in a vacuum devoid of
interpersonal interaction with your patients. In a busy practice setting, consider
consciously employing core therapy skills in each setting to obtain better results
for your patient!
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CHAPTER 1

Adult Attention Deficit-Hyperactivity
Disorder

SECTION 1 Basic Prescribing Practices

Essential Concepts

ADHD is a heritable illness that is clinically diagnosed with a persistent
longitudinal pattern of

o inattention and/or

o hyperactivity-impulsivity

Diagnosis should be based on careful history demonstrating impaired
functioning in multiple settings (school, home, community) starting
before the age of 12.

Comorbid learning disability and other psychiatric disorders are com-
mon in adults.

Pharmacotherapy is the centerpiece to ADHD treatment.

First line medications are often stimulants.

Second line medications are alpha-2 agonists and possibly certain anti-
depressants.

Consider using rating scales at baseline and during follow-up sessions.

Phenomenology, Diagnosis, Clinical Interviewing

For any new practitioner in any field, the goal is to be able to make an accurate
diagnosis. All of psychiatric prescribing at this beginning level is based on regu-
latory findings, approvals, and indications that are psychiatric disorder specific.
Psychotropics will only deliver the outcomes promised if the patient at hand
actually has been accurately identified as having adult ADHD. Inattention, poor
concentration, and impaired vigilance are all symptoms that are not unique to
adult ADHD. These symptoms are also prevalent in major depressive disorder
(MDD), post-traumatic stress disorder (PTSD), and generalized anxiety disorder
(GAD). This can make diagnosis complicated but also should alert the reader that
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one psychotropic may be able to improve inattention regardless of which cate-
gorical psychiatric disorder the inattention is being attributed to. Sometimes an
antidepressant, like bupropion (Wellbutrin XL/Aplenzin), can treat adult ADHD.
Alternatively, an ADHD medication like lisdexamfetamine (Vyvanse) can treat
non-ADHD conditions (binge eating disorder [BED]). As this chapter progresses
to discuss intermediate and advanced psychopharmacologic prescribing, the use
of off-label, less well-studied approaches becomes more apparent. Prescribers
need to appreciate that certain discrete psychiatric symptoms can cross the appar-
ent boundaries of categorical diagnostic and regulatory processes. Understanding
and appreciating this concept is often needed to treat the more treatment resistant
or comorbidly afflicted patient.

Commonly, ADHD in adults is confounded by other psychiatric disorders such
as anxiety, substance misuse, depression, and personality disorder. This chapter
assumes the reader is comfortable with descriptive, DSM-5 (Diagnostic and Sta-
tistical Manual of Mental Disorders) interviewing and diagnostic assessment, or
is willing to learn. Furthermore, in the absence of DSM-5 mastery, patient admin-
istered rating scales should become more the standard of care. Outside of aiding
in diagnosis, routine use of validated scales likely will aid in obtaining outcomes
found in regulatory trials which utilize these scales to drive treatment and can
motivate the prescriber to address residual symptoms, much like abnormal lab
values that prompt action in the primary care setting (ex. monitoring hyperten-
sion, hyperglycemia, etc.).

The key to diagnosis is confirming the longitudinal and impairing presence of a
combination of (a) inattention, (b) hyperactivity, and/or (c) impulsivity that cannot
be explained by another psychiatric disorder, substance misuse, personality disor-
der, or medical condition. During a routine interview, use of an initial screening
question is warranted. If the patient answers positively, this should trigger the use of
a full DSM-5 symptom interview or use of a validated, reliable ADHD rating scale.

TIP: Screening Questions
Screening for inattention

o Do you often make careless mistakes at home, work, or school because
you aren’t paying attention? Do you have difficulty concentrating or
focusing more often than not?

Screening for hyperactivity

o Isit hard for you to sit still?

Screening for functional impairment

o What problems do [these behaviors] cause at school, work, or home?
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Screening for longitudinal history

«  How old were you when you began [these behaviors]?

Remember to screen for other psychiatric illnesses, ex. mood disorder, anxiety
disorder, substance use, etc.

The use of the DSM-5 model may seem tedious or effortful in regard to memoriza-
tion and the implementation of a rigorous systematic, symptom-based approach
to adult ADHD diagnosis. Nevertheless, it does promote a very sensitive and
specific validated way to make the diagnosis and apply accurate, efficacious treat-
ments. Following this approach should allow the prescriber and patient to obtain
the pharmacological outcomes that are reported in the literature. Use of rating
scales for each psychiatric disorder will be discussed in later chapters as well.
Scales generally allow the clinician to rely less on the DSM-5 clinical interview
and more on patient-driven, self-reporting measures. Ideally, both approaches
will be used.

DSM-5 Diagnosis

People with ADHD show a persistent pattern of inattention and/or hyperactivity-
impulsivity that interferes with functioning or development characterized by (1) and/
or (2) (see below) starting before the age of 12.

(1) Inattention: Six or more symptoms of inattention for children up to age
16, or five or more for adolescents 17 and older and adults; symptoms of
inattention have been present for at least six months and are inappropri-
ate for developmental level:

o Often fails to give close attention to details or makes careless mis-
takes in schoolwork, at work, or with other activities.

o Often has trouble holding attention on tasks or play activities.

o Often does not seem to listen when spoken to directly.

o Often does not follow through on instructions and fails to finish
schoolwork, chores, or duties in the workplace (e.g., loses focus,
gets side-tracked).

o Often has trouble organizing tasks and activities.

o Often avoids, dislikes, or is reluctant to do tasks that require
mental effort over a long period of time (such as schoolwork or
homework).

o Often loses things necessary for tasks and activities (e.g., school
materials, pencils, books, tools, wallets, keys, paperwork, eye-
glasses, mobile telephones).
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o Is often easily distracted.
o Is often forgetful in daily activities.

(2) Hyperactivity and Impulsivity: Six or more symptoms of hyperactiv-

ity-impulsivity for children up to age 16, or five or more for adolescents

17 and older and adults; symptoms of hyperactivity-impulsivity have

been present for at least six months to an extent that is disruptive and

inappropriate for the person’s developmental level:

o Often fidgets with or taps hands or feet, or squirms in seat.

o Often leaves seat in situations when remaining seated is expected.

o Often runs about or climbs in situations where it is not appropriate
(adolescents or adults may be limited to feeling restless).

o Often unable to play or take part in leisure activities quietly.

o Is often “on the go” acting as if “driven by a motor”

o Often talks excessively.

o Often blurts out an answer before a question has been completed.

o Often has trouble waiting his/her turn.

o Often interrupts or intrudes on others (e.g., butts into conversa-
tions or games)

In addition, the following conditions must be met:

Several inattentive or hyperactive-impulsive symptoms were present
before age 12 years.

Several symptoms are present in two or more settings, (e.g., at home,
school, or work; with friends or relatives; in other activities).

There is clear evidence that the symptoms interfere with, or reduce the
quality of, social, school, or work functioning.

The symptoms do not happen only during the course of schizophrenia
or another psychotic disorder. The symptoms are not better explained
by another mental disorder (e.g., mood disorder, anxiety disorder, dis-
sociative disorder, or a personality disorder).

Based on the types of symptoms, three kinds (presentations) of
ADHD can occur:

Combined presentation: if enough symptoms of both criteria inatten-
tion and hyperactivity-impulsivity were present for the past six months
Predominantly inattentive presentation: if enough symptoms of inatten-
tion, but not hyperactivity-impulsivity, were present for the past six months
Predominantly hyperactive-impulsive presentation: if enough symp-
toms of hyperactivity-impulsivity but not inattention were present for
the past six months.

Because symptoms can change over time, the presentation may change over
time as well.




Adult Attention Deficit-Hyperactivity Disorder

TIP: Interviewing an ADHD Patient

Adult practitioners usually find comorbidities, such as ADHD, in
their adult patients who present with initial complaints of anxiety,
depression, or substance abuse. In this way, ADHD may be a second-
ary finding.

How to screen for ADHD

Screening for ADHD often occurs secondarily in the Psychiatric
Review of Systems while taking a full psychiatric history, as part
of the Social History interview segment, especially when inquiring
about psychosocial development from childhood through young
adulthood.

For example: Asking patients how they performed in grade school, middle
school, high school, and college is a productive approach. Did the patient
do well or have problems in school? Were they labeled or felt like a bad
kid or difficult student? Could they focus and pay attention to the teacher,
stay on task, complete assignments, etc.? Were they disruptive to the class,
make impulsive decisions that caused problems? Did they often forget to
“look before they leaped”? Would their friends, teachers, parents say they
were always moving, “hyper;” climbing, or fidgeting? Did they day dream
or drift off?

Obtain longitudinal history of the symptoms

If these patterns are found, it is important to identify if they have car-
ried through to adulthood and to clearly delineate if these symptom
clusters both appear in multiple spheres of life (home, work, social, etc.)
and presently cause psychosocial distress. It is important to determine
if ADHD symptoms were present from grade school ages.

It would be odd for an adult to all of a sudden “develop” or “come down
with” ADHD.

Inattention and poor concentration that develop over several weeks are
often related to MDD, GAD, stress, an adjustment disorder, or possibly
substance misuse.

Patients often see a decline in work or school performance and present
convinced they have new onset ADHD. Longitudinally, it is key to deter-
mine whether clear ADHD symptoms predated or were premorbid to
the presenting inattentive chief complaint.

If premorbid ADHD is not detected, then clinicians should treat the
current inattentive symptoms as part of another more accurate DSM-5
diagnosis (ex. MDD).

If premorbid ADHD is detected, then both the ADHD and the new
onset DSM-5 disorder should be treated concurrently.

5
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Pay particular attention to inattentivity when diagnosing adult ADHD

Adult ADHD diagnosis may be difficult to detect as one expects
the adult to have the classic triad of inattention, hyperactivity, and
impulsivity.

In fact, as a patient ages with ADHD, it is common for the hyperac-
tivity and impulsivity symptoms to lessen, while the inattentive ones
continue.

More often, adult patients appear to have inattentive ADHD rather than
hyperactive/impulsive type.

Confirm history with collateral information

Clinicians can improve diagnostic accuracy for adult ADHD by inter-
viewing a significant other (parent, sibling, etc.) for a few minutes to
confirm the longitudinal presence of ADHD symptoms from a younger
age. Use of rating scales may also help.

Rating Scales

Adult ADHD Self-Report Scale (ASRSv1.1)

This scale was adapted and validated from the well accepted version
utilized for childhood ADHD called the ASRS.V1. It is in the public
domain and simple to use. It takes approximately 1-2 minutes for the
patient to complete and several seconds to score.

Scoring suggests that a positive score of any kind in four or more shaded
areas of Section A is suggestive of an ADHD diagnosis. Scores may be
followed sequentially over time to track treatment outcomes.

To obtain this public domain scale please refer to Adler, Lenard,
et al. (2006) “Validity of Pilot Adult ADHD Self-Report Scale (ASRS)
to rate adult ADHD symptoms” Annals of Clinical Psychiatry 18.3,
145-148; Kessler, R.C., Adler, L., Ames, M., (2005) “The World Health
Organization adult ADHD self-report scale (ASRS): a short screening
scale for use in the general population.” Psychological Medicine 35,
245-56; Hines, J.L., King, T.S., & Curry, W.J. (2012) “The adult ADHD
self-report scale for screening for adult attention deficit-hyperactivity
disorder (ADHD).” The Journal of the American Board of Family Medi-
cine 25.6, 847-853. www.hcp.med.harvard.edu/ncs/asrs.php. It is free
and copyrighted by the World Health Organization.



http://www.hcp.med.harvard.edu/ncs/asrs.php

Table 1.1 The ASRS-V1.1 for Use in Adult ADHD

Adult ADHD Self-Report Scale (ASRS-V1.1) Symptom Checklist

Patient Name:

Today’s Date:

Please answer the questions below, rating yourself on each of the
criteria shown using the scale on the right side of the page. As you
answer each question, place an X in the box that best describes how
you have felt and conducted yourself over the past six months. Please
give this completed checklist to your healthcare professional to discuss
during today’s appointment.

Never

Rarely

Sometimes
Often

Very Often

1.

How often do you have trouble wrapping up the final details of a
project, once the challenging parts have been done?

. How often do you have difficulty getting things in order when you

have to do a task that requires organization?

. How often do you have problems remembering appointments or

obligations?

. When you gave a task that requires a lot of thought, how often do

you avoid or delay getting started?

. How often do you fidget or squirm with your hands or feet when

you have to sit down for a long time?

. How often do you feel overly active and compelled to do things,

like you were driven by a motor?

Part A

. How often do you make careless mistakes when you have to work

on a boring or difficult project?

. How often do you have difficulty keeping your attention when

you are doing boring or repetitive work?

. How often do you have difficulty concentrating on what people

say to you, even when they are speaking to you directly?

10. How often do you misplace or have difficulty finding things at
home or work?

11. How often are you distracted by activity or noise around you?

12. How often do you leave your seat in meetings or other situations
in which you are expected to remain seated?

13. How often do you feel restless or fidgety?

14. How often do you have difficulty unwinding or relaxing when you
have time to yourself?

15. How often do you find yourself talking too much when you are in
social situations?

16. When you're in a conversation, how often do you find yourself
finishing the sentences of the people you are talking to, before
they can finish them themselves?

17. How often do you have difficulty waiting your turn in situations
when turn taking is required?

18. How often do you interrupt others when they are busy?

Part B
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TIP: Commentary on Rating Scales in Psychiatric Practice

Rating scales should not replace but rather supplement a good
clinical interview

Rating scales cannot bring about the development of rapport and
improvement of medication compliance that a responsive, professional
clinical interview provides.

Rating scales that are completed by the patient on paper, electronically,
or otherwise should be considered equivalent to the use of sphygmoma-
nometry in treating hypertensives or blood glucose readings in treating
diabetics.

Rating scales ask the same questions, the same way, at each encoun-
ter. Only the patient’s answers change. The clinician obtains a reli-
able measure, or score, that is normal, abnormal, better, worse, or
the same.

Abnormal findings prompt the clinician to act to optimize current
treatment or abandon treatment that is ineffective.

This approach can lead to better outcomes as clinicians receive evi-
dence in real time that their medication choices are sub-optimally
performing.

Common Myth 1: Scales are copyrighted, expensive, and unwieldly

A common myth suggests that all rating scales are copyrighted, must be
purchased, are long, impair patient flow and throughput, are disliked by
patient and prescriber alike, etc.

There are expensive and copyrighted scales, but for each DSM-5 disor-
der there are available free, public domain scales for use. Additionally,
some scales are free, and you must email the author for permission
to use.

Some scales are very short and very valid. They often take a few minutes
for the patient to complete and several seconds for the clinician to score.
This book will provide information on short, free, easy to score rating
scales when possible.

Scales can be completed via the web by the patient at home, in the wait-
ing room at a computer kiosk, or on a tablet or phone.

Common Myth 2: Scales are time consuming

There is a myth that scales will take too long or cost the clinician

valuable time. Contrary to this, a rating scale that is completed
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prior to the patient’s being seen costs the clinician no additional
time.

Deploying written rating scales in the waiting room is “low tech” but
does create a work flow routine in the outpatient office setting.

For example: when a clinician is finished seeing a patient (prior to writ-
ing their progress note), he or she can walk to the waiting room and
hand out the paper version of the rating scale to the next patient. After
the first session, patients rarely need reorientation or explanation on
how to complete them. The clinician can return to his or her office and
in the time it takes to type a progress note, the patient completes his or
her scale. The clinician can gather the patient from the waiting area and
calculate the score while walking the patient back to the office to start
the session.

Alternatively, an assistant could be trained to hand out and score the
scales. Rating scale scores can be tracked in almost any chart similar to
tracking blood pressures. Often they can be graphed out by electronic
record systems.

The rating scale can ask many questions quickly and allows the clini-
cian to avoid asking symptomatic DSM questions where the patient has
already acknowledged NO to experiencing the symptom and to focus
on key symptoms that were responded to as YES.

This often allows a faster, more focused psychopharmacologic follow-
up session. It allows more time for the prescriber to conduct a lethality
assessment, engage in safety planning, or use those core psychotherapy
techniques, as less time was actually spent determining that several
symptoms were resolved and essentially did not need to be addressed.
Therefore, efficient, simplistic deployment of rating scales in psycho-
pharmacology practice should be equated to vital sign testing and be
done as routinely as possible. A short, free, easy to administer and score
scale should be selected and worked into the work flow of the clinical
practice.

Benefits of using rating scales

The benefits include better patient outcomes, greater remission rates,
and in practice allow more efficient and effective use of time for rapport
and compliance building, informed consent, lethality assessment, and
improved documentation.

9
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Treatment Guidelines

For the novice prescriber who attempts to treat an adult with ADHD, it is essen-
tial to know the basics of the available guidelines which help provide a high
level of care. Next, a prescriber must know what psychotropics are specifically
approved for adult ADHD. This is the medico-legally sound way to prescribe
and ideally obtain the outcomes desired for the patient. It is important to dis-
close to the patient that the approach being used is approved by the FDA (U.S.
Food and Drug Administration). The prescriber and patient can find some reas-
surance knowing that at least two or more large-scale clinical trials exist where
the drug was able to outperform a placebo and have a distinct safety profile.
Imparting this information is the basis for informed consent and helps increase
patient acceptance of the medication. A higher level technique discussed in
the next section for the more Advanced Prescriber would be to explain the bio-
logical basis of ADHD and how the prescribed medication functions to lower
ADHD symptoms. This is similar to the way a primary care clinician explains
high blood sugars and insulin receptor insensitivity to a diabetic patient so that
they can understand their illness and why taking insulin will help. It provides a
story the patient can understand and assigns a tangible reason to why the medi-
cine must ultimately be taken. These approaches induce patient confidence in
the medication and the prescriber. Compliance rates, the ability to tolerate
side effects, and perception of the prescriber’s competence and thoroughness
all should increase as well. These are the qualities of care that make for better
outcomes.

After an accurate DSM-5 diagnosis is established, the prescriber should
choose from one of the FDA approved adult ADHD indicated medications that
are available. (See Prescribing Table.) Generally, the slow-release, once-daily
products are chosen over divided dose immediate-release ones. Once a day use
improves compliance and theoretically lowers addiction risk. Generally, the
slower an addictive drug is absorbed, the more consistent its blood levels over
time, and the more gradually it is metabolized. This allows for a gradual clinical
effect and minimal intoxicating effects. The patient should feel less of an energy/
mood boost at onset which lessens its reward and addictive potential. Stimulant
medications are considered first line as they work more often and more com-
pletely in the average adult ADHD patient. These drugs should be considered
second or third line in patients with addiction histories, cardiac histories, or
anorexia histories as stimulants can create addiction, arrhythmia, and weight
loss. Furthermore, adolescents and young adults have a greater likelihood of
abusing these medications, and also may divert or share these drugs with peers.
The clinician must weigh the superior effectiveness and available evidence-base
supporting the use of stimulants as initial treatment versus using a less effective
but less addictive product.
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TIP: Psychopharmacology

Initiate all at the lowest possible dose (even lower than FDA suggested).
Full prescribing information is readily available electronically and in
print from a myriad of resources.

Stimulants allow for therapeutic effects within a single dose that can be
measured over a few days. The dose may be systematically titrated upward
every several days until ADHD symptoms resolve or side effects occur.
The maximum dose of each stimulant should be used for an appropriate
duration before drug treatment can be deemed a failure.

During upward titration, if side effects occur, the dose can be lowered
and titration slowed.

Atomoxetine is not a stimulant and works through norepinephrine reup-
take inhibition. This process takes longer to deliver a therapeutic effect.
For the first few days, start with a low dose, then increase for effective-
ness. This is a general strategy for all psychotropic use.

The patient should be maintained on dose for 2-4 weeks, or even longer,
to observe for gradual onset of efficacy over time.

Regarding medication switch protocols, an abrupt switch occurs when
drug 1 is stopped and drug 2 is started the next day. This may allow for
withdrawal side effects of drug 1 and acute onset side effects of drug 2
to occur simultaneously.

Alternatively, a true cross-titration occurs when drug 1 is lowered
equally while drug 2 is raised equally. This generally is the standard
when switching psychotropics as it lends toward better tolerability.
However, when using stimulants, given their short half-lives, an abrupt
switch may be considered.

Summary

Basic levels of ADHD management suggest:

Screen first and routinely for ADHD.

Make an accurate diagnosis using DSM-5 or a rating scale.

If ADHD is the sole diagnosis and there is minimal comorbidity, start a
stimulant.

Monitor by rechecking DSM-5 symptoms at each visit or use a rating
scale.

Titrate medication until there is full symptom remission or side effects.
If a methylphenidate product fails, use an amphetamine product.
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o Ifthere is an addiction risk, or psychiatric or medical comorbidity risk
to stimulant use, atomoxetine should be used.

o Other ADHD treatments are not FDA approved but may help. Items
listed in BOLD in the PRESCRIBING TABLE are approved and con-
sidered front line due to clear efficacy and safety data. Items in regular
text may be riskier or less well-proven by current data.

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise was to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines and
expected clinical outcomes. This approach is largely one of pattern recognition and
ideally becomes a stimulus-response phenomenon for the prescriber. Essentially,
one has to make a diagnosis and reflexively choose from a well-defined, limited set
of approved medications. The therapeutic approach regardless of diagnosis would
be to: (1) identify the pattern of apparent phenotypic symptoms, (2) choose from
a finite list of available, proven effective drugs, (3) start dosing low and escalate
through an approved dosing range, (4) assess for effectiveness, and (5) continue
medication if effective and cross-titrate to a new drug if ineffective or not toler-
ated. This methodical and mathematical approach can improve the standard of
care and, ideally, patient outcomes when treated by the novice psychopharmacolo-
gist. This approach should be used for any assumed DSM-5 psychiatric disorder.

Section 2 is designed to provide a greater depth of neuroscience and pharmaco-
dynamic knowledge to the reader. The basis for this is two-fold. First, understand-
ing the way a drug works may help the prescriber choose among a variety of drugs
that regulatory bodies consider completely equal in their ability to treat adult
ADHD. Second, understanding the science of the psychiatric symptoms at hand
can increase prescriber self-confidence which, in turn, can increase the patient’s
perception of the prescriber’s knowledge, competence, and thoroughness. These
qualities are known to improve placebo effects, lower nocebo (placebo induced
side effects) effects, and improve medication adherence and visit compliance. This
neuroscientific approach turns the clinician into a teacher who uses supportive
and psychoeducational therapeutic techniques to build a partnering relationship
with the patient.

Explaining to patients the possible etiology of their symptoms and how drugs
work mechanistically to improve their brain neurochemistry or neuroanatomical
function lends a value to the care the prescriber provides and allows the pati-
ent to develop a story they can internalize regarding why the medicine needs to
be taken consistently. For example, simply telling the patient that your interview
indicated ADHD, that the FDA says to take a stimulant, prescribing the stimulant,
and sending them home is a minimal level of education and informed consent. In
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research trials, this is commonly found when providers emphasize the details of
illness and treatment over establishing patient rapport. In research trials, this is
common where there is less patient rapport built and more attention is paid to the
facts of the illness and its treatment. Often nocebo effects may increase as a result.
Building rapport together with discussing the disease and its treatment using a
systematic teaching model may lower nocebo effects and improve compliance.

TIP: Clinical Practice

o Spending a few more minutes to explain the neurobiology of ADHD
and mechanism of medications may be helpful in building patient con-
fidence, trust, and rapport.

o  This clinical approach can be applied to any psychiatric disorder.

Taking the extra time with the patient allows physicians to explain that ADHD
often involves underfunctioning brain areas with low dopamine activity which
stimulants can restore to proper activity. This should remove inattention symp-
toms and supply additional context and meaning regarding WHY the medication
should be taken. It is one thing to tell a patient the FDA says to use a stimulant and
something more meaningful to explain why the drug most likely works to improve
the patient’s symptoms. This imparting of factual regulatory knowledge paired
with a theoretical explanation, or story, makes the clinician a de facto teacher and
educator. This approach helps develop an alliance with the patient. This becomes a
partnership of exploring different medications that are available and understand-
ing what is approved and how the available choices differ. This also makes clear the
link between the illness and the treatment. This multi-level informed consent pro-
cess creates a partnership that is patient-centered, improving rapport, compliance,
and likely outcomes. Research indicates that prescribers who communicate well
and are definitive in explaining an illness and its treatment will increase patient
satisfaction overall. This actually has a greater effect than patient-doctor partner-
ship and decision making when it comes to patient perception of their prescriber.
In short, the benefits of making the effort to explain the details of disease and its
approved treatments, adding a little background neuroscience education, may go
along way in improving the doctor-patient relationship, your patient’s willingness
to take a medication, and acceptance of mild side effects, all of which should allow
for outcomes in keeping with those noted in research trials where patients stay
on the right dose of drug for the right duration. Being a dedicated teacher of your
patients makes the clinician an effective model of providing informed consent,
improving compliance, and achieving patient satisfaction.

Section 2 is written for prescribers who are knowledgeable and competent in
those skills outlined in Section 1 (initial diagnosis and prescribing). Section 2 is
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also more academic, as it will describe epidemiology, genetic findings, and neuro-
anatomic evidence that are suited for those with a greater interest in understanding
the basis of psychiatric disorder development. It is also written for those clini-
cians treating patients who fail to respond to first level treatments (treatment resis-
tance). This means that the adult ADHD patient has failed to respond to stimulant
monotherapy and also an approved non-stimulant (atomoxetine) monotherapy.
Off-label prescribing will be discussed here. Section 2 will also teach more about
ADHD psychopharmacology when treatment is complicated by patients who suf-
fer from comorbid conditions.

Finally, this section will address appropriate combinations and augmenta-
tions of medications which are usually reserved for those patients who have
failed basic pharmacological approaches. A combination occurs when a pre-
scriber adds one approved ADHD medication to a second approved ADHD
medication in the hope of gaining additive effects and further reducing ADHD
symptoms when monotherapy has failed. An augmentation occurs when a non-
approved, or off-label, medication is added to an approved ADHD medication
that failed to allow a full remission of symptoms. Off-label prescribing is not
experimental, nor illegal. These medications are often approved for other medi-
cal disorders (hypertension, sleep apnea, etc.) and have efficacy and safety data
available in the literature for these indicated conditions, but are repurposed
for use in adult ADHD. Augmentations have a wide variety of data available in
the evidence base. In Section 2, the drugs reviewed are recognized as having at
least a moderate amount of effectiveness and safety data to support their use
in adult ADHD, have solid neuroscience and pharmacodynamic theory to sup-
port their use, and are thought to be commonly deployed in clinical practice
and considered within the standard of care in treating adults with ADHD. It
can also be documented that there may be evidence to support this practice.
Off-label prescribing is valid and often necessary to get patients better. It is also
imperative to document in your medical chart why you are choosing to go this
route clinically (ex. approved treatments have failed and that the rationale to
use a combination or augmentation is warranted due to the ADHD’s resistance
to treatment).

TIP: Clinical Practice

o  Off-label prescribing is not experimental. It is a valid and necessary
treatment strategy to get certain patients better.

o  This practice is generally applied to patients with more treatment resis-
tant symptoms.

o Clinicians should be ready to justify its use for the condition being
treated.
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Epidemiology

ADHD is often thought to be a childhood disorder but clearly carries
through into adulthood with a 4.4% prevalence rate.

Comparatively, that makes adult ADHD more common than schizo-
phrenia and bipolar disorder, but less common than major depressive
disorder (MDD).

Genetics

Heritability within ADHD families has been found to be 60-90%, in
twin studies 80%, and there is a 5- to 10-fold risk if a parent or sibling
has ADHD.

Dopamine-4 receptor genes (DRD4) and dopamine transporter (reup-
take pump) genes (DAT1) appear to be the most consistent abnormal
findings. Further dopamine and norepinephrine receptor and trans-
porter gene abnormalities are noted as well.

It should be made clear that there is no single gene that causes ADHD.
More likely, many genes code for several central nervous system (CNS)
proteins that when mutated create a subtle risk for the development of
certain ADHD symptoms, i.e., inattention vs. impulsivity. As genetic
risks build, more brain neurocircuitry malfunction occurs and more
phenotypic, externally noticeable symptoms may develop.
Theoretically, a patient inherits genes from both parents: a genotype. If
a gene is mutated, it often yields an abnormal protein.

These proteins might be enzymes, receptors, ion channels, etc. If enough
of these function improperly in the brain, it may cause hyperfunction-
ing or hypofunctioning within or between certain brain areas that may
be able to be detected with neuroimaging: an endophenotype.

This alteration in brain neurocircuitry function may lead to specific
psychiatric symptoms (inattention, poor concentration, and loss
of vigilance) that can be detected by interviewing. These outward
symptoms that the DSM-5 is based upon are considered the patient’s
phenotype.

This concept can be applied to all DSM-5 psychiatric disorders.
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Neuroanatomy

Some patients with ADHD will have an endophenotype notable on
fMRI (brain functional) images where their anterior cingulate cortices
(ACC) and dorsolateral prefrontal cortices (DLPFC) are underactive
and accessory areas (insular cortices) may be overactive.

This would suggest that certain ADHD patients are under-utilizing the
brain areas designed specifically for alertness, attention, and vigilance,
and over-utilizing less efficient and improper areas of the brain in order
to pay attention to tasks at hand.

Use of stimulant medication has also been shown to normalize or par-
tially reverse these brain abnormality findings.

The mark of a good biological psychiatric intervention ideally would
be to detect an abnormal genotype, endophenotype, and phenotype
through genetic testing, functional neuroimaging, and clinical inter-
viewing and then prescribe a treatment that can change the endopheno-
type and phenotype despite the genetic precursors remaining the same.

Neuroscientific Background and Rationale for Medication Use

In treating ADHD, there are four families of medications that are most often uti-
lized (See Prescribing Table):

1) Stimulants
MECHANISM OF ACTION

Methylphenidate (Ritalin, Concerta, Metadate, Focalin),
amphetamines (Adderall, Vyvanse)

Both methylphenidate and amphetamine based stimulants block the
dopamine transporter (DAT). This increases dopamine available for
neuronal firing which improves vigilance, alertness, and motivation.
Both methylphenidate and amphetamine based stimulants block the
norepinephrine transporter (NET). This increases norepinephrine
available for increased alertness.

Amphetamines differ from methylphenidate in that they block and
then reverse the DAT function which can result in greater amounts of
dopamine to be available for neuronal firing.

Amphetamines may also affect the vesicular monoamine transport
system (VMAT?2) causing vesicles to release excess dopamine into the
synapse as well.
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2) Wakefulness Promoting Agents

MECHANISM OF ACTION

Modafinil (Provigil), armodafinil (Nuvigil)

No clear chemical relation to amphetamines or methylphenidate prod-
ucts.

They do require that functioning DATSs exist but it is unclear if DA reup-
take inhibition is a major factor.

These drugs may actually activate norepinephrine receptors.

These drugs may increase orexin activity and histamine activity, both of
which are known to improve wakefulness and alertness by stimulating
fronto-cortical areas of the brain.

These drugs are approved in the treatment of narcolepsy, sleep apnea,
and shiftwork sleep disorder.

They may be used off-label in ADHD if there is greater risk of cardio-
vascular compromise or addiction history.

3) The Norepinephrine Reuptake Inhibitors (NRIs)
MECHANISM OF ACTION

Atomoxetine (Strattera) and antidepressants

These increase norepinephrine available in the frontal cortex contribut-
ing to enhanced alertness.

Examples include atomoxetine, off-label tricyclic (TCA) antidepres-
sants, SNRI antidepressants, an NDRI antidepressant, and the antipsy-
chotic quetiapine.

Atomoxetine is the only FDA approved medication for ADHD in this
class. (See Section 1.) The list of drugs that follow also possess norepi-
nephrine reuptake inhibition (NRI) properties and also block NETs to
ideally improve concentration.

TCAs that are primarily NRI may help ADHD (desipramine [Nor-
pramin], nortriptyline [Pamelor], protriptyline [Vivactil]) and could
be considered especially with comorbid major depressive disorder
[MDD]).

SNRIs (venlafaxine [Effexor XR], desvenlafaxine [Pristiq], duloxetine
[Cymbalta], levomilnacipran [Fetzima/Savella]) should be considered
with comorbid major depressive disorder (MDD), anxiety disorders,
fibromyalgia, and neuropathic pain.

NDRI (bupropion [Wellbutrin/Aplenzin]) should be considered with
comorbid seasonal depressive disorders and for smoking cessation.
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Quetiapine (Seroquel XR) should be considered with comorbid schizo-
phrenia or bipolar disorder.

These are all non-addicting and often considered safer for use in adult
patients who are more likely to have comorbid psychiatric conditions.
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4) The Alpha-2 Receptor Agonists

MECHANISM OF ACTION

Clonidine (Catapres), guanfacine (Tenex)

These stimulate alpha-2 receptors residing on glutamate neurons in the
frontal cortex leading to improved alertness and focus.

Overall lowers NE tone while enhancing glutamatergic efficacy.

May be beneficial for insomnia, anxiety, and hyperarousal as sedation
is a side effect.

These are all non-addicting and often considered safer for use in adult
patients who are more likely to have comorbid psychiatric conditions.
These agents may lower activating (anxiety, insomnia) side effects if
combined with initial stimulant use.

Sometimes combining medications further lowers symptoms while try-
ing to achieve remission.

Sometimes combining medications lowers side effect burden as side
effects may cancel each other out.

Advanced Practical Applications to Consider

Good and Bad Polypharmacy

DO

Start low dose to minimize side effects.

Escalate dosing within full range for optimal effectiveness.

Consider using non-addictive medications first despite less effective-
ness or less evidence base to avoid diversion and addiction.

Monitor for weight loss, abuse, vital sign elevation.

Add alpha-2 agonist antihypertensives to stimulants for more treat-
ment resistant cases or to combat stimulant side effects of hypertension,
hyperarousal, anxiety, or insomnia.

These may also be added to antidepressant NRI type medications.
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DON’T

Add two stimulants together.

Unless . . . it is okay to add a low dose, immediate-release stimulant to
a slow-release stimulant if there is a loss of effect later in the day or if
a boost in effect is needed late in the day for studying, focusing on the
job, etc.

Add two NRIs together.

Add two alpha-2 agonist antihypertensives together.

Use stimulants in those who are highly anxious or have remarkable
insomnia.

Use stimulant or wakefulness agents in those who are at cardiovascular
risk.

Use stimulant or wakefulness agents in those who are at risk for addic-
tion or suffer from borderline personality where affective dyscontrol is
common.

Good Polypharmacy for Comorbid Patients

ADHD + Major Depressive Disorder

Use of NDRI: bupropion (Wellbutrin XL) monotherapy.

Use of SNRI: venlafaxine XR, duloxetine, desvenlafaxine, levomilnacip-
ran monotherapy.

Use norepinephrine based TCA: desipramine, nortriptyline, protripty-
line

Use MAOIL: selegiline transdermal patch (actually has amphetamine
derivatives) (EMSAM).

Use second-generation antipsychotic (SGA) augmentation: aripipra-
zole (Abilify), brexpiprazole (Rexulti), cariprazine (Vraylar) as all have
partial dopamine receptor 2/3 (agonism), quetiapine (Seroquel) XR
(has potent NRI).

For all of the above, increasing dopamine or noradrenergic tone may
lower symptoms from both disorders.

ADHD + Anxiety Disorder

Use of SNRI: venlafaxine XR, duloxetine, desvenlafaxine monotherapy.
Use serotonergic based TCA: imipramine (Tofranil), amitriptyline
(elavil), clomipramine (Anafranil) as all have serotonin reuptake inhibi-
tion initially and also have norepinephrine reuptake inhibiting metabo-
lites secondarily.
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o Use alpha-2 agonists: guanfacine (Tenex), clonidine (Catapres) as they
often dampen agitation.

o Most of these increase norepinephrine which may help both disorders
and help lower the non-ADHD symptoms.

o Avoid benzodiazepines (BZ) as they may create cognitive side effects
increasing inattention and fatigue.

ADHD + Bipolar Disorder

o Use second-generation antipsychotic (SGA) augmentation: aripipra-
zole (Abilify), cariprazine (Vraylar), quetiapine (Seroquel XR).

o These agents may increase dopamine or norepinephrine to help ADHD
and depression but also dampen dopamine to avoid mania.

o Interestingly, the stimulants likely carry less risk of inducing mania or
mixed features when compared to antidepressants.

ADHD + Schizophrenia

o Use second-generation antipsychotic (SGA) augmentation: aripipra-
zole (Abilify), cariprazine (Vraylar), brexpiprazole (Rexulti), quetiapine
(Seroquel XR).

o These agents may increase dopamine or norepinephrine to help ADHD
and depression but also dampen dopamine to avoid psychosis.

ADHD + Substance Abuse

o Use alpha-2 agonists: guanfacine, clonidine (as non-addictive).

o Use atomoxetine ([Strattera] NRI [as non-addictive] or bupropion
[Wellbutrin/Aplenzin] [NDRI]).

o These may be used to treat ADHD and avoid substance use.

ADHD + Borderline Personality

o Use second-generation antipsychotic (SGA) augmentation: similar to
those listed for bipolar disorder or schizophrenia.

In conclusion, when faced with patients who are more straightforward and solely
have ADHD, it makes sense to follow well-known guidelines and use approved
and indicated treatments. Usually, this starts with long acting stimulant medi-
cations. As treatment resistance to the stimulants mounts or if the patient has
relative comorbidities that make stimulants more risky, the off-label medications
and rational polypharmacy approaches become even more warranted in hopes of
gaining symptom remission. Sometimes, side effects must be managed by altering
doses, titration schedules, or, frankly, by adding other medications to combat the
side effects while maintaining remission.
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CHAPTER 2

Anxiety Disorders: Panic, Social,
Obsessive-Compulsive, Generalized, and
Post-Traumatic Anxiety

SECTION 1 Basic Prescribing Practices

Essential Concepts

o Anxiety is a generic term and may be considered a normal reaction to
stress.

o  Pathologic anxiety is abnormal and occurs when symptoms are in great
excess or out of proportion to the stressor OR when it interferes with
psychosocial functioning.

o There are five major anxiety disorders:

o Generalized anxiety disorder (GAD) is excessive, unremitting, dif-
fuse, multifocal worrying.

o Social anxiety disorder (SAD) is characterized by an intense, pho-
bic fear about being the center of attention or being scrutinized.

o Panicdisorder (PD) is the acute experience of hyperautonomic and
psychological distress symptoms without clear triggering events on
a repeated basis.

o Post-traumatic stress disorder (PTSD) occurs after a person is trau-
matized, and, despite being safe, continues to have disruptive recol-
lections, phobic avoidance, emotional changes, and hyperarousal.

o Obsessive-compulsive disorder (OCD) occurs when people expe-
rience intrusive thoughts or images and have compelling urges to
repeat behaviors in order to feel less anxious.

o Comorbid major depressive disorder (MDD) and substance use disor-
der (SUD) are common as patients tend to self-medicate.

o  Patients who suffer from personality disorder have maladaptive coping
skills and often experience excesses of anxiety.

o Psychotherapy, pharmacotherapy, or their combination—psychophar-
macopsychotherapy (PPPT)—are warranted.
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Phenomenology, Diagnosis, and Clinical Interviewing

For any new practitioner in any field, the goal is to be able to make an accurate
diagnosis. All of psychiatric prescribing at this beginning level is based on regu-
latory findings, approvals, and indications that are psychiatric disorder specific.
Psychotropics will only deliver the outcomes promised if the patient actually
has been accurately identified as having a bona fide DSM-5 anxiety disorder.
The reader should appreciate the commonalities of the genetic heritability and
brain functional abnormalities that appear to be common across the DSM-5
anxiety disorders and should also understand there may be significant symp-
tom overlap. For example, most anxiety disorders have a physical component
(agitation, insomnia, etc.) and a mental component (worry, avoidance, etc.).
The key is in the details of the symptom (phenotypic) presentation and, frankly,
in the laundry list effect provided by the DSM-5 system. Particular attention
to details leads to better diagnosis, treatment selection, and outcome. In other
words, it is important to be precise in order to most accurately determine the
type of anxiety experienced by the patient in front of you. Some comfort may
also rest, on the contrary, that even if the clinician misses the diagnosis, provid-
ing a serotonergic treatment is likely to help to some degree! As this chapter
progresses into intermediate and advanced psychopharmacologic prescribing,
it is vital to appreciate that certain psychiatric symptoms can cross the barriers
of categorical diagnostic and regulatory processes. Understanding and appre-
ciating this concept encourages the use of off-label approaches in the more
treatment resistant or comorbidly afflicted patient. In fact, anxiety disorder in
adults is confounded by other psychiatric conditions, such as the existence of a
second anxiety disorder, substance misuse, depression, bipolarity, or personal-
ity disorder.

Proper diagnosis is often confounded as patients present often initially with
MDD or SUD. In these situations, the anxiety disorder creates enough social
distress (loss of work, family, finances, etc.) that MDD or SUD ensues second-
arily. When MDD is detected, good clinicians should always screen for anxiety
disorders as well. Alternatively, MDD may generate anxiety symptoms. Many
MDD patients are generally anxious, ruminate, or even obsess. There is often
psychomotor agitation as well. A clinical convention exists where if the anxi-
ety disorder was premorbid to the depressive disorder, then the patient carries
two diagnoses: a depressive one and an anxious one. If the MDD is premorbid
and the anxiety only occurs while depressed, then the patient just carries the
single MDD diagnosis and all anxiety falls under the rubric of the patient having
psychomotor agitation. Finally, if a patient carries both an anxiety disorder and
MDD simultaneously, failure to gain remission in one disorder creates greater
likelihood of recurrence in the other. Therefore, both must be treated aggres-
sively and simultaneously.
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TIP: Screening Questions
Screening for GAD

« Do you worry? Do you worry nonstop, all day, all the time more often
than not? Do you find it hard to control the worry, feel tense, restless, or
have insomnia?

Screening for SAD

o Do you fear being the center of attention or being scrutinized where you
feel you will be totally embarrassed all the time? Do you avoid life events
due to this?

Screening for PD

« Do you have panic attacks where you get sweaty, shaky, or jittery with
palpitations for no apparent reason?

Screening for PTSD

o Have you been in a traumatic event such as a mugging, assault, car
crash, tornado, etc. where even though you were safe, months later you
still had nightmares or flashbacks about it?

Screening for OCD

« Do you have repetitive thoughts that are difficult/horrible and impos-
sible to dismiss? Do you have repetitive behaviors like hand washing,
checking things, etc. that you feel you cannot stop doing?

DSM-5 Diagnosis

33

People with GAD experience persistent, hard to control, multi-focal worries more
often than not. These worries are in excess to what the average person might expe-
rience or perceive. These worries are accompanied by physical and mental anxiety
symptoms. More formal diagnosis is as follows:

Generalized Anxiety Disorder

A. Excessive anxiety and worry (apprehensive expectation) occurring more
days than not for at least six months about a number of events or activities.
B. Difficulty controlling the worry.
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C. Anxiety and worry are associated with three (or more) of the following
six symptoms (with at least some symptoms having been present for
more days than not for the past six months):

o Restlessness or feeling keyed up or on edge

o Being easily fatigued

o Difficulty concentrating or mind going blank

o Irritability

o Muscle tension

o Sleep disturbance (difficulty falling or staying asleep or restless,
unsatisfying sleep)

D. The anxiety, worry, or physical symptoms cause clinically significant dis-
tress or impairment in social, occupational, or other important areas of
functioning.*

E. The disturbance is not attributable to the physiological effects of a sub-
stance (e.g., a drug of abuse, a medication) or another medical condi-
tion (e.g., hyperthyroidism).*

E  The disturbance is not better explained by another mental disorder.*

*NOTE: These final psychosocial distress and comorbidity criteria are
uniform throughout the DSM-5.

People with SAD experience an acute level of distress upon experiencing real or
perceived negative attention from others. This may be specific performance anxi-
ety (giving a speech or presentation) or more generalized (speaking to peers, going
on a date, ordering food, walking to the office or in a mall). These patients become
challenged by anxiety in social situations or when anticipating an upcoming social
event. They are not anxious in other areas or situations. This anxiety is in excess
to what the average person might experience or perceive, may be accompanied
by physical symptoms, including panic attacks, that are triggered and expected to
result from exposure to social situation. DSM-5 diagnosis is as follows:

Social Anxiety Disorder

A. A persistent fear of one or more social or performance situations in
which the person is exposed to unfamiliar people or to possible scrutiny
by others. The individual fears that he or she will act in a way (or show
anxiety symptoms) that will be embarrassing and humiliating.

B. Exposure to the feared situation almost invariably provokes anxiety,
which may take the form of a situationally bound or situationally pre-
disposed panic attack.

C. The person recognizes that this fear is unreasonable or excessive.

D. The feared social situations are avoided or else are endured with intense
anxiety and distress.
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People with PD, by definition, do not experience generalized worrying, nor are
they solely triggered into panic attacks by social situations or reminders of trau-
matic events (PTSD). Instead they experience abrupt, intense physical anxiety
without a clear trigger. The hallmark is recurrent and unexpected panic attacks.
Over time, patients will associate panic attacks with certain locations (shopping
malls, work, classrooms, etc.) and will begin avoiding these places (agorapho-
bia) due to the apprehension and expectation that these places will cause panic
attacks again. When asking about the first few panic attacks, clinicians often find
no rhyme or reason for why the attacks started. Attacks are in excess to what the
average person might experience in a similar setting. They are often accompanied
by psychological symptoms (fear of death/dying, losing control, avoidance, etc.).
DSM-5 diagnosis is as follows:

Panic Disorder

A. Recurrent unexpected panic attacks. A panic attack is an abrupt surge
of intense fear or intense discomfort that reaches a peak within min-
utes, and during which time four (or more) of the following symptoms
occur:

o Palpitations, pounding heart, or accelerated heart rate

o Sweating

o Trembling or shaking

o Sense of shortness of breath or smothering

o Feeling of choking

o Chest pain or discomfort

o Nausea or abdominal distress

o Feeling dizzy, unsteady, lightheaded, or faint

o Derealization or depersonalization (feeling detached from oneself)

o Fear of losing control or going crazy

o Fear of dying

o Numbness or tingling sensations

o Chills or hot flashes

B. Atleast one of the attacks has been followed by one month (or more) of
one or both of the following:

1. Persistent concern or worry about additional panic attacks or their
consequences (e.g., losing control, having a heart attack, “going
crazy”).

2. Asignificant maladaptive change in behavior related to the attacks
(e.g., behaviors designed to avoid having panic attacks, such as
avoidance of exercise or unfamiliar situations).

During a panic episode, patients may have the urge to flee or escape and have
a sense of impending doom, as though they are dying from a heart attack or
suffocation. Furthermore, with the full development of PD these episodes are
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compounded by the anticipatory fear of reoccurrence with resultant behavioral
changes (avoidance and agoraphobia) and worry about the implications or conse-
quences of these attacks (losing control, “going crazy,” dying).

People with PTSD have experienced a trauma in person or vicariously. Traumas
may include accidents, assaults, combat, job exposure, natural disasters, etc. Hear-
ing about or seeing a trauma remotely (receiving a phone call about the death of a
loved one, etc.) may instigate the onset of PTSD, particularly (but not necessarily)
if the patient suffers an extreme panic attack response at the time. PTSD patients
can have panic attacks, but they are triggered only by cues that remind them of
their specific trauma. Patients will experience reliving events (nightmares, flash-
backs, etc.), avoid remembering or cues of the event, may experience emotional
change (depression, irritability, etc.), feel tense, be insomnic, and become easily
startled as key clinical symptom clusters. DSM-5 diagnosis is as follows:

Post-Traumatic Stress Disorder

A. Traumatic events (one or more required)
Trauma survivors must have been exposed to actual or threatened:

o Death
o Serious injury
o Sexual violence

The exposure can be:

o Direct

o Witnessed

o Indirect, by hearing of a relative or close friend who has experi-
enced the event—indirectly experienced death must be accidental
or violent

o Repeated or extreme indirect exposure to traumatic events, usually
by professionals in the line of duty or work

B. Intrusion or re-experiencing (one required)
o Intrusive thoughts or memories
o Nightmares related to the traumatic event
o Flashbacks or dissociative events, feeling like the event is happen-
ing again
o Psychological and physical reactivity/distress to reminders of the
traumatic event, such as an anniversary or environmental cues
C. Avoidant symptoms (one required)
o Avoiding thoughts or feelings connected to the traumatic event
o Avoiding people or situations connected to the traumatic event
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D. Negative alterations in mood or cognitions (two required)
o Memory problems and inability to remember key parts of the
trauma
o Negative thoughts or beliefs about oné€’s self or the world
o Distorted sense of blame for one’s self or others related to the event
o Being stuck in severe emotions related to the trauma (e.g., horror,
shame, sadness)
o Severely reduced interest in pre-trauma activities
o Feeling detached, isolated, or disconnected from other people
E. Increased arousal symptoms (two required)
o Difficulty concentrating
o Irritability, increased temper or anger
o Difficulty falling or staying asleep
o Hypervigilance
o Being easily startled

People with OCD experience very specific and recurrent intrusive/distressing
images or thoughts (seeing themselves killing other people, hurting their own
children, thoughts that harm will befall themselves or a loved one, etc.) and/
or experience repetitive behaviors that they cannot stop themselves from re-
enacting (hand washing, checking locks, counting numbers or events, etc.).
These thoughts and behaviors are inappropriate, or in excess to, what the aver-
age person might experience in a more fleeting and situation-specific manner.
These repetitions take an inordinate amount of time and often significantly
interfere with a patient’s life psychosocially speaking. DSM-5 diagnosis is as
follows:

Obsessive-Compulsive Disorder

A. Presence of obsessions, compulsions, or both:
o Obsessions are defined by (1) and (2):

1. Recurrent and persistent thoughts, urges, or impulses that are
experienced at some time during the disturbance as intrusive
and unwanted, and that in most individuals cause marked
anxiety or distress.

2. The individual attempts to ignore or suppress such thoughts,
urges, or images, or to neutralize them with some other
thought or action (i.e., by performing a compulsion).

o Compulsions are defined by (1) and (2):

1. Repetitive behaviors (e.g., hand washing, ordering, check-

ing) or mental acts (e.g., praying, counting, repeating words
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silently) that the individual feels driven to perform in response
to an obsession or according to rules that must be applied
rigidly.

2. Thebehaviors or mental acts are aimed at preventing or reduc-
ing anxiety or distress, or preventing some dreaded event or
situation; however, these behaviors or mental acts are not con-
nected in a realistic way with what they are designed to neu-
tralize or prevent, or are clearly excessive.

B. The obsessions or compulsions are time-consuming (e.g., take more
than one hour per day) or cause clinically significant distress or impair-
ment in social, occupational, or other important areas of functioning.

Rating Scales

Generalized Anxiety Disorder-7 (GAD-7)

o This scale was adapted and validated using a DSM-based GAD symp-
tom checklist structure. It is public domain and offered free of charge,
and it is short and easy for patients to complete in office-based settings.

o Apositive score of 10 or greater is indicative of moderate anxiety-driven
distress and specifically may indicate GAD.

o Dositive scores may also help to detect other anxiety disorders due to
symptom overlap.

o It can be found online at: www.phgscreeners.com/pdfs/03_GAD-7/
English.pdf.

Table 2.1 The GAD-7 Scale for Generalized Anxiety Disorder

GAD-7
Over the last two weeks, how often have you been |Not | Several | More Nearly
bothered by the following problems? at |days than every
(Use “¥” to indicate your answer) all half the | day
days
1. Feeling nervous, anxious, or on edge 0 1 2 3
2. Not being able to stop or control worrying 0 1 2 3
3. Worrying too much about different things 0 1 2 3
4. Trouble relaxing 0 1 2 3
5. Being so restless that it is hard to sit still 0 1 2 3
6. Becoming easily annoyed or irritable 0 1 2 3
7. Feeling afraid as if something awful might happen |0 1 2 3
(For office coding: Total ScoreT__=__+__+__)
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Social Anxiety Questionnaire for Adults (SAQ)

o This scale was adapted and validated using a DSM-based SAD symp-
tom checklist structure. It is easily obtainable online, is free for use in
clinical practice if it is not modified or changed, and is easy for patients
to complete in office-based settings.

o A positive score of 89 for men or 98 for women is indicative of SAD.

o To obtain this scale, please refer to: http://www.midss.org/content/
social-anxiety-questionnaire-adults-saq-a30.

o Copyright by Fundacion VECA. Reprinted with permission Caballo, V.
E., Salazar, I. C., Arias, B., Irurtia, M. J., Calderero, M., and the CISO-A
Research Team Spain. (2010) “Validation of the Social Anxiety Ques-
tionnaire for Adults (SAQ-A30) with Spanish university students: Simi-
larities and differences among degree subjects and regions.” Behavioral
Psychology/Psicologia Conductual 18, 5-34.

Table 2.2 The Social Anxiety Questionnaire for Use in Adults with Social Anxiety Disorder

Social Anxiety Questionnaire for Adults (SAQ-A30)
(Caballo, Salazar, Inaria, Arias, and CISO-A Research Team, 2010)

Below are a series of social situations that may or may not cause you UNEASE, STRESS,
or NERVOUSNESS. Please place and “X” on the number next to each social situation that
best reflects your reaction where “1” represents no unease, stress, or nervousness and “5”
represents very high or extreme unease, stress, or nervousness.

If you have never experienced the situation described, please imagine what your level of
UNEASE, STRESS, or NERVOUSNESS might be if you were in that situation and rate
how you imagine you would feel by placing an “X” on the corresponding number.

Please rate all items and do so honestly. Do not worry about your answer because there
are no right or wrong ones. Thank you very much for your collaboration.

Level of Unease, Stress, or Nervousness

Not at all or very slight |  Slight Moderate High Very or extremely high

1 2 3 4 5
1. Greeting someone and being ignored 1(2]31]4]5
2. Having to ask a neighbor to stop making noise 1231415
3. Speaking in public 1(2|31]4]5
4. Asking someone attractive of the opposite sex for a date 112131]|4]5
5. Complaining to the waiter about my food 1(2|31(4]5
6. Feeling watched by people of the opposite sex 1(2]31]4]5
7. Participating in a meeting with people in authority 11213]4]5
8. Talking to someone who isn’t paying attention to what I am saying |1 |2 [3 |4 |5
9. Refusing when asked to do something I don't like doing 1(2]31]4]5

(Continued)
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Table 2.2 (Continued)

10.

Making new friends

11.

Telling someone that they have hurt your feelings

12.

Having to speak in class, at work, or in a meeting

13.

Maintaining a conversation with someone I've just met

14

. Expressing my annoyance to someone that is picking on me

15.

Greeting each person at a social meeting when I don’t know most
of them
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16.

Being teased in public
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17.

Talking to people I don't know at a party or a meeting

18.

Being asked a question in class by the teacher or by a superior in a
meeting

19.

Looking into the eyes of someone I have just met while they are
talking

20.

Being asked out by the person I am attracted to

21.

Making a mistake in front of other people

22.

Attending a social event where I know only one person

23.

Starting a conversation with someone of the opposite sex that
I like
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Being reprimanded about something I have done wrong

w

(53]

25.

While having dinner with colleagues, classmates, or workmates,
being asked to speak on behalf of the entire group

NSRS

26.

Telling someone that their behavior bothers me and asking them
to stop

27.

Asking someone I find attractive to dance

28.

Being criticized

29.

Talking to a superior or a person in authority

30.

Telling someone I am attracted to that I would like to get to know
them better

[UI U U

NSRS SR ]

W | W [W|Ww

I N RN S

[S2B RS N ) I KO,

Severity Measure for Panic Disorder

The American Psychiatric Association developed this scale specifically
for use with DSM-5 panic disorder criteria. It is an experimental mea-

sure in the public domain and free for use without permission.

Scoring currently is not established as to a definitive cut off for diagnos-
ing PD, but this scale is effective to aid in diagnosis and clearly can track

treatment response.

It can be found via Internet search engine for “Severity Measure
for Panic Disorder” in PDF form to download or at https://www.
psychiatry.org/psychiatrists/practice/dsm/dsm-5/online-assessment-

measures.
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Table 2.3 The Severity Measure for Panic Disorder for Use in Adults with Panic Disorder

Instructions: The following questions ask about thoughts, feelings, and behaviors about
panic attacks. A panic attack is an episode of intense fear that sometimes comes out

of the blue (for no apparent reason). The symptoms of a panic attack include a racing
heart, shortness of breath, dizziness, sweating, and fear of losing control or dying. Please
respond to each item by marking (v or x) one box per row.

Clinician
Use

During the PAST 7 DAYS I
have...

Never

Occasionally | Half

of the
time

Most
of the
time

All of
the
time

Item
score

felt moments of sudden
terror, fear, or fright,
sometimes out of the blue
(i.e., a panic attack)

Oo

01

a2

Os3

04

felt anxious, worried, or
nervous about having more
panic attacks

Oo

O3

had thoughts of losing
control, dying, going

crazy, or other bad things
happening because of panic
attacks

felt a racing heart, sweaty,
trouble breathing, faint, or
shaky

felt tense muscles, felt on
edge or restless, or had
trouble relaxing or trouble
sleeping

avoided, or did not approach
or enter, situations in which
panic attacks might occur

0o

left situations early, or
participated only minimally,
because of panic attacks

Oo

spent a lot of time preparing
for, or procrastinating
(putting off), situations in
which panic attacks might
occur

distracted myself to avoid
thinking about panic attacks

Oo

01

0?2

a3

04

10.

needed help to cope with
panic attacks (e.g., alcohol
or medication, superstitious
objects, other people)

Oo

01

a2

()

04

Total/Partial Raw Score:

Prorated Total Raw Score (If 1-2 items left unanswered):

Average Total Score:
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PTSD Civilian Checklist (PCL-5)

o This scale was adapted and validated using DSM-5 specific language
and was created by the U.S. Veterans Administration. It can be down-
loaded for free.

o Itis 20 items and easy for patients to complete in office-based settings.

« A positive score of 38 or greater is indicative of PTSD.

o To obtain this scale, please refer to www.ptsd.va.gov/professional/
assessment/adult-sr/ptsd-checklist.asp.

Table 2.4 The PTSD Civilian Checklist for Patients with Post-Traumatic Stress Disorder

PCL-5

Instructions: Below is a list of problems that people sometimes have in response to a
very stressful experience. Please read each problem carefully and then circle one of the
numbers to the right to indicate how much you have been bothered by that problem in

the past month.

In the past month, how much were you | Not | A little | Moderately | Quite | Extremely

bothered by: at all | bit a bit
1. Repeated, disturbing, and unwanted |0 1 2 3 4
memories of the stressful experience?
2. Repeated, disturbing dreams of the |0 1 2 3 4
experience?
3. Suddenly feeling or acting as if the |0 1 2 3 4

stressful experience were actually
happening again (as if you were
actually back there reliving it)?

4. Feeling very upset when something |0 1 2 3 4
reminded you of the stressful
experience?

5. Having strong physical reactions 0 1 2 3 4

when something reminded you of
the stressful experience (for example,
heart pounding, trouble breathing,

sweating)?

6. Avoiding memories, thoughts, 0 1 2 3 4
or feelings related to the stressful
experience?

7. Avoiding external reminders of the |0 1 2 3 4

stressful experience (for example,
people, places, conversations,
activities, objects, or situations)?

8. Trouble remembering important 0 1 2 3 4
parts of the stressful experience?



www.ptsd.va.gov/professional/assessment/adult-sr/ptsd-checklist.asp
www.ptsd.va.gov/professional/assessment/adult-sr/ptsd-checklist.asp
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9. Having strong negative beliefs about |0 1 2 3 4
yourself, other people, or the world
(for example, having thoughts such as:
I am bad, there is something seriously
wrong with me, no one can be trusted,
the world is completely dangerous)?

10. Blaming yourself or someone else 0 1 2 3 4
for the stressful experience or what
happened after it?

11. Having strong negative feelings such |0 1 2 3 4
as fear, horror, anger, guilt, or shame?

12. Loss of interest in activities you used |0 1 2 3 4
to enjoy?

13. Feeling distant or cut off from other |0 1 2 3 4
people?

14. Trouble experiencing positive 0 1 2 3 4

feelings (for example, being unable
to feel happiness or having loving
feelings for people close to you)?

15. Irritable behavior, angry outbursts, 0 1 2 3 4
or acting aggressively?

16. Taking too many risks or doing 0 1 2 3 4
things that could cause you harm?

17. Being “super-alert” or watchful or 0 1 2 3 4
on guard?

18. Feeling jumpy or easily startled? 0 1 2 3 4

19. Having difficulty concentrating? 0 1 2

20. Trouble falling or staying asleep? 0 1 2 4

Obsessive-Compulsive Inventory (OCI-R)

o This scale was adapted and validated using DSM specific language for
OCD. It can be obtained with permission by contacting the author.

o Itis 18 items and easy for patients to complete in office-based settings.

o A score of 21 or greater is indicative of OCD.

« To obtain this scale via permission, please refer to: http://www.caleblack.
com/psy5960_files/OCI-R.pdf.

o See Table 2.5 on the next page.

Treatment Guidelines

For the novice prescriber who attempts to treat an adult with anxiety, it is essential
to know the basics of the available guidelines which help provide a high level of
care. Next, a prescriber must know what psychotropics are specifically approved
for each anxiety disorder. This is the medico-legally sound way to prescribe and


http://www.caleblack.com/psy5960_files/OCI-R.pdf
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Table 2.5 The Obsessive-Compulsive Inventory for Patients with Obsessive-Compulsive Disorder

The following statements refer to experiences that many people have in their everyday
lives. Circle the number that best describes HOW MUCH that experience has
DISTRESSED or BOTHERED you during the PAST MONTH. The numbers refer to
the following verbal labels:
0 1 2 3 4
Not at all A little Moderately Alot Extremely

2

I have saved up so many things that they get in the way.

I check things more often than necessary.

I get upset if objects are not arranged properly.

I feel compelled to count while I am doing things.

I find it difficult to touch an object when I know it has been
touched by strangers or certain people.
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I find it difficult to control my own thoughts.

I collect things I don’t need.

6

7

8. | I repeatedly check doors, windows, drawers, etc.

9. | I get upset if others change the way I have arranged things.

10. |I feel I have to repeat certain numbers.
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11. |Isometimes have to wash or clean myself simply because I
feel contaminated.

12. |Iam upset by unpleasant thoughts that come intomymind |0 |1 |2 |3 |4
against my will.

13. |Iavoid throwing things away because I am afraid I might 0 (1 ]2 |3 |4
need them later.

14. |Irepeatedly check gas and water taps and light switches after [0 |1 [2 |3 |4
turning them off.

15. | I need things to be arranged a particular way.

16. |1 feel that there are good and bad numbers.

17. | I wash my hands more often and longer than necessary.
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18. |I frequently get nasty thoughts and have difficulty getting rid
of them.

ideally obtain the outcomes desired for the patient. It is important to disclose to
the patient that the approach being used is approved by the FDA (U.S. Food and
Drug Administration).

Each DSM-5 anxiety disorder will have essentially the same approach to
guideline-based treatment. The safer serotonergic drugs (selective serotonin
reuptake inhibitors (SSRIs), such as fluoxetine (Prozac), sertraline (Zoloft),
paroxetine (Paxil), citalopram (Celexa), escitalopram (Lexapro), and fluvox-
amine (Luvox), are always preferred as a first intervention. Next, serotonin-
norepinephrine reuptake inhibitors (SNRIs), such as venlafaxine (Effexor XR),
duloxetine (Cymbalta) may be used. Next, the clinician must weigh using a benzo-
diazepine (BZ) sedative-anxiolytic (alprazolam [Xanax], clonazepam [Klonopin],
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diazepam [Valium], etc.) with their significant addiction and psychomotor impair-
ment risks versus use of a tricyclic antidepressant (TCA) or even a monoamine
oxidase inhibitor (MAOI) antidepressant. These latter two classes do not carry
an addiction risk but have greater cardiac, overdose, drug, and dietary interaction
concerns. It is in these later subtle yet pivotal decision-making areas that nuances
among the anxiety disorder guidelines arise.

TIP: Guidelines

o  Establish therapeutic alliance.

o  Perform psychiatric history.

o Rule out medical and other causes.

o  Educate and inform patient about diagnosis and treatment options.

o  Coordinate care with providers.

« Enhance treatment compliance.

«  Monitor for response, remission, and future relapse.

o Use successive, maximally dosed monotherapies for substantial dura-
tions when possible.

o Choose among psychotherapy, SSRI, or an SNRI as initial treatment.

Note: The first 7 items apply to every psychiatric disorder.

After making an accurate diagnosis, a clinician should ideally choose an FDA
approved initial treatment. Below are summaries of the FDA approved medica-
tions for each anxiety disorder. For further details, the reader is referred to the
quick reference Prescribing Table.

TIP: GAD Approved Medications
Serotonin (5HT)-1a Receptor Partial Agonist:
Buspirone (BuSpar)

SSRIs:

Escitalopram (Lexapro)
Paroxetine (Paxil and Paxil CR)

SNRIs:

Duloxetine (Cymbalta)
Venlafaxine XR (Effexor XR)
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TIP: GAD Prescribing

Clinicians will often start with buspirone (BuSpar) as it typically has the
least side effect burden. It is only approved to treat GAD, so this approach
becomes less effective and appropriate as a first line treatment if the patient
is concurrently depressed or suffers from another anxiety disorder.
Alternatively, an SSRI is generally started at a very low dose for a few
days and then titrated to the approved minimum therapeutic dose.
After a few weeks if there is full remission, the drug is continued for
several months and then a slow discontinuation may be considered.

If the GAD is more severe, recurrent, or refractory in nature, the SSRI
may be continued longer term.

If the patient does not respond to the initial low therapeutic dose, increase
to the middle of the dose range for another few weeks of treatment. If this
fails, the full dose should be used for several weeks and, if no remission
is obtained, then the drug can be considered a therapeutic failure.

This strategy of initial very low dose, low therapeutic dose, moderate
therapeutic dose, high therapeutic dose can often be used with most
psychotropics and will be suggested throughout this book.

A therapeutic trial implies the patient has received a middle to high
dose of the drug for several weeks. Failing to use the full dose range and
failing to use the drug for a sufficient time period often leads to treat-
ment failure, partial response, or symptom relapse.

If buspirone and an SSRI fail to fully treat the patient to GAD remission,
then an SNRI is the next option in most situations.

Again, these should be dosed and titrated similar to the SSRI approach
noted above. The progression of aggressive monotherapy dosing and
then a transition, if needed, from SSRI to SNRI is the standard of care
for GAD, PTSD, and SAD.

Failure of all of the above agents to remit a patient’s GAD triggers a criti-
cal decision to combine drugs or switch to a monotherapy with greater
risk and side effect burden. Section 2 of this chapter covers these more
advanced approaches.

TIP: SAD Approved Medications
SSRIs:

Paroxetine (Paxil, Paxil CR)
Sertraline (Zoloft)

SNRIs:

Venlafaxine XR (Effexor XR)
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TIP: SAD Prescribing

The treatment guideline for SAD is similar to GAD except that buspi-
rone is not an option due to lack of supportive evidence.

Additionally, benzodiazepine (BZ) anxiolytics could be considered as
second line options for GAD, SAD, and PD but carry the risk of addic-
tion, respiratory suppression, psychomotor impairment, and increased
risk for falls and serious injury.

BZ do not carry risk of gastrointestinal upset, sexual dysfunction,
weight gain, or insomnia or iatrogenic anxiety. They have a clear and
unique profile compared to the SSRI and SNRIL.

TIP: PD Approved Medications
SSRIs:

Paroxetine (Paxil, Paxil CR)
Sertraline (Zoloft)
Fluoxetine (Prozac)

SNRIs:

Venlafaxine XR (Effexor XR)

TIP: PD Prescribing

The progression of SSRI to SNRI to possible BZ use is similar to that
noted above for GAD and SAD.

Failure of all of the above agents to remit a patient’s PD triggers a critical
decision whether to combine drugs or switch to a monotherapy asso-
ciated with greater risk and side effect burden. These more advanced
approaches are covered in Section 2.

TIP: PTSD Approved Medications
SSRIs:

Paroxetine (Paxil, Paxil CR)
Sertraline (Zoloft)
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TIP: PTSD Prescribing

PTSD approaches differ from the previous anxiety disorders in that only
the SSRIs are approved. SNRIs are not approved and are poorly studied.
BZ are generally contraindicated as up to 50% of PTSD patients are
abusing controlled substances at the time of initial PTSD diagnosis.
This makes BZ a riskier choice.

Cognitive-behavioral therapy (CBT) is a good treatment for any anxiety dis-
order, but even more so for PTSD given the lack of approved medications.

TIP: OCD Approved Medications
SSRIs:

Fluoxetine (Prozac)
Fluvoxamine (Luvox, Luvox CR)
Paroxetine (Paxil, Paxil CR)
Sertraline (Zoloft)

TCAs:

Clomipramine (Anafranil)

TIP: OCD Prescribing

Clinicians will often start with an SSRI and try all agents in succession
instead of leaving the SSRI class after one or two treatment failures.
OCD is commonly considered more difficult to treat, often requiring
higher dosing for longer durations. It is not unusual for prescribers to use
the highest doses and wait several weeks to a few months for effectiveness
to gradually occur. A usual full titration trial of an SSRI for other anxiety
disorders may take 10-12 weeks. For OCD, this may take 16 weeks or more.
After a few weeks if there is full remission, the drug is continued for at
least several months, but given the severity and tendency for OCD to
recur, initial treatment may need to be continued for years.

If the SSRIs fail to fully treat the OCD patient to remission, then the pre-
scriber needs to make a decision whether to combine drugs or switch
to a monotherapy that is associated with greater risk and side effect
burden. Section 2 of this chapter covers these more advanced topics.
Clomipramine, for example, is the tricyclic antidepressant (TCA) drug
of choice after multiple SSRI failures.

BZ are typically not effective for OCD and typically not used.



Anxiety Disorders 49
SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise was to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines and
expected clinical outcomes. This approach is largely one of pattern recognition:
(1) identify the pattern of phenotypic symptoms, (2) choose from a finite list of
available, proven effective drugs, (3) start dosing low and escalate through an
approved dosing range, (4) assess for effectiveness, and (5) continue medication if
effective or cross-titrate to a new drug if ineffective or not tolerated.

Section 2 is designed to provide a greater depth of neuroscience and pharma-
codynamic knowledge to the reader. It is written for prescribers who are knowl-
edgeable and competent in those skills outlined in Section 1. It is also written for
those clinicians who treat patients who fail to respond to first level treatments. The
section is generally intended for those patients found to be treatment resistant.

This section will address appropriate combinations and augmentations of medi-
cations which are usually reserved for those patients who have failed more easy
and typical pharmacological approaches.

TIP: On-Label Prescribing

«  Figuring out which medications are approved for specific DSM-5 disor-
ders takes effort that is essentially memorization-based.

o On-label prescribing is always the frontline treatment approach.

o  Off-label prescribing is valid and often necessary to get patients better
as a second or third line approach.

o In the current era of medical prescribing it is easy to find “on-label”
prescribing information.

o Oftentimes this is seen on advertising commercials, embedded in
written advertisements in journals, or seen on many medical web-
sites. Essentially, prescribers are told what disease or diagnosis the
drug is approved for and exactly how the regulators wish it to be
dosed for that disorder.

o Clinicians are told exactly how effective the drug will work in
the patient at hand, assuming they have the single DSM disor-
der without comorbidity and only suffer a moderate degree of
symptomatology.

o Inregulatory trials, mildly ill patients are not admitted as it is often
felt that the risk of a new drug trial is too much for those who are
only suffering to a mild degree.

o On the contrary, those with the most significant symptom burden
are often excluded as they are felt to lack capacity to agree to the risks
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of the experimental drug trial, or they are felt to be unable to comply
with the several trial visits and to be able to follow the protocol.

o Finally, for on-label prescribing, clinicians are given a very clear set
of side effects to monitor. These may range from common, daily
side effects to end-organ damaging adverse effects that sometimes
require laboratory monitoring.

TIP: Off-Label Prescribing

It is more challenging, but vital, to become knowledgeable about off-
label prescribing.

Off-label prescribing is more difficult to become educated about as there
are less clear resources available to describe and delineate best practices.
It is imperative to document in your medical chart why you are choos-
ing to go this route.

Salespeople from pharmaceutical companies are not allowed to discuss
these practices, and pharmaceutical advertising is not allowed to pres-
ent non-approved, off-label approaches even if they have been proven
effective and safe in the medical literature.

In fact, many companies have been sued and/or fined in the past for
off-label marketing and promoting.

Interestingly, some recent court findings have agreed that sharing infor-
mation about off-label prescribing is legal and warranted in improving
patient care.

Regardless, off-label information is frankly harder to obtain and validate.
To become better informed, clinicians can read many journals or
subscribe to a service that updates about new findings. Alternatively,
reviewing articles or textbooks may serve to update the prescriber.
Attending continuing medical education events (www.neiglobal.com,
www.medscape.com, www.gmeded.com) or watching them online may
be a more interactive alternative.

Table 2.6 Anxiety Disorder Lifetime Prevalences

Epidemiology
ANXIETY DISORDER LIFETIME PREVALENCES
Any Anxiety Disorder 28.8%
SAD 12.1%
PTSD 6.8%
GAD 5.7%
PTSD 4.7%
OCD 1.6%
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Genetics

o All anxiety disorders exhibit high gene and environment interaction.

« PDis one of the most heritable of the anxiety disorders (up to 40%).

o The most common genes associated with PD include COMT, Ade-
nosine 2A receptor, CCK, CCK Receptor B, 5HT, , receptor, Mono-
amine oxidase-A.

o Interestingly, only some of these genes are related to the mono-
amines (serotonin, norepinephrine, dopamine) which are the tar-
get of many of our anti-anxiety treatment options.

o PTSD has a similar heritability but requires greater gene-environment
interaction (a clear trauma).

o One of the best studied genetic findings is that patients who develop
PTSD have a short gene allele for the serotonin transporter (SERT) gene
called 5-HTTLRP Transporter is another name for reuptake pump.

o Theoretically, patients who carry this gene have defective proteins
(reuptake pumps, enzymes, etc.) which predispose them to less
resiliency in the face of stress and a greater likelihood of develop-
ing PTSD following a trauma.

o Other genes (CRF-1, FKBP5) have also been implicated as risk fac-
tors for PTSD development.

o SAD appears to have a bit less heritability (20-40%) when compared to
PD and PTSD.

o Trauma and social experience seem to have little to do with gene by
environment interactions in SAD.

o Complicating the genetic studies of SAD is the clinical association
that adults with SAD often suffer premorbid behavioral inhibition
in childhood, low extroversion, and high neuroticism.

o Itis possible that SAD is a variant of avoidant personality disorder
(AvPD) or mild autism spectrum disorder (ASD).

o The most often studied and associated target genes are 5>-HTTLPR
and CRF-1. This commonality of serotonergic and HPA dysregula-
tion is apparent with the above PD and PTSD discussions.

«  GAD also appears to have less heritability according to experts in the field.
Perhaps 30% of symptom development may be attributed to genetic load-
ing. GAD also has the least amount of literature in this area for review.

o OCD may be more heritable, with some authors suggesting a 30-50%
contribution of genetics.

o SLCI1AL is the glutamate transporter gene which has recently been
implicated in early onset OCD.

o 5-HTTLPR has been implicated similar to other anxiety disorders
noted above.

o The serotonin receptor genes SHT-1D and 5HT-2C as well.

o COMT and DRD4 findings have also implicated abnormality in
the CNS dopamine system.
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TIP: Neuroanatomy Concepts

The frontal cortex is the more evolved/advanced brain area thought to
be the top-down control center of the brain that serves to control and
contain our basic drives and impulses.

The limbic system is the more primitive brain area responsible for basic
drives and impulses. The anterior cingulates and insular cortex are
the highest level of processing in this system. Their role is to integrate
sensory, affective, and cognitive components of pain while processing
information regarding the internal bodily state. The hippocampus man-
ages the HPA stress response and the amygdala is a threat assessment
center and serves to manage the fight or flight reaction in regard to
environmental cues and stimuli.

The Dance Analogy (borrowed from Philip T. Ninan, MD) involves the
back and forth communication of these two systems. Ideally the Dance
goes smoothly with both partners gracefully interacting.

In the case of normal anxiety to normal situations, or high resiliency,
both systems act in concert.

For example, when anxiety develops the cortex analyzes the threat and
with mild to moderate stressors it can interrupt fight or flight limbic sig-
nals to prevent inappropriate anxiety. Conversely, if the threat is bona-
fide and dangerous then a fight or flight reaction proceeds.

When DSM-5 anxiety disorder develops, the Dance is going horribly
wrong, where one partner is too aggressive in their moves or too clumsy.
With anxiety, if the amygdala is too aggressive or hyperactive, patients
may burst into panic attacks at the innocuous grocery store, their school
classroom, or at home on their couch. The amygdalae see threats every-
where, triggering panic. The cortical system may be too weak to over-
ride this and top-down, executive control is lost and allows the panic to
continue again and again.

TIP: Functional Neuroanatomy Concepts

Cortical top down processing

These areas help to manage or prevent anxiety:

Dorsolateral Prefrontal Cortex (DLPFC)—Provides executive func-
tioning and complex planning.

Ventromedial Prefrontal Cortex (VMPFC)—Provides higher level
emotional experience processing.
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«  Orbitofrontal Cortex (OFC)—Provides impulse control, response pre-
vention.

Limbic drive processing

These areas may promote anxiety:

« Anterior Cingulate Cortex (ACC)—Allows vigilance, concentration,
and monitoring of internal states.

o Insular Cortex (IC)—Allows integration of sensory information.

« Hippocampus (HC)—Interacts with the hypothalamic-pituitary axis
(HPA), regulates the stress response, and stores visceral and protective
memory for fast reflexive responses to threats.

o Amygdala (AM)—Allows visceral, stimulus-driven fear, aggression,
defensive behavior, and fight or flight.

DLPFC

OFC

Figure 2.1a The Neuroanatomy of Anxiety

Figure 2.1b The Neuroanatomy of Anxiety
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Table 2.7 Functional Neuroanatomy of Anxiety Disorder

PD Increased activity in AM, HC, and ACC
Lowered activity in DLPFC
SAD Increased activity in AM
Lowered activity in ACC and DLPFC
GAD Increased activity in AM, ACC, and IC

Increased activity in ventrolateral PFC
PTSD Increased activity in the AM, ACC, and VMPEC

OCD Increased activity in ACC, increased activity in OFC
Lowered activity in caudate

Neuroscientific Background and Rationale for Medication Use

In treating anxiety disorder, there are ten families of medications that are often
utilized. (See Prescribing Table.)

1) SSRIs (Selective Serotonin Reuptake Inhibitors)
MECHANISM OF ACTION

Fluoxetine (Prozac), sertraline (Zoloft), paroxetine (Paxil),
citalopram (Celexa), escitalopram (Lexapro), fluvoxamine
(Luvox)

o All SSRIs work by blocking serotonin reuptake pumps. This is called
inhibition of the serotonin transporter (SERT). The net effect is an
increase in serotonin (SR or sometimes abbreviated “SHT”) availability
in BOTH the frontal cortex and limbic system.

o  Functionally, the SSRI increases SR activity, allowing increased neuro-
nal firing with lessened hypervigilance and hyperarousal by ultimately
calming the limbic system.

o Interestingly, the SSRI increases SR neuronal firing immediately, though
these agents often take a few weeks to become effective.

o Increasing SR can create a more toxic or unusual environment for SR
neurons in the brain. Each neuron likely registers this increase SR con-
centration as foreign and responds by activating transcription factors
within said neurons. These factors will interact with neuronal DNA and
create new proteins.

o Some of these proteins migrate to the neuronal surface and engulf the
SR receptors. This is called downregulation and takes a few weeks to
occur. This correlates to the length of time for DNA to RNA to protein
synthesis (transcription and translation) to occur. It takes this length
of time for a great enough volume of proteins to downregulate enough
receptors to create a clinical anxiolytic effect.
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Sometimes brain or neuronal health protein genes are turned on, cre-
ating brain derived neurotrophic factor (BDNF) among others. These
factors improve neuronal connectivity and allow different brain areas to
communicate more effectively, thus lowering anxiety symptoms.

This theory helps us appreciate the Dance between the frontal cortex
and the limbic system. Improved growth factors and neuronal con-
nectivity/integration may improve top down connectivity, allowing the
cortex to limit limbic system overactivity.

Antidepressants have been shown to downregulate SR receptors,
increase BDNEF, and restore atrophied brain tissue in those suffering
from certain psychiatric conditions.
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2) SNRIs (Serotonin-Norepinephrine Reuptake Inhibitors)

MECHANISM OF ACTION

Venlafaxine ER (Effexor XR), duloxetine (Cymbalta)

All SNRIs work by blocking serotonin reuptake pumps just like SSRIs.
Venlafaxine and duloxetine, even at low therapeutic doses, are as effec-
tive as the SSRI class in regard to serotonin reuptake inhibition (SRI)
and treating anxiety. They essentially have the same ability as SSRIs.
Norepinephrine reuptake inhibition (NRI) is also created by these
agents. They have two mechanisms in place to treat anxiety disorder,
SRI and NRI properties.

There are three SNRIs that are approved for fibromyalgia (FM) or major
depressive disorder (MDD) but not anxiety: milnacipran (Savella),
levomilnacipran (Fetzima), and desvenlafaxine (Pristiq). These drugs
are poorer at SRI but offer much greater NRI.

For norepinephrine (NE), NRI is now more often called inhibition of
the NE transporter (NET). The net effect of SERT and NET inhibition
allows the SNRI anxiolytics to increase SR and NE availability in BOTH
the frontal cortex and the limbic system.

The frontal cortex governs higher levels of emotional processing, emo-
tional thinking (VMPFC), anxiety response prevention (orbitofrontal
cortex [OFC]), and executive functioning (dorsolateral prefrontal cor-
tex [DLPFC]). Increased NE tone from NRI could theoretically improve
cortical functioning and allow better top down control over the anxious
and hyperactive limbic system, thus lowering anxiety symptoms.
Similar to the SSRIs, SNRIs also increase SR activity in limbic structures
and allow increased neuronal firing with lessened hypervigilance and
hyperarousal by calming the limbic system.




56 Anxiety Disorders

Metabolically speaking, NE can be converted to epinephrine. Both of
these chemicals are thought to be arousing and to possibly make ani-
mals and humans more anxious and prone towards fight or flight reac-
tions. If you think about a time when you were quite scared, you likely
experienced dry mouth, palpitations, tremors, and hypervigilance.
These symptoms are common to many of the anxiety disorders; it seems
counter-intuitive to add NE to an anxious patient’s brain.

Adding any SSRI or SNRI too quickly may create iatrogenic anxiety and
undermine initial treatment, which is why smart prescribers often will
start SSRI or SNRI at very low doses. NRI properties are more likely to
induce agitation, insomnia, and panic. Use of an SNRI can be very safe
and very effective, but titration will need to be slow and monitored, and
dose adjustments will be needed if anxiety is escalated at first.
Sometimes SNRIs work better for anxiety at higher doses. As a rule,
NRI activity increases for the two anxiety approved SNRIs (venlafaxine
XR, duloxetine) at higher doses.

Theoretically, a slow increase in NRI dosing will also slowly increase
NE tone within the limbic system. Over time, this increased NE tone
may be desensitizing, in that the limbic system has more NE noise and
will perceive anxiety signals less often. This is analogous to calibrating a
signal-to-noise ratio so that the brain may more accurately perceive real
(truly fearful situations) versus anxious threats. If cortical function is
strengthened for better control of limbic fearful activity and the limbic
system is better calibrated to perceive real versus exaggerated threats,
then anxiety may be better controlled through the dual reuptake block-
ade mechanism of the SNRI class of anxiolytics.

3) SPAs (Serotonin Partial Agonists)

MECHANISM OF ACTION

Buspirone (BuSpar)

Buspirone is a unique anxiolytic that is neither an SSRI nor SNRI. It is
only approved to treat GAD. Its ability to facilitate serotonergic systems,
as with the SSRI and SNRI, lend to its ability to be a GAD monotherapy
or to become one of the most commonly used augmentation strategies
in those patients who are only partial responders to SSRI or SNRI mono-
therapy.

Essentially, adding an SPA will further escalate the level of SR neuro-
transmission and theoretically lower anxiety further than monotherapy
alone.
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Serotonin partial agonism (SPA), in the case of buspirone, occurs at the

serotonin-1A (5HT-1A) autoreceptor found on the presynaptic ends of

SR neurons. These autoreceptors (self-receptors) that slow the neuron

down when bound by SR. This serves as an SR dampening system.

As with DA (dopamine) discussed in chapter 1, the brain strives to have

the correct amount of each transmitter, not too much and not too little.

This homeostasis supports normal functioning. Similarly, if SR activity

gets too high, side effects, mania, or serotonin syndrome might develop.

If too low, depression may ensue.

Activating 5HT-1a receptors is a routine response to normal upswings

in SR activity in the brain. This is counter-intuitive to the concept that

the SSRIs and SNRIs provide SRI activity which increases SR to combat
anxiety symptoms. Slowing down SR activity is the opposite and should
not treat anxiety at all.

Buspirone initially does slow down neuronal SR firing rates but without

clear deleterious effects, and only temporarily. SPA is a weak serotonin

manipulation compared to the SRI property. After a few weeks of SPA,
the SHT-1a receptors bound to buspirone are tagged as abnormal and
become engulfed and downregulated, thus eliminating them.

As the SR slowing receptors disappear with the downregulation pro-

cess, the SR neurons now can no longer slow/inhibit themselves and

instead start to release even more serotonin. The net effect gives
the SSRI or SNRI more SR to work with in the synapse, an additive
amount of SR builds up in the CNS creating even greater SSRI and

SNRI effects.

5HT-1a receptor partial agonism is the selective property of buspirone,

but some other psychotropic agents possess this ability as well.

Vilazodone (Viibryd) is an antidepressant with a weak SSRI and potent

5HT-1a pre- and post-synaptic partial agonist properties. It is approved

for treating MDD, but looking at its SSRI and strong SPA profile it might
also be considered as an off-label approach for those who only partially
respond to an SSRI.

o Vortioxetine (Trintellix) has similar 5HT-1a properties and is also
an approved antidepressant.

o Prescribers can choose to augment the SSRIs with buspirone or
switch to vilazodone or vortioxetine as they appear to have SRI plus
SPA together as a single pill.

o Some of the second-generation antipsychotics (SGA) also
possess this property and theoretically may be the more anxio-
lytic as such (ex. Quetiapine [Seroquel XR], aripiprazole [Abil-
ify], brexpiprazole [Rexulti], cariprazine [Vraylar], lurasidone
[Latuda]).
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4) TCAs (Tricyclic Antidepressants)
MECHANISM OF ACTION

Amitriptyline (Elavil), clomipramine (Anafranil),
imipramine (Tofranil)

They share a similar mechanism with the SNRI.

TCA, however, produce side effects that are more excessive.

TCA can provide SRI and/or NRI properties to treat anxiety, but unfor-
tunately also block or antagonize cholinergic muscarinic (ACHm),
alpha-1 (A1), and histamine 1 (H1) receptors causing remarkable side
effects when compared to SSRI, SNRI, and SPA classes of anxiolytics.

TIP: Receptor Blockade Side Effects

Anticholinergic | Antiadrenergic Antihistaminergic
Side Dry mouth, Fatigue, Fatigue, somnolence,
Effects | blurred vision, lightheadedness, appetite and weight

constipation, hypotension syncope | gain

tachycardia,

urinary retention

TIP: Prescribing TCAs

TCAs can be categorized and separated based upon the ability to pro-
vide either more or less NRL

In treating anxiety, it makes sense to use a TCA with greater serotoner-
gic potential.

Desipramine (Norpramin) and nortriptyline (Pamelor) are actually
metabolites of imipramine and amitriptyline, respectively. Desipramine
and nortriptyline are NRI predominant. Add protriptyline (Vivactil) as
the third NE robust TCA and this makes a sub class within the TCA
which are generally avoided in anxiety treatment.

If a prescriber is looking to increase NE tone and activity in order
to treat ADHD-like symptoms, improve frontal lobe functioning
(change fatigue to alertness, inattention to vigilance, improve corti-
cal control of limbic anxiety, etc.), then these may be the ideal TCAs
to use.
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On the positive side, these NRI-based TCAs often have less anticholin-
ergic, antihistaminergic, and anti-alpha adrenergic side effects.
Imipramine, amitriptyline, clomipramine, and doxepin all start as potent
SRI-based anxiolytic antidepressants and are more ideal for anxiety.
Clomipramine is the only TCA actually approved for anxiety treatment
(OCD).

All of these agents are converted by the liver into metabolites that pos-
sess NRI properties: desipramine, nortriptyline, norclomipramine, nor-
doxepin.

Many are sedating and can also provide relief for insomnia associated
with the anxiety disorder.

TCA use is limited as there is often a higher drop-out rate due to side
effect burden as compared to SSRIs, SNRIs, and SPAs.

TCAs must be given in limited doses to suicidal patients as they can
induce ventricular arrhythmias and death.

TCAs must be monitored with EKG and blood levels in most patients.
TCAs require hepatic CYP4502D6 metabolic pathways to be cleared.
The SSRIs paroxetine (Paxil) and fluoxetine (Prozac), being strong 2D6
inhibitors, may triple TCA levels and risk toxicity quickly. Citalopram
(Celexa) is a moderate inhibitor and may double levels. The SSRIs with
the least interaction include sertraline (Zoloft) and escitalopram (Lex-
pro), and the safest SNRIs are venlafaxine (effexor XR) and desvenlafax-
ine (Pristiq).

5) MAOIs (Monoamine Oxidase Inhibitors)
MECHANISM OF ACTION
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Phenelzine (Nardil), isocarboxazid (Marplan), selegiline
(EMSAM), tranylcypromine (Parnate)

MAQOIs are one of the original antidepressant treatments approved for
use in major depressive disorder (MDD).

MAQOIs irreversibly inhibit rendering ineffective, monoamine oxidase
A and B enzymes. These enzymes destroy serotonin, norepinephrine,
and dopamine simultaneously, causing an increase in the levels of these
monoamines in the central nervous system (CNS).

MAOIs are used primarily for MDD, but MAOIs do have use in treating
refractory social anxiety disorder (SAD) patients, perhaps as SAD has
overlapping symptom similarity to atypical depressive states (rejection
sensitivity). Sometimes MAOISs are used in the treatment of OCD as well.
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TIP: Prescribing MAOIs

See the depressive disorders chapter for greater details. MAOI agents
have major synergistic interactions in combination with other agents
that are effective at increasing serotonin in the CNS. Antidepressants
with serotonin reuptake inhibition (SRI) and some theoretically with
serotonin receptor modulation (i.e., 5SHT-1a partial agonism) may cre-
ate serotonin toxicity or syndrome. This adverse effect can be lethal as a
result of hyperthermia and cardiovascular instability.

MAOIs may have additive drug interactions when combined with other
agents that facilitate increases in norepinephrine activity. This can cause
gradual increases in blood pressure. Generally, these are not hyperten-
sive crises, for example, adding an MAOI to an NRI (atomoxetine for
ADHD, bupropion for MDD, pseudoephedrine for allergies, etc.).
MAOI agents have a synergistic interaction when combined with foods
that contain tyramine. In the GI tract, tyramine triggers a robust release
of norepinephrine (NE) in the periphery, causing constriction of blood
vessels leading to acute and extreme increases in blood pressure. This
may lead to heart attack or stroke.

Tyramine rich foods should be avoided if MAOIs are prescribed. The
only exception is the use of the MAOI transdermal skin patch, selegiline
(EMSAM). At the low, 6mg/day dose only, the MAOI diet needs not be
adhered to.

6) BZ (Benzodiazepine Anxiolytics)

MECHANISM OF ACTION

Alprazolam (Xanax), clonazepam (Klonopin),
lorazepam (Ativan)

BZs are related to other sedatives (barbiturates, alcohol) which share
similar properties: low doses may be disinhibiting, anxiety lowering,
and therapeutic in several areas.

At greater doses, psychomotor impairment, and respiratory and central
nervous system suppression can occur.

BZs are evidence-based for use in treating all anxiety disorders except
for OCD and PTSD.

BZs have specialized receptor sites on the GABA-A receptor. When a
GABA neurotransmitter is bound to a GABA-A receptor (attached to a
fast acting chloride channel), greater neuronal chloride influx occurs,
hyperpolarizing (slows down) neurons so they are less likely to fire.
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o Ifa BZis bound at the same time to its site on the GABA-A receptor,
even more chloride may enter the neuron as channels open more often
and increase the hyperpolarization effect.

o This is called positive allosteric modulation (PAM), where a normal
neuronal system’s activity is amplified by the addition of a third entity
(GABA + GABA-A receptor + BZ).

o Theoretically, if hyperpolarization occurs in the limbic system, then
fight or flight (fear) responses can be dampened.
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TIP: Prescribing BZs, Part 1

o  BZ pharmacokinetics allow for clinical differences.

o  First, there are “sedative-anxiolytics” and “sedative-hypnotics.” The for-
mer lower anxiety and the latter induce sleep. This latter class is dis-
cussed in the insomnia chapter.

o BZs have different rates of absorption. The faster a BZ is absorbed
through the GI system, the faster it can take effect. The difference could
be alleviation of agitation, worry, or panic within 20 minutes versus
2 hours. The slower the absorption, the longer it takes to experience an
abortive effect upon anxiety symptoms. (See Prescribing Table.)

o  The faster the absorption, the faster the relief. The negative to this
relates to the idea that faster absorption drugs can be associated with
greater drug likeability and misuse. There is a greater risk of addiction.

o Generally, BZs are used on a daily basis and titrated to a dose that mini-
mizes sedating side effects while providing for a remission of GAD, PD,
or SAD symptoms.

o PRN (as needed) use may be advised when treating simple phobias or
performance-based SAD if the panic is only experienced infrequently.

o  For ongoing and impairing anxiety, BZs are dosed daily, using the same
dose in order to achieve steady state blood plasma levels and ideally
avoid experiencing any pathological anxiety at all. The concept is to
treat the anxiety before it emerges and is clinically experienced rather
than wait until the anxiety starts and treat after the fact with an as
needed PRN dosing strategy.

TIP: Prescribing BZs, Part 2

o  BZsmay be divided based upon their half-life. (See Prescribing Table.)

o  This pharmacokinetic term defines how fast a drug will be metabolized/
inactivated within the patient. The number of hours it takes for a drug
to lose half of its dose within the patient’s blood stream is its half-life.
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Short half-life drugs can build up in the patient’s system more quickly.
After four to five half-life periods, the drug is said to be at a steady state
and ideally optimally effective.

At this time, side effects should be clearly identified. Dose-effectiveness
can now be established as plasma levels are more steady and tend not to
fluctuate as much within the patient’s CNS.

Unfortunately, short half-life drugs also leave the patient’s system
quickly, creating rebound effects (where greater amounts of anxiety are
felt) or, frankly, BZ drug withdrawal may occur.

Shorter half-life drugs often have to be taken a few times daily. This lowers
compliance, possibly creating rebound or withdrawal effects between doses.
Longer half-life drugs will take longer to accumulate, and effectiveness
may sometimes be delayed. Side effects may emerge more gradually and
well after treatment has started. If the patient develops side effects, it will
take longer for these to abate as it takes the drug longer to be metabolized.
Given the propensity for less rebound and withdrawal, the long half-life
BZs could be less addicting.

Generally, the fast absorption/short half-life drugs likely have a greater
addiction potential.

TIP: Prescribing BZs, Part 3

BZs can be divided into those that are oxidized by the liver versus those
that are glucuronidized and excreted by the kidneys.

The former requires patients to have good hepatic function and may be
subject to genetic differences in the CYP450 pathways.
Glucuronidized BZs are generally much safer on the liver and do not
depend of CYP450 metabolic pathways. However, patients must have
good renal function on these agents.

Lorazepam (ativan), temazepam (Restoril), and oxazepam (Serax) are
glucuronidized.

TIP: Prescribing BZs, Part 4

Pharmacodynamically, some BZs have a greater affinity for BZ1 recep-
tor subtypes, which are typically located in the hypothalamic sleep-
wake switch (specifically in the ventrolateral preoptic area [VLPO])
and, when occupied, promotes sleep.

Temazepam (Restoril) and flurazepam (Dalmane) are approved for insom-
nia (Sedative-Hypnotics) and have greater affinity for this sub-receptor.
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7) AED (Anti-epileptic Drugs)
MECHANISM OF ACTION
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Divalproex (Depakote), gabapentin (Neurontin),
pregabalin (Lyrica)

AEDs are not currently approved in the U.S. for the treatment of anxiety
disorders; however, some approvals exist outside of the U.S.

Some have a moderate evidence base to support their use in anxiety.
AEDs that are used in psychiatry often share the common mechanism
that they decrease neuronal firing in the CNS, theoretically in limbic
areas.

AEDs often close down neuronal sodium or calcium channels. Some-
times they lower glutamate activity by blocking glutamate NMDA
receptors. Some agents may increase GABA neurotransmitter activity,
but this is not accomplished via a GABA-A receptor BZ-like activity.
For example: gabapentin and pregabalin block alpha-2-delta ligand
calcium channels. This slows neuronal firing and may lower seizure
activity. This mechanism in the periphery also lowers delta pain fiber
firing to lower neuropathic pain. There are approvals for this type of
prescribing for both gabapentin and pregabalin.

The greatest evidence for use in anxiety among AEDs might be prega-
balin for GAD. Alternatively, gabapentin has positive research for use
in SAD and PD.

Divalproexis an AED with an unclear mechanism of action. It is thought
to increase GABA neuronal tone through multiple mechanisms, none
of which is via GABA-A PAM. It is approved for treating absence sei-
zures and for alleviating bipolar mania. In regard to anxiety, it may have
the most supportive evidence for PTSD.

8) Alpha-2 Receptor Agonists and Alpha-1 Receptor Antagonists

MECHANISM OF ACTION

Clonidine (Catapres), guanfacine (Tenex), prazosin (Minipress)

Alpha-2 agonists (clonidine and guanfacine) are better known for
treating hypertension and were discussed in the ADHD chapter in
detail.

Their activity centrally lowers noradrenergic tone. Anxiety is hypoth-
esized to begin with elevated NE activity via excessive neuronal firing.
Theoretically, these agents are poised to directly lower NE firing and
potentially improve anxiety symptoms.
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There are no approvals and limited evidence base in treating anxiety.
Despite this, they are used frequently in psychopharmacological prac-
tice, sometimes as an alternative to using potentially addictive BZs.
Alpha-1 antagonists are specifically used to treat nightmares associated
with PTSD.

Beta blockers (propranolol [Inderal], atenolol [Tenormin]) are antihy-
pertensives with a reasonable evidence base for the treatment of SAD,
performance anxiety types where palpitations and tremors may be best
controlled.

9) Antihistamines

MECHANISM OF ACTION

Hydroxyzine (Vistaril, Atarax)

This class of medication is better known for treating environmental
allergies. Blocking or antagonism of the H1 histamine receptor will
alleviate allergy symptoms peripherally. It also may create sedation and
somnolence from activity in the CNS.
Some of these drugs are formally approved for treating insomnia and
are further discussed in that chapter. Similar to antihypertensives, the
side effect of sedation may be utilized to treat anxiety where muscle
tension, agitation, or insomnia exists as target anxiety symptoms.
Stimulating H1 receptors in the hypothalamic tuberomammillary
nuclei (TMN) essentially is a switch that convinces the brain it is day-
time and that the patient should be alert. Blocking this receptor may
remove alertness and arousal, thus causing fatigue and sedation. This
may allow for a calming effect or even sleep onset.
For anxiety, hydroxyzine is the only approved agent. Psychopharma-
cologists have become adept at using antihistamine properties in other
classes of drugs which are well known to cause sedation (TCAs, first
and second-generation antipsychotics [FGA/SGA], etc.). Light seda-
tion is felt to be anxiolytic and calming, whereas heavy sedation may be
a limiting side effect.
o The SGAs quetiapine (Seroquel XR), olanzapine (Zyprexa), and ase-
napine (Saphris) are commonly used at low doses for this purpose.
o The FGA chlorpromazine (Thorazine) and perphenazine (Trila-
fon) at low doses may be used as well.
o The sedating antidepressants trazodone (Desyrel), nefazodone (Ser-
zone), and mirtazapine (Remeron) may be helpful in this respect.
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10) First- and Second-Generation Antipsychotics (FGA/SGA)
MECHANISM OF ACTION
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Chlorpromazine (Thorazine), perphenazine (Trilafon),
aripiprazole (Abilify), asenapine (Saphris), brexpiprazole
(Rexulti), cariprazine (Vraylar), olanzapine (Zyprexa),
quetiapine (Seroquel XR)

This class of medication is discussed in greater detail in the schizophre-
nia chapter. Many of the antipsychotics are useful, and even approved
for use, in other psychiatric disorders (MDD, bipolar disorder, autism).
There are no approvals for their use in anxiety disorders but there is a
small evidence base for this, and they are often used in an off-label man-
ner to control anxiety and agitation symptoms, regardless of DSM-5
diagnosis.

The greatest evidence exists for use of the SGA quetiapine (Seroquel
XR) for GAD.

The typical (first-generation) antipsychotics (FGA) were developed
and clinically used to a great extent between 1950 and 1995. They
chiefly antagonize the D2 receptor, which leads to a reduction in psy-
chotic symptoms (delusions, hallucinations, and thought disorder).
After 1995, the atypical (second-generation) antipsychotics (SGA) were
developed and are the most utilized now.

D2 blockage results in lower dopamine neuronal firing and can cause a
calming effect.

In addition to D2 receptor blockage, SGAs all antagonize the 5SHT-2A
serotonin receptor, which significantly lowers the risk for neuromuscu-
lar side effects (akathisia, Parkinsonism, dystonia, tardive dyskinesia,
and neuroleptic malignant syndrome).

Many of these agents antagonize the H1 receptor as well. This property
can cause sedation and then somnolence at higher doses, but at lower
doses may be anxiolytic and calming.

Low potency FGAs (chlorpromazine and perphenazine) are more often
used off-label for anxiety versus higher potency FGAs (haloperidol,
thiothixene, fluphenazine) which have less H1 antagonism.

SGA -pines have more of this activity as well (olanzapine, quetiapine,
asenapine).

Some SGAs contain properties akin to approved anxiolytic agents.
For example, some (quetiapine, brexpiprazole, aripiprazole, caripra-
zine) contain 5HT-1a receptor partial agonism (SPA) similar to that
employed by the approved GAD medication buspirone. Others have
NRI (quetiapine) properties or weak SNRI (ziprasidone) properties.
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80 Anxiety Disorders
Final Advanced Prescribing Thoughts

Similar to the discussion for ADHD prescribing and management, comorbid-
ity is key. Often, anxiety disorders can be so socially disruptive that distressed
patients may develop MDD. Many anxious patients develop SUD to manage their
symptoms, albeit maladaptively. Anxiety disorders are common in personality
disorders due to poor defense mechanisms, coping strategies, and/or poor social
support networks.

Despite the length of this chapter, which covers five separate disorders, there
is some commonality. Using SSRIs and increasing serotonergic activity is a key
initial strategy for any of the disorders. Use of full dose and monotherapy duration
is good prescribing practice for all psychiatric disorders. If SSRI management fails
over 3-4 months, then an escalation to an SNRI is a typical second step. GAD,
PD, and SD all have SNRI approvals. PTSD and OCD have limited data for SNRIs,
but they can be used here too. The use of TCAs was not discussed in great detail
above, but many of TCAs (imipramine, amitriptyline, clomipramine) have robust
SRI and NRI activity, and data supports their use in more resistant anxiety cases.
Noradrenergic TCAs (desipramine, nortriptyline, protriptyline) are likely less
effective. MAOIs may be used as well. SGAs have no approvals but many of these
drugs improve sleep, lower agitation, and have serotonergic properties that can
help anxiety symptoms. Quetiapine has the most extensive data for use in GAD,
in particular. Other SGAs with greater 5HT-1A agonistic properties (aripiprazole,
brexpiprazole, cariprazine) theoretically may help as well. Anti-epileptic drugs,
especially gabapentin and pregabalin, have data and theoretical application in the
management of anxiety. Pregabalin is approved in Europe for GAD treatment.

After SSRIs and SNRIs fail, the prescriber quickly runs out of approved options.
This critical point has a key decision tree. One must choose to start a BZ with
addiction risk or switch over to a non-addictive approach with agents that are not
approved or have serious side effects. Anti-eplieptics can cause severe skin condi-
tions and pancreas, liver, or bone marrow damage. SGAs may create permanent
movement disorder and instigate metabolic disorder. Particularly for PD, GAD,
and SAD, BZs likely have greater evidence to support their use here, but less so for
PTSD and OCD. The prescriber must weigh the impact of addiction risk versus
use of a less supported, off-label approach with different side effect risks.

Finally, rational polypharmacy should always occur in treatment resistant cases.
Adding two medications from the same pharmacological family is rarely war-
ranted. Adding together two SSRIs, two TCAs, two BZs, or two SGAs may not
make sense versus simply maximizing the monotherapy. Redundantly manipulat-
ing the same brain mechanism of action that failed with the first monotherapy
does not make clinical or statistical sense. Instead, drugs that are to be added
together should have different mechanisms of anxiolytic action. Instead of add-
ing two serotonergic SSRIs together, adding a GABAergic BZ to the SSRI makes
rational pharmacodynamic sense. This polypharmacy allows two neurotransmit-
ter systems to be manipulated complimentarily to lower anxiety. Adding buspirone
(a SPA) to an SSRI makes more synergistic sense than adding two SSRIs together.
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In the former, two different serotonin manipulations are added together, rather
than a solely redundant double SRI mechanism. Unfortunately, there is very little
data and more theoretical application when it comes to treating very resistant cases
in this manner, where the goal is to add complementary medications of differing
mechanisms of action. Throughout this book, polypharmacy approaches will be
based upon known research trials, evidence base, or, at the minimum, this concept
of rational polypharmacy.
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CHAPTER 3

Bipolar Disorders: Bipolar 1, Bipolar 2,
and Cyclothymic Disorder

SECTION 1 Basic Prescribing Practices

Essential Concepts

o Accurate diagnosis is essential for treatment of bipolar disorder.

o Sustained mania (7+ days) is definitively needed to confirm the diagno-
sis of bipolar disorder.

o Depressive episodes are common but are not absolutely needed for the
diagnosis.

o Many patients will state they are “bipolar” because they have mood
swings (lability). This is often due to personality disorder, anxiety, stress,
or substance use instead.

o There are a few key diagnoses within this spectrum:

o Bipolar 1 (B1D) patients have sustained (7+ days) of mania and
usually major depressive episodes.

o Bipolar 2 (B2D) patients have hypomania and usually major
depressive episodes.

o Cyclothymia (CT) patients have chronic (2+ years) hypomania
spells and usually minor depressive episodes.

o Some bipolar patients may be grandiose, paranoid, and psychotic
(delusions, hallucinations, etc.).

o Some bipolar patients may have mixed features where 3+ mania
symptoms intrude upon a depression episode or 3+ depressive
symptoms intrude into a mania episode.

o Comorbid bipolar disorder (BD) and substance use disorder (SUD) are
common.

«  Borderline personality disorder (BPD) and ADHD are not variants of BD.

«  Mania generally requires pharmacotherapy.

o Depressive episodes may respond to psychotherapy and/or pharmaco-
therapy.
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Phenomenology, Diagnosis, Clinical Interviewing

For any new practitioner in any field, the goal is to be able to make an accurate diag-
nosis. All of psychiatric prescribing at this beginning level is based on regulatory
findings, approvals, and indications that are psychiatric disorder specific. Psycho-
tropics will only deliver the outcomes promised if the patient at hand actually has
been accurately identified as having BD. Mania is the hallmark of BD, which is
definitively needed to confirm the diagnosis. Depressive episodes are more common
than manic or hypomanic spells but are not absolutely needed for the diagnosis. BD
patients more often present in outpatient venues as depressed compared to being
manic. Unipolar depressive symptoms are similar to those of bipolar depression,
and telling them apart is extremely difficulty even for experts. Up to 10% of BD
patients never experience depressive episodes and only have manic events. Further-
more, distractibility (poor concentration), hyperactivity, insomnia, and increased
self-esteem are also symptoms that are not unique to BD. These symptoms can
be prevalent in major depressive disorder (MDD), post-traumatic stress disorder
(PTSD), generalized anxiety disorder (GAD), and narcissistic personality disorder
(NPD). This can make diagnosis difficult, especially when the patient presents in a
depressed state identical to MDD. Typically, the average BD patient spends more
time predominantly depressed rather than in a manic state.

Commonly, BD in adults is confounded by other psychiatric disorders such as
anxiety, substance misuse, or depression. Similar to previous chapters, this chapter
will teach diagnosis and treatment of BD initially as a simplified, single-disorder state,
then progress toward more advanced treatment of comorbid psychiatric states. This
chapter assumes that the reader is adept and comfortable with descriptive DSM-5
interviewing and diagnostic assessment. Furthermore, in the absence of DSM-5 mas-
tery, patient administered rating scales should become more the standard of care.

TIP: Bipolar Disorder Screening Questions
Screening for (hypo)mania

o Have there been times lasting at least several days when you feel high,
on top of the world, euphoric, or overly happy?

o What about a period lasting several days where you needed little sleep
but were full of energy and never tired, despite not sleeping?

DSM-5 Diagnosis

People with B1D and B2D typically show patterns of sustained mood elevation
(excessive happiness, expansiveness, euphoria, etc.) and mood depressions (sad-
ness, loss of enjoyment, etc.). Major depressive episodes (MDE) will be thoroughly
discussed in the major depressive disorder (MDD) chapter, but in brief are con-
sidered to occur when at least two weeks of pervasive low mood, low self-worth,
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low interest, low energy, poor concentration, alterations in appetite, psychomotor
functioning change, and suicidal thinking occur. Prior to defining DSM-5 bipolar
disorder, hypomanic and manic episodes must be precisely defined. (See below.)

Manic Episodes Include:

A. A distinct period of abnormally and persistently elevated, expansive,

or irritable mood, occurring daily and lasting at least one week (or any
duration if hospitalization is necessary or psychosis occurs).

During the period of mood disturbance and increased energy/activity,
three (or more) of the following symptoms are present and a change
from normal behavior (four if the mood is only irritable):

inflated self-esteem or grandiosity

decreased need for sleep

more talkative than usual or pressure to keep talking

flight of ideas or subjective experience that thoughts are racing
distractibility

increase in goal-directed activity or psychomotor agitation
excessive involvement in pleasurable activities that have a high
potential for painful consequences

TIP: Commonly Used Mnemonics for DSM-5 Manic Episode
Criteria

DTRHIGH = Distractibility, Talkativeness, Racing thoughts, Hyper-
activity, Impulsivity, Grandiosity, and Hyposomnia

DIGFAST = Distractibility, Irresponsibility, Grandiosity, Flight of
ideas, Activity increase, Sleep decrease, Talkativeness

TIP: Interviewing a Bipolar Patient

Ask about sustained mood elevation to distinguish mania from transient
mood swings that are normal reactions to life events.

Patients with BD may be in psychotic denial or may purposefully deceive
practitioners because they like the “natural high” associated with (hypo)
mania. Patients often answer negatively about previous mania events.
It is key to attempt to gain permission to talk to family members, col-
leagues, or friends about mood patterns as such.
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«  Rapid, shallow, or even extreme mood swings (lability) are often due to
histrionic, borderline, or antisocial personalities or substance misuse.
« Patients who present depressed may have a greater chance of bipolarity
if they have:
o Prepubertal onset of symptoms
o Brief duration of depressed episodes
o High frequency of depressed episodes
o Seasonal pattern
o Postpartum symptom onset
o Multiple antidepressant failures
o Nonresponse to antidepressant treatment
o Rapid response to antidepressant treatment
o Erratic response to antidepressant treatment
o Dysphoric response to antidepressant treatment with agitation and
insomnia
o Family history of bipolar disorder
o History of unstable interpersonal relationships
o Frequent vocational problems
o  Frequent legal problems
o Alcohol and drug use

Finally, patients in mania are felt to be in a state of psychotic denial. As with other
psychotic illnesses (schizophrenia) there is a frank loss of memory for present
or past manic events. Unfortunately, patients do not remember their past manic
transgressions. In less severe manic events (hypomania), some patients do remem-
ber events, and these less severe episodes are looked upon as positive. These
patients feel really good. They are mood elevated, happy, energetic, with increased
self-esteem. They do not need sleep and are overly productive. These hypomanic
episodes are felt to be less impairing (may actually benefit the patient) but are
a clear change in their usual functioning, and people in their environment take
notice. Mild mannered patients appear to change to a hyperthymic temperament
and become goal driven and more the life of the party in their actions. They feel
like they are on extra caffeine or even cocaine, but without actually having used
those substances. Hypomania is a natural high with fewer consequences than a
full-blown manic event. Unfortunately, some patients will deceive their pre-
scribers and state they are not hypomanic, have not suffered such events, as they
purposefully want these experiences and do not want them removed by medi-
cation management. Therefore, despite excellent interviewing and/or rating scale
use, a sizeable minority of BD patients will forget manic episodes or will deny the
existence of hypomania, making a retrospective diagnosis difficult if they present
in a euthymic or depressed state. Given this, a secondary interview with a sig-
nificant other or family member, or obtaining past psychiatric records, robustly
increases the accuracy of diagnosis.
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Hypomanic Episodes

A hypomania episode must last for most of the day each day for at least
four days (but may last longer). The patient must experience a clear change
in personality and function that is readily apparent to others in their envi-
ronment. Unlike mania, a patient in a hypomanic spell generally has less
impact or psychosocial consequence due to hypomanic activity. In addi-
tion to mood elevation, three or more of the following symptoms must be
present:

o Inflated self-esteem or grandiosity

o Decreased need for sleep

o More talkative

o Experience of thoughts/ideas racing

o Distractibility

o Increase in goal-directed activity or psychomotor agitation

o Excessive involvement in pleasurable activities with a high potential of
painful consequences

o Experiences unequivocal change in function that is uncharacteristic
and noticeable by others

Rating Scales

There are very few mania rating scales. Generally, if a patient arrives in a manic
state, everyone in the office is aware of the rapid speech, grandiosity, and extreme
mood elevation. Office staff or clinicians may actually feel the patient is high or
intoxicated on cocaine or a stimulant. One possible scale that may be considered
is the Altman Self-Rating Mania Scale (ASRM).

Altman Self-Rating Mania Scale (ASRM)

o This scale is used to determine the amount and severity of current
mania symptoms present.

o A positive score of six or more is suggestive of hypomania or mania
being present. Scores may be followed sequentially over time to track
treatment outcomes.

o Itissimpletouse, takesapproximately 1 -2 minutes for the patient to com-
plete and several seconds to score. The article containing the scale can be
purchased for a small amount at http://www.biologicalpsychiatryjournal.
com/article/S0006-3223(96)00548-3/abstract. The author may also be
reached for permission to use. Several web site resources offer downloads.
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Table 3.1 The Altman Self-Rating Mania Scale

Appendix: Altman Self-Rating Scale for Mania (ASRM)

Name Date Score
Instructions
1. | On this questionnaire, there are groups of five statements; read each group carefully.
2. | Choose the one statement in each group that best describes the way you have been
feeling for the past week.
3. | Circle the number next to the statement you picked.
4. | Please note: The word “occasionally” used here means once or twice, “often” means
several times or more, “frequently” means most of the time.
1)|0 I do not feel happier or more cheerful than usual.
1 I occasionally feel happier or more cheerful than usual.
2 I often feel happier or more cheerful than usual.
3 I feel happier or more cheerful than usual most of the time.
4 I feel happier or more cheerful than usual all of the time.
2)|0 1 do not feel more self-confident than usual.
1 I occasionally feel more self-confident than usual.
2 I often feel more self-confident than usual.
3 I feel more self-confident than usual most of the time.
4 I feel extremely self-confident all of the time.
3)|0 I do not need less sleep than usual.
1 I occasionally need less sleep than usual.
2 I often need less sleep than usual.
3 I frequently need less sleep than usual.
4 I can go all day and night without any sleep and still do not feel tired.
4)]0 1 do not talk more than usual.
1 I occasionally talk more than usual.
2 I often talk more than usual.
3 I frequently talk more than usual.
4 I talk constantly and cannot be interrupted.
5[0 I have not been more active (either socially, sexually, at work, home, or school)

than usual.

I have occasionally been more active than usual.

I have often been more active than usual.

I have frequently been more active than usual.

"G OV I N

I am constantly active or on the go all the time.

The Mood Disorders Questionnaire (MDQ)

The Mood Disorders Questionnaire (MDQ) is an alternative that asks
historical questions which help detect previous mania episodes. This
scale may be more useful if the patient presents in a depressive state, and
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especially if it is difficult to distinguish between an ongoing unipolar or
bipolar depressive episode.

If a patient scores seven or more in Item 1, answers YES to Item 2, and
answers MODERATE or higher in Item 3, then a historical diagnosis of
bipolar 1 or 2 is likely valid.

To obtain this scale, please refer to Hirschfeld, R. M., Williams, J. B.,
Spitzer, R. L., Calabrese, J. R., Flynn, L., Keck, Jr., P. E., & Zajecka, J.
(2000) “Development and validation of a screening instrument for bipo-
lar spectrum disorder: the Mood Disorder Questionnaire” American
Journal of Psychiatry, 157(11), 1873-1875 to contact the author directly.

Table 3.2 The Mood Disorders Questionnaire

Instructions: Please answer each question to the best of your ability.

YES

1. Has there ever been a period of time where you were not your usual self
and. ..

... you felt so good or so hyper that other people thought you were not
your normal self, or you were so hyper that you got into trouble?

... you were so irritable that you shouted at people or started fights or
arguments?

... you felt much more self-confident than usual?

... you got much less sleep that usual and found you didn't really miss it?

... you were much more talkative or spoke much faster than usual?

... thoughts raced through your head or you couldn’t slow your mind down?

... you were so easily distracted by things around you that you had
trouble concentrating or staying on track?

... you had much more energy than usual?

... you were much more active or did many more things than usual?

... you were much more social or outgoing than usual; for example, you
telephoned friends in the middle of the night?

... you were much more interested in sex than usual?

... you did things that were unusual for you or that other people might
have thought were excessive, foolish, or risky?

... spending money got you or your family into trouble?

2. If you checked YES to more than one of the above, have several of these
things ever happened during the same period of time?

ool ojo| ooo| ooojojol g o

Ooo| ool oojo|l oooool o o

3. How much of a problem did any of these cause you—like being unable to
work; having family, money or legal troubles; getting into arguments or fights?

Please circle one response only
No Problem  Minor Problem  Moderate Problem  Serious Problem

4. Have any of your blood relatives (i.e., children, siblings, parents, grandparents,
aunts, uncles) had manic-depressive illness or bipolar disorder?

5. Has a health professional ever told you that you have manic-depressive
illness or bipolar disorder?
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Treatment Guidelines

TIP: Essential Concepts

Know the FDA indications for specific phases of bipolar disorder.

It is best to use a medication that can safely treat both the highs and lows
of BD, ideally in a single agent.

Mood stabilizing, anti-epileptic drugs (AEDs) and second-generation
antipsychotics (SGA) are monotherapy treatments of choice for mania
and depressive spells.

Antidepressant monotherapy treatments are not advised, and their use
in combination with a stabilizing agent is controversial.

Strongly consider obtaining past psychiatric treatment records or inter-
view collateral resources.

TIP: Guidelines

The CANMAT guideline is fairly modern and straightforward.
Clinicians must take a history and make an accurate diagnosis based
upon lifetime mood events and associated impairments.

DSM-5 criteria and, ideally, rating scales should be used.

Comorbidities should be ruled out.

Pharmacotherapy should be started after reasonable informed consent.

o Lithium and some SGAs can stop mania and also treat depression.
They are considered first line treatments.

o AEDs (anti-epileptic drugs) such as carbamazepine (Tegretol/
Equetro) and divalproex (Depakote) are more effective in treating
mania versus depression.

o Lamotrigine, divalproex, and some SGAs are effective in decreas-
ing the amount of cycles a patient will experience and are consid-
ered maintenance drugs.

Both mania and depressive episodes must be treated aggressively, and

it is most important to avoid multiple mania episodes, as BD tends to

become more resistant to treatment and more disabling as the number
of mania events increase.

Comorbidities should be treated with appropriate pharmacotherapy

and/or psychotherapy.

Bipolar disease management counseling, sleep-wake hygiene, Cognitive-

Behavioral Therapy (CBT), or Family Therapy (FT) may be added as aug-

mentation strategies, particularly in the euthymic or depressed phases

of BD.
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« BDis a psychiatric disorder where medication management often shows
greater effect sizes in clinical trials than psychotherapy where mania is
concerned.

«  For bipolar depression, psychotherapy can be very effective. Medication
can be used for mild, moderate, or severe BD in adults.

TIP: Approved Anti-Mania Agents

o Lithium
o  Anti-epileptic Drugs (AED)

o Divalproex (Depakote)

o Carbamazepine (Equetro)

o Lamotrigine (Lamictal)

= Approved to maintain stability, not alleviate depression or mania

o  Second-Generation Antipsychotics (SGA)

o Risperidone(Risperdal)

o Olanzapine (Zyprexa)

o Quetiapine XR (Seroquel XR)

o Ziprasidone (Geodon)

o Aripiprazole (Abilify)

o Asenapine (Saphris)

o Cariprazine (Vraylar)

Second line treatments for mania are the remaining SGAs, other anti-epileptics,
benzodiazepine sedative-hypnotics, and electroconvulsive therapy (ECT).

TIP: Approved Bipolar Antidepressants

o  Olanzapine-Fluoxetine Combination (Symbyax)
o Quetiapine (Seroquel XR)
o Lurasidone (Latuda)

The above are all SGAs. Second line treatments for bipolar depression include
some of the remaining SGAs, lithium, MDD/unipolar antidepressants, and
electroconvulsive therapy (ECT). If an antidepressant is to be used, an SSRI
or NDRI is warranted. Other antidepressants carry much higher risks of
inducing mania, mixed features, or rapid cycling. Antidepressants are only
used if another mood stabilizer is already present, especially in B1D.
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Practical Application

TIP: Mania Prescribing

o Treatment of mania = choose any of the above except lamotrigine

o Presence of psychosis = choose a SGA

o Treatment of severe mania = choose a SGA or divalproex as high initial
loading dose strategies have been studied and are better tolerated than
that of lithium or carbamazepine

« Lamotrigine is not an acute treatment but may be added to any of the
above treatments to ideally delay or prevent future mania relapses

Patients in mania deserve solid monotherapy trials of successive agents. Dos-
ing must be therapeutic, achieving adequate blood levels, or using full FDA dose
range when levels are not defined. Guidelines support polypharmacy where two
of the above agents are combined to stop resistant mania. Of course, patients who
are grandiose and delusional will need an SGA. Non-psychotic patients may be
started on any agent. If drugs are to be combined, two combined SGAs do not
make sense as they all work by blocking dopamine-2 (D2) receptors, making this
mechanism of drug action redundant. It would make clinical sense to add lithium
or an anti-epileptic based anti-manic to the first SGA so there are complementary
mechanisms of action instead of overlapping ones. This method has been termed
rational polypharmacy by psychopharmacology expert Stephen Stahl.

Finally, an anti-manic may be chosen based on side effect profile. Obese patients
or those with metabolic disease should not take risperidone, olanzapine, or que-
tiapine unless it is unavoidable. The more weight friendly option of carbamazepine
(Equetro), divalproex (Depakote), or lithium may be considered, but the clinician
should be aware that all of these agents are more or less weight gain prone. Those
with pre-existing movement disorder may avoid SGAs. Those with renal or thy-
roid problems should not take lithium. Those with liver disease should not take
divalproex (Depakote). Those with skin conditions should not take lithium, dival-
proex (Depakote), lamotrigine (Lamictal), or carbamazepine (Equetro).

Bipolar Depression Pharmacotherapy

Second-Generation Antipsychotics (SGA)

These drugs are fully discussed in the schizophrenia chapter. Many were initially
approved for treating psychosis associated with schizophrenia. Secondarily, these
drugs have also been found to halt mania as discussed above. Thirdly, many SGAs
possess pharmacodynamic properties with antidepressant potential. Currently,
there are 11 approved SGAs, of which only a few are approved to treat bipo-
lar depression. The benefit here is that SGAs often possess the ability to stop or
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prevent mania and may also be able to treat depressive episodes. Unlike the use of
unipolar SSRIs or SNRIs, these bipolar depressive agents have some built-in safety
to help avoid escalating the depressed BD patient into a new mania episode via
D2 receptor blockade. For warnings, side effects, and monitoring issues regarding
SGAs, see the Prescribing Table above concerning mania pharmacotherapy or see

the schizophrenia chapter.

TIP: Bipolar Depression Prescribing

Olanzapine-Fluoxetine Combination (Symbyax) 6/25mg-12/50mg/day
Quetiapine (Seroquel XR) 150-600mg/day

Lurasidone (Latuda) 20-120mg/day

Typically, lower doses of the SGA possess its antidepressant properties,
while medium to high doses stop and prevent mania or psychosis. It is
important to dose the SGA being used as an antidepressant in BD to the
approved middle dose range in order to gain the anti-manic protection
needed.

TIP: Bipolar Prescribing Off-Label Antidepressants

Aggressive treatment is warranted for bipolar depression to prevent esca-
lating the patient into mania, creation of mixed features, or rapid cycling.
Data regarding antidepressant use in BD is controversial. If a formal
unipolar antidepressant is used, it must be combined simultaneously
with an anti-manic regimen already in place. Failure to use a mood sta-
bilizer first is called unopposed antidepressant use, as there is no safety
mechanism to prevent mania escalation as a side effect.

If an antidepressant is used, consider removing it once depression
remits, leaving just the mood stabilizing anti-manic agent in place as a
monotherapy.

Tricyclic antidepressants (TCAs) are the most likely class to worsen
bipolar mood swings, and selective serotonin reuptake inhibitors (SSRIs)
and norepinephrine-dopamine reuptake inhibitors (NDRIs) (bupropion
[Wellbutrin XL]) possibly being the least likely.

The most convincing evidence for the treatment of bipolar depression
rests with SGAs.

Lithium is not approved for bipolar depression but does have a reason-
able evidence base for it to be used in bipolar depressed phases.
Lamotrigine (Lamictal) is not approved for any acute bipolar state
(depression/mania). It is approved for maintenance only and has some
limited data for the treatment of depressive states.
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TIP: Lamotrigine (Lamictal) as Maintenance Therapy

o It is typically added once another mood stabilizer has provided for
a stable euthymic state or if the patient has gone into euthymia on
their own.

o Needs to be titrated very slowly to avoid risk of serious rashes, making
an acute antidepressant response unlikely.

o The goal is to lower the long-term frequency of mania and depression
events. If lamotrigine does not decrease cycling over time, it should be
stopped.

o Clinicians often like this agent as it may have the lowest risk of weight
gain and cognitive dulling. It does not induce metabolic disorder, tar-
dive dyskinesia, extrapyramidal symptoms, thyroid, parathyroid, or
renal disease.

o  Lithium, divalproex (Depakote), and some SGAs are also approved to
be added in polypharmacy as maintenance drugs and may lower the
frequency of future mania or depressive episodes as well.

TIP: Prescribing for Bipolar 2 (B2D) Disordered Patients

o Itis better to treat all bipolar patients conservatively as if the patient is
a bipolar 1 disorder (B1D) patient to prevent progression from a milder
spectrum illness into a full clinical B1D diagnosis

« Additionally, some clinicians do prefer to use safer MDD antidepres-
sants in those with milder (B2D) disorder. Again, there is risk of esca-
lating the patient into full mania. Sometimes antidepressants create
greater mood instability such as:

o Rapid cycling—>4 mania or depressive episodes per year
o Mixed features—3+ mania symptoms intruding upon a depressive
episode

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise is to convince the reader that they must make an
accurate diagnosis and pick an approved agent with well-defined dosing guide-
lines and expected clinical outcomes. This approach is largely one of pattern
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recognition: (1) identify the pattern of phenotypic symptoms, (2) choose
from a finite list of available, proven effective drugs, (3) start dosing low and
escalate through an approved dosing range, (4) assess for effectiveness, and
(5) continue medication if effective or cross-titrate to a new drug if ineffec-
tive or not tolerated. This methodical and mathematical approach can improve
the standard of care and, ideally, patient outcomes when treated by the novice
psychopharmacologist.

Section 2 is designed to provide a greater depth of neuroscience and phar-
macodynamic knowledge to the reader and is written for prescribers who are
knowledgeable and competent in those skills outlined in Section 1. The section
is generally intended for those patients who are felt to be treatment resistant and
comorbid with other disorders.

Epidemiology

«  Bipolar disorder (BD) is thought to have a clinical onset in the second
or third decade of life and is hallmarked by the onset of a hypomanic or
manic episode.

« In retrospect, many patients often experience a depressive or anxiety
disorder starting in their teens.

»  Sometimes these early depressive disorders will have a few (hypo)mania
symptoms buried within suggesting a depressive disorder with mixed
features.

« BDisgenerally considered to be a disorder where a relapsing and recur-
ring illness course is expected.

o Approximately 1% of the U.S. population suffers from classic bipolar 1
disorder (B1D) and higher for type 2 bipolar disorder (B2D).

Genetics

o  BI1D is one of the most heritable psychiatric disorders (60-85%).

o There is no single gene that causes BD.

«  Strongest evidence supports possible genetic vulnerabilities in certain
genes (ex. DAOA(G72), BDNEF, ANK3, and CACNA1C) when com-
pared to non-bipolar patients.

o Many of these genes convey risks by way of altering dopamine metabo-
lism, interneuronal growth and connectivity, and neuronal membrane
excitability.

»  Serotonin and norepinephrine neurotransmission risk genes have been
identified as well.
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TIP: Genetic Risk and Symptom Development

o Many genes code for many central nervous system (CNS) proteins that,
when each mutated, creates a subtle risk for the development of certain
BD symptoms, i.e., grandiosity versus dangerous impulsivity.

o As genetic risks build, more brain neurocircuitry malfunction occurs
and more phenotypic, externally noticeable symptoms may develop.

o Theoretically, a patient inherits genes from both parents, called a geno-
type. If a gene is mutated, it often yields an abnormal protein.

o These proteins might be enzymes, receptors, ion channels, etc. If
enough of these function improperly in the brain, it may cause hyper-
functioning or hypofunctioning within or between certain brain areas
that may be able to be detected with neuroimaging (ex. fMRI or PET
scans), called an endophenotype.

o This alteration in brain neurocircuitry function may lead to spe-
cific psychiatric symptoms that can be detected by interviewing
(ex. distractibility, talkativeness, goal directed hyperactivity, ele-
vated mood).

o  These outward symptoms that the DSM-5 is based upon are considered
the patient’s phenotype.

Neuroanatomy

o  Earlyin the course of BD there are findings of abnormal fronto-cortical,
striatal (caudate, putamen, nucleus accumbens, olfactory tubercle), and
amygdala activity.

o After repeated and chronic cycling, other functional neuroanatomic
abnormalities may be seen. Generally speaking, there appears to be
frontal lobe volume loss (left side > right side) and a hypofunctioning
of advanced prefrontal cortical structures.

o The subgenual prefrontal cortex is associated with higher mood func-
tioning, and this is observed to be smaller in bipolar patients when
compared to controls.

o  Further, there is often a volume increase and hyperactivity in the deeper,
limbic system structures (amygdala, anterior striatum, thalamus).

Neuroscientific Background and Rationale for Medication Use

In treating bipolar mania, there are three families of medications that are often
utilized to treat mania and three families for treating depression. (See Prescribing
Table.)
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TIP: Bipolar Prescribing

For mania consider:
o Lithium
o Anti-epileptic Drugs (AEDs)
= Carbamazepine (Equetro)
= Divalproex (Depakote)
= Lamotrigine (Lamictal) (for maintenance only)
o Second-Generation Antipsychotics (SGAs)
= Risperidone (Risperdal), olanzapine (Zyprexa), quetiapine
(Seroquel XR), ziprasidone (Geodon), aripiprazole (Abilify),
asenapine (Saphris), cariprazine (Vraylar)
For depression consider:
o Second-Generation Antipsychotics (SGAs)
= Olanzapine/fluoxetine combination (Symbyax), quetiapine
(Seroquel XR), lurasidone (Latuda)
o Lithium
o Antidepressants are off-label
= SSRI (fluoxetine [Prozac], sertraline [Zoloft], paroxetine
[Paxil], escitalopram [Celexa/Lexapro])
= NDRI (bupropion [Wellbutrin XL])

1) Lithium
MECHANISM OF ACTION

Lithium

Largely unknown, but used to treat both manic and depressed states
in BD.

Thought to stabilize neuronal membranes (calcium inositol pathway)
thus reducing hyperactive firing rates perhaps in the limbic system thus
lowering mania.

May downregulate the serotonin-1la receptor (5HT-1a) with a down-
stream effect of elevating CNS serotonin (5HT) for mood elevation and
depression treatment.

Has ability to improve neuronal health, growth factors, and connectiv-
ity between brain areas associated with affective dysfunction.
Interestingly, lithium also has specific regulatory language that it may
lower suicidality in B1D patients.
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2) Mood Stabilizers (AEDs)
MECHANISM OF ACTION

Divalproex (Depakote), carbamazepine (Equetro), lamotrigine
(Lamictal)

o Typically, AEDs may lower mania but are often minimally effective for
the treatment of bipolar depressed states.

o  Carbamazepine is one of the initially studied agents and is thought to
lower neuronal firing by blocking sodium channels. In the cortex this
may lower tonic-clonic seizure activity. This activity in the limbic sys-
tem may possibly lower mania.

« Lamotrigine also has the ability to block sodium channels. It is also
purported to dampen glutamate activity as another way to lower
abnormally elevated neuronal firing. It may antagonize 5HT-3 recep-
tors which could passively increase cortical monoamines further down-
stream. This drug is not approved for manic or depressive states but for
maintenance, decreasing cycling in either direction.

o Divalproex may increase the synthesis of GABA. Increases in GABA
neurotransmission may also have a dampening effect on mania-induced
hyperactive limbic structures. It may also lower glutamate neuronal fir-
ing by inhibiting NMDA receptors.

o Some AEDs do not treat mania and did fail in regulatory trials (ex. lamotrig-
ine [Lamictal], topiramate [Topamax], gabapentin [Neurontin]).

o Clonazepam (Klonopin) is a benzodiazepine (BZ) and is both an AED
and an anxiolytic. It has limited data as a monotherapy but some posi-
tive trials as an augmentation approach for more refractory mania.

3) Second-Generation Antipsychotics (SGA)
MECHANISM OF ACTION

Risperidone (Risperdal), olanzapine (Zyprexa), quetiapine
(Seroquel XR), ziprasidone (Geodon), aripiprazole (Abilify),
asenapine (Saphris), cariprazine (Vraylar)

o Regarding mania, all of these agents block the D2 receptor and, in the
limbic system, this should restore a lower, more normal activity, thus
alleviating mania. All SGAs have this effect, but the above drugs have
approval and indication for mania.
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All first-generation antipsychotics (FGAs) (ex. haloperidol [Haldol],
fluphenazine [Prolixin]) also effectively antagonize D2 and may stop
mania.

Olanzapine/fluoxetine Combination (Symbyax), quetiapine
(Seroquel XR), lurasidone (Latuda)

Antidepressant effects are more complicated and varied across the
SGAs.
All of these block 5HT-2a serotonin receptors, which is a purported
mechanism of antidepressant action for the approved unipolar antide-
pressants trazodone (Desyrel), nefazodone (Serzone), and mirtazapine
(Remeron). Activity here may improve both serotonergic and norad-
renergic functioning to lower depressive symptomatology.
Quetiapine and lurasidone seem to have more activity in partially ago-
nizing the 5HT-1a receptor. This activity may initially lower serotonin
activity but ultimately causes downregulation of this autoreceptor and
then a resultant robust increase in serotonin neuronal firing. This activ-
ity is employed by the antidepressants vilazodone (Viibryd) and vor-
tioxetine (Trintellix) and the anxiolytic buspirone (BuSpar).
Lurasidone may be unique in its robust activity to block the 5HT-7
receptor. This activity is felt to improve cognitive symptoms and circa-
dian symptoms of depression.
Finally, quetiapine may be unique in that it has potent norepinephrine
reuptake pump blocking activity/inhibition (NRI). This is an antide-
pressant mechanism utilized by the NDRI bupropion (Wellbutrin XL)
and serotonin-norepinephrine reuptake inhibitors (SNRI), including
venlafaxine (Effexor XR) and duloxetine (Cymbalta) and many of the
TCAs.
From an off-label perspective, it is unclear if other SGAs possess anti-
depressant properties that may be useful in BD.
o Risperidone (Risperdal) has a positive trial in unipolar depression.
o Ziprasidone (Geodon) has a small positive trial in BD depression.
o Aripiprazole (Abilify) and brexpiprazole (Rexulti) have approvals
for major depressive disorder (MDD) as an augmentation strategy.
o Asenapine (Saphris) is under investigation for BD depression and
has many similarities to the unipolar antidepressant mirtazapine
(Remeron).
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Bipolar Disorders 117

Practical Applications

Good Polypharmacy to Be Used to Gain Remission in Resistant Patients

DO

o  Start low dose to minimize side effects.

o May use aloading dose/high dose at initiation strategy for severe mania
or psychotic mania for most AED and SGA mania treatments.

o  Escalate dosing within full range for optimal effectiveness. Again,
escalate more slowly for better tolerability in outpatients and faster for
greater symptom control in inpatients.

«  Monitor for weight gain, skin changes, abnormal movements, and end-
organ damage.

o Add drugs from different anti-manic classes for treatment-resistant
cases or improved maintenance.

o Lithium + AED or SGA
o AED + SGA
o Lithium + AED + SGA

o  Escalate to higher doses with caution and maximize within normal
blood levels.

o Check blood levels of any drug to confirm compliance.

DON’T

o Add two SGAs together for mania.

o Add two sodium channel blocking AEDs together for mania.

o Addanunopposed antidepressant without proper prior mood stabilizer
titration.

Good Polypharmacy to Be Used to Gain Remission in Comorbid Patients

Bipolar + ADHD

o Use of NDRI: bupropion (Wellbutrin XL)

o  Use of NRI: atomoxetine (Strattera)

o Use second-generation antipsychotic (SGA) augmentation: aripiprazole
(Abilify), brexpiprazole (Rexulti), cariprazine (Vraylar) (has partial dopa-
mine receptor 2/3 agonism), quetiapine (Seroquel XR) (has potent NRI)

o Use of stimulant medication (ex. amphetamine [Adderall XR], methyl-
phenidate [Concerta]). There is risk of mania escalation but this is felt to
be lower than that antidepressant use.




118 Bipolar Disorders

Bipolar + Anxiety Disorder

Use of SSRI: fluoxetine (Prozac), sertraline (Zoloft), paroxetine (Paxil),
citalopram (Celexa), escitalopram (Lexapro) only after mood stabilization.
Use of BZ: alprazolam (Xanax XR), clonazepam (Klonopin). These
have no risk of worsening mania in BD and may be considered more
front line unless addiction is also a comorbid condition.

Use alpha-2 agonists: guanfacine (Tenex), clonidine (Catapres).

Use of antihistamine (H1 receptor antagonist): hydroxyzine (Vistaril/
Atarax).

Avoid use of SNRIs, TCAs, MAOIs due to potential higher risk of
mania escalation

Bipolar + Schizophrenia (Schizoaffective) Disorder

Use second-generation antipsychotic (SGA) monotherapy.
If remaining affective symptoms, may utilize strategies listed through-
out this chapter to better control residual mania or depression.

Bipolar + Borderline Personality

Use second-generation antipsychotic (SGA) monotherapy or anti-
epileptic drug (AED) monotherapy.

If remaining affective symptoms, may utilize strategies listed through-
out this chapter to better control residual mania or depression.

SSRIs may be helpful but likely have lowest effect sizes.

TIP: Bipolar Depression Prescribing

Use of approved SGAs as monotherapy is the gold standard, frontline

approach.

Use of SSRI or NDRI augmentation to Lithium, SGAs, or AEDs may be

considered.

o Consider removing antidepressant several weeks after depression
remits.

o Monitor for induction of rapid cycling or mixed features.

o Use low doses, titrate slowly.

N-acetyl cysteine (NAC) may be considered at 1000mg twice daily as a

complementary alternative medication (CAM) augmentation as well.

Pramipexole (Mirapex) up to 5mg/day may help more resistant depressions.

Modafinil (Provigil) and armodafinil (Nuvigil) have a reasonable evi-

dence base for use.

Most AEDs will not treat depression. Lamotrigine has controversial

data and may take many weeks to see an effect.
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Final Advanced Prescribing Thoughts

Comorbidity is key. If a patient has three or four psychiatric conditions, you may
not need three or four medications if you plan wisely and spend time understand-
ing the transmitter and receptor profiles that are unique to each psychotropic.
Alternatively, you could use a polypharmacy approach whereby each diagnostic
entity gets its own medication.

It should also be clear to the reader that there is often more than one guideline-
based answer to each clinical question or scenario. There are often one or two
wrong ways to treat a patient pharmacologically, but within each case at certain
critical points a clinician can choose wisely among several reasonable protocols.

For example, one can err on the side of aggressive, sequential monotherapeu-
tic approaches, especially if the prescriber can keep track of FDA approvals and
indications, the availability and knowledge of stringent drug trials, and possibly
by knowing the pharmacodynamic nuances of the monotherapy at hand. Alter-
natively, one can add drugs together in rational polypharmacy. Use of drugs that
are FDA approved for each specific condition makes intuitive sense. Off-label and
theoretical prescribing is also warranted in more resistant and refractory cases.

Misdiagnosis of addiction, anxiety, and personality disorder as being BD is com-
mon. Missed diagnosis of mixed features is common. BD commonly has psychiat-
ric comorbidity. Accurate diagnoses and aggressive psychopharmacology as noted
above is paramount. Depressed BD states are more common, clinically harder to
treat, and are more risky for worsening of symptoms. Prescribers should try to
treat depression in BD while keeping close observation for the onset of mixed
features or (hypo)manic activation.
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CHAPTER 4

Borderline Personality Disorder

SECTION 1 Basic Prescribing Practices

Essential Concepts

o There are no approvals or regulatory studies that guide us toward
choosing a psychotropic to treat borderline personality disorder (BPD).

o DPsychotherapy is often considered the treatment of choice and clini-
cians should aim to avoid overmedicating BPD patients.

o Self-injurious behaviors (SIB) tend to alert the clinician toward the
diagnosis of BPD. These may be confused with suicide attempts (SA).

o BPD often presents with comorbid psychopathology, especially PTSD
(56%), PD (48%), GAD, and substance use disorders (SUD) (64%).

o  Clinicians often easily detect these other psychiatric disorders but either
miss or make a very delayed diagnosis of BPD, unless the BPD severity
is high with very apparent SIB activity.

o BPD has more abrupt, labile mood swings that can easily be confused with
the sustained manic and depressive episodes of bipolar disorder (BD).

o Pharmacotherapy is aimed at lowering mood lability, aggression, SIB,
depression, impulsivity, or quasi-psychotic/dissociative symptoms.

«  Finally, it should be noted that BPD patients will have a 40% greater
likelihood of carrying at least three other psychiatric diagnoses at the
time of evaluation. When meeting a patient who appears to have much
psychiatric comorbidity, the index of suspicion for an ultimate BPD
diagnosis should be elevated.

Phenomenology, Diagnosis, Clinical Interviewing

BPD patients often present to busy emergency rooms, primary practice offices,
or psychopharmacological practices. They appear distressed and may be seen
as difficult to office staff, medical assistants, and clinicians. These patients have
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chronic maladaptive coping skills and interpersonal difficulty causing them to
clearly meet DSM-5 criteria for a depressive or anxiety disorder, and they are
often started on SSRIs. These diagnoses are felt to be the “tip of the iceberg,” and
symptoms are usually triggered by interpersonal or environmental crises. (See
figure below for the base of the iceberg.) If the clinician is pressed for time and
does not investigate a social history or illicit a longitudinal history comparing
the timeline of depressive spells versus interpersonal stressors, then the diagno-
sis of BPD will likely be missed unless there is a finding of excessive SIB (cutting)
that is detected on a physical exam. If attention is not given to the social history,
including investigating relationships with parents, peers, or employers, then
the BPD diagnosis is likely to be missed. These patients generally have prob-
lems relating to others in all spheres of their lives, and their interactions and
relationships tend not to be smooth, supportive, flexible, or even-keeled. BPD
patients are plagued by feelings of threatened abandonment and tend to react
to stress with extreme, excessive emotions. They tend to idealize and devalue
individuals quickly and project their issues, feelings, and concerns onto others.
These patients are often known by hospital and office staff as being difficult,
demanding, manipulative, etc. Like every psychiatric disorder, this condition
may range from mild to severe. Students who train in inpatient settings often see
the most severe cases and assume all BPD patients are difficult, time-consuming,
and impossible to manage. Like other psychiatric disorders, early detection and
illiciting of milder symptoms may actually provide for better long-term out-
comes as psychotherapy becomes a greater priority than psychopharmacological
management.

Surface level symptoms
are easily detected:
Depressive, Anxiety,
Substance Use Disorders

Personality traits make
patients handle stress and
interpersonal relationships
poorly. Coping skills are
immature and create
psychosocial dysfunction
and poor social support.
These ultimately create the
surface level symptoms.

Figure 4.1 'The Iceberg Analogy for Personality Disorder
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TIP: Borderline Personality Disorder (BPD) Screening Questions
Screening for affective instability

« Do you often have days when your mood changes a great deal—days
when you shift back and forth from feeling like your usual self to feeling
angry or depressed or anxious?

Screening for pattern of unstable relationships

» Do your relationships with friends and lovers tend to be intense and
stormy with lots of ups and downs?

Screening for recurrent self-injurious behaviors

«  Have you ever been so upset or tense that you deliberately hurt yourself
by cutting, burning, or hitting yourself?

Screening for chronic feelings of emptiness

« Do you feel empty and depressed much of the time?

DSM-5 Diagnosis

People with BPD typically will have patterns of remarkable instability in their
interpersonal relations and emotional states, often exhibiting patterns of impul-
sivity. As with other personality disorders, these behaviors should be pervasive
across time and across a variety of social contexts and situations. The severity and
chronicity of symptoms must cause psychosocial distress to reach the level of a
true disorder.

DSM-5 Diagnosis of Borderline Personality Disorder

A pervasive pattern of instability of interpersonal relationships, self-image,
and affects, and marked impulsivity beginning by early adulthood and pres-
ent in a variety of contexts as indicated by five (or more) of the following:

1. Frantic efforts to avoid real or imagined abandonment.
A pattern of unstable and intense interpersonal relationships character-
ized by alternating between extremes of idealization and devaluation.

3. Identity disturbance: markedly and persistently unstable self-image or
sense of self.

4. Impulsivity in at least two areas that are potentially self-damaging (e.g.,
spending, sex, substance abuse, reckless driving, binge eating).
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5. Recurrent suicidal behavior, gestures, threats, or self-mutilating behavior.

6. Affective instability due to a marked reactivity of mood (e.g., intense
episodic dysphoria, irritability, or anxiety usually lasting a few hours
and only rarely more than a few days).

7. Chronic feelings of emptiness.

Inappropriate, intense anger or difficulty controlling anger.

9. Transient, stress-related paranoid ideation or severe dissociative
symptoms.

*®

TIP: Commonly Used Mnemonics for DSM-5 BPD Criteria
AM SUICIDE

A: Abandonment

M: Mood instability (marked reactivity of mood)

S: Suicidal (or self-mutilating) behavior

U: Unstable and intense relationships

I: Impulsivity

C: Control of anger

I: Identity disturbance

D: Dissociative (or paranoid) symptoms that are transient and stress-related
E: Emptiness (chronic feelings of)

TIP: Diagnosis

o Unlike bipolar disorder (BD), patients with borderline personality dis-
order (BPD) never truly have discrete “episodes” as they live with BPD
symptoms longitudinally and daily.

o BPD patients will often idealize and then devalue other people. They
sway between all-or-none, or black-and-white thinking. People or situa-
tions may be 100% excellent at one point and then 100% awful the next.

o  Sometimes, abrupt affective changes or identity disturbances are mis-
construed for dissociative identity disorder (DID) (multiple personality).
Unlike DID, the BPD patient is fully aware of themselves and their emo-
tional state. BPD patients do not adopt a new persona or alter personality.

o Sustained mania spells are never present.

o Sustained depressions, “empty feelings,” or other negativities may be
prevalent.

o It may take several sessions to link together the differing clinical presen-
tations to appreciate the breadth of BPD DSM-5 symptoms.
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Rating Scales

The Upstate Borderline Questionnaire (UBQ)

o There are very few BPD rating scales available. Most of those are dif-
ficult to obtain and may not be public domain. The Upstate Borderline
Questionnaire (UBQ) is a newer scale that has been validated and is
comparable to those in the private domain.

o  This scale takes approximately 1-2 minutes for the patient to complete
and several seconds to score. The scale may be obtained via author per-
mission at www.upstate.edu/ddp.

o A positive score of five or more is suggestive of BPD being present. Scores
may be followed sequentially over time to track treatment outcomes.

Table 4.1 The Upstate Borderline Questionnaire

UBQ—DSM-5 VERSION

INSTRUCTIONS
Circle “YES” or “NO” if the question completely or mostly applies to you. If you do not
understand a question, leave it blank.

In the PAST YEAR:

1. Have you often become so preoccupied with fears of abandonment or separation from
important people in your life that it's been hard to think about or do anything else?
NO YES

2. Have you often found with people you are getting to know that they seem at first like
the most special and understanding person you have ever met, but then later they do
something to disappoint you?

NO YES

3. Have you often wondered who you really are as a person, or noticed that you seem
like a different person around different people?
NO YES

4. Have you often done the following activities? (Circle all that apply.)
1. Spent a lot of money on things that you later regretted?

NO YES
2. Driven a vehicle well over the speed limit?
NO YES
3. Had five or more drinks containing alcohol or used drugs to get high?
NO YES
4. Binged on food?
NO YES
5. Had sex with someone you hardly knew?
NO YES

(Continued)


http://www.upstate.edu/ddp
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Table 4.1 (Continued)

5. On at least two occasions, have you tried to hurt yourself or kill yourself (e.g., choking,
cutting, burning, overdose, etc.) or threatened to do so?
NO YES

6. Have you often had mood swings or noticed that your mood can suddenly shift from
happy or angry to depressed and then back again?
NO YES

7. Have you usually felt empty inside?
NO YES

8. Have you often had anger outbursts during which you say things or do things that
you later regret?
NO YES

9. At times when you have been stressed, did you ever develop any of the following
reactions? (Circle all that apply.)
« Become very suspicious of people around you?
NO YES
o Feel detached from what is going on around you, as if it isn’t real?
NO YES
o Feel disconnected from your body or as if you are floating above it?
NO YES

© Robert Gregory v.6.1.13

Treatment Guidelines

TIP: APA GUIDELINES

o  The BPD APA guideline suggests that the negative affective states (depres-
sion, dysphoria, anger, etc.) of BPD should be treated with SSRI antide-
pressant, as they are the simplest and least risky psychopharmacologic
intervention. This approach may be applied to anxious states as well.

o For impulsive BPD symptoms, if the SSRI fails then addition of an
antipsychotic (at the time of this guideline, the atypical antipsychotics
were new and not often utilized) or mood stabilizing anti-epileptic drug
(AED) could be combined.

o For cognitive, paranoid, or dissociative symptoms, an antipsychotic
should be added.

o  This relatively simple guideline suggests starting with the safest class of
medication and then adding further, more aggressive medications as
needed.

o  Clinically, routine psychodynamic psychotherapy or dialectical behav-
ior therapy (DBT) is the most warranted treatment.

o  This reflects the stance that there are no FDA approvals for BPD, and
that the evidence base is moderate at best.
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o It also reflects the psychiatric and psychologic bias that personal-
ity disorder requires psychotherapy. Clearly psychotherapy is effec-
tive, is evidence based, and is also in the treatment guidelines. With
these biases in mind, it would make sense to use the least dangerous
medication and strive, ideally, for monotherapy, thus minimizing
the need for medication and stressing the importance of weekly
psychotherapy.

o The 2010 NICE guidelines are more modern and extensively review
many of the medications that will be discussed later in this chapter.

o  Most recently, Gunderson’s textbook (2014) succinctly describes an
easy way to pick appropriate medications for those with BPD symp-
toms that incorporates the available literature well. This is outlined
below.

TIP: Prescribing Practices
For mild overall symptoms

o Ifa patient has mild BPD symptoms and appears to not want, or will
not ask for, medications, then no medications are warranted and psy-
chotherapy is the best treatment option.

o If the patient asks for a pharmacological treatment, then SSRIs are a
low-risk option despite the evidence base being the weakest for anti-
depressants as a pharmacologic approach.

For moderate to severe symptoms

o  If depression/anxiety is predominant, then defaulting to an SSRI (ex.
fluoxetine [Prozac], sertraline [Zoloft], etc.) is practical.

o If cognitive/perceptual symptoms such as transient psychosis, para-
noia, hallucinations, dissociation, and derealization are present, then an
atypical antipsychotic (SGA) is warranted (ex. ziprasidone [Geodon],
aripiprazole [Abilify], etc.).

« If impulsive/anger-driven symptoms are most apparent, then use of a
mood stabilizing epilepsy medication (AED) is a reasonable frontline
intervention (ex. divalproex [Depakote]). Alternatively, an SGA may
be used.

o Of note, the overall evidence base and effect-size analysis would sug-
gest use of these niches for the above medication classes. Generally,
the mood stabilizing epilepsy medications seem to have the most
impact across all BPD symptoms when weighed collectively.
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TIP: BPD Prescribing

Comorbidities should be treated with appropriate pharmacotherapy

and/or psychotherapy as indicated.

Crises can be treated with psychotherapy or medication, though clini-

cians should lean toward support instead of immediately and reflexively

medicating.

Generally, BPD patients have a greater addiction risk, so benzodiaz-

epine (BZ) anxiolytics and hypnotics are avoided.

o Hydroxyzine (Vistaril/Atarax) is an anxiolytic antihistamine which
may be utilized.

o Many SGAs can have a calming, sedating, or anxiolytic effect due to
their dopamine, histamine, and/or noradrenergic blocking potential.
= These may be used as needed to target specific symptoms that

flare up with interpersonal distress.

o The goal is to ultimately have the patient self-monitor and detect
the events that characteristically trigger BPD symptoms and to
avoid or mitigate these situations psychosocially instead of treating
mood swings with a PRN medication.

Practical Application

Essential Concepts: Antidepressants

If a patient presents with BPD, the suggested starting point is often to

use an antidepressant given the lower side effect risk.

Use solid monotherapy approaches where doses are started low and

escalated through the full dosing range as if the patient were suffering

solely from an anxiety or depressive disorder. These strategies are found

in both the anxiety and depressive disorders chapters.

If a full SSRI trial fails to be effective then perhaps another serotonergic

antidepressant can be tried next using an approach similar to the anxi-

ety or depressive disorders.

o Consider using SSRI-Plus medications (vortioxetine [Trintellix],
vilazodone [Viibryd]) if greater serotonergic activity is desired.

o Consider a sedating antidepressant (trazodone [Desyrel], nefazodone
[Serzone], mirtazapine [Remeron]) if insomnia or agitation are severe.

If one of these fails and the patient continues with impairing BPD, the

next step is to taper off the antidepressant and choose the next class of

medications.

The antidepressants have the least effectiveness among the types of

medications used to treat BPD.
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o BPD patients tend to collect many medications in their regimen and
end up on several marginal medications (irrational polypharmacy).

o Attempts should be made to remove any drug that does not have a
definitive moderate to excellent effect.

Essential Concepts: Antipsychotics

o If the patient has predominant psychotic-like symptoms, perceptual
problems, or uses distortion or dissociation defenses, then an SGA may
be the best choice.

o The SGA may also help with anger, aggression, and impulsivity.

o Some SGAs have greater antidepressant effects and, theoretically, may
be considered more advantageous. These include olanzapine (Zyprexa),
quetiapine (Seroquel XR), aripiprazole (Abilify), brexpiprazole (Rex-
ulti), lurasidone (Latuda), and risperidone (Risperdal).

o  Clinicians again may try two to three medications in this class in succes-
sive, aggressive monotherapy trials. Lower doses likely treat depression,
but higher doses may be needed to treat other BPD symptoms.

o Notice that these SGAs also have three main families: the -dones, the -pines,
and the -pips/rips. If a patient fails to respond to one pharmacological class
of SGA, then a cross titration to a different family makes intuitive sense.
Combining two SGAs together is neither rational nor warranted.

Essential Concepts: Mood Stabilizing Anti-epileptics

o If a patient has more predominant mood lability and impulsivity, then
use of an epilepsy-based mood stabilizer makes sense per the available
evidence base.

o These agents may also lower aggression to some degree.

o These agents may not help depression or anxiety.

o Divalproex (Depakote), carbamazepine (Equetro), or lamotrigine
(Lamictal) (sodium channel blockers) may be dosed and utilized as
discussed in the previous BD chapter.

o Theoretically, calcium channel blocking agents (gabapentin [Neuron-
tin], pregabalin [Lyrica]) may alleviate anxiety and insomnia better
than aggression, impulsivity, or lability.

o Sequential use of these as monotherapies may be warranted though
adding a calcium channel blocker to a sodium channel blocker may
work for more treatment-resistant cases.

o These agents generally can be added to any antidepressant or SGA for
the most severe BPD symptoms.
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150 Borderline Personality Disorder
SECTION 2 Advanced Prescribing Practice

Introduction

In Section 1, the premise is to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines and
expected clinical outcomes. This approach is largely one of pattern recognition:
(1) identify the pattern of phenotypic symptoms, (2) choose from a finite list of avail-
able, proven effective drugs, (3) start dosing low and escalate through an approved
dosing range, (4) assess for effectiveness, and (5) continue medication if effective or
cross-titrate to a new drug if ineffective or not tolerated. This is a methodical and
mathematical approach that can improve the standard of care and, ideally, patient
outcomes when treated by the novice psychopharmacologist.

Section 2 is designed to provide a greater depth of neuroscience and phar-
macodynamic knowledge to the reader and is written for prescribers who are
knowledgeable and competent in those skills outlined in Section 1. The section
is generally intended for those patients who are felt to be treatment resistant and
comorbid with other disorders.

Epidemiology

o  BPD lifetime prevalence is as high as 6%.

o It is one of the most commonly presenting personality disorders in
clinical practice.

o BPDisassociated with one of the highest medical utilization rates given
the frequent need for hospitalizations and team-based approaches.

o There are high rates of comorbidity with mood disorders, anxiety dis-
orders, substance use, and other personality disorders.

Genetics

o Heritability of BPD based upon more recent twin studies has been
found to be approximately 40%.

o There is high amount of gene-environment interaction where a history
of trauma or neglect may increase the risk for BPD.

o The serotonergic system is often implicated as being abnormal but risk-
gene findings have been inconsistent (serotonin transporter, trypto-
phan hydroxylase 1, and serotonin-1b).

o Most positive findings suggest abnormalities for monoamine oxidase-A
(MAOA) and catechol-O-methyltransferase (COMT) genes implicat-
ing the monoamines in general.

o The dopamine transporter (DAT1) and several dopamine receptor
genes (DRD2, DRD4) have been implicated as being abnormal.
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Neuroanatomy

»  Neuroimaging suggests a loss of top down cortical control over emo-
tional monitoring and expression.

o Abnormal limbic-cortical neurocircuitry involving abnormal activity
within and between the limbic bilateral amygdala, hippocampus and
the anterior cingulate (ACC), orbitofrontal (OFC), and dorsolateral
prefrontal cortices (DLPFC) has been found.

o The OFC and DLPFC are felt to be weakened and underactive.

o The amygdala appears to lose volume but gain abnormal hyperactivity.

o ACC may be over active.

o This suggests a neuroanatomic tendency toward emotionality and impulsiv-
ity while increased scanning of the environment for potential threats occurs.

TIP: Environment and Gene Interaction

o  This is sometimes called Stress-Diathesis, which equates to social stress
and risk genes interacting to create symptoms or disorders.

«  Epigenetics is an emerging field of science that studies heritable changes
caused by the activation and deactivation of genes. Here, environment
stress may cause certain genes to turn on or off.

«  DNA possesses structures called histones. Sometimes during environmen-
tal stress, they become methylated, essentially turning genes off. If enough
gene deactivation occurs, psychiatric symptoms may develop. In this case,
gene mutations are not needed as the gene itself no longer functions.

« Patients may not require true mutations that yield abnormal proteins
(enzymes, receptors, ion channels, etc.) if they no longer have an active
gene making these structures.

o If enough genes are turned off and cause improperly functioning cir-
cuits in the brain, it may cause hyperfunctioning or hypofunctioning
within or between certain brain areas that may be able to be detected
with neuroimaging: an endophenotype.

o  This alteration in brain neurocircuitry function may lead to specific
psychiatric symptoms that can be detected by interviewing (distract-
ibility, talkativeness, goal directed hyperactivity, elevated mood).

« Regarding BPD (which has a high association with trauma), social
trauma may increase stress and possibly cortisol. Cortisol itself may
cause atrophy of certain brain structures (hippocampi) but theoretically
may start the process of epigenetics discussed above.

o These outward symptoms that the DSM-5 is based upon are considered
the patient’s phenotype. The ultimate cause of this may be gene mutua-
tions or the fact that genes have been inappropriately turned off or on.
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Neuroscientific Background and Rationale for Medication Use

In treating BPD, there are five main classes frequently utilized. (See Prescribing
Table):

TIP: BPD Prescribing

o  For depression/anxiety symptoms consider:

o SSRI (fluoxetine [Prozac], sertraline [Zoloft], paroxetine [Paxil],
escitalopram [Celexa/Lexapro])
SNRI (venlafaxine [Effexor XR], desvenlafaxine [Pristiq], dulox-
etine [Cymbalta], levomilnacipran [Fetzimal])
SSRI-Plus (vilazodone [Viibryd], vortioxetine [Trintellix])
Sedating antidepressants (trazodone [Desyrel], nefazodone [Ser-
zone], mirtazapine [Remeron])
Alpha-2 agonists (clonidine [Catapres], guanfacine [Tenex]) theo-
retically may lower hyperarousal.
H1 antagonists (hydroxyzine [Vistaril/Atarax]) may lower anxiety
and agitation.
o  For impulsivity and mood lability consider:

o Anti-epileptic drugs (AEDS)/mood stabilizers (divalproex [Depa-
kote], carbamazepine [Equetro/Tegretol], gabapentin [Neurontin],
pregabalin [Lyrica])

o Thelatter two agents may have a niche for improved anxiety control.

«  For anger, psychosis, mood lability consider:

o Second-generation antipsychotics (SGAs)—risperidone, paliperi-
done, olanzapine, quetiapine, ziprasidone, aripiprazole, asenapine,
iloperidone, lurasidone, brexpiprazole, cariprazine.

o Risperidone (Risperdal), olanzapine (Zyprexa), quetiapine (Seroquel
XR), ziprasidone (Geodon), aripiprazole (Abilify), brexpiprazole
(Rexulti), and lurasidone (Latuda) all have antidepressant proper-
ties and may have a niche for better control of these symptoms.

o Quetiapine (Seroquel XR) has the most evidence for treating anxi-
ety symptoms in general.

o]

o]

o]

o]

o]

1) Antidepressants
MECHANISM OF ACTION

SSRI, SNRI, SSRI-Plus, Sedating Antidepressants

o The reader is referred to the depression chapter for further details.

o The mechanism of anxiety and/or depressive symptom reduction is
likely due to the increase of serotonin (5HT) and/or norepinephrine
(NE) in the synapse, ultimately.
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o All of the above medications inhibit these associated transporters
(reuptake inhibition).

o The SSRI-Plus agents also agonize 5HT-1a receptors and may antago-
nize 5HT-1d, 3, 7 (vortioxetine).

o The sedating antidepressants antagonize 5HT-2a similar to the SGA
and may antagonize 5SHT-3 (mirtazapine).

2) Mood Stabilizers (Anti-epileptic Drugs—AED)
MECHANISM OF ACTION

Divalproex (Depakote), carbamazepine (Tegretol), lamotrigine
(Lamictal), gabapentin (Neurontin), pregabalin (Lyrica)

o The reader is referred to the bipolar chapter for further details.

«  Most AEDs block neuronal sodium channels (carbamazepine, lamotrig-
ine) and may best control impulsivity and mood lability.

« Some block calcium channels (gabapentin and pregabalin) and may
control anxiety-based mood lability.

+ Divalproex is a bit different. It may increase the synthesis of GABA.
Increases in GABA neurotransmission may also have a dampening
effect on BPD induced hyperactive limbic structures. It may also lower
glutamate neuronal firing by inhibiting NMDA receptors.

3) Second-Generation Antipsychotics
MECHANISM OF ACTION

Risperidone (Risperdal), paliperidone (Invega), olanzapine
(Zyprexa), quetiapine (Seroquel XR), ziprasidone (Geodon),
aripiprazole (Abilify), asenapine (Saphris), iloperidone (Fanapt),
lurasidone (Latuda), brexpiprazole (Rexulti), cariprazine
(Vraylar)

o The reader is referred to the bipolar and the schizophrenia chapters for
further detail.

o This class of medication may be utilized to treat psychosis and mood
lability in BPD.

o All of these agents block limbic D-2 receptors, which should restore
a lower, more normal activity, thus alleviating mood swings, hostility,
aggression, and psychosis. All SGAs, therefore, may help treat these
core symptoms of BPD.

«  Antidepressant effects are more complicated and varied across SGAs. For
antidepressant effects aripiprazole, brexpiprazole, lurasidone, quetiapine,
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and olanzapine (when combined with fluoxetine) are approved for
various other forms of depressive episodes. All of these block 5HT-2a
serotonin receptors, which is a purported mechanism of antidepressant
action for the approved unipolar antidepressants trazodone, nefazodone,
and mirtazapine. Activity here may improve both serotonergic and nor-
adrenergic functioning to lower depressive symptomatology.

Quetiapine and lurasidone seem to have more activity in partially ago-
nizing the 5HT-1a receptor. This activity may initially lower serotonin
activity but ultimately causes downregulation of this autoreceptor
with a resultant increase in serotonin neuronal firing. This activity is
employed by the antidepressant vilazodone and vortioxetine.
Lurasidone may be unique in its robust activity to block the 5HT-7
receptor. This activity is felt to improve cognitive symptoms and circa-
dian symptoms of depression.

Quetiapine may be unique in that it has potent norepinephrine reuptake
pump blocking activity. This is an antidepressant mechanism utilized
by NDRI, (bupropion), serotonin-norepinephrine reuptake inhibitors
(SNRI), and many of TCAs.

Finally, aripiprazole, brexpiprazole, and cariprazine may have the ability to
stimulate dopamine activity at the D2 and D3 receptor. This could improve
drive, motivation, and concentration from an antidepressant perspective.

4. Antihistamines

MECHANISM OF ACTION

Hydroxyzine (Atarax/Vistaril)

Blocking (antagonism) of the H1 histamine receptor may create seda-
tion and somnolence.

This may treat insomnia or agitation associated with BDP.

Further discussion of this agent is found in the anxiety chapter.

5. Alpha-2 Receptor Agonists

MECHANISM OF ACTION

Clonidine (Catapres), guanfacine (Tenex), prazosin (Minipress)

Further discussion of these agents are found in the ADHD and the anxi-
ety chapters.

Drug activity here centrally lowers noradrenergic tone. Anxiety is
hypothesized to begin with elevated NE activity and neuronal firing.
Theoretically, these agents can directly lower NE firing and potentially
improve anxiety symptoms.
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Practical Applications

Good Polypharmacy to Be Used to Gain Remission in Resistant Patients

DO

o  Start low dose to minimize side effects.

o Escalate dosing within full range for optimal effectiveness.

o Monitor for weight gain, blood pressure, skin changes, abnormal move-
ments, and end-organ damage depending on medication chosen.

« In BPD it is prudent to refer for psychotherapy as a key treatment and
strive for more aggressive monotherapies in general. Validated thera-
pies include dialectical behavioral therapy (DBT) and dynamic decon-
structive psychotherapy (DDP).

o Polypharmacy may be required for more complex and severe cases. The
five classes of medications often can be combined with each other for
rational polypharmacy to address key symptoms. It generally is not wise
to combine medications from within a class of agents unless:

o Add anti-epileptics together if they have different mechanisms
of action (ex. add calcium channel blockers to sodium channel
blockers).

o Add non-SSRI/SNRI antidepressants together (ex. mirtazapine/
trazodone/nefazodone to an SSRI or SNRI).

o Cautiously escalate to higher doses using caution with blood level mon-
itoring for resistant cases.

o Asall BPD prescribing is off-label, clearly define a target symptom you
wish to control (lability, impulsivity, anger, psychosis, etc.) and mea-
sure it in some manner prior to prescribing. Re-check after titration and
continue the medication only if there is a clinically meaningful response
(>30% definitive improvement).

DON’T

o Addan SSRIto an SSRI or an SSRI to an SNRI.

o Add two SGAs together.

o Add two sodium channel blocking anti-epileptics together.

o Let BPD patients collect and stay on a series of medications without
definitive proof each medication is clearly effective!

Good Polypharmacy to Be Used in Comorbid Patients

BPD + ADHD

o  Use of NDRI: bupropion (Wellbutrin XL)
e Use of NRI: atomoxetine (Strattera)
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o  Use second-generation antipsychotic (SGA) augmentation: aripip-
razole (Abilify), brexpiprazole (Rexulti), and cariprazine (Vraylar)
have partial dopamine receptor 2/3 agonism; quetiapine XR has
potent NRI.

o Use of stimulant medications are usually avoided in BPD patients as
there is risk of mood lability and likely an increased risk of substance
misuse.

o Use alpha-2 agonists: guanfacine, clonidine.

BPD+ Anxiety Disorder

o Useof SSRIs: fluoxetine, sertraline, paroxetine, citalopram, escitalopram.
o Use of SSRI-Plus: vilazodone, vortioxetine.

o Use of BZs are generally avoided due to addiction risk and misuse.

o Use alpha-2 agonists: guanfacine, clonidine.

o Use of antihistamine (H1 receptor antagonist): hydroxyzine.

BPD + Schizophrenia (Schizoaffective) Disorder

o Use second-generation antipsychotic (SGA) monotherapy.

o If remaining affective symptoms, may utilize strategies listed through-
out this chapter or the BD chapter to better control residual mania or
depression.

BPD + Bipolar Disorder

o Use of epilepsy-based mood stabilizer monotherapy (AEDs).

o Use second-generation antipsychotic (SGA) monotherapy.

«  Possible use of lithium.

o If remaining affective symptoms, may utilize strategies listed through-
out this chapter to better control residual mania or depression.

BPD + Major Depressive Disorder

o Use of SSRI or SSRI-Plus.

o Use of sedating antidepressants.

o TCAsand MAOIs may be too risky to use due to threat of self-harm over-
doses, and greater medication non-compliance due to self-medication.

Final Advanced Prescribing Thoughts

Patients with BPD can be very difficult yet very rewarding to treat. In train-
ing, clinicians often see the most severe and hospitalized BPD patients, but
in the outpatient setting there is wide ranging severity. This disorder has hall-
marks of anxiety, depression, psychosis, impulsivity, and very primitive defense
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mechanisms. Non-compliance rates and medical utilization of psychiatric services
are high. Utilizing an approach of aggressive monotherapy and minimal polyphar-
macy can appear to be a lofty goal, but many of the medications suggested have
wide ranging abilities to treat these symptom clusters and must be attempted. It
should also be clear to the reader that there is often more than one guideline-
based answer to each clinical question. There are often one or two wrong ways
to treat a patient pharmacologically, but each case contains critical points where
a clinician can choose wisely among several better protocols. More emphasis on
compliance and use of psychotherapy should be a key goal. In conclusion, suffer-
ing from a personality disorder often affords less acute and sustained effectiveness
from psychopharmacologic management alone. Patients with BPD likely should
be enrolled in a bona fide, outcomes-based weekly psychotherapy regimen, such
as dialectical behavior therapy (DBT) or dynamic deconstructive psychotherapy
(DDP), to obtain the best outcomes.
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CHAPTER 5

Depressive Disorders: Major Depressive
Disorder, Persistent Depressive Disorder,
Premenstrual Dysphoric Disorder, and
Seasonal Depressive Disorder

SECTION 1 Basic Prescribing Practices

Essential Concepts

o Depression occurs over a spectrum from normal response to usual life
adversities (grief or stress reactions) to a severe and pathological psy-
chiatric disorder.

o Major depressive disorder (MDD) is experienced as excessive, perva-
sive sadness associated with a clear loss of enjoyment.

o Melancholic features may be marked by anhedonia and lack of
mood reactivity.

o Atypical features may be marked by increased appetite or
weight gain, sleepiness, fatigue, mood reactivity, and rejection
hypersensitivity.

o Catatonic features also occur, such as a lack of speech and motion
for extended periods.

o Psychotic features may develop allowing for marked psychotic
symptoms.

«  Persistent depressive disorder (PDD) (previously known as dysthymic
disorder) is characterized by chronic, low-level depression intermixed
with anxious symptoms.

o Premenstrual dysphoric disorder (PMDD) involves the acute develop-
ment of depressive, anxious, and somatic distress symptoms routinely
occurring during the female luteal phase of the menstrual cycle.

« MDD with seasonal pattern is also known as seasonal affective disorder
or seasonal depressive disorder (SDD).

o Adjustment disorder involves transient temporary depression due to
stressful life events that usually passes with resolution of the stressful event.

o Secondary depression involves full MDD episodes directly from pre-
existing medical illness, addiction, or other psychiatric disorders.

158
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Phenomenology, Diagnosis, Clinical Interviewing

For any new practitioner in any field, the goal is to be able to make an accurate
diagnosis. All of psychiatric prescribing at this beginning level is based on regu-
latory findings, approvals, and indications that are psychiatric disorder specific.
Psychotropics will only deliver the outcomes promised if the patient at hand
actually has been accurately identified as having a bona fide DSM-5 depressive
disorder. The reader should appreciate the commonalities of the genetic herita-
bility and brain functional abnormalities that appear to be common across the
DSM-5 depressive disorders, and should also understand there may be significant
symptom overlap across the disorders. All of the depressive disorders are associ-
ated with a pervasive dysphoria, which may be experienced as sadness, irritability,
or perhaps the absence of any positive emotional feelings. Major depressive dis-
order (MDD) may be further classified within itself. As this chapter focuses upon
MDD, PDD, PMDD, and SDD, it shows the basic differences listed in the table
above and urges the reader to appreciate that certain antidepressants may have a
clinical edge depending on the precise diagnosis at hand. The reader is also urged
to not downplay the significance of the more “minor” depressive disorders. For
example, PDD is a low level of depression that lasts at least two years. The psy-
chosocial dysfunction of PDD is less than that of MDD but given its chronicity,
there is a “nickel and diming” effect with lower levels of suffering but over a longer
period of time. Psychosocial disability findings are therefore high for both depres-
sive states. In regard to PMDD and SDD, these patients suffer from MDD and
PDD type symptoms but there is an element of specific cadence or timing to these
symptoms. PMDD patients exhibit depressive type symptoms in only the luteal
phase of the menstrual cycle and SDD patients exhibit their symptoms only in a
specific season of the year (typically, but not always, isolated to winter months). A
good interviewer will detect MDD symptoms quite readily, but an astute clinician
will be able to better delineate the specific type of depression that is evident and
choose a more accurate treatment.

The clinician should also be aware that MDD in particular is a highly comorbid
disorder. Some patients are temporarily depressed due to a stressful event in their
life, called an adjustment disorder. These transient depressive symptoms gener-
ally resolve as the life stressor improves. In these cases, the patient is expected to
“bounce back,” gradually improving with support. Antidepressants are generally
not needed. Bolstering of social support or a referral for supportive psychotherapy
is the treatment of choice. Despite this recommendation, patients who present as
sad, crying, or despondent with adjustment disorder are often treated with antide-
pressants. Interestingly, adjustment patients may have double the response rate to
antidepressants compared to MDD patients. However, this may be misleading as
adjustment patients are by definition expected to get better without pharmacologi-
cal management. There may be a significant placebo effect if drugs were to be uti-
lized in these cases. Unfortunately, a pharmacological approach to the treatment
of life stressors may be fraught with the same, sometimes serious, side effects that
antidepressants may cause while treating MDD individuals.



160 Depressive Disorders

Often, patients will develop a full MDD episode secondary to their lives being
ruined by a pre-existing disease, illness, or other psychiatric disorder. For example,
patients with deteriorating neurological conditions (Parkinson’s disease or multi-
ple sclerosis), chronic pain conditions (fibromyalgia, arthritis), or anxiety disorder
have increased rates of daily suffering, loss of quality of life, etc. MDD may ensue
as a result of these chronic, life-long stressors. Unlike adjustment disorder where
there is a transient stressor and an expected recovery, patients with these types of
secondary depression truly meet full MDD criteria and should be treated as such.
There is a gray zone where a patient may convert from an adjustment disorder
to a full blown MDD. This is generally determined by lack of improvement over
time, as the patient should theoretically be adapting to their premorbid disorder,
and by a much more severe impact on psychosocial functioning compared to that
experienced by typical patients with adjustment disorder. Finally, any patient who
develops suicidal or psychotic symptoms are generally considered to have moved
from an adjustment disorder into full MDD.

TIP: Screening Questions for Depressive Disorders
Screening for MDD

o Have you felt predominantly sad, down, or blue over the last few weeks?

o Do you consider yourself to be depressed?

o In the last two weeks, have you had little interest or pleasure in doing
things?*

o In the last two weeks, have you been feeling down, depressed, or hope-
less?*

*These latter two items make up the bases for the shortest MDD screen-
ing instrument called the PHQ-2. http://www.phqscreeners.com/select-
screener/111.

Screening for PDD

« Have you been depressed more often than not over two or more years
continuously?

o  Have you been depressed at least two years without any distinct two-
month period where you were not depressed?

«  Have you functioned okay despite this?

Screening for PMDD

o Do you typically only get depressed, anxious, or irritable just prior and
during your period?

o Do you completely recover from these symptoms outside of this time
frame?


http://www.phqscreeners.com/select-screener/111
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Screening for SDD

« Do you typically function well all year and then suffer depression only
during the winter months? Or a different season?

DSM-5 Diagnosis

Major Depressive Disorder (MDD)

A. Patients will have five (or more) of the following symptoms which have
been present during the same two-week period and represent a change
from previous functioning; at least one of the symptoms is either
(1) depressed mood or (2) loss of interest or pleasure.

1. Depressed mood most of the day, nearly every day, as indicated
by either subjective report (e.g., feels sad, empty, or hopeless) or
observation made by others (e.g., appears tearful).

2. Markedly diminished interest or pleasure in all, or almost all,
activities most of the day, nearly every day (as indicated by either
subjective account or observation).

3. Significant weight loss when not dieting or weight gain (e.g., a
change of more than 5% of body weight in a month), or decrease
or increase in appetite nearly every day.

4. Insomnia or hypersomnia nearly every day.

5. Psychomotor agitation or retardation nearly every day (observable
by others, not merely subjective feelings of restlessness or being
slowed down).

6. Fatigue or loss of energy nearly every day.

7. Feelings of worthlessness or excessive or inappropriate guilt (which
may be delusional) nearly every day (not merely self-reproach or
guilt about being sick).

8. Diminished ability to think or concentrate, or indecisiveness,
nearly every day (either by subjective account or as observed by
others).

9. Recurrent thoughts of death (not just fear of dying), recurrent sui-
cidal ideation without a specific plan, or a suicide attempt or a spe-
cific plan for committing suicide.

B. The symptoms cause clinically significant distress or impairment in
social, occupational, or other important areas of functioning.

C. Theepisode is not attributable to the physiological effects of a substance
or to another medical condition.
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Persistent Depressive Disorder (PDD)

A.

Patients will have a depressed mood for most of the day, for more days
than not, as indicated by either subjective account or observation by
others, for at least two years.

Presence, while depressed, of two (or more) of the following:

Poor appetite or overeating.

Insomnia or hypersomnia.

Low energy or fatigue.

Low self-esteem.

Poor concentration or difficulty making decisions.

Feelings of hopelessness.

Durmg the two-year period of the disturbance, the individual has never
been without the symptoms in Criteria A and B for more than two
months at a time.

Criteria for a major depressive disorder may be continuously present
for two years.

There has never been a manic episode or a hypomanic episode, and
criteria have never been met for cyclothymic disorder.

The disturbance is not better explained by a persistent schizoaffec-
tive disorder, schizophrenia, delusional disorder, or other specified or
unspecified schizophrenia spectrum and other psychotic disorder.
The symptoms are not attributable to the physiological effects of a sub-
stance (e.g., a drug of abuse, a medication) or another medical condi-
tion (e.g., hypothyroidism).

The symptoms cause clinically significant distress or impairment in
social, occupational, or other important areas of functioning.

e N

Premenstrual Dysphoric Disorder (PMDD)

A.

In the majority of menstrual cycles, at least five symptoms must be pres-

ent in the final week before the onset of menses, start to improve within

a few days after the onset of menses, and become minimal or absent in

the week post-menses.

One (or more) of the following symptoms must be present:

1. Marked affective lability (e.g., mood swings, feeling suddenly sad
or tearful, or increased sensitivity to rejection).

2. Marked irritability or anger or increased interpersonal conflicts.

3. Marked depressed mood, feelings of hopelessness, or self-deprecating
thoughts.

4. Marked anxiety, tension, and/or feelings of being keyed up or on edge.
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C. One (or more) of the following symptoms must additionally be present
to reach a total of five symptoms when combined with symptoms from
Criterion B above:

1. Decreased interest in usual activities (e.g., work, school, friends,
hobbies).

Subjective difficulty in concentration.

Lethargy, easy fatigability, or marked lack of energy.

Marked change in appetite, overeating, or specific food cravings.

Hypersomnia or insomnia.

A sense of being overwhelmed or out of control.

Physical symptoms such as breast tenderness or swelling, joint or

muscle pain, a sensation of “bloating,” or weight gain.

Nk wbd

Note: The symptoms in Criteria A through C must have been met for most
menstrual cycles that occurred in the preceding year.

D. The symptoms are associated with clinically significant distress or
interference with work, school, usual social activities, or relationships
with others (e.g., avoidance of social activities; decreased productivity
and efficiency at work, school, or home).

E. The disturbance is not merely an exacerbation of the symptoms of
another disorder, such as major depressive disorder, panic disorder,
persistent depressive disorder (dysthymia), or a personality disorder
(although it may co-occur with any of these disorders).

E  Criterion A should be confirmed by prospective daily ratings during
at least two symptomatic cycles. (Note: The diagnosis may be made
provisionally prior to this confirmation.)

G. The symptoms are not attributable to the physiological effects of a sub-
stance (e.g., a drug of abuse, a medication, other treatment) or another
medical condition (e.g., hyperthyroidism).

Seasonal Depressive Disorder (SDD)

Patients with SDD have the exact same MDD criteria except they will
experience:

A. Depression that begins during a specific season every year.

B. Depression that ends during a specific season every year.

C. No episodes of depression during the season in which they typically
have normal moods.

D. Many more seasons of depression than seasons without depression over
a lifetime of recurrent depressive seasonal specific episodes.
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TIP: Mnemonic for MDD

SMIGECAPS may be used to inquire about Sleep, Mood, Interest, Energy,
Concentration, Appetite, Psychomotor change, and Suicidal thinking. It is
also advised to ask about homicidal thinking. It is imperative to ask about
previous manic events to rule out bipolarity and to ask about psychotic
symptoms to rule out schizoaffective disorder.

Rating Scales

Patient Health Questionnaire (PHQ-9)

This scale was adapted and validated using a DSM-based MDD symp-
tom checklist structure.

It is short and easy for patients to complete in office-based settings. It
comes in a variety of forms (two-question, four-question, nine-question,
etc.). The nine-item questionnaire is likely the most commonly employed
in outpatient primary care settings. The nine-item scale assesses every
one of the nine DSM-5 MDD criteria, likely saving the clinician some
interviewing time in the office setting.

A positive score of 5 or greater is likely indicative of depressive disorder.
(0-9 = mild, 10-19 = moderate, 20 = severe).

This checklist screener likely can be used to detect both PDD and SDD.
The PHQ-9 will delineate the presence of depressive symptoms, but the
clinician will have to assess the timing of two years or more for PDD
and the localization to a season for SDD.

It is public domain and offered free of charge via a central website
(http://www.phgscreeners.com/).

Premenstrual Tension Syndrome Multiple Visual Analogue
Scale (PMTS-VAS)

This scale does not utilize a 1 to 5 Likert-type scale, instead it uses a
visual analogue system where a patient places an “X along several hori-
zontal lines to demarcate her perceived severity of symptoms. This is
similar to well-adopted pain measurement scales used in hospital-based
practices. It is simple and takes less than 1-2 minutes to complete.
This scale is free for use and is in the public domain. Its reference is
available at the end of this chapter.
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Table 5.1 The Patient Health Questionnaire

Over the last 2 weeks, how often have you been Not | Several | More | Nearly

bothered by any of the following problems? atall |days |than every

(Use “v” to indicate your answer.) half the | day

days

1. Little interest or pleasure in doing things. 0 1 2 3

2. Feeling down, depressed, or hopeless. 0 1 2 3

3. Trouble falling or staying asleep or sleeping too much. | 0 1 2 3

4. Feeling tired or having little energy. 0 1 2 3

5. Poor appetite or overeating. 0 1 2 3

6. Feeling bad about yourself—or that you are a 0 1 2 3
failure or have let yourself or your family down.

7. Trouble concentrating on things, such as reading | 0 1 2 3
the newspaper or watching television.

8. Moving or speaking so slowly that other people 0 1 2 3

have noticed? Or the opposite—being so fidgety
or restless that you have been moving around a lot
more than usual.

9. Thoughts that you would be better off dead or of |0 1 2 3
hurting yourself in some way.

Table 5.2 Premenstrual Tension Syndrome Multiple Visual Analogue Scale

For each item, place a vertical mark on the line to indicate how you have felt during
the past week.
NOT AT ALL VERY MUCH

Depressed mood

Tense, restless, anxious

Emotional, mood swings
Irritable, hostile
Decreased interest in activities

Difficulty concentrating
Lethargy, easy fatigability, lack of energy

Overeating, food cravings

Change in sleep pattern:
Unable to sleep

Sleeping more

Feeling overwhelmed or out of control

Breast tenderness, bloating, water retention

Premenstrual Diaries

o There are a variety of these available online. For the greatest accuracy,
women may be asked to complete a daily diary throughout 2-3 con-
secutive months to best delineate what PMDD symptoms they have and
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the timing of them as well. This approach clearly delineates the pres-
ence of depressive, anxious, and somatic PMDD symptoms only during
the luteal phase. This approach helps to separate bona fide PMDD from
recurrent MDD diagnoses.

Treatment Guidelines

MDD and PDD

TIP: American and European Guidelines

Per most guidelines, an accurate diagnosis and ruling out of comorbidi-
ties is essential.

Knowledge of the FDA indications for MDD and its subtypes and
appropriate use of antidepressants is assumed.

Generally, when MDD is diagnosed, patients may be offered psycho-
therapy or a safer, entry-level antidepressant, most typically a selective
serotonin reuptake inhibitor (SSRI).

For more severe depressive states, more complex psychopharmacology
becomes warranted.

A variety of medications of varying mechanisms of action are available
for use at this point, where riskier medications and combinations of
medications are held for later consideration.

Typically, a single antidepressant monotherapy is escalated through
its full dosing range over 2-3 months. Dose response curves may be
proven factual or theoretically assumed depending on the drug.
Successive, aggressive monotherapies should occur until a full remis-
sion of symptoms occurs. Successive agents should not utilize the same
neurotransmitter mechanism of action. In other words, antidepressant
classes that have failed should not be used again and again in the face of
ongoing resistant depressive symptoms. If there is less than 20% mea-
sured improvement, a different antidepressant is clearly warranted.
Sometimes, polypharmacy is warranted when two drugs of different
neurotransmitter mechanisms are added together for better effective-
ness and sometimes tolerability. These options are covered in greater
detail in Section 2.

Remission from symptoms is the goal, and partial responses are known
to promote excessive depressive relapses later on.

Once remission is gained, maintain the antidepressant at least one year
for a single episode, 3-5 years for a second episode, and 10 years or
more for a third episode. After three episodes, many patients enter a
highly recurrent and refractory pattern.

Guidelines strongly encourage the use of rating scales such as the
PHQ-9.
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For the novice prescriber who attempts to treat an adult with depressive disor-
der, it is essential to know the basics of the available guidelines that exist to help
provide a high level of care. Next, a prescriber must know what psychotropics are
specifically approved for each MDD and its subtypes. This is the medico-legally
sound way to prescribe and ideally obtain the outcomes that are desired for the
patient. It is important to disclose to the patient that the approach being used is
approved by the FDA (U.S. Food and Drug Administration).

Each DSM-5 depressive disorder will have essentially the same approach to gui-
deline-based treatment. The safer serotonergic drugs (SSRIs) are always preferred
as a first intervention. After this, a variety of medications of varying mechanisms
of action are available for use. There are very few compelling guidelines for the
treatment of PDD, so throughout this chapter, the recommendations for treating
MDD should also be utilized for the treatment of PDD. Later in this section, there
are more specific suggestions for PMDD and SDD.

There are several classes of more modern-era antidepressants that are generally
considered to be safer than the older-era, tricyclic antidepressants (TCAs) and
monoamine oxidase inhibitors (MAOIs). Generally, when MDD is diagnosed,
patients may be offered psychotherapy or a safer, entry-level antidepressant, most
typically a selective serotonin reuptake inhibitor (SSRI). The greater the sever-
ity of the MDD, the more likely an antidepressant should be utilized early on in
treatment. Interestingly, some of the newer antidepressants available capitalize on
the SSRI mechanism but additionally may modulate certain serotonin receptors,
called SSRI-Plus antidepressants. Other authors have termed these serotonin par-
tial agonist-reuptake inhibitors, or SPARI antidepressants for short. These multi-
modal drugs may actually have less sexual dysfunction and weight gain compared
to the predecessor SSRI agents and certainly could be considered to be the more
modern version SSRI with potentially greater tolerability in frontline management
of MDD and PDD. Below are tables that describe frontline antidepressants, their
mechanism of action, and purported side effects. In regard to dosing, it is sug-
gested that the first few days of treatment begin at slightly lower doses than
those in the table below. These doses are not more effective than placebo but
likely improve compliance through minimizing initial side effects and boosting
the confidence of the patient in taking the drug.

Table 5.4 SSRI Antidepressant Dosing and Side Effects

Mechanism of Dosing Class Side Effects
Action
SSRI
Fluoxetine Serotonin reuptake | 20-60mg/day | GI upset, headache, fatigue, anxiety,
inhibitor (SSRI) insomnia, weight gain, and sexual
Sertraline 50-200mg/day dysfunction
Paroxetine 20-50mg/day | More serious risk of paradoxical
Citalopram 20-40mg/day | Worsening in ages <25
Escitalopram 10-20mg/day




| Mechanism of Action Dosing Class Side Effects
SSRI-Plus
Vilazodone | Serotonin reuptake 10-40 mg/day | Same as SSRIs, perhaps
Vortioxetine | inhibitor and modulation | 19_2¢ mg/day less weight gain and sexual
of serotonin receptors dysfunction
(SSRI-Plus, or sometimes
called serotonin partial
agonist reuptake inhibitors
(SPARI))
| Mechanism of Action Dosing | Class Side Effects
NDRI
Bupropion Norepinephrine and 150-450mg/ | Dry mouth, nausea,
(SRand XL) | dopamine reuptake day insomnia, anxiety, weight
inhibitor (NDRI) loss, subtle blood pressure
increases. Risk of seizures
in those with epilepsy or
eating disorder. Relatively
devoid of sexual side effects
Mechanism of Action Dosing Class Side Effects
SNRI
Venlafaxine Serotonin and 75-225mg/day | Same as SSRI but though
Desvenlafaxine | norepinephrine reuptake 50-400mg/day | Subtle worsening of dry
B inhibitor (SNRI) mouth, nausea, anxiety,
Duloxetine 60-120mg/day | . .
insomnia, or blood
Levomilnacipran 40-120mg/day | pressure may be noted

| Mechanism of Action

| Dosing

Class Side Effects

Sedating Antidepressants

Trazodone

Serotonin-2a antagonist/
reuptake inhibitor (SARI)

Nefazodone

50-600mg/day

Dizziness, sedation,
hypotension. Relatively
devoid of sexual
dysfunction and
activating side effects

50-300mg/day

Same as above except
rare cases of hepatitis

Mirtazapine

Noradrenergic alpha-2
antagonist and specific
serotonergic agent
(NaSSA)

15-45mg/day

Same as above except
weight gain and
metabolic syndrome
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Summary for Initial MDD Treatment

In reality, any one of the above agents is remarkably safer for MDD treatment when
compared to the older TCAs or MAOIs. Prescribers would have the evidence base
and the standard of care to support use of any one of the above. As the SSRIs are all
generic, easy to obtain from insurance carriers, and have been successfully in use
since the 1980s, they are generally prescribed first. All antidepressants may worsen
patients, create anxiety, insomnia, or suicidal thinking. All of the above antidepres-
sants are relatively devoid of end-organ side effects and rarely require any blood or
EKG monitoring. Most can induce mild to severe weight gain at times (those with
serotonergic mechanisms). Some can induce increases in blood pressure (those
with norepinephrine mechanisms). Vital sign monitoring is suggested. SSRIs and
SNRIs may promote blood thinning and bruising due to increases in peripheral
serotonin and lowered platelet clotting efficiency.

TIP: Some Reasons to NOT Start with an SSRI Include:

o If the patient fears weight gain, consider a non-SSRI or non-SNRIL

o If the patient prefers to lose weight, consider an NDRI.

o  Ifthe patient fears sexual dysfunction, consider a non-SSRI or non-SNRIL

o  If the patient is cachectic and needs weight gain, consider a sedating
antidepressant.

o If the patient is remarkably anxious or insomnic, consider a sedating
antidepressant.

o  If the patient suffers from neuropathic pain, consider an SNRI.

o If the patient suffers from vasomotor symptoms, consider an SNRI.

Acute Management Dosing Considerations

TIP: Acute Management Dosing Considerations

o  Allantidepressants have a minimum effective dose that has been shown
to beat a placebo in regulatory studies. Some antidepressants start at this
dose and others must be titrated to this level. Failure to reach this dose
generally guarantees non-effectiveness.

o  For greater tolerability, sometimes smaller doses and tablet sizes are
started for a few days. This may delay the time to antidepressant effect,
but the patient generally experiences the first few doses without side
effects and may have greater confidence in the drug and the prescriber.
Starting low is reasonable but the minimum therapeutic dose must be
achieved.
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o After 2-4 weeks at the initial therapeutic dose, the patient should be
evaluated. If they are in remission, then this dose should be continued
as is.

o If the patient does not respond partially to the minimum dose, then
a middle and higher dose should be tried for 2-4 weeks each. Again,
if no response then a titration to the maximal regulatory dose should
occur.

o Despite language that suggests there may be no additional benefit to
higher doses, more modern antidepressants do show a dose-response
curve, and recent meta-analyses have shown that larger doses provide
better antidepressant effects even for the older SSRIs.

o There may be a higher side effect rate at higher doses.

o A therapeutic antidepressant monotherapy trial typically involves titra-
tion from low to middle to high doses. It takes 2-4 months to complete.
If a trial fails to improve a patient to remission, then a cross titration to
a new monotherapy is suggested.

o When switching from one failed antidepressant trial to another, the
failed medication should be gradually lowered while the new antide-
pressant is again raised through the same low to high dose protocol.

o Generally, if a patient fails to respond to an initial antidepressant, then
the next antidepressant to be tried should be from a different antide-
pressant class.

o  For example, if a patient failed an SSRI, the next antidepressant might
be an SSRI-Plus, or an NDRI, an SNRI, or a sedating antidepressant, not
another SSRI as this just replicates a mechanism that biologically has
just failed the patient.

o Ifapatient cannot tolerate the initial SSRI due to activating insomnia or
anxiety side effects, then generally a much lower dose and much lower
titration strategy can be tried on the next antidepressant, or the patient
should be tried on a sedating antidepressant which tends to avoid this
side effect profile overall.

TIP: Remission

o Aresponse to an antidepressant trial per the trial literature is considered
to be when a patient has at least 50% improvement in regard to DSM-5
depressive symptom severity.

o Unfortunately, partially better usually results in greater depressive
relapses. The goal of treatment is remission. At the highest level, this
means a complete resolution of every depressive symptom.
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Sometimes this is achieved with aggressive monotherapy trials as out-
lined above. Sometimes addition of psychotherapy, hypnotics, anxiolyt-
ics, antipsychotics, nutraceuticals, or multiple antidepressants is needed
to gain a full remission.

More realistically, a remission could be defined as the patient becomes
80-90% better compared to their baseline evaluation or rating scale
findings. For example, a PHQ-9 score of less than five would suggest no
depression.

Oftentimes, patients will become less sad and be less visibly depressed
but still have fatigue, insomnia, and poor concentration. These three
symptoms may be residual enough to trigger more depressive relapses
later. Repeating a depression interview or rating scale is needed at each
visit to best determine if remission has occurred.

Once remission is achieved, it is imperative to monitor for pending
relapses at each visit. If the depression is returning, typically the mono-
therapy dose is subtly increased to abort the pending relapse. If that
fails, a new antidepressant can be cross titrated.

TIP: Long-Term Maintenance

MDD and PDD are considered more often to be chronic and recurring
disorders. It is often better to err on the side of over-treating regarding
dosing and consecutive months of treatment to avoid depressive recur-
rences.

Once a remission is achieved for the patient’s first ever depressive epi-
sode, then the drug and dosing should continue for 6-12 months to
ensure a long period of remission. After this, the antidepressant can be
tapered off over several weeks.

If the patient is in a second lifetime depressive episode and has achieved
remission, he/she should be maintained 3-5 years prior to a slow taper-
ing over a few months. If the patient is in a third episode, perhaps a
decade to lifetime of treatment is warranted.

Longer maintenance may be warranted if the patient is geriatric (recur-
rence rates are very high), if the current depressive episode was very
severe with frequent suicidality, or if the episode was very refractory
and remission was hard to achieve.

It is generally accepted that antidepressants and augmentations needed
to achieve a depressive remission should continue throughout treat-
ment to ensure a lengthy remission unless side effects and tolerability
interfere.
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PMDD

o There are only two treatments approved for PMDD currently. They are
the SSRIs fluoxetine and sertraline.

o Fluoxetine is dosed for the luteal two weeks of every menstrual cycle,
and the patient is off medication the other two weeks.

o  Sertraline is dosed daily, every day of the month. Dosing and side effects
are similar to those outlined for MDD and PDD.

SDD

o There is currently only one approved antidepressant: bupropion XL. It
is started in the early fall for winter-based depressions and tapered in
the spring.

o Bright light therapy of 10,000 lux broad spectrum white light or 5,000
lux of blue light have been shown to alleviate this depression if used
every morning for 30-60 minutes.

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise was to convince the reader that they must make an
accurate diagnosis and pick an approved agent with well-defined dosing guide-
lines and expected clinical outcomes. This approach is largely one of pattern
recognition: (1) identify the pattern of phenotypic symptoms, (2) choose from
a finite list of available, proven effective drugs, (3) start dosing low and escalate
through an approved dosing range, (4) assess for effectiveness, and (5) con-
tinue medication if effective, and cross-titrate to a new drug if ineffective or
not tolerated. This is a methodical, mathematical approach that can improve
the standard of care and, ideally, patient outcomes when treated by the novice
psychopharmacologist.

Section 2 again is designed to provide a greater depth of neuroscience and phar-
macodynamic knowledge to the reader. It is written for prescribers who are knowl-
edgeable and competent in those skills outlined in Section 1. It is also written for
those clinicians who treat patients who fail to respond to first-level treatments. The
section is generally intended for those patients felt to be treatment resistant. This
means that the depressive-disordered patient has failed to respond to serotonergic
only (SSRI) monotherapy or two successive monotherapy trials. Section 2 will also
teach more about depression psychopharmacology when treating complicated,
comorbid conditions (addiction, bipolarity, anxiety, etc.).
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This section will address appropriate combinations of medications and aug-
mentations of medications, which are usually reserved for those patients who
have failed more easy and typical pharmacological approaches. A combination
occurs when a prescriber adds one approved antidepressant medication to a
second approved antidepressant medication in hopes of gaining additive effects
and further aiming for a full remission after a monotherapy has failed. An aug-
mentation occurs when a non-approved, or off-label medication is added to
an approved antidepressant medication that failed to produce a full remission
of symptoms. Off-label prescribing is not experimental. These medications are
often approved for other medical disorders (Parkinson’s disease, schizophrenia,
ADHD, etc.) and have efficacy and safety data available in the literature for these
indicated conditions but are repurposed for use in adult depressive disorders.
Augmentations may have a wide variety of data available in the evidence base.
In Section 2, the drugs reviewed are felt to have at least a moderate amount
of effectiveness and safety data to support their use in the treatment of MDD
and PDD (there is much less supportive data for PMDD and SDD), have solid
neuroscience and pharmacodynamic theory to support their use, and are felt
to be commonly deployed in clinical practice and considered to be within the
standard of care in treating adults with DSM-5 described MDD. While follow-
ing suggestions from this section in your clinical work, it would make sense to
document that initial, approved treatments have failed and that the rationale
to use a combination or augmentation is warranted due to the MDD’s resistance
to treatment and support within the literature, and is evident in the standard of
care for your geographic area.

Epidemiology

o Depression runs the spectrum from normal response to usual life adver-
sities (grief) to severe and pathological psychiatric disorders. Over the
course of development of the DSM system, there is ongoing refinement
in the classification and diagnosis of the depressive disorders.

o Major depressive disorder (MDD) is experienced as excessive, nonstop,
pervasive sadness and loss of enjoyment.

o DPersistent depressive disorder (PDD) is characterized by chronic, low-
level depression intermixed with anxious symptoms. It used to be called
dysthymic disorder in previous DSM versions.

o Premenstrual dysphoric disorder (PMDD) involves the acute develop-
ment of depressive, anxious, and somatic distress symptoms that occur
regularly during the female luteal phase of the menstrual cycle.

« MDD with seasonal pattern is also known as seasonal affective disorder
(SAD) or seasonal depressive disorder (SDD). This occurs when major
depressive episodes (MDEs) regularly occur only on a particular part of
the calendar year (ex. winter-only depression).




Depressive Disorders 175

Table 5.5 Depressive Disorder Lifetime Prevalences

DEPRESSIVE DISORDER LIFETIME PREVALENCES

MDD 16%

PDD 3%
PMDD |6.4%
SDD 1.4-9.7%*

*Highest prevalence rates likely occur at higher latitudes.

Genetics

o The heritability of depressive disorders may be comparable to that of
many of the anxiety disorders. Perhaps 20-40% of depressive disorder
onset may be attributable to genetic causes.

o ADHD, bipolar disorder, and schizophrenia likely have greater herita-
bility. This would suggest that depressive disorder may occur as a result
of greater environmental impact or by way of gene/environment inter-
actions (epigenetics).

TIP: Genetics of MDD

o MDD is felt to be 36-44% heritable based upon twin studies.

o PDD has very little data but is considered to be similar to that of MDD.

e Meta-analyses of genome-wide association studies (GWAS) suggest no
clear single genetic link to MDD. Researchers feel that study sample
sizes may have to be three-fold higher than those used in bipolar or
schizophrenia genome-wide association studies, suggesting much less
heritability for MDD.

o Adenylate cyclase-3 and galanin genes have been subtly implicated and
both tied to errors in serotonergic transmission.

o CACNAIC gene has been implicated in cyclical depressive states.

o At times, positive findings suggest that mutations in the serotonin
transporter (SERT), or reuptake pump, may lead to depressive risks.
Those with the short S-alleles tend to experience greater depression and
suicidality in response to social stress.

o  Other implicated genes may include tryptophan hydroxylase, brain-
derived neurotrophic factor (BNDF), catechol-O-methyl transferase
(COMT), monoamine oxidase A/B (MAQO), phospholipase A2, the glu-
cocorticoid receptor methylenetetrahydrofolate reductase (MTHFR),
and the serotonin receptor 1A gene.

o  Generally, target genes are those felt to impede or alter monoaminergic
(serotonin-norepinephrine, dopamine) neurotransmission.
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TIP: Genetics of PMDD

Mutations in estrogen receptor alpha (ER1) have been found to be
related to development of PMDD.

There may be an epistasis with the catechol-O-methyltransferase
(COMT) Val alleles that may amplify risk. COMT generally degrades
monoamines such as serotonin, dopamine, and norepineprhine. The
Val alleles may allow for aggressive COMT subtypes, thus lowering CNS
monoamines.

The 5-HTTLPR serotonin transporter gene may be implicated as a risk
to the development of both PMDD and SDD. Even having one short
S-allele may convey this risk based on smaller studies.

Other efforts regarding serotonin metabolism have shown no gene
influence on PMDD. MAO-A is another CNS enzyme that degrades
monoamines. It likewise has shown no association in smaller studies.

TIP: Genetics of SDD

Some genetic research has investigated the “clock genes” which create
proteins that cycle in counterphase to help the brain determine daytime
versus nighttime. This may be the biological basis of the 24-hour circa-
dian clock.

SDD patients more often may have mutations in some of these clock
genes. CLOCK, Period2, Period3, and NPAS2 genes have been stud-
ied, and the NPAS2 leucine allele may convey the greatest risk for SDD
development.

Period3 heterozygous alleles (VAL/GLY) were associated with self-
reported morningness—eveningness, suggesting genetic vulnerability
here as well.

Neuroanatomy

There are several key neuroanatomic structures in the brain responsible
for promoting good mental health, and when any of these structures
function abnormally, becoming hyperactive or hypoactive, psychiatric
symptoms may develop.

Generally, many functional imaging studies tend to show a hyperac-
tive limbic system and ventromedial prefrontal cortex (VMPEC) while
showing an underactive dorsolateral prefrontal cortex (DLPFC).
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TIP: Functional Neuroanatomical Findings in Depressive
Disorder

o VMPFC—increased activity representing emotional processing.

o Amygdala—increased activity representing fear processing.

o Subcallosal Cingulate—increased activity representing sadness.

o  Anterior Cingulate and Insular Cortex—increased activity represent-
ing emotional recall and social cues.

Neuroscientific Background and Rationale for Medication Use

In treating MDD, there are several classes of frequently-used medications (SSRIs,
SNRIs, SSRI-Plus, sedating antidepressants, and NDRIs as discussed in Section 1).
Additionally, the approved TCA and MAOI classes tend to be used in more
treatment-resistant depressive disorders. All antidepressants seem to increase the
availability of the monoamine neurotransmitters dopamine, norepinephrine, or
serotonin. Off-label (non-antidepressant medications) agents that have antide-
pressant potential also most often work through these transmitter systems.

1) The SSRI (Selective Serotonin Reuptake Inhibitors)
MECHANISM OF ACTION

Fluoxetine (Prozac), sertraline (Zoloft), paroxetine (Paxil),
citalopram (Celexa), escitalopram (Lexapro)

o All SSRIs are similar in that they block serotonin reuptake pumps.
More scientifically, this is called inhibition of the serotonin transporter
(SERT). The net effect is an increase in serotonin (SR or sometimes
abbreviated “5HT”) availability in BOTH the frontal cortex and the
limbic system.

o The frontal cortex may govern higher levels of emotional processing
and emotional thinking, especially in the ventromedial prefrontal cor-
tex (VMPEC). The limbic system is likely in charge of more primitive
functions, such as threat assessment, fight or flight responses, etc. This
system evolutionarily functions to provide enjoyment and reward emo-
tionally as well. SSRI use may restore abnormal functioning.

o Interestingly, the SSRI increases SR immediately, with an increase
in SR neuronal circuitry firing, though these agents often take a few
weeks to become effective. Increasing SR likely creates a more toxic or
unusual environment for SR neurons in the brain. Each neuron likely
registers this increased SR concentration as foreign and responds by
activating transcription factors within said neurons. These factors will
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interact with neuronal DNA and create new proteins. Some of these
proteins may migrate to the neuronal surface and engulf the SR recep-
tors. This is called downregulation, which may take a few weeks to occur
as this is the length of time it takes for DNA to RNA to protein synthesis
(transcription and translation) to occur in a great enough volume to
see enough receptors downregulate to create a clinical antidepressant
effect. Other proteins may be new transcription factors that turn other
neuronal DNA genes on or off.

Sometimes brain or neuronal health proteins are turned on, such as
brain derived neurotrophic factors (BDNF). These factors may improve
neuronal connectivity and allow different brain areas to communicate
more effectively, thus lowering depressive symptoms.

2) The SNRI (Serotonin-Norepinephrine Reuptake Inhibitors)

MECHANISM OF ACTION

Venlafaxine XR (Effexor XR), desvenlafaxine (Pristiq),
duloxetine (Cymbalta), levomilnacipran (Fetzima)

All SNRIs are similar in that they block serotonin reuptake pumps. (Des)
venlafaxine and duloxetine, even at lower doses, are as effective as the
SSRI class in regard to serotonin reuptake inhibition (SRI). They essen-
tially have the same ability as an SSRI. Norepinephrine reuptake inhibi-
tion (NRI) is also accomplished by these agents. Levomilnacipran may
have the greatest noradrenergic potential even at lower doses, where
venlafaxine XR may have the least until maximal doses are reached.
SNRIs have two mechanisms in place to treat MDD: SRI and NRI prop-
erties. The net effect of SERT and NET reuptake inhibition with the
SNRI antidepressants is an increase in SR and NE availability in BOTH
the frontal cortex and the limbic system.

The downstream effects of increasing NE may lead to receptor downregu-
lation, etc. comparable to those described in the SSRI mechanism section.

3) SSRI-Plus Antidepressants
MECHANISM OF ACTION

Vilazodone (Viibryd), vortioxetine (Trintellix)

Vilazodone is a unique antidepressant as it is felt to be a weak to mod-
erate SSRI affording it a more benign side effect profile. It also has
the ability to partially agonize the serotonin 5HT-1a receptor both at
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pre- and postsynaptic receptors, which is different from buspirone and
other psychotropics’ presynaptic-only activity. This dual mechanism
facilitates greater synaptic serotonin activity through SERT inhibition
and ultimately the serotonin neuron outputs greater serotonin as the
5HT-1a receptors gradually are over-stimulated and downregulated
and the inhibiting autoreceptor effect is lost.

o Vortioxetine is more fully an SSRI at usual therapeutic doses. It also
affects 5SHT-1a receptors presynaptically via partial agonism. Addition-
ally it antagonizes 5HT-1d (circadian rhythm improvement theoreti-
cally), 5SHT-3 (increases monoamine release from the midbrain), and
5HT-7 (likely improves cognition).

o  Side effects: comparable to the SSRI as both of these SSRI-Plus antide-
pressants use the SRI mechanism (described in Section 1 and the Pre-
scribing Table). Interestingly, by facilitating 5SHT-1a partial agonism,
more dopamine may be available in spinal cord tracts, thus lowering
the rate of sexual dysfunction. Weight gain side effects may also be less
with these agents, but the supporting data is less stringent.

4) TCA (Tricyclic Antidepressants)
MECHANISM OF ACTION

Imipramine (Tofranil), desipramine (Norpramin), amitriptyline
(Elavil), nortriptyline (Pamelor), etc.

o This class of antidepressant is placed here in the discussion as it uses
the same type of reuptake inhibition as those drug families noted above.
These agrents are clearly second or third line as their tolerability is gen-
erally much worse and safety profile more risky.

o TCAs share a similar mechanism to that of SNRIs. SNRIs are called
selective as they mainly act at SERT and NET but avoid anticholin-
ergic, anti-alpha-adrenergic, and antihistaminergic side effects. Essen-
tially, TCAs can provide SRI and NRI properties to treat depression, but
unfortunately block, or antagonize, cholinergic muscarinic (ACHm)
and alpha-1 (A1) and histamine-1 (H1) receptors causing more remark-
able side effects when compared to SSRI, SNRI, and SPA classes of anti-
depressants.

o TCAs can be separated and divided in many ways. It may be useful to
consider each TCA’s unique ability to provide either more or less NRI
as a simple, delineating factor.

o Desipramine and nortriptyline are actually metabolites of imip-
ramine and amitriptyline, respectively. Desipramine and nortrip-
tyline are NRI predominant. Add protriptyline as the third NE
robust TCA and this makes a sub-class within the TCA family. If a
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prescriber is looking for NE tone activity in order to treat ADHD-
like symptoms or improve frontal lobe functioning (change fatigue
to alertness, inattention to vigilance, improve cortical control of
limbic anxiety, etc.), then these may be the more select TCA to use.
However, it should be noted that drugs with primary NRI property
may iatrogenically increase anxiety or insomnia at first. On the
positive side, these NRI-based TCAs often have less anticholiner-
gic, histaminergic, and alpha adrenergic side effects.

o Imipramine, amitriptyline, clomipramine, and doxepin all start
as potent SRI-based anxiolytic antidepressants. Clomipramine is
only approved for anxiety treatment (OCD). All of these agents are
converted by the liver into metabolites that possess NRI properties
(desipramine, nortriptyline, norclomipramine, and nordoxepin).
Essentially, after first-pass hepatic metabolism these drugs now
possess SRI and NRI properties.

o If prescribers divide TCAs into the NRI predominant versus SRI/NRI
balanced, then clinical application can be considered as follows: for
patients who are currently taking an SSRI, an NRI predominant TCA
can be added essentially to create an SNRI situation. For those patients
who have failed SSRIs and need to move to an SNRI, then a balanced
TCA may be an option. The dropout rate is much higher for TCAs over
SNRISs, so that the SNRI class should be considered first. If the SNRI

fails, then a cross-titration to a balanced TCA may be warranted.

Table 5.6 Common Side Effects Associated with Receptor Blockade of Tricyclic Antidepressants

Receptor Blockade
Anticholinergic Antiadrenergic Antihistaminergic
Side Effects | Dry mouth, blurred Dizziness, orthostasis | Fatigue, sedation,
vision, constipation, syncope, fatigue. appetite and weight
urinary retention, gain.
memory problems.
Side Effects

TCAs, as noted above, are often associated with greater amounts of
fatigue, weight gain, dizziness, orthostasis, dry mouth, blurred vision,
and constipation. The elderly are much more prone to these side effects
and have higher TCA cessation rates. In addition, as these drugs are
SRI-based, patients can experience all of the SSRI side effects that are
attributable to SR excess (headaches, GI upset, activating side effects,
sexual dysfunction, and weight gain).

The NRI-predominant TCAs will have side effects similar to SNRIs,
with elevated chances of developing dry mouth, activating side effects
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including insomnia and anxiety, palpitations, tremors, and mild
increases in blood pressure. The TCA class is the most likely class to
activate and escalate bipolar depressives into manic states. TCAs have
narrow therapeutic windows where low doses are ineffective and high
doses may cause cardiac conduction abnormalities. The latter often
include an increase in EKG QTc measurements and may result in ven-
tricular arrhythmia and myocardial infarction.

o A 1500mg purposeful overdose may be enough in some patients to
cause this to occur. As such, these drugs are often avoided or used in
weekly supplies with suicidal patients.

o Middle aged and older patients likely should have an initial EKG com-
pleted, again after TCA titration, and then annually. Blood may be
drawn for many of the TCAs to determine if blood plasma levels are
therapeutic and not toxic. (See Prescribing Table.) These are drawn
after steady state, approximately one week of treatment at moderate
dose and in the morning prior to any TCA use (trough level).

o DPrescribers also must be advised that TCAs are highly dependent on
the hepatic CYP4502D6 metabolic pathway to be cleared. The SSRIs
paroxetine and fluoxetine, being strong inhibitors here, may triple
TCA levels and risk rapid toxicity as a result. Citalopram is a moderate
inhibitor and may double levels. The SSRIs with the least interaction
would include sertraline and escitalopram, and the safest SNRIs would
be venlafaxine and desvenlafaxine.

5) MAOI (Monoamine Oxidase Inhibitors)
MECHANISM OF ACTION

Tranylcypromine (Parnate), phenelzine (Nardil), isocarboxazid
(Marplan), selegeline (EMSAM Patch)

o MAOIs are one of the original antidepressant treatments approved for
use in MDD. They have a unique mechanism where these drugs irre-
versibly inhibit and render ineffective monoamine oxidase A and B
enzymes, which serve to destroy serotonin, norepinephrine, and dopa-
mine simultaneously, increasing the levels of these monoamines in the
central nervous system (CNS). Inhibiting MAO robustly increases all
three transmitters at once.

o These are used primarily for MDD, but MAOIs do have a niche in treat-
ing certain refractory anxiety disorders. Social anxiety disorder (SAD)
has many similarities to atypical depressive states (rejection sensitivity)
and may be used for more treatment-resistant SAD when SSRIs, SNRIs,
and BZs fail to remit symptoms. Sometimes MAOIs are used in the
treatment of OCD as well.
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Side Effects

Drug-Drug Interactions:

MAOI agents have major synergistic interactions if combined with
other agents that are effective at increasing serotonin in the CNS.
Classically, most antidepressants with serotonin reuptake inhibition
(SRI) and, theoretically, some with serotonin receptor modulation
(5HT-1A agonism) may create serotonin toxicity or syndrome. This
adverse effect can be lethal as a result of hyperthermia and cardio-
vascular instability.

MAOIs may have additive drug interactions when combined with other
agents that facilitate or increase norepinephrine activity and may be
associated with gradual increases in blood pressure. Generally, these are
not hypertensive crises.

Drug-Dietary Interactions:

MAOI agents have a synergistic interaction when combined with foods
that contain tyramine. Tyramine in food reacts in the GI tract and cre-
ates a robust release of norepinephrine (NE) in the periphery. This
causes constriction of blood vessels and an acute, extreme increase in
blood pressure may occur. This may lead to heart attack or stroke. Tyra-
mine rich foods should be avoided if MAOIs are prescribed. The only
exception is the use of the MAOI transdermal skin patch, selegiline. At
the low, 6mg/day dose, the MAOI diet is not necessary.

TIP: Serotonin Syndrome

Serotonin syndrome may be caused by adding any antidepressant
except for bupropion to an MAOL Certain controlled pain medication
(meperidine, fentanyl, tramadol, etc.) may contain SRI properties and
cause this lethal side effect. Certain antihistamines and cough suppres-
sants (brompheniramine, chlorpheniramine, dextromethorphan, etc.)
may as well. Certain antipsychotics theoretically possess higher sero-
tonergic activity (ziprasidone, aripiprazole, brexpiprazole, cariprazine,
etc.) and may become problematic.

Serotonin syndrome consists of confusion, agitation, headache, blood
pressure changes, fever, nausea, diarrhea, palpitations, tremors, loss
of coordination or balance, and diaphoresis. Vital sign instability may
cause death.
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TIP: Drugs That May Gradually Increase Blood Pressure

« ADHD stimulants
o Nasal decongestants
o Noradrenergic antidepressants

TIP: Dietary Foods That May Create a Hypertensive Crisis

o Aged cheeses, such as cheddar, blue, gorgonzola, camembert, and brie.

o Aged, fermented, smoked, air dried, and pickled meats, such as mort-
adella, pepperoni, salami, summer sausage, and jerky.

o Fermented soybeans and soybean paste (such as miso), tofu, and soy
sauce; kimchi (fermented cabbage), and sauerkraut.

«  Fermented or spoiled fruits or vegetables.

o Yeast extracts, such as brewer’s yeast pills or liquid; bottled or canned
beer, including non-alcoholic beer (drink only one 12-ounce bottle per
day); red and white wine (drink only four ounces per day).

6) NDRI (norepinephrine-dopamine reuptake inhibitors)
MECHANISM OF ACTION

Bupropion (Wellbutrin XL)

o Bupropion is the only agent in this class and it comes in once, twice, and
three times daily preparations (IR, SR, XL).

o Itisan NRI that inhibits NET, and this elevates NE tone to treat depres-
sion. This is also a dopamine reuptake inhibitor (DRI) that blocks the
dopamine transporter (DAT).

o This is the only antidepressant with this mechanism and is devoid of
serotonergic activity. This offers the unique side effect profile of a rela-
tive absence of sexual dysfunction and often provides for weight loss.

Side Effects

«  Bupropion products are generally well tolerated. Dry mouth, anxiety,
agitation, insomnia, and diaphoresis may be noted. Upon release of the
original bupropion preparation, which was often utilized at high doses,
some patients suffered from seizures. This drug has been reformulated
and dosed lower, and induction of seizures theoretically only occurs in
those with previous seizure or eating disorder history.
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7) Sedating Antidepressants

MECHANISM OF ACTION

Trazodone (Desyrel), nefazodone (Serzone), mirtazapine (Remeron)

These three drugs all share a similar side effect. Antihistamine proper-
ties make them sedating in nature. Anti-alphal receptor activity also
provides for a sedating profile. They are sometimes used as hypnotics
or anxiolytics as such. Lowering insomnia and agitation may alleviate
two core depressive symptoms very quickly.

All of these agents antagonize the 5HT-2a and 2c receptor. Mechanisti-
cally, this property allows for cortical increases in NE and DA, which
are felt to lower depressive symptoms.

Trazodone and nefazodone are weaker SRI agents as well. This prop-
erty likely becomes more effective at higher doses. These two agents are
sometimes termed serotonin antagonist-reuptake inhibitors (SARI).
Mirtazapine is different and unique within this class and among all
antidepressants, and is sometimes called a norepinephrine antagonist-
specific serotonin antagonist (NASSA). In addition to H1, 5HT-2a,
5HT-2c¢ antagonism, it blocks the 5HT-3 receptor which may stimu-
late mid-brain release of NE, DA, and SR to the cortex. Additionally, it
antagonizes noradrenergic alpha-2 receptors. By inhibiting these auto-
receptors, cortical NE neurons are forced to release excess NE, yielding
yet another antidepressant effect.

Side Effects

These agents often create fatigue, sedation, or somnolence. Occasion-
ally dizziness or syncope may be noted. Specifically, trazodone is noted
for inducing priapism, nefazodone for hepatotoxicity, and mirtazapine
for weight gain and metabolic disorder.

These drugs may also be considered frontline treatments for MDD
along with the NDRI, SSRI, SNRI, and SSRI-Plus medications as they
do not carry the major risks associated with MAOIs or TCAs.

These drugs are ideal for patients who cannot tolerate SSRIs, SSRI-Plus,
or SNRIs. These drugs are not activating, and do not create insomnia or
panic. They do not often induce sexual dysfunction. They seem to have
the opposite side effect profile of SSRIs and SNRIs. In fact, these drugs
are sometimes added to SSRI/SNRIs not only as a combination strategy
to further treat MDD, but may be used to lower initial side effects from
the SSRI/SNRISs as well. This is a win-win situation, as effectiveness may
increase and adverse effects decrease as two meds are combined.
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Augmentation/Combination Strategies and Off-Label Antidepressants

The above listing of antidepressants are all approved for use in the U.S. and have
largely been described in successive monotherapy strategies. This next subsection
will discuss approved augmentation strategies and their mechanisms of action, as
well as some off-label pharmacological approaches used to treat depression.

1) Olanzapine-Fluoxetine Combination (Symbyax)
MECHANISM OF ACTION

o Olanzapine (Zyprexa) is an atypical antipsychotic (SGA) and as such
may treat psychomotor agitation via D2 receptor antagonism. 5HT-2a
receptor antagonism may have properties similar to the sedating anti-
depressants nefazodone and trazodone. Additionally, the SSRI fluox-
etine (Prozac) is combined for further antidepressant activity.

Side Effects

o Olanzapine (SGA) and fluoxetine (SSRI) have been discussed exten-
sively in prior sections. Major side effects to monitor for include TD,
EPS, metabolic syndrome, agranulocytosis, and increased lethality
symptoms (those under age 25). Typically, patients may also suffer from
sedation and somnolence.

2) Aripiprazole (Abilify) or Brexpiprazole (Rexulti) Augmentation
MECHANISM OF ACTION

o These are both SGAs and block 5HT-2a receptors as a possible antide-
pressant property. This novel class of SGAs are known to partially ago-
nize D2 and D3 receptors. As such, brain areas low in DA activity may
be stimulated, theoretically providing an antidepressant effect. Further-
more, both agents partially agonize 5SHT-1a receptors in a mechanism
similar to the anxiolytic buspirone.

Side Effects

o  Similar to all SGAs there is risk of TD, EPS, metabolic disorder, and
agranulocytosis. Increased lethality may be seen initially in those under
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the age of 25. Aripiprazole may have double the akathisia risk but brex-
piprazole may allow for more sedation and weight gain.

Readers are referred to the bipolar and schizophrenia chapters for fur-
ther discussion.

3) Quetiapine (Seroquel XR)
MECHANISM OF ACTION

This is another SGA which commonly blocks 5HT-2a receptors as a
possible antidepressant property. This SGA has a known metabolite,
norquetiapine, which is a potent NRI, blocks 5HT-2¢/5HT-3 similar to
vortioxetine (Trintellix), and also partially agonizes 5SHT-1a receptors.
It is a multimodal SGA with many antidepressant properties.

Side Effects

Similar to all SGAs there is risk of TD, EPS, metabolic disorder, and
agranulocytosis. Increased lethality may be seen initially in those under
the age of 25. Quetiapine has a fair amount of sedation, weight gain, and
other metabolic symptoms. It also carries a warning for cataracts.
Readers are referred to the bipolar and schizophrenia chapters for fur-
ther discussion.

Evidence-Based, Off-Label Strategies for MDD

1) Bupropion + SSRI/SNRI/SSRI-Plus/Sedating Antidepressant
MECHANISM OF ACTION

Bupropion (Wellbutrin XL) is an NDRI and is novel in that it increases
synaptic levels of NE and DA given its DRI (DAT inhibition) and NRI
(NET inhibition) without affecting serotonin (5HT). This makes it
an ideal combination agent where it can be safely mixed with other
more predominantly serotonergic drugs. It can be added to other
noradrenergic or dopaminergic agents (SNRI, TCA) but additive side
effects should be considered (ex. gradual blood pressure increases,
insomnia, etc.).
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Side Effects

o As previously discussed, bupropion generally is an activating drug
(causing insomnia and agitation) and if added to other activating drugs
(SNRI) then these side effects may increase. Interestingly, if added to
a more sedating agent, those side effects may be nicely countered and
alleviated.

2. Mirtazapine + SSRI/SNRI/SSRI-Plus
MECHANISM OF ACTION

o As noted previously, mirtazapine (Remeron) increases NE tone by
inhibiting alpha-2 autoreceptors. This drug also antagonizes 5HT-2a,
5HT-2c, and 5HT-3 receptors, all of which have theoretical antidepres-
sant properties. As this drug is not an SSRI/SNR], it can be safely added
to almost any other antidepressant. The serotonergic properties of mir-
tazapine are fairly weak, making serotonin syndrome risk minimal.

o This combination has clear, randomized control trials to support its use.

Side Effects

o As a sedating antidepressant, it may cause fatigue and somnolence.
Interestingly, if this drug is combined with an activating SSRI, SNRI,
or NDRI it may counteract these side effects nicely. This drug also has
a propensity for inducing remarkable weight gain. Again, this is some-
times counteracted by noradrenergic antidepressants in combination
or may increase weight gain if combined with more serotonergic agents.

3. Trazodone + SSRI/SNRI/SSRI-Plus
MECHANISM OF ACTION

o Blockade of 5HT-2a and weak SSRI properties allow for antidepressant
effects of trazodone (Desyrel). This drug is often combined with SSRI,
SNRI, NDRI, NASSA, SARI, and SSRI-Plus agents. Its SRI effects are
weak and there is minimal risk for serotonin syndrome. Trazodone is
quite sedating and often is used in sub-therapeutic antidepressant doses
which improve insomnia.
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Side Effects

o Sedation and lightheadedness are the most common side effects and
thought to occur due to alpha-1 noradrenergic receptor activity. Anti-
histamine properties may also exist. Orthostasis and priapism are con-
cerning as well but fairly rare in practice.

4. Buspirone + SSRI/SNRI/SSRI-Plus/Sedating antidepressants
MECHANISM OF ACTION

o  Buspirone (BuSpar) works via partial agonism at presynaptic 5HT-1a
receptors. Initially this dampens 5HT neuronal firing but after pro-
longed (2-3 weeks) use, these autoreceptors are downregulated, thus

allowing for net increases in 5HT firing rates.

Side Effects

o Very similar to the SSRI (headache, GI side effects) but relatively lack-
ing in sexual dysfunction or weight gain. Minimal risks of serotonin
syndrome when mixed with SSRI, SNRI, or sedating antidepressants

5. BZRA + SSRI/SNRI/SSRI-Plus
MECHANISM OF ACTION

o The benzodiazepine receptor agonist (BZRA) hypnotic agents are very
similar to true BZ anxiolytics and are discussed in greater detail in the
insomnia chapter.

o These bind to the GABA-A receptor complex and facilitate chloride
channel activity and neuronal hyperpolarization. When this occurs in
the sleep-inducing centers in the ventrolateral preoptic area (VLPO),
specifically via BZ1 subreceptors, sleep is facilitated.

«  Within a single dose, sleep may improve in depressed patients. With
better sleep, patients may have improved energy and concentration, and
itis suspected that these three MDD criteria may preferentially respond
in this augmentation strategy.
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Side Effects

o Like the BZ anxiolytics, sedation, somnolence, ataxia, dysarthria, and
the potential for addiction must be considered.
o Parasomnias are also possible.

6. Lithium + SSRI/SNRI/SSRI-Plus/Sedating Antidepressant
MECHANISM OF ACTION

o As noted in the bipolar disorder chapter, it is difficult to elucidate the
exact mechanism of lithium’s antidepressant action. Theoretically, it is
thought to stimulate the mid-brain nuclei consisting of the ventral teg-
mental area (VTA), locus coeruleus (LC), and raphe nuclei (RN), which
promote and release DA, NE, and SR throughout the rest of the brain.
This has been called a tri-monoamine modulator in effect. Lithium
may be neuroprotective and facilitate neuronal growth and plasticity as
another antidepressant mechanism.

Side Effects

o DPolydipsia, polyurea, and diarrhea are side effects initially noted in
some patients. More serious side effects of psoriasis, QTc prolongation,
hypothyroidism, hyperparathyroidism, lymphocytosis, and renal dys-
function may occur.

7. Thyroid + SSRI/SNRI/SSRI-Plus/Sedating Antidepressant
MECHANISM OF ACTION

o Tri-iodothyronine (Cytomel) has slightly better effectiveness data than
levothyroxine (Synthroid) products. Similar to lithium, this drug may
increase metabolic production of the three monoamines.

Side Effects

«  Hyperthyroidism may be induced and levels must be monitored.
Patients may suffer from diaphoresis, heat intolerance, tremor, diar-
rhea, weight loss, palpitations, or atrial arrhythmia.
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8. Noradrenergic TCA + SSRI/SSRI-Plus/Sedating Antidepressant
MECHANISM OF ACTION

TCAs have been discussed as a monotherapy in Section 1. Typically
a noradrenergic only TCA (desipramine (Norpramin), nortriptyline
(Pamelor), protriptyline (Vivactil)) is added to a therapeutically-dosed
initial SSRI. This creates an SNRI-like profile but avoids two SERT
inhibitors together and risk of serotonin syndrome. This approach
could be used with SSRI-Plus agents effectively as well. Use of TCAs
with SNRIs is generally frowned upon as they often duplicate mecha-
nism of action and may promote serotonin syndrome as if adding two
SSRIs together. TCAs could be added to sedating antidepressants if
needed.

Side Effects

Sedation, orthostasis, blurred vision, dry mouth, constipation, and
weight gain are often noted with TCAs. TCAs also risk QTc pro-
longation and ventricular arrhythmia if over-dosed clinically or
purposefully.

Also, TCA combinations must have dose reductions and more stringent
EKG and trough blood level monitoring if these are added to a known
CYP4502D6 inhibiting antidepressant (ex. fluoxetine, paroxetine, ser-
traline, citalopram, venlafaxine).

9. Pramipexole + SSRI/SNRI/SSRI-Plus/Sedating Antidepressant
MECHANISM OF ACTION

Pramipexole (Mirapex) agonizes D2 and D3 receptors (similar to the
possible mechanism of SGA aripiprazole/brexpiprazole) increasing DA
neuronal firing and is approved for use in Parkinson’s disease and rest-
less legs syndrome (RLS). Studies support its use in more refractory
depressive episodes in doses up to 5mg/day. As it uniquely solely affects
DA transmission, it can be safely added to any antidepressant.

Side Effects

Hypotension, fatigue, nausea, insomnia, and mania induction have
been reported
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10. Stimulant + SSRI/SNRI/SSRI-Plus/Sedating Antidepressants
MECHANISM OF ACTION

o As discussed in the ADHD chapter, these drugs aggressively inhibit
DAT (DRI) and elevate DA neuronal firing. They likely operate simi-
larly with NET inhibition. The amphetamine products may actually
reverse the DAT and at very high doses act as an MAOL

o Data suggests these may have a niche in geriatric depression.

Side Effects

+ Anxiety, agitation, insomnia, dry mouth, and nausea are common.
Abnormal weight loss, tachyarrhythmias, hypertension, and addiction
are also complicating side effects.

11. Wakefulness Promoting Agents + SSRI/SNRI/SSRI-Plus/Sedating Antidepressants
MECHANISM OF ACTION

«  Modafinil (Provigil) and armodafinil (Nuvigil) are approved for the
treatment of narcolepsy, obstructive sleep apnea fatigue, and shift work
sleep disorder. They are felt to work through DAT and possibly down-
stream via noradrenergic facilitation. These are not true stimulants but
do increase wakefulness.

Side Effects

o Addiction rates and cardiac side effects are likely less than true stimu-
lants, but possible. Insomnia, anxiety, agitation, nausea, and headache
may be reported.

12. Lamotrigine + SSRI/SNRI/SSRI-Plus/Sedating Antidepressants
MECHANISM OF ACTION

o Lamotrigine (Lamictal) is approved for maintenance treatment of
bipolar disorder. It is known to inhibit NMDA glutamate receptors as a
potential mechanism of action. Its data as an antidepressant is limited
and often has been found to be negative, but it is often used in practice.
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Side Effects

Headache, nausea, ataxia, or tremor may be reported. Risks of serious
rashes must be considered and monitored.

13. SGA + SSRI/SNRI/SSRI-Plus/Sedating Antidepressants
MECHANISM OF ACTION

SGAs have been discussed as having antidepressant potential due to the
following properties (5HT-1a partial agonism, 5HT?2a, 2¢, 3, 7 antago-
nism, NET inhibition, and/or D2 and D3 partial agonism) depending
on the specific SGA. Further discussion about their specific pharmaco-
dynamic profiles may be found in the schizophrenia chapter.

It was noted above that olanzapine, quetiapine, aripiprazole, and brex-
piprazole have approvals for MDD. Risperidone (Risperdal), lurasidone
(Latuda), and ziprasidone (Geodon) have positive findings also in uni-
polar or bipolar depression.

Side Effects

As discussed in prior sections, these drugs often promote fatigue and
somnolence, and as serotonergic facilitators may create headaches
and GI side effects. More significant is their ability to cause EPS, TD,
and metabolic disorder.

Nutraceutical Augmentation Strategies:

1. L-methylfolate + Antidepressant

MECHANISM OF ACTION

L-methylfolate (Deplin) is an important part of the metabolic one-car-
bon cycle where it specifically acts to improve the activity of the biop-
terin cycle. Adding I-methylfolate enhances this cycle which increases
the conversion of tyrosine to dopamine and norepinephrine and tryp-
tophan to serotonin.
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o  Effectively, this increases the three monoamines known to alleviate
depressive symptoms. This may be considered a tri-monoamine modu-
lator similar to lithium and thyroid hormone augmentation.

Side Effects
o Generally are minimal to absent. GI side effects are most commonly
reported.

2) SAMe + Antidepressant
MECHANISM OF ACTION

o  S-adenosylmethionine (SAMe) also works in the one-carbon cycle.

Side Effects

o Generally are minimal to absent. GI side effects and sedation are most
commonly reported.

3) NAC + Antidepressant
MECHANISM OF ACTION

o N-acetylcysteine (NAC) is available over the counter and is also
approved for use in infantile respiratory distress and for acetaminophen
overdose. It is felt to be an NMDA glutamate receptor antagonist.

Side Effects

o Generally are minimal to absent.
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Good Polypharmacy for Reaching Remission in Resistant Patients

DO

o  Start low dose to minimize side effects.

o Escalate dosing within full range for optimal effectiveness.

o Aim for aggressive monotherapy as treatment of choice.

«  Combine medications that affect complementary neurotransmitter sys-
tems instead of those that duplicate mechanisms of action.

o If remarkable dysphoria, guilt, anxiety, or suicidality occurs, consider
combining more serotonergic complementary mechanistic medications.

o Ifremarkable vegetative, cognitive, or anhedonic symptoms occur, con-
sider using or adding medications that preferentially utilize pro-norepi-
nephrine or dopaminergic mechanisms.

o When switching drugs due to inefficacy, change from one class of anti-
depressant to a different class that uses a different mechanism of action.

DON’T

o Use successive monotherapies that use the same mechanism (use of
three SSRIs in a row).

« Combine identical mechanistic drugs together (SSRI + SSRI, SSRI +
SNRI, TCA + SNRI).

Good Polypharmacy to Be Used to Gain Remission in Comorbid Patients

MDD + ADHD

«  Use of NDRI: bupropion XL (Wellbutrin XL) monotherapy.

o Use of SNRI: venlafaxine XR (Effexor XR), duloxetine (Cymbalta), des-
venlafaxine (Pristiq), levomilnacipran (Fetzima) monotherapy.

o  Usenorepinephrine based TCA: desipramine (Norpramin), nortripty-
line (Pamelor), protriptyline (Vivactil).

o Use MAOTL: selegiline transdermal patch (Emsam), actually has amphet-
amine derivatives.

« Use second-generation antipsychotic (SGA) augmentation: aripip-
razole (Abilify)/brexpiprazole(Rexulti) have partial dopamine receptor
2/3 agonism, quetiapine (Seroquel XR) has potent NRI.

MDD + Anxiety Disorder

o Use of SSRI, SNRI, or SSRI-Plus monotherapies.

o Combination of any of the above with lower dose SGAs, buspirone,
sedating antidepressants, benzodiazepines.

o Use alpha-2 agonists, guanfacine (Tenex) or clonidine (Catapres), as
they often dampen agitation.
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MDD + Schizophrenia

o Use second-generation antipsychotic (SGA) monotherapy (quetiapine
XR (Seroquel XR), lurasidone (Latuda)).

»  Use of combination olanzapine-fluoxetine (Symbyax), SSRI/SNRI Plus
aripiprazole (Abilify), brexpiprazole (Rexulti), ziprasidone (Geodon),
asenapine (Saphris), cariprazine (Vraylar) as all agents have some anti-
depression data or at least theoretical capacity based on their purported
mechanisms of action.

MDD + Borderline Personality

o Use second-generation antipsychotic (SGA) monotherapy or combina-
tion strategy.
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CHAPTER 6

Insomnia

SECTION 1 Basic Prescribing Practices

Essential Concepts

o Thereader should appreciate that insomnia is common as a stand-alone
DSM-5 disorder and that insomnia, as a symptom, may be one of the
most common to cross the boundaries of multiple DSM-5 disorders.

« Insomnia is the inability to appropriately fall asleep, stay asleep, or per-
haps having non-restorative sleep with daytime consequences.

« Insomnia is associated with 4.6% more workplace and non-work-related
accidents when compared to patients without insomnia.

o Insomnia is often a residual symptom of major depressive disorder
(MDD), anxiety disorder, mania, etc., and should be ameliorated to
ensure full remission of the parent psychiatric disorder.

« Insomnia may lead to fatigue and cognitive dysfunction, so treating
insomnia may in fact treat multiple psychiatric symptoms.

o Insomnia often leads to substance misuse (alcohol, benzodiazepine).

« Insomnia is considered an acute risk factor for suicide.

o There are many medications approved for treating insomnia (antihista-
mines, melatonin agonists, orexin antagonists, benzodiazepine receptor
agonists).

Phenomenology, Diagnosis, Clinical Interviewing

TIP: Insomnia Specific Complaints

o Difficulty initiating sleep (DIS): 16.4%
 Difficulty maintaining sleep (DMS): 19.9%
«  Early morning awakening (EMA): 16.7%

o  Non-restorative sleep (NRS): 25%

219
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TIP: Odds Ratio for DSM-5 Insomnia Simultaneous Association
with Other Conditions OR Comorbid Condition

2 Adjustment disorder (separation, divorce, widowed)
2.4 Serious medical condition

9.9 Generalized anxiety disorder

15.4 Major depressive disorder

TIP: Prevalence of Psychiatric Comorbidity and Insomnia

o  Panic disorder (PD): 7.5%

o Social anxiety disorder (SAD): 16.9%

«  Generalized anxiety disorder (GAD): 5.9%

o  Post-traumatic stress disorder (PTSD): 9.6%
«  Major depressive disorder (MDD): 16.5%

o DPersistent depressive disorder (PDD): 4.9%
« Bipolar disorder (BD): 7.8%

o  Alcohol use disorder (AUD): 6.7%

o  Substance use disorder (SUD): 3.4%

TIP: Insomnia Screening Questions

«  How many hours of sleep do you typically get?

« How long does it take you to fall asleep when you go to bed?

o Does lack of sleep ever cause you emotional or work-related problems
the next day?

DSM-5 Diagnosis

People with insomnia cannot initiate sleep, maintain sleep, or have non-restorative
sleep as their main complaint.

DSM-5 Diagnosis of Insomnia

o Dissatisfaction with sleep quantity or quality with one or more of the
following symptoms: difficulty initiating sleep, difficulty maintaining
sleep, early morning awakening.
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o The sleep disturbance causes significant distress or impairment in
social, occupational, educational, academic, behavioral, or other impor-
tant areas of functioning.

o The sleep difficulty occurs at least three nights per week and is present
for at least three months despite having an adequate opportunity for
sleep.

o Additionally, insomnia from other psychiatric disorders can be coded
separately and treated as an individual comorbidity.

Rating Scales

Regensburg Insomnia Scale (RIS)

o This scale assesses specific insomnia symptoms in a 10-item question-
naire.

o A positive score of 12 or more indicates significant insomnia.

o It takes a few minutes to complete and a few seconds to score.

o This scale is free of charge as it is an open access article and can be
found at https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3645970/.
Its full citation is Cronlein, T., Langguth, B., Popp, R., Lukesch, H.,
Pieh, C., Hajak, G., & Geisler, P. (2013). “Regensburg insomnia scale
(RIS): a new short rating scale for the assessment of psychological
symptoms and sleep in insomnia; study design: development and vali-
dation of a new short self-rating scale in a sample of 218 patients suf-
fering from insomnia and 94 healthy controls” Health and Quality of
Life Outcomes 11(1), 1.

Table 6.1 The Regensburg Insomnia Scale

PLEASE RATE THE FOLLOWING QUESTIONS FOR THE LAST FOUR WEEKS

0. What time do you usually go to bed? When do you usually
get up?
1. How many minutes
do you need to fall
asleep?
1-20min | 21- 41-60min 61-90 91min
40min min and more
0 1 2 3 4
2. How many hours do
you sleep in the night?
7hand |5-6h 4h 2-3h 0-1h

more
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HOW OFTEN DO THE FOLLOWING OCCURRENCES HAPPEN?
ALWAYS | MOSTLY | SOMETIMES | SELDOM | NEVER
3. Mysleep is disturbed. |4 3 2 1 0
4. I wake up too early. |4 3 2 1 0
5. I wake up from the |4 3 2 1 0
slightest sound.
6. I feel that I have not |4 3 2 1 0
slept all night.
7. I1think alot about |4 3 2 1 0
my sleep.
8. Iam afraid to go 4 3 2 1 0
to bed due to my
disturbed sleep.
9. Ifeel fit during the day. | 0 2 3
10. Itake sleeping pillsin |4 3 1 0
order to get to sleep.

Treatment Guidelines

Essential Concepts

For the novice prescriber attempting to treat an adult with insomnia,
it is essential to know the basics of the available guidelines that exist to
help provide a high level of care.

Next, a prescriber must know what psychotropics are specifically
approved and the relative side effect profiles of each.

It is important to disclose to the patient that the approach being used
is approved by the FDA (U.S. Food and Drug Administration). A fair
amount of off-label prescribing for insomnia occurs and may be war-
ranted (sedating antidepressants, second-generation antipsychot-
ics (SGA), antihypertensives, etc.) at times, especially when treating
comorbidities. Sometimes, a non-insomnia medication may simulta-
neously treat both depression and insomnia.

Patient education and sleep hygiene approaches are likely warranted
prior to prescribing a sleep inducing agent (hypnotic).

Documenting patient failure or refusal to comply with sleep hygiene
should be noted prior to prescribing in most cases.
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TIP: Insomnia Approved Medications

«  Some agents induce sleepiness as their mechanism and others remove
alertness.

o Over-the-counter (OTC) diphenhydramine (Benadryl) and doxyl-
amine succinate (Unisom) are approved for insomnia. These are anti-
histamines.

o Prescription antihistamines also exist (doxepin [Silenor]) and are
approved.

o  Melatonin is OTC and stimulates melatonin receptors.

« Ramelteon (Rozerem) is a prescription melatonin receptor agonist.

«  Suvorexant (Belsomra) is a prescription orexin receptor antagonist.

o  Zolpidem (Ambien), zaleplon (Sonata), and eszopiclone (Lunesta) are
benzodiazepine (BZ)-like prescription hypnotics, called benzodiaz-
epine receptor agonists (BZRA).

o True BZ structured hypnotics are less often utilized but still available via
prescription (temazepam [Restoril], flurazepam [Dalmane], triazolam
[Halcion]).

o  See Prescribing Table for further details.

TIP: Insomnia Guidelines

o Asleep inventory covering the number of hours slept, time to fall asleep,
time of awakening, history of abnormal nighttime movements, use of
caffeine or sedatives, etc., should be determined.

o A sleep diary may be kept for several days as well.

o  Rating scale use is highly suggested.

o  Sleep hygiene and patient education should preceed any use of hyp-
notic medication. Patients should be made aware that cognitive-behav-
ioral therapy (stimulus control, sleep restriction, relaxation, cognitive
restructuring, etc.) also is a side effect-free treatment option.

o Ifaprescription sleep medication is issued, then short-term use to restore
normal circadian function is the primary goal.

o DPrior to issuing a prescription, patients should be warned about psy-
chomotor impairment and abnormal nighttime events (sleep walking,
driving, eating) even though they are much more common with BZRAs
and BZs.
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For mild or infrequent insomnia, OTC antihistamines and melatonin
may be used as they are considered to have the best safety profile.
For more chronic and severe insomnia, use of a prescription hypnotic is
warranted and all FDA approved agents can be effective.
Most are approved over the short term, but can be used longer if the
insomnia is more resistant in nature or if the hypnotic is being used
to treat insomnia associated with another psychiatric disorder (MDD,
GAD, etc.).
Generally, doses are started at the lowest possible tablet strength and esca-
lated every few days until insomnia is mitigated or side effects mount.
Maximum allowed doses are warranted prior to determining if the hyp-
notic has failed clinically.
It may be warranted to taper off the hypnotic over a few days to avoid
rebound insomnia.
Successive monotherapies are the usual approach. However, rational
polypharmacy may be needed for more refractory insomnia.
Most guidelines suggest starting with BZRA hypnotics (zolpidem
[Ambien], zaleplon [Sonata], eszopiclone [Lunesta]) given their high
efficacy rate. However, risk of addiction, psychomotor impairment, and
abnormal nighttime events may be higher with this approach.
Alternatives such as doxepin (Silenor), ramelteon (Rozerem), and
suvorexant (Belsomra), or off-label approaches such as trazodone
(Desyrel) and mirtazapine (Remeron) may have less of these side
effects but either have lower effectiveness or less data to support
their use.
When treating insomnia associated with another medical condition,
it makes sense to treat that condition first: use central positive airway
pressure (CPAP) for obstructive sleep apnea (OSA), use a D2 agonist
such as pramipexole (Mirapex) for restless legs syndrome (RLS), or a
neuronal calcium channel blocker (gabapentin [Neurontin], pregabalin
[Lyrica]) for painful diabetic neuropathy.
When treating insomnia associated with another psychiatric disorder,
the primary disorder should be treated aggressively. A formal hypnotic
agent can also be used within the standard of care as needed. Alterna-
tively, a psychotropic indicated for the primary disorder may be chosen
based on its proclivity to induce sedation and somnolence, avoiding
the use of a formal hypnotic (mirtazapine [Remeron] for depression,
quetiapine [Seroquel XR] for mania).
The specific type of hypnotic chosen may be determined via several dif-
ferent sub-guidelines.
o Ifconcerned about addiction, psychomotor impairment, or respira-
tory suppression, then BZRAs, BZs, and orexin antagonists should
be avoided.
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o If concerned about side effects in general, safer agents should be
tried first (ramelteon [Rozerem], doxepin [Silenor]).

o If concerned about initial difficulty falling asleep, then short
half-life agents should be selected (zaleplon [Sonata], zolpidem
[Ambien]) as these are the shortest acting and theoretically leave
the system within 4-5 hours.

o If concerned about maintaining sleep throughout the night, then lon-
ger half-life drugs should be chosen (eszopiclone [Lunesta), suvorexant

[Belsomra], temazepam [Restoril]), flurazepam [Dalmane]).

TIP: Insomnia Prescribing

o Initiate all hypnotics at the lowest possible dose (even lower than FDA
suggested).

o Dosing information is readily available electronically and in print from
a myriad of resources. See also the Prescribing Table in this chapter.

«  Mosthypnotics allow for therapeutic effects within a single dose and can
be measured over a few days. The dose may be systematically titrated
upward every few days.

o Melatonergic drugs may take a few days to become effective and likely
should be taken at least an hour beforebed time

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise was to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines and
expected clinical outcomes. This approach is largely one of pattern recognition: (1)
identify the pattern of phenotypic symptoms, (2) choose from a finite list of avail-
able, proven effective drugs, (3) start dosing low and escalate through an approved
dosing range, (4) assess for effectiveness, and (5) continue medication if effective,
and cross-titrate to a new drug if ineffective or not tolerated. This is a methodical,
mathematical approach that can improve the standard of care and, ideally, patient
outcomes when treated by the novice psychopharmacologist.

Section 2 is designed to provide a greater depth of neuroscience and phar-
macodynamic knowledge to the reader and is written for prescribers who are
knowledgeable and competent in those skills outlined in Section 1. The section
is generally intended for those patients who are felt to be treatment resistant and
comorbid with other disorders.
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Epidemiology of Insomnia

30-48% of the general public will admit to subsyndromal insomnia.
Severe insomnia with daytime consequences has prevalence between
4% and 15%.

Up to 60% of patients admit to insomnia lasting greater than two years.
57% of patients who present with a chief complaint of insomnia will
actually have a different psychiatric disorder.

18% of patients who present for insomnia have major depressive disor-
der (MDD).

Genetics

Circadian clock genes exist that interact highly with the environment
(day/night). These genes create protein products that cycle in concen-
tration according to a 24-hour rhythm.

These genes are named: Clock; PERIOD 1, 2, and 3; Bmall; and Timeless.
Certain sleep disorders have a known gene mutation as a putative
cause: most are rare, such as fatal familial insomnia (mutation of prion
protein gene PRNP), familial advanced sleep-phase syndrome (muta-
tions in human Period2 (hPER2)), delayed sleep phase syndrome
(polymorphism in Per3), and narcolepsy with cataplexy (orexin/
hypocretin genes).

In regard to heritability, 55% of patients with childhood-onset insomnia
can identify one family member with sleep difficulties compared to 39%
of patients with an onset of insomnia in adulthood.

According to twin studies, insomnia is felt to be 20-40% heritable.

Neuroanatomy/Physiology of Wakefulness

The locus coeruleus (LC) promotes norepinephrine (NE) release. The
raphe nuclei (RN) promotes serotonin release (SR), and the ventral teg-
mental area (VTA) promotes dopamine (DA) release. These make up
part of the reticular activating system (RAS) and, when firing, promote
wakefulness.

The tuberomammillary nuclei (TMN) promote histamine release,
which, when bound to histamine-1 (H1) receptors in the cortex, pro-
mote wakefulness.

Orexins from the hypothalamus also promote wakefulness and are sus-
pected of augmenting the RAS/TMN to maintain their functioning.
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o All of these activities promote wakefulness. If they are removed or
weakened by psychiatric disorders, diseased process, or psychotropics,
then sedation and somnolence may occur.

Neuroanatomy/ Physiology of Sleep

o Viaexpenditure of cortical energy, ATP is converted to adenosine which
ultimately signals the need for sleep.

o The reticular activating system (RAS) lowers its firing at night, likely
as a result of a loss of signal from the suprachiasmatic nucleus (SCN),
which monitors daylight and helps control the 24-hour circadian clock.
Alertness and wakefulness diminish.

o The pineal gland secretes melatonin which also lowers RAS activity.

o The TMN ceases activity and its foil, the ventrolateral preoptic area
(VLPO), promotes increased gamma-aminobutyric amino acid (GABA),
and galanin activity to promote sleepiness. This also turns off the TMN
and lowers histamine (thus diminishing wakefulness propensity).

o Orexin activity diminishes also lowering wakefulness.

o All of these activities remove alertness, wakefulness, or promote
somnolence.

TIP: Insomnia Prescribing

Antihistamines: lower histaminergic activity; includes diphenhydramine,
doxepin, and eszopiclone.

Melatonin agonists: lower RAS activity; includes melatonin, ramelteon.

BZRAs & BZs: both increase GABA activity; includes *zolpidem and
*zaleplon.

Orexin antagonists: lowers orexin activity; includes *Temazepam, *suvorex-
ant, and *Flurazepam.

All of these agents act directly on the neuroanatomic pathways that either
remove arousal or increase somnolence.
*These agents have addictive potential.

Neuroscientific Background and Rationale for Medication Use

In treating insomnia, there are five classes of medications frequently used (see
Prescribing Table) and several oft-label pharmacological approaches that may be
considered within the standard of care.
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1. Antihistamines

MECHANISM OF ACTION

Diphenhydramine (Benadryl), doxylamine (Unisom), doxepin
(Silenor)

The first two agents are available over the counter. The latter is a pre-
scription medication.

Doxepin is a tricyclic antidepressant, but at lower doses is a pure anti-
histamine and is not associated with the more severe TCA side effect
profiles discussed in other chapters.

These agents block H-1 histamine receptors in the frontal cortex.
Histamine promoted by the TMN is not received and arousal is removed,
allowing fatigue and somnolence to occur.

2. Melatonin Agonists

MECHANISM OF ACTION

Melatonin, ramelteon (Rozerem), tasimelteon (Hetlioz)

Melatonin is a naturally occurring chemical secreted by the pineal gland
during the evening/overnight hours.

Ramelteon and tasimelteon are synthetic prescription agents with a
high affinity to bind to melatonin receptors.

When either binds melatonin-1 (MT1) receptors on the RAS, it lowers
DA, NE, and SR firing, thus removing cortical arousal and promoting
fatigue/somnolence.

When either binds to MT2 receptors located on the SCN, it entrains the
SCN to maintain the usual 24-hour circadian rhythm.

3. Benzodiazepine Receptor Agonists (BZRA)

MECHANISM OF ACTION

Zolpidem (Ambien), zaleplon (Sonata), eszopiclone (Lunesta)

BZRAs are very similar to the true BZ class of anxiolytics and hypnotics.
When GABA-A receptors are bound simultaneously by a GABA transmit-
ter molecule and a BZRA drug, there is an increase in efficiency and open-
ing of chloride neuronal channels, thus decreasing neuronal firing rates.
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BZ2 sub-receptors exist in greater concentrations in the limbic system
and activity likely fosters a lowering of anxiety here.

The BZRA class is very selective for binding the BZ1 sub-receptors,
which are much more highly located and concentrated in the sleep
inducing center (VLPO).

Given this, BZRAs are likely less addictive than true BZs, unless they are
taken in higher doses than those FDA approved.

4. Benzodiazepines (BZ)

MECHANISM OF ACTION

Temazepam (Restoril), flurazepam (Dalmane), triazolam
(Halcion)

Similar to BZRAs noted above.

These agents affect the BZ1 and BZ2 equally well and may provide
improved sleep onset and duration, as well as anxiolysis and muscle
relaxation.

They likely carry a greater risk for daytime oversedation/psychomotor
impairment, addiction, and respiratory suppression.

5. Orexin Receptor Antagonists

MECHANISM OF ACTION

Suvorexant (Belsomra)

This newer class of hypnotic agents functions by blocking the activity of
orexin neurons.

Orexin-1and -2 (OX1/0X2) receptors, when stimulated, cause increases
in arousal and wakefulness by enhancing the function of the RAS and
TMN.

When OX1 and OX2 are blocked by this agent, cortical arousal is also
blocked and fatigue/somnolence ensues.

The following medication options are all considered oft-label for insomnia treat-
ment but may be employed in more advanced psychiatric practice.
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1. Sedating Antidepressants

MECHANISM OF ACTION

Trazodone (Desyrel), nefazodone (Serzone), mirtazapine
(Remeron)

These three drugs all share a similar side effect in common: antihis-
tamine properties make them sedating in nature. They are sometimes
used as hypnotics or anxiolytics. Lowering insomnia and agitation may
alleviate two core depressive symptoms. They all may block alpha-1
receptors, also promoting sedation.

All of these agents antagonize the 5HT-2a and 2c receptor. Mechanisti-
cally, this property allows for cortical increases in NE and DA, which
are felt to lower depressive symptoms. Blocking 5SHT-2a has been shown
to promote deeper sleep.

Trazodone and nefazodone are weaker SSRI agents as well. This prop-
erty likely becomes more effective at higher doses. These two agents are
sometimes termed serotonin antagonist-reuptake inhibitors (SARI).
Trazodone may have the highest off-label use for insomnia out of all
medications discussed.

Mirtazapine is different and unique within this class and among all
antidepressants, and is sometimes called a norepinephrine antago-
nist-specific serotonin antagonist (NASSA). In addition to H1, 5HT-
2a,and 5HT2c¢, it also blocks the 5HT-3 receptor, which may stimulate
mid-brain release of NE, DA, and SR to the cortex. Additionally, it
antagonizes noradrenergic alpha-2 autoreceptors. By inhibiting these
autoreceptors, cortical NE neurons are forced to release excess NE,
which is also felt to have a strong antidepressant effect.

2. Mood Stabilizers (Anti-epileptic Drugs [AED])
MECHANISM OF ACTION

Divalproex (Depakote), gabapentin (Neurontin), pregabalin
(Lyrica), tiagabine (Gabitril)

AEDs often close down neuronal sodium or calcium channels. Some-
times they lower glutamate activity by blocking glutamate NMDA
receptors. Some agents may increase GABA neurotransmitter
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activity, but this is not accomplished via a GABA-A receptor BZ-like
activity.

o Divalproex may increase the synthesis of GABA. Increases in GABA
neurotransmission may also have a dampening effect on mania-induced
hyperactive limbic structures. It may also lower glutamate neuronal fir-
ing by inhibiting NMDA receptors.

o Gabapentin and pregabalin block alpha-2-delta ligand calcium chan-
nels. This slows neuronal firing and may lower seizure activity. This
mechanism in the periphery also lowers delta pain fiber firing to lower
neuropathic pain. There are approvals for this type of prescribing for
both gabapentin and pregabalin. Deep sleep may be produced at greater
rates.

o Tiagabine is a GABA transporter (called GAT-1) reuptake inhibitor. In
some studies it has been shown to promote deeper, more efficient sleep
and is mildly sedating. It has largely fallen out of favor due to risk of
generating seizures in non-epileptics.

o All of these agents have sedating side effects which may be used thera-
peutically to improve sleep.

o  Similar to the sedating antidepressants above, these agents may be used
more often when the patient also has an addiction or medical comor-

bidity that precludes BZRA use.

3. Antihypertensives
MECHANISM OF ACTION

Clonidine (Catapres), guanfacine (Tenex), prazosin (Minipress)

o Alpha-2 agonists (clonidine and guanfacine) are better known for treat-
ing hypertension and were formally discussed in the ADHD and anxi-
ety chapters.

o Their activity centrally lowers noradrenergic tone. Insomnia is hypoth-
esized to begin with elevated NE activity and neuronal firing from the
RAS. Theoretically, these agents are poised to directly lower NE firing
and potentially improve insomnia.

o Thereare no approvals and limited evidence base for treating insomnia,
though they are used frequently in psychopharmacological practice,
perhaps as an alternative to potentially addictive BZs.

o Alpha-1 antagonists are specifically used to treat nightmares associated
with PTSD. It is unclear if they can treat insomnia.
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4. First- and Second-Generation Antipsychotics (FGA/SGA)
MECHANISM OF ACTION

Chlorpromazine (Thorazine), olanzapine (Zyprexa), quetiapine
(Seroquel IR/XR), asenapine (Saphris)

All approved antipsychotics block D2 receptors to treat psychosis.
Chlorpromazine was the first approved FGA. The other agents above are
SGAs.

The most commonly prescribed FGAs/SGAs are listed above and in
more detail in the Prescribing Table.

Once 60-65% of D2 receptors are blocked, antipsychotic effects may
take effect. If 80% is achieved, then EPS may occur.

All FGAs/SGAs share this single mechanism of providing efficacy
against psychotic symptoms.

SGAs introduce a second key property: serotonin-2a (5HT-2a) receptor
antagonism. These are sometimes called serotonin-dopamine antago-
nists (SDA).

This 5HT-2a effect allows for the SGA to selectively and preferentially
block DA activity in the mesolimbic DA system, but allows more DA to
continue uninterrupted in the nigrostriatal system, which remarkably
lowers EPS rates when compared to the low- and high-potency FGAs.
5HT-2a antagonism has been shown to promote deeper and more effi-
cient, restorative sleep (see trazodone example above).

Many of the above FGAs/SGAs have strong antihistamine and anti-
alpha-1 properties, also lending to somnolence effects.

Theoretically, SGAs promote sedation and the ability to attain deeper
sleep.
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Practical Applications

TIP: Essential Concepts

o After identifying insomnia, attempt to improve sleep hygiene and refer
for cognitive-behavioral therapy (CBT) if available. If not, pharmaco-
logic treatment is fairly linear.

o If there are no contraindications, short-term use of a low dose
BZRA is supported by most guidelines.

o Iflonger-term use is required or if there are concerns about addic-
tion, falls, respiratory suppression clinically, then avoid BZRA and
BZ agents.

o Ifan agent is chosen and appropriately dose-escalated as a mono-
therapy and it fails, then a second monotherapy from a different
hypnotic class should be chosen. Successive monotherapies are
appropriate.

o Polypharmacy makes sense in treatment-resistant patients. Combining
medications of different mechanisms to improve sleep is possible, for
example: combining an antihistamine and a melatonin agonist. This
approach makes theoretical sense in a manner similar to that of treat-
ing depressive/anxiety disorder.

Good Polypharmacy for Reaching Remission in Comorbid Patients

Insomnia + Major Depressive Disorder (MDD)

o Interestingly, adding BZRA may remarkably lower depression scale
scores as insomnia, fatigue, and concentration may improve quickly.
o Use more sedating antidepressants:
o Trazodone (Desyrel), nefazodone (Serzone), mirtazapine
(Remeron).
o Imipramine (Tofranil), amitriptyline (Elavil), clomipramine (Anaf-
ranil) (all are TCAs).

Insomnia + Anxiety Disorder

o The main approvals for anxiety are the SSRI and SNRI classes, which
tend to lack remarkable sedation/somnolence qualities.

o Off-label use of the more sedating antidepressants may be warranted as
noted above:
o Trazodone, nefazodone, mirtazapine
o Imipramine, amitriptyline, clomipramine (TCA)
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o IfBZsor BZRAs are to be used, then the longer half-life agents may help
to improve sleep and linger into the daytime to promote anxiolysis:
o Eszopiclone (Lunesta), temazepam (Restoril), flurazepam (Dalmane).

Insomnia + Bipolar Disorder

o Use second-generation antipsychotics (SGA) that are sedating, treat
mania and possibly depression.

o Olanzapine (Zyprexa), quetiapine (Seroquel IR/XR), asenapine
(Saphris).

o Sometimes, insomnia is the sentinel symptom of a new mania episode,
so it is warranted to use a highly efficacious hypnotic that more often
guarantees restoration of sleep. BZRAs and BZs are more often reliable
in these cases.

Insomnia + Substance Abuse

o Avoiding addictive agents is a priority:
o Diphenhydramine (Benadryl), doxylamine (Unisom), doxepin
(Silenor), and melatonin are examples.
o Non-addictive and more often oft-label approaches are used to avoid
addiction:
o Clonidine (Catapres), trazodone (Desyrel), quetiapine (Seroquel),
gabapentin (Neurontin), and quetiapine (Seroquel) are examples.
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CHAPTER 7

Neurocognitive Disorders: Delirium,
Dementia, and Traumatic Brain Injury

SECTION 1 Basic Prescribing Practices

Essential Concepts

o  DPatients with delirium often present to the emergency room with con-
fusion and altered mental states.

o Alternatively, they develop delirium while being treated in a medical-
surgical inpatient setting.

o The onset of confusion is generally abrupt and alarming to the
caregivers involved.

o There are no FDA approved treatments for delirium but the first-
and second-generation antipsychotics (FGA and SGA) are the
standard of care at times where medical treatment and environ-
mental interventions fail to limit the patient’s safety.

«  Patients with dementia also will present to the emergency room if there
is a crisis resulting from their poor memory, abnormal behaviors, or
lapses in judgment.

o Theyare typically not disoriented nor have a waxing and waning of
consciousness.

o Given the slow onset and progression of most dementias, caregiv-
ers and distant family members often do not notice the deficits or
appreciate their depth or severity over time.

o FDA approvals do exist for slowing the progression of Alzheimer’s
dementia.

o There are no medications that reverse the course of illness.

o Antipsychotics, mood stabilizers, and antidepressants may be used
off-label to treat either comorbid psychiatric conditions or behav-
ioral manifestations driven by the dementia process itself.

o  Traumatic brain injury (TBI) patients are often treated with psychiatric
medications to treat behavioral manifestations driven by their specific
injury. All treatments here are off-label.

246
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Phenomenology, Diagnosis, Clinical Interviewing

Similar to previous chapters, the goal here is to teach the clinician to quickly make
an accurate diagnosis and choose an approved psychotropic. All of psychiatric
prescribing at this beginning level is based on regulatory findings, approvals, and
indications that are psychiatric disorder specific. Be warned: much of treating delir-
ium, dementia, and TBI is oft-label, with limited evidence base to guide treatment.
Similar to treating personality disorder, clinicians are urged to use FDA approvals
and the evidence base where possible, but a strategic approach of choosing a specific
target symptom to alleviate is warranted. Defining and measuring these symptoms
pre- and post-drug titration is critical in avoiding inappropriate polypharmacy.

As seen previously, this chapter will initially teach basic diagnosis and treat-
ment of neurocognitive disorders (NCD), then progress toward more advanced
treatment involving comorbid psychiatric states. The DSM-5 recently created the
NCD terminology for the disorders in this chapter as well. This chapter assumes
the reader is adept and comfortable with descriptive, DSM-5 interviewing and
diagnostic assessment.

TIP: Psychiatric Symptoms Associated with NCD

The following target symptoms which may be noticed across the spectrum
of NCD are felt to be driven by an underlying medical condition, brain
injury, or a neurodegenerative process. As certain brain areas become dys-
functional, psychiatric symptoms may arise. The clinical assumption is
that these symptoms may respond to psychopharmacologic interventions
just as if these symptoms were due to the separate psychiatric disorder. For
example, amotivation in dementia should respond like amotivation in major
depressive disorder (MDD), and an antidepressant may be tried on a trial
basis for this specific target symptom.

Aggression: verbal or physical resistance, physical aggression

Agitation: pacing, wandering, hyperactivity

Apathy: social withdrawal, anhedonia, amotivation

Affect: irritability, sadness, anxiety

Psychosis: paranoia, illusions/hallucinations

Cognition: distractibility, memory loss, disinhibition/judgement loss

TIP: Delirium Screening Questions

«  Unlike ADHD, bipolarity, and anxiety disorders, the typical patient with
delirium will likely be unable to answer clinical questions and be a poor
historian. They will also likely be unaware that they are suffering from



248  Neurocognitive Disorders

delirium. Similar to mania and other psychotic states, some patients will
not recall previous episodes of delirium.

o A possible approach is to ask the non-delirious patient during a psy-
chiatric review of systems (ROS) if they have ever gone through a short
bout where they were extremely confused and out of sorts.

o  Otherwise, the clinician must ask caregivers about abrupt changes in
mental state associated with confusion and waxing of consciousness
and arousal.

DSM-5 Diagnosis

People with delirium typically will show an acute (hours to days) change in their
mental status and behavior presumed to be directly related to a preceding medical
or surgical cause. The formal DSM-5 diagnosis is as follows:

DSM-5 Diagnosis of Delirium

o Disturbance in attention (i.e., reduced ability to direct, focus, sustain,
and shift attention) and awareness.

o  The disturbance develops over a short period (usually hours to days),
representing a clear change from baseline, and tends to fluctuate in
severity during the course of the day.

« Additionally, disturbances in cognition are apparent (memory deficit,
disorientation, language disturbance, perceptual disturbance).

o These symptoms are not better accounted for by a pre-existing, estab-
lished, or evolving NCD such as dementia.

o There is evidence from the history, physical examination, or labora-
tory findings that these symptoms are caused by a direct physiologic
consequence of a general medical condition, an intoxicating substance,
medication use, or more than one cause.

TIP: Commonly Used Mnemonic for Likely Causes of Delirium
I WATCH DEATH

o Infectious (encephalitis, meningitis, UTI, pneumonia)
1. Withdrawal (alcohol, barbiturates, benzodiazepines)
2. Acute metabolic disorder (electrolyte imbalance, hepatic or renal
failure)
3. Trauma (head injury, postoperative)
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4. CNS pathology (stroke, hemorrhage, tumor, seizure disorder,

Parkinson’s)

5. Hypoxia (anemia, cardiac failure, pulmonary embolus)

o Deficiencies (vitamin B12, folic acid, thiamine)

«  Endocrinopathies (thyroid, glucose, parathyroid, adrenal)
o Acute vascular (shock, vasculitis, hypertensive encephalopathy)
o Toxins, substance use, medication (alcohol, anesthetics, anticholiner-

gics, narcotics)

o  Heavy metals (arsenic, lead, mercury)

Table 7.1 Mnemonic for Differentiating Delirium from Dementia

COCOA PHSS
Delirium Dementia
Consciousness Decreased or hyper alert, Alert
“clouded”
Orientation Disorganized Disoriented
Course Fluctuating Steady slow decline
Onset Acute or subacute Chronic
Attention Impaired Usually normal
Psychomotor Agitated or lethargic Usually normal
Hallucinations Perceptual disturbances; Usually not present
may have hallucinations
Sleep-wake cycle Abnormal Usually normal
Speech Slow, incoherent Aphasic, anomic difficulty
finding words
Rating Scales

The Delirium Rating Scale (DRS) is a 10-item scale that was one of the original
measures utilized at the bedside. It has been revised over time. Unlike previously
discussed scales, this one must be completed by the practitioner as the average
delirious patient will not have the capacity to provide a good history or complete
a checklist. It has a maximum of 32 points and should be completed after the
clinician has interviewed the patient a few times over 24 hours or after reviewing
nursing and chart notes for a more complete interval history.

A reasonable and faster alternative is the following:

Nursing Delirium Rating Scale (Nu-DESC)

o This scale measures three time intervals that correlate to typical nursing

shifts.
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A score of 0, 1, or 2 (most severe) is placed into each eight-hour shift
to delineate the severity of each specific delirium symptom. The maxi-
mum score is 10.

A positive total score of 2 or greater indicates the patient likely suffers
from delirium.

This scale is free for clinical use and may be found in the reference
section or by visiting http://www.sciencedirect.com/science/article/pii/
S0885392405000539 or https://www.researchgate.net/profile/Marc_Andre_
Roy2/publication/7879842_Fast_systematic_and_continuous_
delirium_assessment_in_hospitalized_patients_The_Nursing_

Delirium_Screening_Scale/links/540daad80cf2d8daaacc7785.pdf.

Table 7.2 The Nursing Delirium Rating Scale

Features and Descriptions

Symptoms Rating (0-2)

Symptom Time Period

Midnight-8 AM

8 AM-4 PM

4 PM-Midnight

1. Disorientation

Verbal or behavioral manifestation
of not being oriented to time or
place or misperceiving the persons
in the environment.

II. Inappropriate behavior

Behavior inappropriate to place
and/or for the person; e.g., pulling
at tubes or dressings, attempting
to get out of bed when that is
contraindicated, and the like.

III. Inappropriate communication

Communication inappropriate
to place and/or for the

person; e.g., incoherence,
uncommunicativeness,
nonsensical or unintelligible
speech.

IV. Seeing or hearing things that
are not there; distortions of visual
objects.

V. Psychomotor retardation

Delayed responsiveness, few or
no spontaneous actions/words;
e.g., when the patient is prodded,
reaction is deferred and/or the
patient is unarousable.

Total Score
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Dementia

People with dementia typically will show slow and progressive losses in several
cognitive and executive functioning areas with the hallmark being that of short-
term memory problems. The formal DSM-5 diagnosis, now called neurocognitive
disorder (NCD), has been divided into mild versus severe subtypes. Mild NCD
suggests there is mild impairment but the patient is capable of safely functioning
in society. Major NCD is much more significant and impairing.

TIP: Dementia (NCD) Screening Questions

Screening for common deficits involving memory loss

o Do you find yourself losing things more easily? Are you unable to find the
words you want to use? Have you found it difficult to learn new things lately?

Follow up with more intrusive questions about memory

o  Have you recently noticed any memory problems?
o Do others point out your lapses in memory?

Mild NCD Diagnosis

The diagnostic criteria for mild NCD include:

1. Evidence of moderate cognitive decline from a previous level of perfor-
mance in one or more cognitive domains—such as complex attention,
executive function, learning, memory, language, perceptual-motor, or
social cognition.

This evidence should consist of:

e Concern of the individual, a knowledgeable informant (such as a
friend or family member), or the clinician that there’s been a mod-
erate decline in cognitive function; and

e A moderate impairment in cognitive performance, preferably
documented by standardized neuropsychological testing, or, if
neuropsychological testing isn't available, another type of qualified
assessment.

2. The cognitive deficits do not interfere with independence in everyday activ-
ities (e.g., at a minimum, requiring assistance with complex instrumental
activities of daily living, such as paying bills or managing medications).

3. The cognitive deficits don’t occur exclusively in context of a delirium,
and are not better explained by another mental disorder.
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Major NCD Diagnosis

1. Evidence of significant cognitive decline from a previous level of perfor-
mance in one or more cognitive domains—such as complex attention,
executive function, learning, memory, language, perceptual-motor, or
social cognition.

This evidence should consist of:

o Concern of the individual, a knowledgeable informant (such as a
friend or family member), or the clinician that there’s been a sig-
nificant decline in cognitive function; and

e A substantial impairment in cognitive performance, preferably
documented by standardized neuropsychological testing, or, if
neuropsychological testing isn't available, another type of qualified
assessment.

2. The cognitive deficits interfere with independence in everyday activities
(e.g., at a minimum, requiring assistance with complex instrumental
activities of daily living, such as paying bills or managing medications).

3. The cognitive deficits don't occur exclusively in context of a delirium
and are not better explained by another mental disorder.

TIP: Commonly Used Mnemonics for DSM-5 for Dementia
DEMENTIA (may be used to assess for reversible dementia)

D: Drugs
E: Eyes and ears (visual and hearing handicaps may be confused with
dementia)

M: Metabolic (hypoglycemia, hyperglycemia, hyponatremia, hypernatre-
mia, hypothyroidism, etc.)
E: Emotional (depression can masquerade as a dementia-pseudodementia)
N: Nutrition (B12 and folic acid deficiency), normal pressure hydrocephalus
T: Tumors, trauma
I. Infections (Lyme disease, syphilis, encephalitis, etc.)
A:  Alcoholism, atherosclerosis

C*P: “C-squared-I squared” may be used for diagnosis

C: Cognitive decline

C: Concern of patient or others

I. Impairment measured (severe = major NCD)
I. Interference with daily living
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Rating Scales

The Family Questionnaire

«  The Family Questionnaire created by the National Chronic Care Consor-
tium and the Alzheimer’s Association is free of charge and simple to use
by visiting http://www.alz.org/mnnd/documents/Family_Questionnaire.
pdf

o It consists of five questions scored 0 to 3 points each. The form is com-
pleted by an family member or caregiver with good knowledge of the
patient’s day-to-day functioning. A score of 3 or more suggests the pos-
sibility of an NCD.

o Similar to delirium, patients with NCD may be poor historians, thereby
making patient self-rated scales inaccurate as outcome measures, unless
family members or caregivers are involved.

Table 7.3 The Family Questionnaire

We are trying to improve the care of older adults. Some older adults develop problems
with memory or the ability to think clearly. When this occurs, it may not come to the
attention of the physician. Family members or friends of an older person may be aware
of problems that should prompt further evaluation by the physician. Please answer the
following questions. This information will help us to provide better care for your family
member.

In your opinion does have problems with any of
the following?
Please circle the answer.

1. | Repeating or asking the same thing | Not at all | Sometimes | Frequently | Does not apply
over and over?

2. | Remembering appointments, Not at all | Sometimes | Frequently | Does not apply
family occasions, holidays?

3. | Writing checks, paying bills, Not at all | Sometimes | Frequently | Does not apply
balancing the checkbook?
4. | Deciding what groceries or clothes | Not at all | Sometimes | Frequently | Does not apply
to buy?

5. | Taking medication according to | Not at all | Sometimes | Frequently | Does not apply
instructions?

Relationship to patient
(spouse, son, daughter, brother, sister, grandchild, friend, etc.)

This information will be given to the patient’s primary care provider. If any additional
testing is appropriate, he or she will let you know. Thank you for your help.
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The Folstein Mini-Mental Status Exam (MMSE)

If a rating scale is desired for monitoring treatment outcome, there are
no reliable patient completed rating scales for treatment monitoring.
Clinician administered scales do exist and are the standard of care.
The Folstein Mini-Mental Status Exam (MMSE) has been a standard for
many years but now is copyrighted and requires permission to use.

It is a 30-point scale that tests orientation, immediate memory, recall,
concentration, and visuospatial abilities.

Scores in the mid-20s are suggestive of dementia.

The Montreal Cognitive Assessment (MoCA)

The clinician must conduct the examination and help the patient com-
plete each step.

It is conducted similar to the MMSE but covers more functional
domains where deficits may be encountered in dementia patients.
Scores of 18-26 = mild cognitive impairment, 10-17= moderate cogni-
tive impairment, and less than 10 = severe cognitive impairment.

The Montreal Cognitive Assessment (MoCA) is free to use in the public
domain by visiting http://www.mocatest.org/.

Traumatic Brain Injury (TBI)

Diagnosis

Patients with mild TBI may be said to have Postconcussive Syndrome. After a presumed
trauma, a heterogeneous and widely varied set of neuropsychiatric symptoms may
develop. More severe TBI can present with initial delirium, a full syndromal psychiatric
disorder, or develop into a dementia (NCD). TBI is considered an NCD and used to be

delineated as a dementia due to an underlying medical condition (brain injury).

TBI Diagnosis

A TBI is assumed to have occurred if after a blow to the head:

o It is followed by any period of loss of or a decreased level of
consciousness.

o If any loss of memory for events immediately before or after the
injury are noted.

o Ifany alteration in mental state at the time of the injury (confusion,
disorientation, slowed thinking, etc.) is noted.

o If any neurological deficits are noted (weakness, loss of balance,
change in vision, praxis, paresis/plegia, sensory loss, aphasia, etc.).
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Postconcussive Syndrome (PCS) (Mild-TBI) Diagnosis

o PCS presents as three symptom clusters:

o Mood—depression, anxiety, and irritability.

o Cognition—decreased attention/concentration and often impaired
memory, various degrees of executive dysfunction, and varied lev-
els of conceptual disorganization.

o Physical—headache, nausea, dizziness, vertigo, diplopia, insomnia,
deafness, tinnitus, light and noise sensitivity, fatigue, and problems
with coordination.

Rating Scales:

The Quality of Life after Brain Injury (QOLIBRI)

o The QOLIBRI is the first instrument specifically developed to assess
health-related quality of life (HRQoL) of individuals after traumatic
brain injury and is available in over 20 languages.

o The clinician must conduct the examination and help the patient com-
plete each step.

o Itis conducted after a clinical interview with a TBI patient, where the
clinician records his/her findings after a typical interview. The approach
is similar to the DRS reported above for delirium.

o Scoringis somewhat complex compared to other scales mentioned prior.
o Responses to the “satisfaction” items (i.e., items on the Cognition, Self,

Daily Life & Autonomy, and Social Relationships scales) are coded on
a 1 to 5 scale, where 1 = “not at all satisfied” and 5 = “very satisfied”
Responses to the “bothered” items (i.e., items on the Emotions and
Physical Problems scales) are reverse scored to correspond with the sat-
isfaction items, where 1 = “very bothered” and 5 = “not at all bothered”

o The responses on each scale are summed to give a total, and then
divided by the number of responses to give a scale mean. The scale
means have a maximum possible range of 1 to 5. The mean can be
computed when there are some missing responses, but should not
be calculated if more than one-third of responses on the scale are
missing. In a similar manner, the QOLIBRI total score is calcu-
lated by summing all the responses and then dividing by the actual
number of responses. Again, a total score should not be calculated
if more than one-third of responses are missing.

o The scale means are converted to the 0-100 scale by subtracting
1 from the mean and then multiplying by 25. This produces scale
scores which have a lowest possible value of 0 (worst possible quality
of life) and a maximum value of 100 (best possible quality of life).

o It can be easily accessed for free at http://www.qolibrinet.com.
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Figure 7.1 Montreal Cognitive Assessment (MOCA)

The Montreal Cognitive Assessment (Copyright A. Nasreddine MD. Reproduced with permission.

Copies are available at www.mocatest.org)
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Table 7.4 QOLIBRI—Quality of Life After Brain Injury Scale

In the first part of this questionnaire we would like to know how satisfied you are
with different aspects of your life since your brain injury. For each question, please
choose the answer which is closest to how you feel now (including the past week)
and mark the box with an “X.” If you have problems filling out the questionnaire,
please ask for help.

PART 1
A. These questions are about your thinking abilities now (including _ .%‘
the past week). CINS 'é
HIEIR IR
dEEER
Z|B| =0 >
1. | How satisfied are you with your abilities to concentrate, for
example when reading or keeping track of a conversation?
2. | How satisfied are you with your ability to express yourself and
understand others in a conversation?
3. | How satisfied are you with your ability to remember everyday
things; for example, where you have put things?
4. | How satisfied are you with your ability to plan and work out
solutions to everyday practical problems; for example, what to do
when you lose your keys?
5. | How satisfied are you with your ability to make decisions?
6. | How satisfied are you with your ability to find your way around?
7. | How satisfied are you with your speed of thinking?
B. These questions are about your emotions and view of yourself =
now (including the past week). = e ‘é
HEEIEI S
HERIEIR]
Z|B| =0 >
1. | How satisfied are you with your level of energy?
2. | How satisfied are you with your level of motivation to do things?
3. | How satisfied are you with your self-esteem, how valuable you
feel?
4. | How satisfied are you with the way you look?
5. | How satisfied are you with what you have achieved since your
brain injury?
6. | How satisfied are you with the way you perceive yourself?
7. | How satisfied are you with the way you see your future?

(Continued)



Table 7.4 (Continued)

C. These questions are about your independence and how you

function in daily life now (including the past week).

Not at all

Slightly
Moderately

Quite
Very

How satisfied are you with your abilities to concentrate; for
example, when reading or keeping track of a conversation?

How satisfied are you with your ability to express yourself and
understand others in a conversation?

How satisfied are you with your ability to remember everyday
things; for example, where you have put things?

How satisfied are you with your ability to plan and work out
solutions to everyday practical problems; for example, what to do
when you lose your keys?

How satisfled are you with your ability to make decisions?

How satisfied are you with your ability to find your way around?

How satisfied are you with your speed of thinking?

. These questions are about your social relationships now
(including the past week).

Not at all
Slightly

Moderately

Quite
Very

How satisfled are you with your ability to feel affection toward
others; for example, your partner, family, friends?

How satisfied are you with your relationships with members of
your family?

How satisfled are you with your relationships with your friends?

How satisfied are you with your relationship with a partner or with
not having a partner?

How satisfied are you with your sex life?

How satisfied are you with the attitudes of other people towards
you?




PART 2

In the second part, we would like to know how bothered you feel by different
problems. For each question please choose the answer which is closest to how you feel
now (including the past week) and mark the box with an “X.” If you have problems
filling out the questionnaire, please ask for help.

E. These questions are about how bothered you are by your feelings
now (including the past week).

2
— Y
B
ElEl3 e
HEEER
A=
1. | How bothered are you by feeling lonely, even when you are with
other people?
2. | How bothered are you by feeling bored?
3. | How bothered are you by feeling anxious?
4. | How bothered are you by feeling sad or depressed?
5. | How bothered are you by feeling angry or aggressive?
E. These questions are about how bothered you are by physical
problems now (including the past week).
5| |E
AR
TS
SEIREIEIR
Z|B|=| O >

1. | How bothered are you by slowness and/or clumsiness of movement?

2. | How bothered are you by effects of any other injuries you sustained
at the same time as your brain injury?

3. | How bothered are you by pain, including headaches?

4. | How bothered are you by problems with seeing or hearing?

5. | Overall, how bothered are you by the effects of your brain injury?
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Treatment Guidelines

TIP: Delirium APA GUIDELINES

The APA guideline suggests the first-generation antipsychotic (FGA)
haloperidol is the drug of choice if the delirious patient is agitated, com-
bative, thought disordered, or is experiencing delusions or hallucinations.
Second-generation antipsychotics (SGA) are being used more often
for treating delirium but may be fraught with akathisia and sedation
depending upon which SGA is chosen. There is mounting evidence for
the ability of these SGASs to clear delirium symptoms comparably to hal-
operidol. Of the SGAs, risperidone (Risperdal), olanzapine (Zyprexa),
and quetiapine (Seroquel) have the most data.

Generally, pharmacological management is provided along with envi-
ronmental and social support, all while the underlying medical cause is
being treated.

FGA/SGA use is generally limited to low doses over several days as
delirium tends to resolve as the underlying medical condition is being
concomitantly treated.

A few days after delirium symptoms have resolved, the FGA/SGA
should be stopped.

Use of antipsychotics may lower incidence of injury to the patient or
hospital staff, lessen the need for physical restraint, improve medical
outcomes, and lead to a shorter hospital stay.

Benzodiazepines (BZs) are generally not used for elderly patients who
may become disinhibited, over-sedated, respiratory suppressed, or suf-
fer from falls.

BZs are the treatment of choice if the delirium is caused by BZ with-
drawal or alcohol withdrawal. Lorazepam (Ativan) is most often used as
it is available in PO, IM, and IV preparations and is easily metabolized
outside of the hepatic P450 enzyme system. Doses are increased until
withdrawal symptoms dissipate, and dosing may be higher than those
used when treating anxiety.

TIP: Delirium Prescribing—Haloperidol

Haloperidol (Haldol) is generally started at 0.25-2mg (PO or IM) every
2-4 hours as needed until delirium symptoms are controlled.

IM doses have twice the bioavailability as oral doses and likely should
be lower at initiation.

Direct IV pushes are contraindicated due to risk of fatal ventricular
arrhythmia. Sometimes, slow soluset drips may be utilized but greater
cardiac monitoring is warranted.
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o After 24 hours of dosing, the cumulative dose may be divided and
administered daily until the delirium fully clears.

o It should be continued a few days after remission then discontinued.

o  Haloperidol is a high-potency FGA and, as such, is very specific for
blocking the dopamine D-2 receptor.

o It does not block histamine, cholinergic, or adrenergic receptors and
thus is not sedating and likely will not complicate the patient’s mental
state further.

o There is little risk of tardive dyskinesia (TD) as patients are generally
treated for less than two weeks.

o  Akathisia may be the only extrapyramidal syndrome (EPS) noted.

o The only monitoring required may be that of an EKG to observe for QTc
prolongation.

TIP: Delirium Prescribing—SGAs

o SGAs are being used more often for treating delirium as they are felt to
have less extrapyramidal symptoms (EPS).

o Given the short-term use of these drugs in delirium, TD and Parkin-
sonism are rare but there is likely an increase in akathisia, dystonia,
and neuroleptic malignant syndrome (NMS) when haloperidol or other
FGAs are used.

o SGAs will have less risk of EPS overall. Unfortunately, when EPS devel-
ops in a delirious patient it is often seen as agitation and combativeness
and assumed to be a worsening delirium. This often requires greater
dosing and more medical risk with greater testing and procedures. Use
of SGAs may alleviate some of these clinical dilemmas.

o SGAs, unfortunately, carry more risk of sedation, somnolence, and
hypotension. This may cloud the delirious patient’s sensorium or,
frankly, sedate them. These side effects may also be confused for the
waxing and waning symptoms of delirium.

o SGAs mostly have PO routes of administration, making them less versa-
tile than haloperidol. However, olanzapine (Zyprexa) has an IM version
that could be utilized, again at lower doses given higher IM bioavailability.

o Risperidone (Risperdal), olanzapine (Zyprexa), and quetiapine (Sero-
quel) have the greatest evidence base for use in delirium.

o Average oral doses of 1.4mg/day, 4.6mg/day, and 73mg/day, respectively,
are utilized (compared to an average daily dose of 4.6mg of haloperidol).

o  Starting at the lowest tablet strength and use of divided dosing is
warranted.

o  Obtaining an EKG at baseline and periodically during treatment may be
warranted similar to that of haloperidol use.
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TIP: Delirium Prescribing—BZs

Benzodiazepines (BZs) are generally not used for elderly patients who
may become disinhibited, over-sedated, respiratory suppressed, or suf-
fer from falls.

Regardless of age, BZs may cause sedation and alter the patient’s mental
status and level of consciousness, thus making it difficult to assess if the
delirium is clearing.

BZs are used primarily if the withdrawal is medically due to alcohol,
BZ, or barbiturate withdrawal. Sometimes, BZs are incorporated into
the treatment of non-alcohol delirium sparingly and if a few doses of a
FGA/SGA have failed to lower combativeness.

A typical protocol for moderate alcohol withdrawal is outlined in the
next table.

TIP: Alcohol Withdrawal/Delirium BZ Prescribing

All alcohol withdrawal patients should receive 100mg of thiamine to
prevent permanent brain damage and memory problems. Folate and
thiamine are generally added.

The Clinical Institute Withdrawal Assessment for Alcohol-Revised
(CIWA-Ar) symptom scale may be used to assess the level of withdrawal
and to determine improvement. CIWA-Ar scores of <8 are suggestive
of mild withdrawal symptoms, while those 215 confer an increased risk
for confusion and seizures.

Lorazepam (Ativan) may be given from 2-4mg every six hours for four
doses to control symptoms and lower CIWA-Ar scores for mild cases.
CIWA-Ar score 215 likely requires inpatient detoxification.

Of note, carbamazepine (Tegretol) and divalproex (Depakote) also have
some evidence to support their use in alcohol withdrawal.

TIP: Neurocognitive Disorder (NCD) Guidelines

Readers should note that the only approvals for NCD are to slow the
progression of Alzheimer’s dementia. There are no current preventa-
tives, reversing, or curative agents.

Psychotropics are often used to treat the behavioral complications of
NCD (agitation, combativeness, delirium or other psychoses, etc.)
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o Anticholinesterase inhibitors (donepezil [Aricept], galantamine [Raza-
dyne], rivastigmine [Exelon]) may be used as early as possible in the
course of mild to moderate NCD due to Alzheimer’s to preserve func-
tion and delay the need for nursing home care.

o Memantine (Namenda) is a glutamate dampening agent approved for
use in moderate NCD.

o  The current evidence also supports combining memantine and an anti-
cholinesterase together.

o  The above medications are used long term.

o  SGAs may be warranted for psychosis due to NCD. They may be con-
sidered for use in agitation and combativeness in the absence of psycho-
sis if potentially treatable causes of these symptoms are first addressed.
o SGAs are used only after social and behavioral options have been

tried.

o After a few weeks, if patient has responded to an SGA, it should
be removed to avoid long-term side effects (TD, EPS, increased
cardio/cerebrovascular mortality). If behavioral symptoms return,
it can be started and used over longer terms.

o SSRIs have shown limited effectiveness in NCD for agitation.

»  Epilepsy mood stabilizers (AED) have generally failed to prove effec-
tiveness in this area.

o Small studies indicate that NCD apathy may respond to low dose stimu-
lant therapy.

o BZ sedatives are generally avoided as they may worsen memory and

psychomotor functioning.

TIP: TBI Guidelines

o  TBI causes a wide variety of psychiatric disturbances that are associated
with functional impairments and a lower quality of life. These distur-
bances include disorders of mood, behavior, cognition, and changes in
personality.

o Notonly is TBI associated with higher rates of psychiatric disorders, but
psychiatric illness is also a risk factor for TBL

o Dementia is a progressive and lengthy degenerative process, and depend-
ing upon which brain area is involved in this process, different symptoms
may emerge. TBI causes direct and immediate tissue damage, and depend-
ing upon which brain area is injured and becomes poorly functional, dif-
ferent psychiatric symptoms may emerge, comparable to a dementia.

o  There are no FDA approved treatments for the behavioral disturbances
associated with TBI. Similar to the off-label treatment of these symptoms
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in delirium and NCD, clinicians should clearly target, describe, and
measure baseline neuropsychiatric symptoms that they wish to treat.

o Ideally, doses should be started and escalated slowly, as TBI patients are
presumed to have more severe CNS side effects or greater idiosyncratic,
paradoxical effects.

o Ifthereisaclear reduction in these symptoms, then the prescribing should
continue. If not, then another treatment option should be pursued.

o Theapproach to prescribing is very similar to those taught regarding NCD.

TIP: TBI Prescribing

o Post-TBI depressive/anxious symptoms should be treated with entry-
level antidepressants, such as SSRIs, and there is a limited but positive
evidence base to support this approach.

o Post-TBI depression with remarkable cognitive symptoms may respond
to stimulant (ex. methylphenidate [Ritalin]) augmentation.

o  ECT has been shown to be effective in a small sample of patients as well.

o Post-TBIinduced manic episodes have been successfully treated per the
literature with divalproex (Depakote), lithium, or ECT.

o Post-TBI psychosis should be treated with SGAs instead of FGAs, as
there is a presumptive increased risk of TD and EPS in patients with
pre-existing CNS neuronal compromise

o  Small trials support the use of melatonin, amitriptyline (Elavil), loraz-
epam (Ativan), and eszopiclone (Lunesta) for the treatment of post-TBI
insomnia. Ideally, use of less psychomotor/cognitive impairing (non-
BZ) hypnotic agents is warranted. Off-label use of melatonin, ramelteon
(Rozerem), doxepin (Silenor), trazodone (Desyrel) makes clinical sense.

o  Finally, as many TBI patients will develop symptoms of impulsivity,
affective lability/dyscontrol, anxiety, and depression that may resemble
those of borderline personality disorder (BPD) patients, see that chapter
for help in off-label prescribing of mood stabilizers (AEDs) and SGAs.

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise is to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines
and expected clinical outcomes. This approach is largely one of pattern recogni-
tion: (1) identify the pattern of phenotypic symptoms, (2) choose from a finite
list of available, proven effective drugs, (3) start dosing low and escalate through
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an approved dosing range, (4) assess for effectiveness, and (5) continue medica-
tion if effective and cross-titrate to a new drug if ineffective or not tolerated. This
methodical and mathematical approach can improve the standard of care and, ide-
ally, patient outcomes when treated by the novice psychopharmacologist.

Section 2 is designed to provide a greater depth of neuroscience and phar-
macodynamic knowledge to the reader and is written for prescribers who are
knowledgeable and competent in those skills outlined in Section 1. The section
is generally intended for those patients who are felt to be treatment-resistant and
comorbid with other disorders.

To start, this chapter will briefly cover three distinct treatment entities instead
of exhaustively discussing one single disorder.

Neurocognitive disorder (NCD) encompasses what was known in the DSM-
IVTR as dementia. It is also broader in categorizing a disorder of variable etiologies
that may yield deficits in attention, concentration, executive function, learning and
memory, language, perceptual and motor function, and social cognition. These
disorders may be reversible and short in duration (delirium) or may be progres-
sive and permanent (Alzheimer’s dementia, vascular dementia, frontotemporal
dementia, traumatic brain injury, etc.). TBI is a type of NCD and will be discussed
in short. Delirium is an acute condition that causes cognitive symptoms which will
also be compared and contrasted to other NCD.

Epidemiology of Delirium

o Delirium is often called an acute confusional state or encephalopathy.

o Generally, there is a medical cause that acutely changes global brain
function. Diffuse global slowing is often seen on electroencephalo-
grams (EEG). Patients will wax and wane into and out of consciousness,
and become disoriented and cognitively impaired.

o Once the medical condition is diagnosed and treated, often delirium
resolves without any permanent cognitive deficits.

o At any given time, medically hospitalized patients may be suffering
from delirium. The prevalence is approximately 20%.

Epidemiology of Dementia

o Dementia is now called neurocognitive disorder (NCD) in the DSM-5.

o Generally, these are chronic and progressive disorders where there is
gradually a loss of cognitive function. Faster onset conditions do exist
(prion disease, trauma, embolic shower strokes, etc.) as do some revers-
ible conditions (vitamin B12 deficiency, hypothyroidism, normal pres-
sure hydrocephalus, etc.).
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The most common conditions are Alzheimer’s disease, Lewy Body
disease, vascular disease, frontotemporal lobar degeneration, and trau-
matic brain injury.

The prevalence of dementia in those below age 70 is about 1.5% and may
reach as high as 20% for nonagenarians.

Epidemiology of TBI

Currently, approximately 5.3 million Americans suffer from a TBI.

An average of 1.4 million TBIs occur each year, including 1.1 million
emergency department visits, 235,000 hospitalizations, and 50,000
deaths.

The leading causes of TBI are falls, motor vehicle crashes, struck by or
against objects, and assaults.

1.6 million-3.8 million sports-related TBIs occur each year, as many are
unreported.

Work productivity loss attributed to TBI is 14 times that associated with
spinal cord injury.

The costs of TBIs in the United States, including medical costs and lost
productivity, total an estimated $60 billion annually.

Genetics of Delirium

For delirium, candidate risk genes often include those responsi-
ble for mediating inflammatory processes (cytokines such as the
interleukins) or dopamine neurocircuitry (dopamine receptors and
metabolic enzymes). The latter are implicated as delirious patients
may become thought disordered, delusional, or may experience
hallucinations.

There are minimal genetic studies to discuss. Two have shown an asso-
ciation between the APOE4 gene and longer, complicated delirium
episodes. This gene is often implicated in Alzheimer’s and has links to
lowered acetylcholine (Ach) activity in the CNS, which harms short-
term memory. Only one study has confirmed that within the dopamine
system DRD2 dopamine-2 receptor gene mutations may convey risk for
delirium.




Neurocognitive Disorders 267

Genetics of Dementia

o Given the variety of specific dementia types, the amount of research
dollars supporting dementia research, and the marketability for current
and future drug treatments in this area, there is much in the way of
risk-gene data. It is beyond this chapter to cover much of this, but key
findings are quickly detailed below.

o One finding does include the APOE e4 mutation noted for delirium
above. The heritability of Alzheimer’s may be upwards of 70%, where
that of vascular dementia is 20% based upon twin studies.

o There are well-known causative genes for Alzheimer’s disease: APP, PSEN1,
and PSEN2 all are implicated in the creation of amyloid plaques and neu-
rofibrillary tangles. Three risk genes may explain a majority of fronto-
temporal dementia risk: MAPT, GRN, and C9ORF72, which may cause
abnormalities in TAU or ubiquitin proteins.

o There is a 40% family history in those suffering from Alzheimer’s
dementia.

o Resultsfrom geneticassociation studies in vascular dementia suggest the
following risk genes: APOE, renin-angiotensin, TRIM65 and TRIM47,
as well as the Notch3 signaling pathway genes.

o The APOEe4 allele is also associated with poor outcome in adults who
have suffered a traumatic brain injury (TBI).

Neuroanatomy of Delirium

o Again, the available research for delirium when compared to that of
dementia is quite limited. For delirium, neuroanatomic findings sug-
gest that ischemic or hypoxia-based lesions are often noted in the hip-
pocampus, pons, and striatum.

o Neuroanatomic findings suggest abnormal connectivity between the
dorsolateral prefrontal cortex (DLPFC) where alertness and executive
function dominate and the posterior cingulates.

o In fact, during a delirium the connectivity and direction of neu-
ral information flow may be reversed. These findings are somewhat
similar to those found in ADHD and during sedative intoxication.
Interestingly, these fMRI findings may be noted several days after
a delirium clinically remits. Typical guidelines suggest treating a
delirium with antipsychotics for a few days after symptom remis-
sion, as such.
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Although not an imaging technique, EEGs may be helpful in the
diagnosis of delirium. In a two-electrode model, relative delta
power can delineate delirious from non-delirious patients with a
1-2 minute limited EEG protocol. Formal, full electrode EEG will
show diffuse global background activity slowing as an alternative
option. These findings are not typically found in schizophrenia or
dementia.

Neuroanatomy of Dementia

For dementia, we will briefly review the neuroanatomic findings for a
few dementia subtypes.

Loss of hippocampal volume is noted across many dementia types
(Alzheimer’s, Parkinson’s, Lewy body, and vascular).

Temperal lobe atrophy seems most common in Alzheimer’s dementia.
White matter lesions (strokes) may be seen across dementia types but
are clearly more common and predictive of vascular dementia and its
severity and progression. These are most often seen in the deep white
matter.

Even though there are differential areas of brain atrophy across demen-
tias, total brain volume loss may be comparable across different
dementia types (Alzheimer’s, Lewy body, vascular).

Generally, functional neuroimaging studies will show differences in
activity depending on the dementia type and its level of progression.
Overall, there appears to be an inability to activate full brain areas
responsible for task completion in these paradigms. The dementia
brain seems to lack the normal capacity to use and activate key brain
areas to complete tasks (facial recognition, short-term memory, visuo-
spatial, etc.).

In TBI patients, there may be clear evidence of swelling and bruising
of brain tissue related to the area of the brain that was injured. There
is often diffuse axonal injury that also is not easy to detect. Functional
imaging, especially for working memory, is often abnormal early in the
healing process, but over several months can be seen to improve. The
most implicated area of dysfunction is around the right corticofrontal
region.

Unlike other dementias, TBI dementias do not seem to have hippo-
campal atrophy and loss of cholinergic tone. An alternative hypothesis
suggests that brain damage itself may impair neuronal functioning, but
dopamine- and norepinephrine-based neuronal tone and connectivity
is more likely lost post-trauma.




Neurocognitive Disorders 269

o In conclusion, genetic risk and environmental insult appear to lead to
brain tissue loss and brain functional abnormalities. These, in turn,
lead to phenotypic symptoms that may be detected upon a clinical
interview.

Neuroscientific Background and Rationale for Medication Use

In treating NCD, there are three classes of frequently used medications. (See Pre-
scribing Table.)

1) Anticholinesterase Inhibitors for Dementia

MECHANISM OF ACTION

Donepezil (Aricept), galantamine (Razadyne),
rivastigmine (Exelon)

o The mechanism of slowing dementia symptom progression is likely due
to the increase, or at least preservation of, acetylcholine (ACh) in the
CNS and preservation of hippocampal function.

o This class of medication inhibits the enzyme acetylcholine esterase.
This enzyme’s purpose is to degrade and lower ACh concentrations in
the synapse. By blocking this enzymatic activity, ACh concentrations
elevate enhancing cholinergic tone throughout the CNS.

o  This is likely very important in hippocampal structures, where short-
term memory is thought to be temporarily stored and ultimately begins
the process of long-term memory encoding.

«  Elevating or preserving ACh here may preserve or maintain what short-
term memory function is left in the brain that is undergoing neurode-
generation from a dementia process.

2) NMDA Antagonists for Dementia
MECHANISM OF ACTION

Memantine (Namenda)

o Glutamate is the main excitatory transmitter in the CNS. Theoretically,
hyperactivity of glutamate neurons may lead to excess glutamate in syn-
apses which can cause neuronal cell death (excitotoxicity).
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The NMDA glutamate receptor may be blocked, thus lowering gluta-
mate activity and neuronal depolarization. This may slow the rate of
neuronal cell death.

This may preserve brain tissue and function as long as possible, again,
slowing the progression and course of Alzheimer’s dementia.

To improve medication compliance, there exists a combination
pill that includes memantine plus the anticholinesterase inhibitor
donepezil.

3) First- and Second-Generation Antipsychotics for Delirium

MECHANISM OF ACTION

FGAs/SGAs

The reader is referred to the bipolar and schizophrenia chapters for fur-
ther discussion regarding this class of medication.

This class of medication may be utilized to treat psychosis from any
disorder but is specifically indicated for the treatment of schizo-
phrenia.

Of the 11 available SGA agents in this class, all are approved for schizo-
phrenia. Some SGAs are approved for autism aggression, mania, bipo-
lar depression, and/or major depressive disorder (MDD) as well. These
drugs are complicated, as they manipulate many different monoamine
receptors and neuronal transporters giving each a unique profile.

All of these agents block the D-2 dopamine receptor and, in the limbic
system, this should restore a lower, more normal activity, thus alleviat-
ing mood swings, hostility, aggression, and psychosis even if associated
with a medical delirium.

All SGAs, therefore, may help treat the cognitive-perceptual symptoms
of delirium or dementia in an off-label manner.

In delirium, this may lower confusion, agitation, hallucinations, or
delusions.

In dementia (except for Lewy body disease where symptoms may
escalate), this may lower agitation, hallucinations, and delusions
as well.
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Practical Applications

TIP: Essential Concepts

o  Unlike the previous disorders, there are not many second- or third-line
treatments. There is not much rational polypharmacy for delirium where
a monotherapy is almost always warranted with an FGA or an SGA.

o  For delirium, if the first few doses of FGA/SGA fail to lower agitation and
combativeness, then a low dose of a BZ may be administered as a second-
ary option. A typical protocol may include three successive doses of halo-
peridol, and, if little effect, then a low dose benzodiazepine may be issued.

o Polypharmacy of the NCD of Alzheimer’s dementia occurs generally
as the disease progresses. The anticholinesterase inhibitors are utilized
in the early phases with NMDA-blocking memantine added for more
moderate decline. Some practitioners are starting both agents as a com-
bination (memantine + donepezil) earlier in treatment, though this is
not as established in the literature. Namzaric is the combination prepa-
ration currently available.

o Polypharmacy of dementia often relates to the treatment of the second-
ary symptoms of dementia (psychosis, combativeness, depression, apa-
thy, impulsivity, etc.).

Good Polypharmacy to Be Used

DO

o  Start low dose to minimize side effects.

«  Dosing escalations of NCD/dementia medications are often done every
month instead of every few to every several days as noted in previous
chapters for other psychiatric disorders.

o Escalate dosing within full range for optimal effectiveness.

«  Monitor for EPS and EKG changes when using an FGA/SGA.

o Add drugs from different pharmacologic classes for treatment resistant
cases where progression into further dementia symptoms is apparent.
o Anticholinesterase inhibitors + NMDA Receptor Antagonists.

o Add antidepressants, stimulants, SGAs as needed to anti-dementia
medications to treat behavioral manifestations of depression, anxiety,
apathy, psychosis, agitation, or combativeness.

o Use low doses and escalate gingerly.

o Particularly for FGAs/SGAs, if successful, after several weeks
attempt to lower dose and/or remove medication. Re-start as
needed if target symptoms re-emerge.
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DON’T

o Add two anticholinesterase inhibitors together.
o Increase monotherapy dosing too rapidly.
«  Avoid BZs in delirium and other NCD.

Final Advanced Prescribing Thoughts

Patients with NCD typically are poor historians, so prescribers must enlist family
and other caregivers to obtain up-to-date information about ongoing symptoms
and side effects. Like personality disorder treatment, ideally clinicians should
identify a clear target symptom to address (ex. memory loss, combativeness, apa-
thy, etc.) and succinctly monitor over time. As these patients tend to be more frail
and more side effect prone, agents should be prescribed carefully and closely mon-
itored. If there is no clear effect, they should be removed to avoid further risk and
inappropriate polypharmacy.
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CHAPTER 8

Schizophrenia Spectrum Disorders

SECTION 1 Basic Prescribing Practices

Essential Concepts

o Typically, hallucinations and delusions are noted as hallmarks of psychosis
in schizophrenia (SP), but other forms of psychosis may include disorga-
nized thought processes (loose associations) or behaviors (catatonia).

o Many times the patient presents with negative symptoms where they can
appear withdrawn or isolated, with depressed, flat, or blunted affect. Mis-
diagnosis as major depressive disorder (MDD) may occur. Other, patients
are agitated, restless, and may be diagnosed with an anxiety disorder.

o In the absence of positive symptoms, clinicians must be perceptive so
as to detect and establish the longer, more gradual onset of prodro-
mal negative symptoms, depressive and anxiety symptoms, and milder
forms of thought disorder.

o DPsychotic disorders exist along a spectrum based upon the type and
duration of symptoms experienced.

o Antipsychotics will be able to treat psychotic symptoms regardless of the
assigned DSM-5 diagnosis (schizophrenia [SP], schizophreniform disorder,
brief psychotic disorder, delusional disorder, schizoaffective disorder).

o DPsychosis due to mania, depression, or delirium may also be treated by
antipsychotics.

o DPsychosis is felt to be due to excessive dopamine (DA) neuronal firing
in the CNS limbic system. All antipsychotics tend to correct this abnor-
mal hyperactivity.

Phenomenology, Diagnosis, Clinical Interviewing

For any new practitioner in any field, the goal is to be able to make an accurate
diagnosis. All of psychiatric prescribing at this beginning level is based on regu-
latory findings, approvals, and indications that are psychiatric disorder specific.

280
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Psychotropics will only deliver the outcomes promised if the patient at hand actu-
ally has been accurately identified as having SP or a spectrum disorder. Diagnosis
may be difficult as patients often are poor historians with little insight into their
disorder. However, some patients do retain insight and also fear repercussion if
they discuss their psychosis. They may be guarded and unwilling to elaborate on
their more obvious positive (delusions, hallucinations) symptoms. Sometimes,
patients may be seen talking when no one is around, or looking or reacting to
their hallucinations (responding to internal stimuli). More subtly, they experience
these symptoms but do not exhibit them for clinicians to witness. Commonly, SP
in adults is confounded by other psychiatric disorders, such as a formal anxiety,
substance use, or depressive disorders.

TIP: Comorbidity with SP

Patients with SP may also present with the following high prevalence
comorbidities:

«  15% panic disorder (PD)

o 29% posttraumatic stress disorder (PTSD)
«  23% obsessive-compulsive disorder (OCD)
«  50% major depressive disorder (MDD)

e 47% substance use disorder (SUD)

Similar to previous chapters, this book will initially teach diagnosis and treatment
of SP in a simplified, single-disorder state and then progress toward more advanced
treatment of comorbid psychiatric states. This chapter will teach and then assume
the reader is adept and comfortable with descriptive, DSM-5 interviewing and
diagnostic assessment. Furthermore, in the absence of DSM-5 mastery, patient
administered rating scales should become the standard of care.

TIP: Diagnostic Concepts Regarding the Schizophrenia
Spectrum

o  Brief psychotic disorder—lasts a month or less and has no negative SP
symptoms.

o  Schizophreniform disorder—lasts 1-6 months with full SP symptoms.

o  Schizophrenia—lasts greater than six months with full SP symptoms.

o Delusional disorder—only has delusions but never has hallucinations,
thought disorder, or negative symptoms.
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Schizoaffective disorder—meets full SP criteria while predominantly
experiencing MDD or bipolar disorder (BD) as well.

The key to diagnosis of schizophrenia is to confirm the sustained nature
of the course of illness.

Typically, patients with SP proceed with normal psychosocial mile-
stones until the schizophrenia develops, most often in the late teens or
early 20s.

Sometimes, patients who present as depressed or anxious may admit
during the Psychiatric Review of Systems interview that they have had
psychotic experiences. At other times, paranoid or bizarre stories may
emerge when discussing their developmental and social history.

TIP: Schizophrenia Screening Questions

Screening for perceptual disturbances

In your life, have you ever had hallucinations? Perhaps saw or heard

things that did not make sense or seem part of reality? Do you see or

hear things that others cannot?

o Note that hallucinations of taste, touch, and smell are not typical of
SP and may herald an organic (brain tumor, epilepsy, drug induced)
cause.

Screening for delusions

Have you ever been paranoid and felt people were out to get you, trying
to harm you, or following you around?

When you watch TV or listen to music, do you detect hidden messages
or feel these are speaking specifically to or about you?

DSM-5 Diagnosis

People with SP often will show an initial several months of a prodrome prior to
meeting full DSM-5 criteria. Often, patients become socially isolated, appear to
lose abstract thought, and operate in a more concrete pattern of thought. They
may experience lapses in grooming and hygiene. They may appear depressed or as
if strung out on drugs. Many SP patients are erroneously treated for MDD in this
timeframe. Once full SP symptoms are established, there should be an absence of
full MDD or mania symptoms as well. The following pages describe the multiple

diagnoses within the SP spectrum.
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DSM-5 Diagnosis of Brief Psychotic Disorder

Presence of one (or more) of the following symptoms:

o delusions

o hallucinations

o disorganized speech (e.g., frequent derailment or incoherence)

o grossly disorganized or catatonic behavior

Duration of an episode of the disturbance is at least one day but less than
one month, with eventual full return to premorbid level of functioning.

DSM-5 Diagnosis of Schizophreniform Disorder

Two (or more) of the following, each present for a significant portion
of time during a one-month period (or less if successfully treated). At
least one of these must be (1), (2), or (3):

delusions

hallucinations

disorganized speech (e.g., frequent derailment or incoherence)
grossly disorganized or catatonic behavior

negative symptoms (i.e., diminished emotional expression or
avolition)

An episode of the disorder lasts at least one month but less than six
months.

NIl

DSM-5 Diagnosis of Schizophrenia

Two (or more) of the following, each present for a significant portion of
time during a one-month period (or less if successfully treated). At least
one of these must be (1), (2), or (3):

delusions

hallucinations

disorganized speech (e.g., frequent derailment or incoherence)
grossly disorganized or catatonic behavior

negative symptoms (i.e., diminished emotional expression or
avolition)

For a significant portion of the time since the onset of the disturbance,
level of functioning in one or more major areas, such as work, interper-
sonal relations, or self-care, is markedly below the level achieved prior
to the onset.

Continuous signs of the disturbance persist for at least six months.

SAR- I S
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TIP: Mnemonic for SP Criteria

o  DHSBN or “dustbin” = Delusions Herald Schizophrenic Bad News
o Delusions, Hallucinations, Speech disorganization, Behavior disorgani-
zation, Negative symptoms

Rating Scales

Interestingly and unlike every other chapter in this book, there is not a widely
used or accepted rating scale that patients self-complete in order to detect or mea-
sure schizophrenia symptoms. Almost all that are discussed in the literature are
conducted and completed by a clinician. The approach may resemble that used in
neurocognitive disorders (NCD) such as delirium or dementia.

Community Assessment of Psychic Experiences (CAPE-42)

o The CAPE is not validated as yet and uses Likert Scale items for
positive, negative, and distress symptoms. It takes several minutes to
complete as it is 42-items long.

o Scoring is more difficult as it uses an algorithm, but it is an easy way to track
a variety of symptoms associated with psychotic symptoms over time.

o ltisfreein the public domain and can be obtained at cape42.homestead.com.

Table 8.1 The Community Assessment of Psychic Experiences

CAPE-42
1. Do you ever feel sad?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 2.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

2. Do you ever feel as if people seem to drop hints about you or say things with a double
meaning?

(please tick)

Never Sometimes Often Nearly always

If you ticked never, please go to Question 3.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed
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3. Do you ever feel that you are not a very animated person?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 4.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

4. Do you ever feel that you are not much of a talker when you are conversing with
other people?

(please tick)

Never Sometimes Often Nearly always

If you ticked never, please go to Question 5.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

5. Do you ever feel as if things in magazines or on TV were written especially for you?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 6.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

6. Do you ever feel as if some people are not what they seem to be?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 7.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

7. Do you ever feel as if you are being persecuted in some way?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 8.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

(Continued)



8. Do you ever feel that you experience few or no emotions at important events?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 9.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

9. Do you ever feel pessimistic about everything?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 10.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

10. Do you ever feel as if there is a conspiracy against you?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 11.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

11. Do you ever feel as if you are destined to be someone very important?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 12.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

12. Do you ever feel as if there is no future for you?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 13.

If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed




13. Do you ever feel that you are a very special or unusual person?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 14.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

14. Do you ever feel as if you do not want to live anymore?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 15.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

15. Do you ever think that people can communicate telepathically?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 16.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

16. Do you ever feel that you have no interest to be with other people?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 17.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

17. Do you ever feel as if electrical devices such as computers can influence the way
you think?

(please tick)

Never Sometimes Often Nearly always

If you ticked never, please go to Question 18.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

(Continued)



18. Do you ever feel that you are lacking in motivation to do things?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 19.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

19. Do you ever cry about nothing?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 20.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

20. Do you believe in the power of witchcraft, voodoo, or the occult?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 21.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

21. Do you ever feel that you are lacking in energy?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 22.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

22. Do you ever feel that people look at you oddly because of your appearance?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 23.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed




23. Do you ever feel that your mind is empty?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 24.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

24. Do you ever feel as if the thoughts in your head are being taken away from you?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 25.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

25. Do you ever feel that you are spending all your days doing nothing?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 26.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

26. Do you ever feel as if the thoughts in your head are not your own?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 27.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

27. Do you ever feel that your feelings are lacking in intensity?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 28.

If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

(Continued)



28. Have your thoughts ever been so vivid that you were worried other people would
hear them?

(please tick)

Never Sometimes Often Nearly always

If you ticked never, please go to Question 29.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

29. Do you ever feel that you are lacking in spontaneity?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 30.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

30. Do you ever hear your own thoughts being echoed back to you?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 31.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

31. Do you ever feel as if you are under the control of some force or power other than
yourself?

(please tick)

Never Sometimes Often Nearly always

If you ticked never, please go to Question 32.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

32. Do you ever feel that your emotions are blunted?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 33.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed




33. Do you ever hear voices when you are alone?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 34.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

34. Do you ever hear voices talking to each other when you are alone?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 35.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

35. Do you ever feel that you are neglecting your appearance or personal hygiene?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 36.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

36. Do you ever feel that you can never get things done?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 37.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

37. Do you ever feel that you have only a few hobbies or interests?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 38.

If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

(Continued)



38. Do you ever feel guilty?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 39.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

39. Do you ever feel like a failure?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 40.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

40. Do you ever feel tense?
(please tick)
Never Sometimes Often Nearly always

If you ticked never, please go to Question 41.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

41. Do you ever feel as if a double has taken the place of a family member, friend, or
acquaintance?

(please tick)

Never Sometimes Often Nearly always

If you ticked never, please go to Question 42.
If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed

42. Do you ever see objects, people, or animals that other people cannot see?
(please tick)
Never Sometimes Often Nearly always

If you ticked sometimes, often, or nearly always, please indicate how distressed
you are by this experience:

(please tick)
Not distressed A bit distressed Quite distressed Very distressed
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Treatment Guidelines

Essential Concepts

o The use of an antipsychotic is essentially mandated as no other class of
pharmacologic agent has been determined to alleviate psychotic symp-
toms.

o Generally, it is best to use a medication that can safely treat SP over a longer
duration, as SP is most often considered a chronic, life-long disorder.

o Treatment begins with education of the patient and, when possible, sig-
nificant others can be involved.

«  Pharmacotherapy is the only treatment option when a patient suffers
from psychotic symptoms.

o  Certain psychotherapies may lower relapse risk (family therapy) and
may improve executive functioning (CBT) to some degree.

o Both first- and second-generation antipsychotics (FGAs/SGAs) carry
significant risks (tardive dyskinesia [TD], extrapyramidal syndromes
[EPS], metabolic syndrome, cardiac QTc prolongation, agranulocyto-
sis, etc.) and, despite having limited capacity, SP patients must under-
stand and be offered informed consent about their treatment.

TIP: Meta-Guidelines

o  Stephen Stahl (2014) published one of the most recent guidelines, and
it is considered a “meta-guideline;” as it combines material from other
national SP guidelines into one document.

o  The clinician must take a history and make an accurate diagnosis based
upon lifetime history and associated impairments.

o  DSM-5 criteria should be utilized.

o  Comorbidities should be ruled out.

»  Family history of SP may be found.

o Many SP patients may experience their first symptoms in their late teens
to early 20s, so a longitudinal history must be taken.

o  Treatment begins with education of the patient and, if necessary, sig-
nificant others can be involved. As schizophrenia patients tend to lose
insight and may be poor historians at times given their psychotic symp-
toms, it is often important to involve family or friends in the process
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of education and informed consent, and to help with visit and medica-

tion compliance. SP patients often legitimately forget their psychotic

episodes, making ongoing treatment difficult.

o  Pharmacotherapy should be started after reasonable informed consent.

o  Family therapy to lower expressed emotion within the household and
certain forms of executive functioning training have been shown to
lower psychotic relapse and improve daily functioning.

o  The front-line treatment is an SGA. These have been approved since the
mid-1990s and have largely replaced the use of the older, first-generation
FGAs.

o SGAs generally have much less risk of EPS (akathisia, parkinsonism,
dystonia, and neuroleptic malignant syndrome [NMS]).

o SGAs haveless risk over the long term of developing the permanent
movement disorder tardive dyskinesia (TD).

o Despite these advantages, SGAs may have a greater risk for the
development of metabolic syndrome (hyperlipidemia, hyper-
tension, hyperglucosemia, increased abdominal girth/weight
gain).

o Both of these significant side effects must be discussed in the
informed consent process and monitored throughout the course of
patient care.

o Typically, a full dose range is needed and the minimal therapeu-
tic dose must be achieved and used to lower psychotic symptoms.
Some patients will require higher doses that may be above the FDA
approved norm.

o Some SGAs are being termed “third-generation antipsychotics” (TGA)
as they are partial agonists (this means they become net antagonists in
the synapse), whereas FGAs/SGAs are complete and full antagonists or
dopamine-2 (D2) receptor blockers.

o FGAs may be used, but generally are reserved for those patients who
have failed to respond to a few SGA trials first.

o  Clozapine is an antipsychotic that predates the formal class of SGA, but
itself is the most atypical and is relatively devoid of TD/EPS risks. It has
great propensity for creating metabolic disorder and may cause agranu-
locytosis. It is technically an SGA and has clear data suggesting it may
be the most effective in class.

o  For SP, the SGA is generally used long term to indefinitely, but deter-
mining the optimal lowest dose is ideal over time.

o  Patients must be monitored for TD, EPS, metabolic disorder, and agran-
ulocytosis routinely.

o Polypharmacy using multiple SGAs is considered to be less clinically
sanctioned versus aggressive monotherapy use (sometimes off-label
higher doses are required).
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TIP: Psychopharmacology

o SGAs may be divided into three distinct families and may be delineated
by their common chemical structures: —DONEs, PINEs, RIP/PIPs. See
the Prescribing Table for further details.

o DONEs: risperidone (Risperdal), paliperidone (Invega), ziprasidone
(Geodon), iloperidone (Fanapt), lurasidone (Latuda).

o PINEs: olanzapine (Zyprexa), quetiapine (Seroquel XR), asenapine
(Saphris), clozapine (Clozaril).

o RIP/PIPs (the TGAs): aripiprazole (Abilify), brexpiprazole (Rexulti),
cariprazine (Vraylar).

o The DONE:s tend to have higher EPS rates and the PINEs tend to have
more sedation, hypotension, and metabolic disorder. There are certainly
exceptions, as risperidone/paliperidone have higher metabolic rates
and asenapine has higher akathisia rates. The PIP/RIPs share a blend
of side effects with mild to moderate risks for metabolic syndrome and
elevated akathisia rates.

o FGAs may be divided into two distinct families, called high- and low-
potency agents. Typically, high-potency FGAs have high affinities for
D2 receptor antagonism, require lower dosing, and have higher EPS
rates. The low-potency FGAs tend to have greater rates of sedation,
hypotension, weight gain, and anticholinergic effects (blurred vision,
dry mouth, constipation, urinary retention, memory problems, etc.).
Moderate-potency FGAs share both characteristics, albeit at lower lev-
els of each.

o Low potency: chlorpromazine (Thorazine), thioridazine (Mellaril).

o Moderate potency: loxapine (Loxitane), perphenazine (Trilafon).

o High potency: haloperidol (Haldol), fluphenazine (Prolixin), thio-
thixene (Navane).

TIP: SP Prescribing

o Choose initially any of the SGAs/TGAs outside of clozapine initially for
treating psychosis, as they all treat psychosis equally well at therapeutic
doses.

o  Titrate for effect. Either side effects will mount to an intolerable level or
psychosis will dissipate over several days. Must use full FDA approved
dosing range!

o A typical course of an aggressive monotherapy should occur over sev-
eral days for hospitalized patients and several weeks for outpatients.

o Dosing parameters are shown in the Prescribing Table.
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o Most often, clinicians will choose a drug based upon side effects to
be avoided or where side effects might be used to become therapeutic
effects.

o

o

Some SGAs are more Parkinsonism and EPS prone (risperidone,
olanzapine) and others are fairly safe in this regard (quetiapine,
iloperidone).

Some SGAs are more sedating than others (olanzapine, quetiap-
ine, asenapine). Notice that SGAs that end in PINE are more
sedating.

Some SGAs create more akathisia in certain patients (risperidone,
olanzapine, ziprasidone, aripiprazole, cariprazine, brexpiprazole).
Some SGAs create more weight gain and metabolic issues (risperi-
done, olanzapine, quetiapine, clozapine) and some are much safer
(ziprasidone, aripiprazole, lurasidone).

Some increase cardiac QTc (ziprasidone, iloperidone).

o A variety of formulations exist to improve compliance:

o

o

Some drugs are used once daily.

Other patients like to take smaller doses spread throughout the day
to lower peak plasma side effects, like sedation.

Certain SGAs have slow release formulas which can be helpful
(quetiapine XR).

Some SGAs come in long-acting injectables so that oral tablets may
not be needed at all (risperidone, paliperidone, aripiprazole).

o Finally, successive, aggressive monotherapies are the guideline-based
approach of choice.

o

It may make sense to switch from one SGA family to another if
there are therapeutic failures (ex. If a patient has failed taking a
DONE, then a trial of a PINE or a RIP/PIP may be warranted.)

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise was to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines and
expected clinical outcomes. This approach is largely one of pattern recognition: (1)
identify the pattern of phenotypic symptoms, (2) choose from a finite list of avail-
able, proven effective drugs, (3) start dosing low and escalate through an approved
dosing range, (4) assess for effectiveness, and (5) continue medication if effec-
tive or cross-titrate to a new drug if ineffective or not tolerated. This methodical,
mathematical approach that can improve the standard of care and, ideally, patient

outcomes when treated by the novice psychopharmacologist.



Section 2 is designed to provide a greater depth of neuroscience and phar-
macodynamic knowledge to the reader and is written for prescribers who are
knowledgeable and competent in those skills outlined in Section 1. The section
is generally intended for those patients who are felt to be treatment-resistant and
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comorbid with other disorders.

Epidemiology

Schizophrenia is believed to affect 1 out of 100 individuals.

Over the long term, it appears to affect men and women equally, but
more recent data suggests men are affected more, at a ratio of 1.4:1.
Additionally, data suggests that migrant groups and city dwellers have
increased rates of schizophrenia.

Despite being a 1% illness, schizophrenia may account for the largest
expense upon governmental healthcare agencies among any of the psy-
chiatric disorders. It is estimated that the annual cost may be $20,000-
$30,000 per patient, with the highest expense being that of inpatient
hospitalization.

Genetics

Depending on the methodology, the heritability of schizophrenia may
range from 24-55%.
At the highest end, in more localized populations, heritability may
top 80%. This may be comparable to findings associated with bipolar
disorder/ADHD, but perhaps less heritable than depressive or anxiety
disorders.
Genetic research in schizophrenia reveals several replicated linkages,
including implicating chromosome arms 1q, 5q, 6p, 64, 8p, 10p, 13q,
15q, and 22q. However, none of these linkage findings has led to cloning
of clearly causative genes for schizophrenia.
Consortium findings suggest that there may be 128 statistically inde-
pendent genes associated with the risk of developing schizophrenia,
implicating a minimum of 108 better defined mutations from this
group. Twenty-five mutations have been identified and replicated in
multiple studies. These are believed to be rare but highly penetrant
mutations.

o Key mutations may include those involved in glutamate neurotrans-
mission (i.e., GRM3, GRIN2A, GRIA1, and SLC38A7), neuronal
calcium signaling (CACNAI1C, CACNB2, CAMKK2, CACNA1],
NRGN, and RIMS1), or dopamine neurotransmission (DRD2).
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Neuroanatomy

Over time, the SP brain may develop tissue atrophy and ventriculomegaly,

appearing as if a dementia process has occurred.

Neurodevelopmentally, patients with SP may not obtain the correct

normal asymmetry associated with normal development.

There are several key functional neuroanatomic findings that suggest

where in the brain SP symptoms develop.

Patients who experience hallucinations may activate subcortical nuclei

(thalamic, striatal), limbic structures (especially hippocampus), and

paralimbic regions (parahippocampal and cingulate gyri, as well as

orbito-frontal cortex).

Furthermore, negative emotional symptoms of SP seem more related

to the functioning of the ventrolateral prefrontal cortex (vmPFC) and

ventral striatum. Negative cognitive symptoms may involve hypofunc-

tioning of the dorsolateral prefrontal cortex (DLPFC).

Positive symptoms, particularly persecutory ideation, tend to be related

to hyperfunctioning of the medial prefrontal cortex, amygdala, and

hippocampus/parahippocampal region.

Disorganization/thought disorder symptoms, although less frequently

evaluated, appear mostly related to poor functioning of the dorsolateral

prefrontal cortex (DLPFC).

Many SP patients suffer from cognitive decline and executive dys-

function, implicating hypofunctioning of the DLPFC, also known as

hypofrontality.

Similarly, SP patients may show lower activation in ventrolateral areas

of the frontal cortex. The VMPFC has also been shown to be relatively

underactive when patients are tasked with deciphering emotional states

of others. This may account for a certain amount of negative symptom

development (social isolation, etc.).

For deeper cortical structures, amygdala and hippocampus firing rates

may also be increased when patients are asked to observe a variety of

neutral to more threatening stimuli.

However, when presented with faces showing anger or fear, amygdala

activations become lower and more abnormal.

The ventral striatum may be less active when SP patients are asked to

complete rewarding tasks.

o This may represent the cause of negative symptom of amotivation
or abulia.
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Neuroscientific Background and Rationale for Medication Use

In treating schizophrenia, there are two distinct classes of frequently used medica-
tions. Antipsychotics are commonly divided into first-generation antipsychotics
(FGA), often called typical antipsychotics, which were approved from the 1950s
through the 1980s. Second-generation antipsychotics (SGA), which include TGAs,
essentially were approved from the 1990s through present day. As mentioned in
Section 1, SGAs/TGAs can actually be divided into the DONEs, PINEs, and PIPs/
RIPs. Section 2 will discuss each individual SGA as a stand-alone, novel product

in a more thorough manner.

1) FGAs
MECHANISM OF ACTION

Chlorpromazine (Thorazine), thioridazine (Mellaril), loxapine
(Loxitane), perphenazine (Trilafon), haloperidol (Haldol),
fluphenazine (Prolixin), thiothixene (Navane)

All approved antipsychotics fully block (antagonize) D2 receptors to

treat psychosis.

Chlorpromazine was the first approved FGA.

The most commonly prescribed FGAs are listed above, in Section 1,

and in greater detail in the Prescribing Table.

Once 60-65% of D2 receptors are blocked, antipsychotic effects may

take effect. If 80% is achieved, then EPS may occur.

All FGAs share this single mechanism of providing efficacy against psy-

chotic symptoms.

FGAs may be categorized based on potency:

o Low-potency (affinity) FGAs are a sub-group within this class
of FGA medications. These agents are a bit weaker at providing
D2 antagonism, so must be used at higher oral doses. They also
are more likely to create side effects outside of EPS. For example,
many of these agents have a high affinity for histamine-1 (HI)
receptor blockade and create excessive sedation and weight
gain. Also, many are aggressive at anticholinergic muscarinic
(AchM) blockade which creates constipation, blurred vision,
dry mouth, etc. Finally, many of these agents antagonize alpha-1
(a-1) noradrenergic receptors, adding a greater risk of dizziness
and hypotension.
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o High-potency FGAs are the other sub-class, and these are fairly selec-
tive for the D2 receptor. They have minimal impact upon the side
effects reported above for low-potency agents. Therefore, the high-
potency SGAs provide for greater EPS side effects but less sedation,
weight gain, hypotension, dry mouth, blurred vision, etc.

Table 8.2 Extrapyramidal Symptoms and Management

Reaction Onset Features Treatment

Acute Hours- | Spasm usually around Anticholinergics

dystonia days neck but may aﬂfect. (benztropine, trihexyphenidyl
tongue, eyes, neck, jaw, or diphenhydramine)
trunk

Parkinsonism | Days— Rest tremor, shuffling Anticholinergics

weeks gait, cogwheel rigidity, (benztropine, trihexyphenidyl

bradykinesia, postural or diphenhydramine)
instability
Akathisia Days— Psychomotor agitation, Benzodiazepines (alprazolam,
weeks pacing, foot tapping, clonazepam), Beta blockers
restlessness (propranolol, atenolol),
Anticholinergics
(benztropine, trihexyphenidyl
or diphenhydramine)
Neuroleptic | Days- Most often occurs Discontinue the FGA/SGA.
Malignant years after dose increase, Start IV fluids and support
Syndrome dehydration, or vitals. Consider reversal with
(NMS) increased environmental dantrolene, bromocriptine,
temperature. amantadine, or apomorphine
Hyperthermia, autonomic
instability, leadpipe
rigidity, elevated liver
functions, and CPK values
Tardive Months- | Choreic or athetotic Discontinue or reduce dose
Dyskinesia years movements that are not of antipsychotics. Consider
(TD) tic/spasm related often changing antipsychotic to
involve lips/tongue and quetiapine or clozapine

perioral movements,
may involve trunk and
extremities

Consider tetrabenazine,
branched chain amino

acid therapy, ginko biloba,
dextromethorphan off-label
antidotes to lower TD or
hasten recovery. One-third
of cases are permanent.
Valbenazine (Ingrezza) was
just FDA approved
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1) SGAs
MECHANISM OF ACTION

Risperidone (Rispderal), paliperidone (Invega), olanzapine
(Zyprexa), quetiapine (Seroquel XR), ziprasidone (Geodon),
aripiprazole (Abilify), asenapine (Saphris), iloperidone (Fanapt),
lurasidone (Latuda), brexpiprazole (Rexulti), cariprazine (Vraylar)

SGAs capitalize on the same D2 receptor blockade to lower psychotic
symptoms but introduce a second key property, serotonin-2a (5HT-2a)
receptor antagonism. These are sometimes called serotonin-dopamine
antagonists (SDA).

Three third-generation antipsychotics (TGAs) exist whose mechanism
is D2 receptor partial agonism with a net effect to partially antagonize
D2 in areas of high dopamine (DA) activity. Partial agonists act as
antagonists in the face of high transmitter concentrations.

The 5HT-2a antagonism effect allows for the SGA to selectively and pref-
erentially block DA activity in the mesolimbic DA system, but allows more
DA to continue uninterrupted in the nigrostriatal system, which remark-
ably lowers EPS rates when compared to low- and high-potency FGAs.

TIP: Pharmacodynamic Receptor Effects of SGAs

SGAs/TGAs are very complex drugs that manipulate many receptors,

and each appears to have a unique profile in this regard:

o D2 antagonism—improves psychosis, mania, and causes EPS/TD.

o D2 partial agonism—improves drive, motivation, reward in areas
of low DA for depression and lowers DA activity similar to above in
areas of high DA activity. Sometimes referred to as DA stabilization.

o D3 partial agonism—improves alertness, wakefulness, and is asso-
ciated with the TGA.

o 5HT-1a partial agonism—improves anxiety and depression.

o 5HT-2a antagonism—lowers EPS, and improves depression and
deep sleep.

o 5HT-2c antagonism—improves depression, worsens weight gain.

o 5-HT3 antagonism—improves depression and GI distress.

o 5-HT7 antagonism—improves cognition and circadian function.

o HI antagonism - improves anxiety/insomnia, worsens fatigue and
weight gain.

o ACHm antagonism—worsens dry mouth, blurred vision,
constipation.

o al antagonism—improves nightmares, worsens lightheadedness,
hypotension, and fatigue
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Schizophrenia Spectrum Disorders 317
Practical Applications

Good Polypharmacy for Reaching Remission in Resistant Patients

DO

o  Start low dose to minimize side effects.

«  May use a higher dosing strategy/higher dose at initiation strategy for
severe psychosis.

o May use lower doses for elderly, frail, medically compromised, or those
prone to neuromuscular side effects.

o Escalate dosing within full range for optimal effectiveness.

o Some patients may need doses higher than approved norms. This data
exists in the literature to support this practice.

o Aggressive, higher-dosed monotherapies are favored over polyphar-
macy trials.

o Monitor for weight gain, hypertension, abnormal movements, meta-
bolic lab values (glucose, lipids), agranulocytosis, and perhaps QTc pro-
longation.

« Consider adding an FGA to a failing SGA to make it better at dampen-
ing DA activity. This is called making an atypical look typical.

o  Consider adding a low-dose SGA to an FGA to make it have less EPS.
This is called making a typical look atypical. This can also be accom-
plished by adding a sedating antidepressant (nefazodone, trazodone,
mirtazapine) in certain cases due to 5HT2A blockade.

o Augmenting an FGA or SGA with lithium, a benzodiazepine (BZ), or
divalproex sometimes may help lower schizophrenia symptoms in more
refractory cases.

o  Consider switching to a long-acting injectable (LAI) for patients who
are non-compliant taking their medications or require frequent admis-
sions.

o Consider clozapine for patients with remarkable suicidality or
those who do not respond to the first few SGA trials as the key
is to lower psychosis and prevent relapses to improve long-term
outcomes.

DON’T

o Add two SGAs together for psychosis.
o Wait several years and several FGA/SGA trials before considering a clo-
zapine trial, as it is the most effective antipsychotic.
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Good Polypharmacy for Reaching Remission in Comorbid Patients

Schizophrenia + ADHD

Use of NDRI: bupropion (Wellbutrin XL).

Use of NRI: atomoxetine (Strattera).

Use alpha-2 agonists: guanfacine (Tenex), clonidine (Catapres).

Use second-generation antipsychotics (SGA) with D2/D3 partial ago-
nism (RIPS/PIPS): aripiprazole (Abilify), brexpiprazole (Rexulti), car-
iprazine (Vraylar).

Do not use stimulant medication (risk increasing psychosis). Con-
sider modafinil/armodafinil (Provigil/Nuvigil) as less risky alternative.

Schizophrenia + Anxiety Disorder

Use of SSRI: fluoxetine (Prozac), sertraline (Zoloft), paroxetine (Paxil),
citalopram (Celexa), escitalopram (Lexapro).

Use of BZ: alprazolam (Xanax XR), clonazepam (Klonopin). Some lit-
erature suggests that BZs are effective at treating free-floating anxiety,
ambivalence, and other forms of schizophrenia-induced anxiety and
agitation.

Use alpha-2 agonists: guanfacine (Tenex), clonidine (Catapres).

Use of antihistamine (H1 receptor antagonist): the SGA-PINEs may
provide anxiolysis or treatment for insomnia given their greater risk of
sedation.

Schizophrenia + Bipolar (Schizoaffective) Disorder

Use of second-generation antipsychotic (SGA) monotherapy should
help treat both conditions.

If remaining affective symptoms, may utilize strategies listed in the
bipolar chapter (addition of lithium, lamotrigine [Lamictal], divalproex
[Depakote], etc.).
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CHAPTER 9

Substance Related and Addictive
Disorders: Nicotine, Alcohol,
Opiates, and Food

SECTION 1 Basic Prescribing Practices

Essential Concepts

o Hallmark of addiction is loss of control over the use of substances that
ultimately leads to distress or dysfunction (psychological, social, legal,
financial, medical, etc.).

«  Substance use disorder (SUD) in adults is commonly confounded by
other psychiatric disorders, such as anxiety, depression, bipolarity, and
personality disorder.

o Currently, there are only approved pharmacological treatments for
alcohol use disorder (AUD), nicotine use disorder (NUD), and opioid
use disorder (OUD).

Phenomenology, Diagnosis, Clinical Interviewing

For any new practitioner in any field, the goal is to be able to make an accurate
diagnosis. All of psychiatric prescribing at this beginning level is based on regu-
latory findings, approvals, and indications that are psychiatric disorder specific.
Psychotropics will only deliver the outcomes promised if the patient at hand actu-
ally has been accurately identified as having a substance use disorder. Currently,
there are only approved treatments for AUD, OUD, and NUD. In regard to obe-
sity and weight gain as a clinical entity (not an addiction), there are also several
approved medications. Obesity is not an addiction, per se, but is covered in this
chapter to ensure these pharmacological interventions are included in this book.
As this chapter progresses to discuss intermediate and advanced psychopharma-
cologic prescribing, the use of off-label approaches and the need to appreciate that
certain psychiatric symptoms can cross the barriers of categorical diagnostic and
regulatory processes is addressed. Understanding and appreciating this concept is
often needed to treat the more treatment-resistant or comorbidly afflicted patient.

320
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Commonly, an addiction develops when patients find the need to spend more
time and resources obtaining and using the substance in question. Patients appear
to lose control over their use and ultimately get into more psychosocial distress with
time. This progression likely mirrors functional brain findings where the addictive
drive centers of the brain become hyperactive while the behavior dampening corti-
cal centers become hypoactive and unable to curtail the addictive behavior. Later in
this section, there will be a formal discussion about DSM-5 diagnosis and use of rat-
ing scales, but, regardless of these constructs, a common definition might include
excessive use of a drug or engagement in a behavior where the patient experiences
an inability to contain and control the deleterious conduct, specifically resulting in
distress or dysfunction (psychological, social, legal, financial, medical, etc.).

Substance use disorder (SUD) in adults is more often than not confounded by
other psychiatric disorders, such as anxiety, depression, bipolarity, and personality
disorder. Comorbidity with AUD is listed in the table below. Interestingly, person-
ality disorders (antisocial, schizotypal, borderline) seem to predict ongoing and
treatment-resistant substance misuse more so than depression, anxiety, etc.

TIP: Addiction and Psychiatric Comorbidity
% of AUD patients suffering from psychiatric comorbidity

o 15.6%: Major depression

o 2.2%: Persistent depressive disorder
o 5.1%: Bipolar disorder

«  5.5%: Social anxiety disorder

o 5.8%: Panic disorder or agoraphobia
o 7.1%: Generalized anxiety disorder
« 10.6%: Specific phobia

o 10.8%: Posttraumatic stress disorder
«  9.6%: Antisocial personality

In this book, each chapter will initially address the pure, non-comorbid condition in
advising the novice psychopharmacologist. This chapter assumes the reader is adept
and comfortable with descriptive, DSM-5 interviewing and diagnostic assessment.
Furthermore, in the absence of DSM-5 mastery, patient-administered rating scales
should become more the standard of care. Outside of aiding in diagnosis, routine
use of validated scales likely will aid in obtaining outcomes found in regulatory trials
used as evidence-based medicine. These trials utilize these scales to drive treatment
and can alert and motivate the prescriber to address residual symptoms, much like
how abnormal lab values prompt responses from primary care clinicians when mon-
itoring and treating relevant medical conditions (hypertension, hyperglycemia, etc.).

Regarding this chapter that focuses on substance use disorder (SUD), the
authors will use alcohol use disorder (AUD) as the hallmark condition for teaching
about diagnosis. Nicotine use disorder (NUD) and opioid use disorder (OUD) also
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are diagnosed with the same DSM-5 construct. Beyond the scope of this chapter is
the delineation of substance specific intoxication and withdrawal states. The goal
of this chapter is to teach the overall diagnosis of a SUD rather than the nuances
of each possible addictive substance or behavior. Finally, abnormal weight gain, or
obesity, will also be discussed as prescription weight loss agents are more readily

available for prescription by psychopharmacologists.

DSM-5 Diagnosis of Alcohol Use Disorder (AUD)

People with AUD show a problematic pattern of use leading to clinically
significant impairment or distress, manifested by two or more of the
following within a 12-month period:

o

Alcohol is often taken in larger amounts or over a longer period
than was intended.

There is a persistent desire or unsuccessful efforts to cut down or
control alcohol use.

A great deal of time is spent in activities necessary to obtain alco-
hol, use alcohol, or recover from its effects.

Craving or a strong desire or urge to use alcohol.

Recurrent alcohol use resulting in a failure to fulfill major role obli-
gations at work, school, or home.

Continued alcohol use despite having persistent or recurrent social or
interpersonal problems caused or exacerbated by the effects of alcohol.
Important social, occupational, or recreational activities are given
up or reduced because of alcohol use.

Recurrent alcohol use in situations in which it is physically hazardous.
Alcohol use is continued despite knowledge of having a persistent
or recurrent physical or psychological problem that is likely to have
been caused or exacerbated by alcohol.

Tolerance, as defined by either of the following: (a) a need for
markedly increased amounts of alcohol to achieve intoxication or
desired effect, or (b) a markedly diminished effect with continued
use of the same amount of alcohol.

Withdrawal, as manifested by either of the following: (a) the char-
acteristic withdrawal syndrome for alcohol, or (b) alcohol is taken
to relieve or avoid withdrawal symptoms.

The presence of two to three symptoms suggests mild AUD and six or
more is severe.

This list of 11 DSM-5 symptoms reflects a merging of the old DSM-IVTR
system of delineating substance abuse versus substance dependence.

The key to diagnosis is confirming that the substance is in fact taken. Patient
self-reports may be biased by the use of denial or minimization. If patients fear
legal or occupational repercussion, they may be hesitant to self-disclose at all.
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Urine or blood screening is readily available for definitive testing for many drugs.
However, drugs with short half-lives or synthetically modified drugs are increas-
ingly hard to detect. Use of a sober-support person to gather collateral information
to corroborate the extent of the disorder may be the most reliable approach.

The use of the DSM-5 model may seem effortful in regard to memorization and
implementation of a rigorous black and white, symptom-based approach to the SUD
diagnosis. This may be true, but it does promote a very sensitive and specific validated
way to make the diagnosis and apply accurate and efficacious treatments. Following
this approach should allow the prescriber and patient to obtain the pharmacologi-
cal outcomes that are reported in the literature. Use of rating scales will be discussed
later and allows the clinician to rely less on the DSM-5 clinical interview and more on
patient driven self-report and repeated measures. Ideally, both approaches will be used.

In regard to screening approaches, adult practitioners usually see adult patients
presenting with comorbidities such as anxiety or depression. A patient will typi-
cally present with a non-SUD complaint, such as sadness or suicidality. After the
clinician clearly delineates the presenting problem, the screening for SUD often
then occurs in the Psychiatric Review of Systems or Social History component of
obtaining a full psychiatric history. Patients may state they “do not drink much,’
or that they “drink socially” If there is ever a positive admission to any use of caf-
feine products, nicotine products, alcohol, cannabis, etc., then the clinician must
proceed to delineate the pattern of use. It is important to know the last time used,
the number of days used in a row, the quantity used, etc. It may be important to
trace backwards from the last day used and delineate the pattern of use for each
previous day. This may detect a pattern of loss of control, missed social obligations,
legal ramification, and clearly reveal if there is tolerance or withdrawal.

If the patient presents in a depressed or anxious state, it may be important to
interview for these syndromes in two phases. The clinician may need to ask about
these DSM-5 diagnoses presently while the patient is using drugs or alcohol in
excess and assess retrospectively if the other psychiatric conditions existed when
the patient was relatively sober. In the past, getting the patient sober was a priority
prior to treating the other known psychiatric conditions in order to prove in some
ways that the depression or anxiety wasn't just alcohol induced. More commonly
now, if the condition was present while sober at all, it generally makes clinical sense
to treat the addiction and the comorbid psychiatric condition simultaneously.

Screening Questions

TIP: Substance Use Screening Questions
3-Step Screen:

o Do you drink coffee or caffeinated beverages?
« Do you smoke cigarettes or drink alcohol?
« Do you smoke pot, do other drugs?
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Screen for Substance History and Loss of Control

This approach askes three short questions, starting from innocuous, non-
threatening legal drugs of common use and then progresses toward more serious,
controlled drug use. This progression tends to make the patient comfortable

Do you drink or use drugs at all? Ever?
Have you ever gotten in trouble legally, in relationships, or at work
because you lost control over the amount you used?

answering addiction questions as the less invasive questions are asked first.

Rating Scales

Alcohol Use Disorders Identification Test (AUDIT)

Is a 10-item scale with a wider variety of self-report answers than the
DAST.

A score of 8+ on the AUDIT generally indicates harmful or hazardous
drinking. Questions 1-8 are scored as 0, 1, 2, 3, or 4 points. Questions
9 and 10 are scored 0, 2, or 4 only.

This scale is copyrighted but does not require permission to use and
is property of the World Health Organization: https://www.drugabuse.
gov/sites/default/files/files/ AUDIT.pdf.

Drug Abuse Screening Test (DAST-10)

Is a 10-item scale that is usually completed by the interviewer asking the
patient a series of questions. It takes only a few minutes to take and score.
Each of the 10 questions is worth one point. A score of 6+ suggests that an
intensive clinical investigation should continue as addiction is likely present.
This scale is copyrighted but does not require permission to use and is
property of the World Health Organization: www.drugabuse.gov/sites/
default/files/files/DAST-10.pdf.

World Health Organization Tobacco Questions

These are a subset of questions from the Global Adult Tobacco Survey
(GATS) and are free to use in clinical interviewing.

There is no scoring key but these outcomes can identify the severity of
misuse and outcomes over time by tabulating answers.

These are available at: www.who.int/tobacco/surveillance/en_tfi_tqs.pdf.
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Treatment Guidelines

For the novice prescriber who attempts to treat an adult with a SUD, it is essential
to know the basics of the available guidelines that exist to help provide a high level
of care. Next, a prescriber must know what psychotropics are specifically approved
for these patients. The following subsections will be devoted to alcohol cessation,
opioid cessation/maintenance, smoking cessation, and obesity management, as

this is where regulatory approvals and indications exist.

Nicotine Cessation

The NICE Guidelines for Stop Smoking Services are succinct and sug-
gest the following pharmacotherapy approaches. It is generally assumed
that patients will be evaluated, offered opportunistic advice, and, ide-
ally, given some bona-fide education about behavioral approaches to
nicotine cessation.

Pharmacotherapy may always be considered unless there is a medical
or psychiatric contraindication. Clinicians may recommend and pre-
scribe nicotine replacement therapy (NRT), varenicline, or bupropion,
as these are all approved.

Some patients may obtain NRT on their own over the counter (OTC),
ordered from state or county run Quit Smoking agencies, or have it
prescribed. This is often a frontline approach given a minimum of side
effects and ease of access.

Bupropion SR (Wellbutrin SR) is an antidepressant that was found to aid
in smoking cessation. It is generally well tolerated and also an effective
choice. It is discussed in further detail in the depression chapter.
Finally, varenicline (Chantix) may have the greatest effectiveness (espe-
cially when combined with NRT for more resistant cases) but has car-
ried a controversial warning that it may induce suicidality or worsen
psychiatric conditions in those who use it to quit smoking. Most recent
reviews and meta-analyses suggest these events are minimal and may
not reach significance versus placebo. A recent study also suggested no
exacerbation of bipolar or schizophrenia symptoms.

It has also been unclear if these drugs increase life span if cessation
successfully occurs. Most recent studies have not shown any increase in
cardiovascular events, and some safety trials exist for patients who have
suffered a cardiac arrest and desire to quit.

In smoking cessation approaches, it is generally necessary for the patient
to set a clear quit date. They are asked to reduce as much cigarette use as
possible, and for NRT they start a full dose on their quit date. For oral
medications, generally the patient is started on a low dose one week
prior to quitting and then a full dose is taken on the quit date when
complete cessation of cigarette use is expected.
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Alcohol Sobriety Maintenance

Similar to smoking cessation, patients with AUD should similarly be
approached at opportunistic times to suggest quitting. Abstinence,
harm reduction, and the use of motivational interviewing approaches
may be helpful. Working with any SUD patient to lower daily intake
may also be helpful in achieving sobriety.

Generally, alcohol cessation and sobriety maintenance medications
are applied after the patient has become sober from alcohol. This
may require inpatient or outpatient formal detoxification prior to
starting acamprosate (Campral), naltrexone (ReVia), or disulfiram
(Antabuse).

This chapter does not cover acute alcohol detoxification procedures,
and it is assumed that the patient has become safely sober prior to using
one of these three medications.

Guidelines for use of these medication-assisted treatment approachesare
available at the U.S. Substance Abuse and Mental Health Services Asso-
ciation (http://store.samhsa.gov/shin/content//SMA15-4907/SMA15-
4907.pdf). All have been shown to be effective.

Most recently, acamprosate (Campral) has been shown to have higher effect
sizes overall compared to naltrexone (ReVia), except in those patients with
much higher days of heavy drinking noted at treatment onset. These two
drugs seem to lower the craving or drive to drink as their mechanism.
Disulfiram (Antabuse) is different in that it acts as a deterrent. If a
patient drinks while taking this medication, they become remarkably
ill with profuse nausea and vomiting.

Generally, the least side effect-prone agent, acamprosate, is used first,
then naltrexone, and finally disulfiram.

Opioid Sobriety Maintenance

SAMHSA also offers treatment guidelines for maintaining sobriety
for those patients with OUD (http://store.samhsa.gov/shin/content//
SMA12-4214/SMA12-4214.pdf).

Currently, available options include the use of methadone to replace the
misused opioid. Buprenorphine (Buprenex, Subutex, Suboxone) is an
alternative. The latter brand name agent also is a combination product
where naloxone is combined with buprenorphine.

The use of these agents is generally governed by state agencies as these
controlled medications are routinely issued to those who are highly
addicted to opioids. This is a harm reduction model where a less addic-
tive drug is given to patients to lower their risks from using the more
harmful, illegal opioid agents.
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o Ideally, patients are tapered off of these maintenance medications over
time. Given their longer half-lives and the need to see clinicians rou-
tinely to obtain limited supplies, addictive use is better controlled and
detoxification may proceed over months to years. Some patients may
need to stay on the drugs for a substantial part of their lifetime.

Obesity and Weight Gain Management

o Opvereating is not truly an addiction either. The author felt that the average
psychopharmacologist tends to underutilize weight loss medications in a
similar way to underutilizing anti-addiction medications. Hence, given this
pattern, anti-obesity medications have landed in this particular chapter.

o The U.S. Endocrine Society has published a comprehensive guideline
regarding the pharmacotherapy for treating obesity.

o  Similar to the use of psychotropics to help with SUD, it is expected that
prescription of weight loss agents generally be accompanied by educa-
tion and behavioral therapeutic approaches. Further education about
diet and exercise counseling is assumed.

o Harm reduction and motivational interviewing approaches have been
found to be helpful and to aid pharmacological outcomes. Use of drug
treatment can be escalated earlier in the guideline approach if the
patient is unable to diet or exercise.

«  Many psychiatric patients take medications known to increase weight
and, given their symptomatology (amotivation, executive dysfunction,
etc.), may not be able to readily comply with lifestyle change suggestions
as easy as non-psychiatric patients.

« An intense area of ongoing research is antipsychotic associated weight
gain (AAWG), as the newer second-generation antipsychotics (SGA)
have a tendency to promote weight gain and metabolic disorder. The anti-
obesity medications are poorly studied in this specific population, but in
clinical practice are reasonable for the psychopharmacologist to consider.

o If patients have gained weight and have developed comorbidities (dia-
betes, hypertension, hyperglucosemia, arthritis, etc.), again, use of
prescription weight loss agents may be considered earlier per most
guidelines and insurance panels.

»  Use of medication is considered successful if 5% of baseline weight is
lost within 90 days. Medications that fail to help should be stopped.
Successive, aggressive monotherapies are warranted to obtain optimal
weight loss. Sometimes, polypharmacy is warranted.

o Phentermine (Adipex), phentermine-topiramate combination (Qsymia),
lorcaserin (Belviq), orlistat (Xenical), naltrexone-bupropion combina-
tion (Contrave) are all currently approved for weight loss.

o Once an accurate DSM-5 diagnosis is established for a SUD (or obe-
sity), the prescriber should choose from one of the FDA approved and
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indicated medications outlined above and in tables below. Generally,
safer products are chosen as front line, especially in the absence of any
clear efficacy superiority.

Monotherapies that use the full dose range of each drug are recom-
mended. If sobriety is not maintained, or weight gain diminished, a
cross titration to a new monotherapy is warranted.

NUD Prescribing

TIP: Nicotine Replacement Therapy (NRT) (Nicotrol)

NRTs are considered low level, stimulating medications.

They allow for therapeutic effects within a single dose.

Transdermal patches, lozenges, chewing gum, and other preparations
are available for use.

The dose started depends upon the number of cigarettes that the patient
smokes daily. The package directions should be consulted for each
delivery product.

Generally, longer use and greater amounts of cigarettes will increase the
chance of nictotine withdrawal, onset of cravings, and relapse back into
NUD. Therefore, higher doses are generally started first and tapered
down in a detoxification protocol.

There are no clear end-organ or permanent side effect risks. At one
time, controversy existed where it was suggested that patients who use
NRT and begin smoking again were at increased risk of cardiac compli-
cations. This, more recently, has not been found to be a clear risk.
Common side effects include headache, palpitations, nausea, and
insomnia. Use of transdermal patches may cause skin irritation.

TIP: Bupropion (Zyban)

This is an antidepressant (Wellbutrin SR) used for treatment of major
depressive and seasonal depressive disorder.

It is approved for smoking cessation. It likely has a greater side effect
burden than NRT.

There are no clear end-organ or permanent side effect risks outside of
the chance of inducing generalized seizures in patients with a history of
epilepsy or eating disorder.

Dry mouth, nausea, anxiety, agitation, insomnia, and diaphoresis may
be noted. Subtle blood pressure and heart rate increases may occur.
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TIP: Varenicline (Chantix)

o  This agent may have the greatest efficacy for treatment in smoking cessation
patients. It also may carry a greater overall risk given some of its warnings.

e As noted above, this drug had warnings that it may increase psycho-
sis, and create depression, hostility, or suicidality, but the FDA has now
decreased severity of the warnings.

o Nausea, vomiting, headache, and abnormal dreams may be the most
common side effects.

AUD Prescribing

TIP: Acamprosate (Campral)

o Acamprosate may have the least amount of side effects and best toler-
ability in this class. It is often a frontline agent given this fact.

o There are no severe, end-organ side effects.

o Diarrhea, insomnia, and anxiety are the most common side effects.

TIP: Naltrexone (oral ReVia, injected Vivitrol)

o Naltrexone has slightly more side effects but is generally considered
equally effective.

o Initially, it was felt to have a greater impact upon those who binge drink
instead of having daily drinking patterns.

o  There is a warning for liver toxicity. When used with patients who are
actively drinking or have known pre-existing liver disease, liver func-
tion monitoring is suggested at baseline and at certain follow-up points.

o Nausea, vomiting, insomnia, anxiety, headache, and abdominal pain
may be the most common side effects.

TIP: Disulfiram (Antabuse)

o Disulfiram is an effective drug, but it works as an aversive conditioning
agent.

o Patients must take it daily, sometimes under observation. If it is not
taken, it will not deter drinking.

o It does not mechanistically lower alcohol cravings as the previous drugs
may, but is used to keep the patient sober due to the fear of flushing and
vomiting when alcohol is taken in the presence of disulfiram.
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Rare cases of liver toxicity, peripheral neuropathy, and optic neuritis
have been reported. Baseline and follow-up liver functions are suggested.
Nausea, vomiting, and diaphoresis occur if combined with alcohol. Oth-
erwise, rash, sedation, headaches, metallic tastes, and acne are reported
as being more common.

OUD Medications

TIP: Methadone (Dolophine)

Methadone is a controlled medication with addictive potential.

Given its slower absorption and longer half-life it likely is not as addic-
tive as shorter acting opioids of abuse.

It is taken daily often under observation and may be used for mainte-
nance or in detoxification protocols. It has been the standard of care for
opioid addiction for the longest period of time.

Addiction, respiratory suppression, and QTc prolongation are notable.

Fatigue, hypotension, dizziness, constipation, nausea, and psychomotor
impairment are often reported.

TIP: Buprenorphine (Subutex), buprenorphine-naloxone
combination (Suboxone)

Buprenorphine agents are controlled substances and generally require
additional training and licensing for clinicians to administer in an
addiction treatment program setting.

Similar to methadone replacement, one addictive drug is replaced with
a safer, better-monitored drug in a clinical setting.

Reports of elevated liver functions and hepatotoxicity are rare.

Fatigue, headache, insomnia, rhinitis, and dizziness are often reported.

Obesity Medications

TIP: Orlistat (Xenical)

This agent has been studied for acute and long-term weight loss.

It inhibits lipase enzymes causing fatty foods to be poorly absorbed.
This is not an addictive agent and does not work through appetite
suppression.
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o Liver toxicity, nephrotoxicity and drug-induced vitamin deficiency
have been reported and monitoring is suggested.

«  Gastrointestinal distress, diarrhea, and fecal incontinence are common
and drug quit-rates are quite high as a result.

TIP: Lorcaserin (Belviq)

« Thisagenthas been studied for acute weight loss. It promotes serotoner-
gic receptor activity, which tends to improve metabolism by lessening
fat storage.

o  There are no end-organ damage concerns and this is not an addictive
agent.

o Headaches, dizziness, nausea, vomiting, and diarrhea are often
reported.

TIP: Phentermine (Adipex)

o  This agent has been studied for acute weight loss. It has mild stimulant/
addictive properties and curbs appetite.

o Addictive potential is possible but mild.

«  May cause hypertension.

« Palpitation, arrhythmia, agitation, insomnia, tremors, and headaches
are often reported.

TIP: Phentermine-topiramate combination (Qsymia)

o  This agent has been studied for acute weight loss.

o It has mild stimulant/addictive properties and curbs appetite by
combining two medications. It may also improve carbohydrate
metabolism.

o The same risks apply as discussed above for phentermine. The addition
of lower-dose topiramate adds warning for inducing metabolic acidosis,
acute glaucoma, oligohydrosis, and psychomotor impairment.

o  DPalpitations, agitation, insomnia, tremors, and headaches are often
reported with phentermine. Additionally, patients may report pares-
thesias, xerostomia, constipation, sedation, or cognitive dulling.
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TIP: Naltrexone-bupropion combination (Contrave)

o  This agent has been studied for acute weight loss. It combines a known
antidepressant with a weight loss side effect profile and an opioid block-
ing agent to curb appetitive reward.

o Bupropion, when used for depression management, carries warn-
ings for inducing suicidality in young adults. It is contraindicated for
patients with known history of seizures or eating disorder. This drug
may promote acute opioid withdrawal if the patient is taking other opi-
oids. There are some reports of hepatotoxicity with naltrexone.

o Nausea, vomiting, dizziness, insomnia, agitation, xerostomia, and diar-
rhea are often reported.

Practical Application

For smoking cessation, patients should be educated about behavioral approaches
to cessation as medications are often used in studies in conjunction with support
and education protocols. Generally, starting with NRT is warranted, as this may
have the lowest side effect burden. If two to three attempts to quit smoking with
NRT fail, then it makes sense to escalate to a prescription approach. Considering
that bupropion SR and varenicline are generally well tolerated on a day-to-day
basis, either could be considered next. Bupropion is a bit more activating and may
be less well tolerated by anxious patients or those that suffer from insomnia. It is
a good choice for smokers who are overweight or are worried about post-smok-
ing weight gain effects. It may treat those who suffer depression or ADHD as a
comorbid condition. Varenicline had a more ominous warning about inducing
new psychiatric syndromes but this again is controversial. It is generally associated
with worsening sleep by inducing dreams or nightmares. It makes sense to try suc-
cessive monotherapies of each type of agent. Polypharmacy may be considered by
adding two or all three agents together for patients who fail all monotherapies and
are at greater risk for smoking-related complications.

For alcohol maintenance or sobriety, acamprosate has minimal side effects and
is likely the best tolerated. After a few days of sobriety it can be started at a full
dose. With all of these agents, if the patient relapses, the drug can be stopped. A
new alcohol quit date can be chosen and the drug restarted. Naltrexone is also a
reasonable choice but has a slightly higher side effect burden. Naltrexone comes in a
monthly injection, which may help those patients with a history of medication non-
compliance. For more resistant cases, polypharmacy may be considered. In regard
to disulfiram, the approach is different. This drug does not promote abstinence by
decreasing cravings but creates an aversive behavioral paradigm where the patient
chooses not to drink to avoid a toxicity reaction of severe nausea and vomiting. This
approach requires definitive sobriety and adequate education about substances out-
side of beer, liquor, and wine that contain alcohol (ex. perfume, mouthwash, etc.).
This drug only works if taken, so it may make sense for the drug to be started initially
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in the office setting under observation or have a sober support person administer it
daily. Given the level of informed consent, it makes sense to have a handout for the
patient to read, take home, and, ideally, share with a support person as well. It used
to be common practice to induce an alcohol reaction in the office setting to prove to
the patient the penalty for drinking but this practice has fallen out of favor.

For opioid addiction management, enrollment into a licensed methadone or
buprenorphine maintenance program may be warranted. This is the treatment
gold standard. A patient is titrated to a dose ideally equivalent to the other opioids
that were being misused and they are maintained initially on this equivalent dose.
Over time, the patient may be detoxed from the medication. Use of buprenorphine
products have rapidly escalated to frontline use. The ability to control withdrawal,
avoid intoxication, and detox away from opioids more readily make this approach
easier. There also is no requirement for daily observation of dosing.

For weight loss, patients should have routine vital signs and BMI monitored. Ide-
ally an analysis of eating habits will identify a bona-fide eating disorder or not. If
bulimia nervosa (BN) or binge eating disorder (BED) are confirmed, than appropri-
ate treatments should be initiated. If the patient engages in stress eating or maladap-
tive eating behaviors, these can be addressed via education and psychotherapy. If the
patient suffers from obesity that is drug-induced (antipsychotic associated weight
gain (AAWG)), then education about diet (portion control) and exercise should fol-
low. Assuming these interventions have failed or the patient cannot comply, then a
medication intervention is warranted. Generally, a behavioral approach plus medi-
cation use will yield the greatest long-term results. Usually these agents are used as
successive monotherapies. A reasonable trial is three months per drug. If the patient
does not lose a substantial amount of weight, then the trial is considered a failure
and the next drug may be considered. Theoretically, some agents curb appetite and
caloric intake, others lower fat absorption, and some improve carbohydrate metabo-
lism. Clinicians might attempt to determine if the patient overeats fats, carbohy-
drates, or both and select the agent that may more directly address the dietary issue.

Another option is to select the drug with the least systemic side effects. In
this group, orlistat is not systemically absorbed and could be chosen. However,
the quit-rate due to excessive diarrhea is quite high. Patients with addiction or
hypertension should not take phentermine products. Patients treated with opioids
should not take naltrexone products.

SECTION 2 Advanced Prescribing Practices

Introduction

In Section 1, the premise was to convince the reader that they must make an accu-
rate diagnosis and pick an approved agent with well-defined dosing guidelines
and expected clinical outcomes. This approach is largely one of pattern recogni-
tion: (1) identify the pattern of phenotypic symptoms, (2) choose from a finite list
of available, proven effective drugs, (3) start dosing low and escalate through an
approved dosing range, (4) assess for effectiveness, and (5) continue medication if
effective, cross-titrate to a new drug if ineffective or not tolerated. This methodical,
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mathematical approach can improve the standard of care and, ideally, patient out-

comes when treated by the novice psychopharmacologist.

Section 2 is designed to provide a greater depth of neuroscience and pharmaco-
dynamic knowledge to the reader. It is written for prescribers who are knowledge-
able and competent in those skills outlined in Section 1. It is also written for those
clinicians who treat patients who fail to respond to first-level treatments. The sec-
tion is generally intended for those patients who are felt to be treatment resistant.
This means that the adult addicted or overweight patient has failed to respond to

the frontline treatments outlined in Section 1.

Epidemiology

Recently, the DSM-5 converted from the more traditional terms of alcohol
abuse and dependence to the term alcohol use disorder (AUD). This also
holds true in describing other substances that are used in an addictive man-
ner. The prevalence of AUD likely is a combination of the prevalences of
abuse and dependence, and could be as high as 8.46% based on catchment
study protocols in the U.S. using DSM-5 definitions. More recent data sug-
gest lifetime AUD rates as high as 29.1% using DSM-5 terminology.
Opioid use disorder (OUD) prevalence may be as high as 2.2% in those
who use prescription opioids for non-medical/addictive purposes. Her-
oin use may account for an additional 0.2%.

Cigarette induced nicotine use disorder (NUD) is prevalent and may
be as high as 27% in certain populations. NUD may be decreasing in
employed populations and increasing in those where unemployment
rates are higher. The overall rate in the U.S. is 16%.

Addiction to eating or food is controversial. This concept is covered
in this chapter to make the reader aware of the pharmacological treat-
ments that are available to treat obesity and weight gain rather than that
of food addiction. As weight gain is often promulgated via psychotropic
prescribing as a side effect, prescribers should be able to monitor for
abnormal weight gain and treat it as necessary.

The prevalence of excessive food or addictive style intake is felt to be
from 8-25% with the caveat that some of the patients may in fact suffer
from a formal eating disorder like BN or BED.

Genetics

AUD shows a heritability of 60% based upon twin studies.

Certain gene mutations have been implicated for contributing risk for devel-
oping AUD and also for predicting treatment outcomes. Mutations in cer-
tain opioid receptors (OPRM1, OPRDI, and OPRK1) are implicated, but
evidence here is equivocal. The opioids and their receptors clearly modulate
the limbic system in regard to its drive pathways which are felt to be governed
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mostly by dopamine facilitation. Certain opioid receptors may disinhibit
DA neuronal firing by impairing GABA inhibitory interneurons. Mutations
along glutamatergic pathways suggest that metabotropic glutamate recep-
tor alterations may predispose to drinking excess alcohol or drinking more
frequently. These genes may include GRMI, GRM5, HOMERI, HOMER?2,
EEF2K, MTOR, EIF4E, EEF2, CAMK2A, ARC, GRIA1, and GRIA4.

o OUD twin studies suggest a heritability of 9.5% and suggest findings
of genetic vulnerability in both the inhibitory GABA and stimulatory
glutamate neurocircuitry. These mutations generally involve GABA-A
(GAD1, GABRB3) or NMDA receptor (GRIN2A) mutation. Finally,
mu-opioid receptor genes (OPRM1) have been implicated and may
interact with the hypothalamic-pituitary (HPA) axis and the stress
response system in human models.

o NUD is associated with mutations in cholinergic nicotinic receptors
(CHRNAS5, CHRNA3 and CHRNB4, CHRNA6 and CHRNB3) and
DRD2/DBH dopaminergic genes are also implicated. Genetic heritabil-
ity for development of severe NUD may be as high as 51-75%.

«  Abnormal weight gain and obesity may have a heritability from 40-80%
depending upon risk genes being studied. The FTO (fat mass and obesity-
associated) gene has been implicated. Birthweight itself may be 40% herita-
ble. The melanocortin-4 receptor gene (MC4R) has several mutations that
may contribute to abnormal weight gain and was one of the first recog-
nized to cause obesity and dysregulation of blood sugar. MC4R, TMEM18,
GNPDA2, BDNE NEGRI1, SH2B1, ETV5, MTCH2, and KCTD15 are also
implicated as weight gain risk genes. Interestingly, mutations in the sero-
tonin-2c gene have shown to create risk for excessive weight gain and leptin
insensitivity as well. This may have direct implications for antipsychotic
associated weight gain (AAWG) side effects and metabolic disorder.

Neuroanatomy

o For addiction in general, animal and human models have shown
increased dopamine (DA) neuronal activations at their origin in the
brain stem, called the ventral tegmental area (VTA). Secondary activa-
tions are noted in the striatum.

o Limbic reward structures appear to be hyperactive in addicted animals
and humans. Frontal cortex structures may become hypoactive (dorso-
lateral prefrontal cortex (DLPFC), orbitofrontal cortex (OFC)), which
allows even greater abnormal limbic activity and perpetuation of self-
destructive addictive behavior. Patients seem not to be able to calculate
the psychosocial consequences of their behavior, nor cease their activity
(poor response prevention or delay in gratification).

o Internet, gambling, eating, and pornography addiction findings have
not necessarily been replicated in similar models as that for drug
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addiction. Sometimes these non-drug habits are not considered to be
“addictive in a neuroanatomical sense,” but clinically may be observed
and treated in a similar manner.

Neuroscientific Background and Rationale for Medication Use

In treating NUD, there are three types of medications that are often utilized:

1) Nicotine Replacement Therapy (NRT)

MECHANISM OF ACTION

Nicoderm, Nicorette, etc.

Cigarette smoking allows nicotine to be inhaled and enter the blood
stream and then the CNS. Here, nicotinic cholinergic receptors are
bound and the limbic dopamine pathways are excited and rewarded for
this behavior, thus creating an addictive state.

Endogenous nicotine is a 100% agonist, as is inhaled nicotine. Inhaled
nicotine activates normal reward pathways to excess using a full agonist
mechanism. Cigarettes are fast-acting and quickly metabolized. Gen-
erally, faster onset and offset of a drug’s clinical efficacy creates more
addictive potential.

NRT patches, gums, lozenges, etc., provide slower absorption and a lon-
ger half-life situation where nicotine still enters the system as a 100%
agonist but the process is slowed down. This may be similar to a detox
protocol where a slower pharmacokinetic agent replaces an addictive
agent to prevent withdrawal symptoms (diazepam for alcohol, metha-
done for heroin) and helps cessation be more successful. This harm-
reduction approach replaces harmful inhaled nicotine with oral or
transdermal nicotine.

2) Norepinephrine Reuptake Inhibitors (NDRIs)
MECHANISM OF ACTION

Bupropion SR (Zyban/Wellbutrin XL)

This class of drug has been discussed in prior chapters for use in treating
ADHD oft-label or MDD as indicated. This drug is a norepinephrine
transporter (NET) inhibitor and likely a dopamine transporter (DAT)
inhibitor. This drug blocks the reuptake of norepinephrine (NE) and
dopamine (DA) creating excesses of NE and DA in neuronal synapses
and thus increases neuronal firing.
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o Bupropion productsare believed to act predominantly in the cortex, thus
avoiding limbic activation and addiction. Theoretically, when patients
quit smoking they lose DA tone throughout the CNS, which may trigger
addictive cravings, fatigue, cognitive dulling, etc. Some elevations in DA
may alleviate addictive cravings, but likely the DAT and NET inhibition
is allowing for more CNS activation where the patient can still feel alert
and energetic despite the loss of nicotine. Indirectly, they still may get
a stimulating effect despite quitting cigarettes. Appetite may be curbed,
allowing for less post-cigarette cessation weight gain.

o NDRIs are not NRT and do not prevent nicotine withdrawal symptoms.

3) The Nicotine Receptor Partial Agonists
MECHANISM OF ACTION

Varenicline (Chantix)

o This medication has the most recent approval and may have the best
efficacy data. As mentioned before, NRT is a 100% full nicotine agonist.
Varenicline is a partial agonist at the alpha-4-beta-2 nicotinic receptor
subunit. It will bind to nicotinic receptors even when cigarette-based
nicotine is gone and it will partially activate the receptor. This allows
for some activity but not to an addictive level.

o Thisdrugwill also bind the receptor longer to avoid cravings when short-
acting nicotine is absent. Patients may feel some nicotine-like effects, so
that being off cigarette nicotine is not as difficult an experience.

In treating NUD, there are other types of medications that may be utilized in an oft-
label manner as there is an evidence base to support their use. Nortriptyline (Pamelor)
is likely the best example. It is a tricyclic antidepressant (TCA) that is largely an NRI
and provides for excellent NRI activity. It likely acts similar to the bupropion SR prod-
uct noted above. As this is a TCA, it has far more side effects and is harder to tolerate.
The reader is referred to the depression chapter for further details.

In treating OUD, there are two types of medications that are often utilized:

4) Opioid Agonist or Partial Agonist Substitution and Maintenance
MECHANISM OF ACTION

Methadone (Dolophine), buprenorphine (Subutex),
buprenorphine-naloxone combination (Suboxone)

o Using illegal or prescription opioids allows the drug to be ingested,
inhaled, or injected entering the blood stream and then the CNS. Here,
these agents bind to the mu-opioid receptors.
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o Endogenous endorphins are agonists. When activated, they provide relief
from stress and pain and may produce a euphoria and activate reward path-
ways. Opioid misuse activates normal reward pathways to excess using a
full mu-agonist mechanism. Many abused opioids have a high affinity for
mu receptors and are quickly absorbed and distributed. Generally, faster
onset and offset of a drug’s clinical efficacy creates more addictive potential.

o Methadone is a full agonist and the latter drugs are partial agonists at
mu receptors. They provide slower absorption and longer half-life, so
opioids still enter the system as a 100% agonist down to a partial ago-
nist, but the process is slowed down. This may replace missed opioid
doses and helps cessation be more successful. OUD patients may stay
on these permanently or become slowly detoxed.

o The partial agonists are more difficult to abuse as they cannot produce a
full drug high or euphoria. Naloxone is further added to block euphoric
effects in some patients.

In treating OUD, there are other types of medications that may be utilized in an
oft-label manner as there is an evidence base to support their use. Clonidine (Cat-
apres) is an antihypertensive that has utility in treating ADHD by indication, and
anxiety and insomnia states in an off-label manner. It is often used to help patients
deal with the agitation and distress during opiate detoxification and withdrawal.
Alpha-2 agonist activity and inhibition may mimic what is lost to mu-opioid
receptors and may provide symptomatic relief. The risks are generally sedation,
dizziness, and hypotension. Clonidine is further referenced in the ADHD and
anxiety chapters. Clonidine can be used alone or more often in conjunction with
an initial but abbreviated (sometimes single day) use of a buprenorphine product
in some innovative outpatient settings.
In treating AUD, there are three types of medications that are often utilized:

1) Glutamate Receptor Antagonists
MECHANISM OF ACTION

Acamprosate (Campral)

o Thisdruglikely antagonizes the NMDA, mGluR1, and mGluR5, though
these findings are controversial.

o Chronic use of alcohol increases and enhances inhibitory GABAergic
tone. The brain attempts to calm this inhibition by promoting an excess
of excitatory glutamate (GLU) activity to maintain homeostasis.

o Upon alcohol abrupt cessation, GABA activity plummets while GLU
activity remains or even accelerates. This relative GLU excess may cause
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insomnia or agitation and may ultimately lead to full alcohol with-
drawal. Even a hint of this may cause an AUD patient to start drinking
again to avoid these symptoms.

o Acamprosate, by dampening GLU partially, may decrease mild with-
drawal symptoms and triggers and urges to drink again, thus possibly
helping to gain better sobriety or less severity in heavy drinking.

2) Opioid Mu, Kappa Antagonists
MECHANISM OF ACTION

Naltrexone (ReVia/Vivitrol)

o This drug serves to block endogenous opioid receptors and to dampen
euphoria and reward-driving responses to alcohol use.

o Some patients (binge) drink to feel happy or calm or find an intrinsic
reward to drinking (social lubrication or disinhibition), where these
positive rewards drive future drinking to excess. Naltrexone dampens
these endogenous positive rewards, theoretically lowering the behav-
ioral drive to drink more.

3) Acetaldehyde Dehydrogenase Inhibitors
MECHANISM OF ACTION

Disulfiram (Antabuse)

o When alcohol is ingested, it is usually converted to less toxic metabo-
lites by the enzyme acetaldehyde dehydrogenase.

o When this enzyme is inhibited or blocked by disulfiram (or by genetic
mutation), AUD patients cannot efficiently detoxify themselves from
alcohol, and acetaldehyde accumulates systemically.

«  This toxicity causes acute diaphoresis, flushing, nausea, and vomiting
episodes that are very unpleasant.

o AUD patients learn via a punishment-reinforcing paradigm that if they
drink, they will have an extremely difficult few hours. In this behavioral
model, AUD patients start to gain an ability to choose not to drink.

In treating AUD, there are other types of medications that may be utilized in
an off-label manner, as there is an evidence base to support their use. Topira-
mate (Topamax) is likely the best example. It is an anti-epileptic drug (AED) that
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may lower neuronal firing by blocking sodium influx channels and may also
dampen GLU receptors and enhance GABA activity. All of these may lower
alcohol withdrawal hyperarousal and decrease the drive to drink while trying to
obtain sobriety. Topiramate tends to show a greater beneficial effect in subjects
who experience cravings characterized by drinking obsessions and automaticity

of drinking.

In treating obesity and weight gain, there are several types of medications that

are often utilized:

1) Stimulant/Appetite Suppressants

MECHANISM OF ACTION

Phentermine (Adipex), topiramate/phentermine
combination (Qsymia), bupropion/naltrexone
combination (Contrave)

Phentermine and bupropion likely serve to increase noradrenergic tone
to dampen and curb appetite and general caloric intake.

Topiramate may actually be a sugar analogue with similar properties
to diabetes medications and liraglutide, where it may improve insulin
sensitivity, lower glucagon secretion, and enhance carbohydrate metab-
olism instead of storage.

Naltrexone dampens opioid reward pathways and makes eating less
enjoyable. This likely lowers the positive reward to excessive or comfort
maladaptive eating.

2) Lipase Blockers

MECHANISM OF ACTION

Orlistat (Xenical)

This drug works within the intestinal lumen.

It inhibits gastric lipases making it difficult to digest fats that are natu-
rally occurring in meals and likely creates a mild to moderate malab-
sorption scenario.

Patients may need to take vitamins D, E, A, and K supplements, as they
are fat soluble and may not be absorbed.

This is similar to a patient going on a low-fat diet where fatty food
intake and storage is lowered.
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3) Serotonin Receptor Agonists
MECHANISM OF ACTION

Lorcaserin (Belviq)

«  This drug stimulates serotonin 5HT-2c receptors.

»  Psychotropics with affinity for blocking or antagonizing the 5HT-2c
receptor have greater risks for weight gain side effects.

o In human and animal models, 5SHT-2c blockade may increase appetite
and adipose tissue volume, and may decrease leptin sensitivity.

«  This agent provides the exact opposite and possibly a reversal mecha-
nism by agonizing the 5SHT-2c receptor.

4) GLP-1 Agonists
MECHANISM OF ACTION

Liraglutide (Saxenda)

o  Thisisarelatively new drug used for weight gain treatment. It stimulates
the glucagon-like-peptide-1 receptors in the brain and lowers appetite,
caloric craving, and intake.

o This drug improves insulin secretion and lowers glucagon secre-
tion. This may improve carbohydrate management and storage
metabolism.

In treating weight gain and obesity, there are other types of medications that
may be utilized in an off-label manner, as there is an evidence base to support
their use. All the following drugs are either used to treat type 2 diabetes or
share mechanisms similar to those noted above for topiramate. Topiramate has
been used alone to promote weight loss clinically and was first investigated for
AAWG. Zonisamide (Zonegran) is a very similar AED mechanistically but has
a minimum of supportive data. Metformin (Glucophage) likely has the great-
est evidence base to either prophylactically avoid AAWG, halt it, or reverse it.
This may have become a standard of care when using metabolically unfriendly
second-generation antipsychotics (SGA). Exenatide (Byetta) is an injectable dia-
betes medication well known to cosmetically lower weight, and acts similarly to
that of liraglutide noted above.
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354 Substance Related and Addictive Disorders

Good Polypharmacy for Reaching Remission in Resistant Patients

DO
For smoking cessation:

o Startlow dose prior to quit date for all but NRT.
o Escalate dosing within full range for optimal effectiveness on quit date.
o Combine any of the three classes of agents for effective polypharmacy.

For alcohol sobriety maintenance:

o  Start low dose and escalate through full dose range.
o Combine acamprosate and naltrexone as needed.

For opioid maintenance:

o Titrate methadone or buprenorphine for effect to halt withdrawal
symptoms.

o Most states require extra training and licensing to issue these
medications.

o Combine clonidine for additional hyperarousal-based (anxiety,
insomnia, etc.) withdrawal symptoms.

For obesity management

o  Startlow dose and escalate through full dose range.
o Combine agents with different mechanisms into polypharmacy if needed.

Good Polypharmacy for Reaching Remission in Comorbid Patients

NUD + Major Depressive Disorder or ADHD

o Use of NDRI: bupropion SR (Zyban) monotherapy.
o Use of TCA: nortriptyline (Pamelor) monotherapy.

AUD and OUD

«  Use of naltrexone (ReVia/Vivitrol) products may help both conditions.

Obesity + Major Depressive Disorder
o Use of NDRI: bupropion (Wellbutrin XL) monotherapy.

Obesity + ADHD

«  Use of NDRI: bupropion XL (Wellbutrin XL) monotherapy.
« Use of stimulants: d/I mixed amphetamine (Adderall XR), methyl-
phenidate ER (Concerta).
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and SSRI-Plus 178-9; and SSRIs 177-8;
and TCAs 179-81; treatment guidelines
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transporter (DAT) 25, 26
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Marplan 59, 71, 181-2, 200
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354
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88-9, 89

mood swings/lability: and bipolar disorders
83, 85, 86, 96; and borderline personality
disorder 121, 136, 152

n-acetylcysteine (NAC) 118, 193, 205

naltrexone 326, 329, 332-3, 339, 344, 354
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Nardil 59, 71, 181-2, 200

Navane 299-300, 305
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243
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NICE guidelines 127
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342-3; rating scale for 324
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norepinephrine (NE) 29, 55-6, 70, 152,
182,226

norepinephrine reuptake inhibitors (NRIs)
55,155, 178, 179-80, 336, 342-3; and
adult ADHD 14-17, 20, 26-7, 28, 29
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Norpramin 15, 26, 179-80, 199, 215

nortriptyline 59, 80, 343, 354; and adult
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NRT (nicotine replacement therapy) 328,
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NUD see nicotine use disorder
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obesity 320, 322; and comorbidity 354;
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354
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31, 180; and BPD 130, 131, 134, 135;
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MAOIs 59, 181; neuroanatomy of 54;
rating scale (Obsessive-Compulsive
Inventory) 43, 44; screening questions
for 33; treatment guidelines for 48,
66-79, 80

olanzapine 192; and anxiety 64, 65, 76; and
bipolar disorders 94, 101-2, 107; and
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BPD 129, 141, 152, 153—-4; and delirium
260, 261, 275; and insomnia 232, 242,
244; and schizophrenia 295, 296, 301,
310, 316

olanzapine/fluoxetine combination 141,
310; and bipolar disorders 91, 96, 100,
102, 107; and depression 185, 205-6,
216

opioid use disorder (OUD) 320; and
comorbidity 354; medications 330,
337-8, 346-8; and sobriety maintenance
326-7, 333, 354

orbitofrontal cortex (OFC) 53, 55, 151, 298,
335

orexin antagonists 219, 223, 224, 229, 237

orlistat 327, 330-1, 340, 349

oxazepam 62, 73

oxcarbazepine 104, 137

paliperidone 114; and BPD 146, 152,
153-4; and schizophrenia 295, 296, 301,
307,315

Pamelor 15, 26, 179-80, 199, 215, 343, 354

panic disorder (PD) 31; and AEDs 63;
and BPD 130, 131, 134, 135; and
comorbidity 121, 220; DSM-5 diagnosis
35-6; genetics of 51; neuroanatomy of
54; rating scale (Severity Measure) 40-1,
41; screening question for 33; treatment
guidelines for 47, 66-79, 80, 130, 131

Parkinson’s disease 160, 174, 190, 249, 294,
296

Parnate 59, 71, 181-2, 201

paroxetine 100, 118, 318; and anxiety 44,
45, 46, 47, 48, 54-5, 59, 66; and BPD
131, 152, 156; and depression 168,
177-8, 181, 190, 195

patient satisfaction 22

Paxil/Paxil CR 100, 118, 131, 152, 177-8,
195, 318; and anxiety 44, 45, 46, 47, 48,
54-5,59, 66

PCS (postconcussive syndrome) 255

perphenazine 64, 65, 295, 299-300, 303

persistent depressive disorder (PDD)and
comorbidity 220; DSM-5 diagnosis 162;
epidemiology 174; essential concepts
158; lifetime prevalences for 175;
phenomenology/diagnosis/clinical
interviewing 159, 160; prescribing
table for 194-203; treatment guidelines
166-70, 168-9

personality disorder 2, 4, 31, 83

phenelzine 59, 71, 181-2, 200
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331, 350

PINE SGAs 295, 296, 309-11, 318

placebo effects 21

PMDD see premenstrual dysphoric
disorder

post-traumatic stress disorder (PTSD) 1,
31, 84; and AEDs 63; and BPD 130, 131,
134, 135; and CBT 48; and comorbidity
121, 220; DSM-5 diagnosis 36-7;
genetics of 51; lifetime prevalences for
50; neuroanatomy of 54; nightmares
associated with 64, 75, 149, 231, 241;
rating scale (PTSD Civilian Checklist) 42,
42-3; screening question for 33; treatment
guidelines for 46, 47-8, 66-79, 80

postconcussive syndrome (PCS) 255

PPPT (psychopharmacopsychotherapy) 31

pramipexole 118, 190, 224

prazosin 63-4, 75, 149, 154, 231, 241

prefrontal cortex 99, 298

pregabalin 63, 73, 80; and BPD 129, 136,
152, 153; and insomnia 224, 230-1, 239

premenstrual dysphoric disorder (PMDD)
DSM-5 diagnosis 162-3; epidemiology
174; essential concepts 158; genetics
of 176; lifetime prevalences for 175;
phenomenology/diagnosis/clinical
interviewing 159, 160; and premenstrual
diaries 165-6, 167; prescribing table
for 194-203; rating scale 164-6, 165;
treatment guidelines 173

Pristiq 26, 55, 59, 134, 152, 178, 196, 215

Prolixin 102, 295, 299-300, 304, 314

propranolol 4

protriptyline 15, 26, 28, 80, 215

Provigil 19, 26, 318

Prozac ix, 100, 118, 318; and anxiety 44, 47,
48, 54-5, 59, 66; and BPD 127, 130, 152;
and depression 177-8, 185, 194, 205-6
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PTSD see post-traumatic stress disorder
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Qsymia 327, 331, 340, 350
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Rozerem 223, 224, 225, 228, 234, 264
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SAD (seasonal affective disorder) see
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SAD (social anxiety disorder) 31; and
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130, 131, 134, 135; and comorbidity
220; DSM-5 diagnosis 34; genetics of 51;
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39, 39-40; screening questions for 33;
treatment guidelines for 46-7, 66-79,
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neuroscientific background/rationale
for use 299-301; phenomenology/
diagnosis/clinical interviewing 280-2;
practical applications 317; prescribing
table 302-16; rating scales 284, 284-92;
screening questions, tips for 282;
spectrum, diagnostic concepts for
281-2; treatment guidelines 293-6

schizophreniform disorder 280, 281, 283

SDD see seasonal depressive disorder

seasonal depressive disorder (SDD) 26,
158; and bright light therapy 173;
DSM-5 diagnosis 163; epidemiology
174; genetics of 176; lifetime prevalences
for 175; phenomenology/diagnosis/
clinical interviewing 159, 161;
prescribing table for 194-203; treatment
guidelines 173

sedating antidepressants 64, 128, 132-3,
152-3; and depression 169, 170, 171,
177, 184, 186-8, 189-92, 202-4, 215;
and insomnia 230, 238, 243

selegiline transdermal patch (EMSAM) 28,
59, 60, 70, 181-2, 200, 215

self injurious behaviors (SIB) 121

Serax 62, 73

Seroquel XR: and adult ADHD 17, 28, 29;
and anxiety 57, 64, 65, 77; and bipolar
disorders 91, 96, 100, 101-2, 108, 117;
and BPD 129, 141, 152, 153-4; and
delirium 260, 276; and depression 186,
206, 216; and insomnia 224, 232, 242,
244; and schizophrenia 295, 301, 309

serotonergic drugs 28, 44

Index 367

serotonergic system 56, 150

serotonin reuptake inhibition 28, 130-1,
132,135,178

serotonin syndrome 182,190

sertraline 100, 118, 318; and anxiety 44,
46,47, 48, 54-5, 59, 66; and BPD 127,
130, 152, 156; and depression 168, 173,
177-8, 181, 190, 194

Serzone 64, 128, 133, 152, 184, 202; and
insomnia 230, 238, 243

SGA (second-generation antipsychotic)
augmentation 28, 29, 156

SGAs (second-generation antipsychotics)
and anxiety 57, 64, 65, 80; and bipolar
disorders 90, 91, 94, 95-6, 100,
106-16, 117, 118; and BPD 127, 128,
129, 140-7, 152, 153-4, 155, 156; and
depression 185-6, 192, 205-12, 215,
216; and insomnia 232, 241-2; and
neurocognitive disorders 260, 261,
264, 270, 274-6; pharmacodynamic
receptor effects of 301; and
schizophrenia 294, 295, 299, 301,
306-13, 317, 318; three families of 295;
and weight gain 327

shiftwork sleep disorder 19, 26, 191, 234

SIB (self injurious behaviors) 121

Silenor 223, 224, 225, 228, 233, 244, 264

Sinequan 70, 199

sleep apnea 19, 26

smoking see nicotine use disorder

SNRIs (serotonin-norepinephrine reuptake
inhibitors) and adult ADHD 16, 26,
28; and anxiety disorders 44, 45, 46,
47,59, 68-9, 80; mechanism of action
55-6; and bipolar disorders 102; and
borderline personality disorder 152-3,
154, 155; and depression 169, 177, 178,
180, 186-9, 190-1, 196-7, 215, 216

sodium channel blockers 93, 101, 104-5,
117,121, 129, 136-8, 153, 230, 340

Sonata 223, 224, 228-9, 235

SPARI (serotonin partial agonist reuptake
inhibitor) antidepressants 168, 169

SPAs (serotonin partial agonists) 55-6,
72-3

SRI (serotonin reuptake inhibition) 55

SSRI-Plus medications 68-9, 128, 132,
152, 156; and depression 169, 171, 177,
178-9, 186-91

SSRIs (selective serotonin reuptake
inhibitors) and anxiety disorders 44,
45, 46, 47, 54-5, 59, 66-7, 80, 318; and
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Stahl, Stephen 95, 293
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Strattera 14, 26, 29, 117, 155, 318
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Suboxone 326, 330, 337-8, 348

substance use disorder (SUD) 31, 32, 80,
320-54; and adult ADHD 2, 3, 5, 29;
advanced prescribing practices 333-54;
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bipolar disorders 83, 84, 86, 87; and
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121, 220, 244; DSM-5 diagnosis 322,
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suvorexant 224, 225, 229, 237

Symbyax 76, 91, 96, 102, 107, 141, 185,
205-6, 216
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diagnosis 254-5; epidemiology of
266; essential concepts 246; and PCS
255; prescribing tips 264; rating scales
(QOLIBRI) 255, 256-9; treatment
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VMPEC see ventromedial prefrontal cortex
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