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Introduction

Joining the Essential
Psychopharmacology series here is
a new idea — namely, a case book.
Essential ~ Psychopharmacology
started in 1996 as a textbook
(currently in its third edition) on
how psychotropic drugs work. It
then expanded to a companion
Prescriber’s  Guide 1in 2005
(currently in its fourth edition) on
how to prescribe psychotropic
drugs. In 2008, a website was



added (stahlonline.org) with both
of these books available online in
combination with several more,
including an [/lustrated series of
several books covering specialty
topics in  psychopharmacology.
Now comes a Case Book, showing
how to apply the
conceptspresented in these
previous books fo real patients in a
clinical practice setting.

Why a case book? For
practitioners, it 1S necessary to
know the science of
psychopharmacology — namely, both
the mechanism of action of



psychotropic  drugs and the
evidence-based data on how to
prescribe them — but this is not
sufficient to become a master
clinician. Many patients are beyond
the data and are excluded from
randomized controlled trials. Thus,
a true clinical expert also needs to
develop the art of
psychopharmacology: namely, how
to listen, educate, destigmatize, mix
psychotherapy with medications
and use intuition to select and
combine medications. The art of
psychopharmacology is especially
important when confronting the
frequent situations where there is no



evidence on which to base a
clinical decision.

What do you do when there is no
evidence? The short answer is to
combine the science with the art of
psychopharmacology. The best way
to learn this is probably by seeing
individual patients. Here I hope you
will join me and peer over my
shoulder to observe 40 complex
cases from my own clinical
practice. Each case is anonymized
in  identifying  details,  but
incorporates real case outcomes
that are not  fictionalized.
Sometimes more than one case is



combined into a single case.
Hopefully, you will recognize many
of these patients as the same as
those you have seen in your own
practice (although they will not be
the exact same patient, as the
identifying historical details are
changed here to comply with
disclosure standards and many
patients can look very much like
many other patients you know,
which is why you may find this
teaching approach effective for your
clinical practice).

I have presented cases from my
clinical practice for many years



online (e.g, in the master
psychopharmacology program of
the Neuroscience Education
Institute (NEI) at neiglobal.com)
and in live courses (especially at
the annual NEI
Psychopharmacology =~ Congress).
Over the years, 1 have been
fortunate to have many young
psychiatrists from my university and
indeed from all over the world, sit
in on my practice to observe these
cases, and now [ attempt to bring
this information to you in the form
of a case book.

The cases are presented in a novel



written format in order to follow
consultations over time, with
different categories of information
designated by different background
colors and explanatory icons. For
those of you familiar with Essential
Psychopharmacology: The
Prescribers Guide, this layout will
look quite familiar. Included in the
case book, however, are many
unique sections as well; for
example, presenting what was on
the author’s mind at various points
during the management of the case,
and also questions along the way
for you to ask yourself in order to
develop an action plan. There is a



pretest, asked again at the end as a
post test for those who wish to gain
CME credits (go to neiglobal.com
to answer these questions and get
credits).  Also, these cases
incorporate ideas from the recent
changes in  maintenance  of
certification standards by the
American Board of Psychiatry and
Neurology for those of you
interested in recertification in
psychiatry. Thus, there is a section
on Performance in Practice (called
here “confessions of a
psychopharmacologist™). This is a
short section at the end of every
case, looking back and seeing what



could have been done better in
retrospect. Another section of most
cases 1S a short
psychopharmacology lesson or
tutorial, called the “Two Minute
Tute,” with background information,
tables and figures from literature
relevant to the case on hand.
Shorter cases of only a few pages
do not contain the Tutes, but get
directly to the point, and are called
“Lightning Rounds.” Drugs are
listed by their generic name, and
often have a brand name mentioned
the first time they appear in a case.
A generic and brand name index is
included at the back of the book for



your convenience. Lists of icons
and abbreviations are provided in
the front of the book.

The case-based approach is how
this book attempts to complement
“evidence based prescribing” from
other books in the FEssential
Psychopharmacology series, plus
the literature, with “prescribing
based evidence” derived from
empiric experience. It is certainly
important to know the data from
randomized controlled trials, but
after knowing all this information,
case based clinical experience
supplements that data. The old



saying that applies here is that
wisdom is what you learn AFTER
you know it all. And so, too, for
studying cases after seeing the data.

A note of caution. I am not so
naive as to think that there are not
potential pitfalls to the centuries-
old tradition of case-based
teaching. Thus, I think it is a good
idea to point some of them out here
in order to try to avoid these traps.

Do not ignore the “law of small
numbers” by  basing  broad
predictions on narrow samples or
even a single case.



Do not ignore the fact that if
something 1is easy to recall,
particularly when associated with a
significant emotional event, we tend
to think it happens more often than it
does.

Do not forget the recency effect,
namely, the tendency to think that
something that has just been
observed happens more often than it
does.

According to editorialists (1),
when moving away from evidence-
based medicine to case-based



medicine it is also important to
avoid:

e — Eloquence- or -elegance-
based medicine

— Vehemence-based medicine
— Providence-based medicine
— Diffidence-based medicine

o — Nervousness-based
medicine

— Confidence-based medicine

I have been counseled by
colleagues and trainees that perhaps
the most important pitfall for me to
try to avoid in this book is
“eminence-based medicine,” and to



remember specifically that:

e — Radiance of gray hair is not
proportional to an
understanding of the facts

e — FEloquence, smoothness of
the tongue and sartorial
elegance cannot change reality

e — Qualifications and past
accomplishments do  not
signify a privileged access to
the truth

e — Experts almost always have
conflicts of interest

e — C(linical acumen is not
measured 1in frequent flier
miles



So, it is with all humility as a
practicing psychiatrist that I invite
you to walk a mile in my shoes,
experience the fascination, the
disappointments, the thrills and the
learnings that result from observing
cases in the real world.

Stephen M. Stahl, M.D, Ph.D.

(1) Isaccs D and Fitzgerald D,
Seven alternatives to evidence
based medicine, British Medical
Journal 1999, 319:7225
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Abbreviations used in this

book
ACE angiotensin
converting enzyme
ADHD attention deficit
hyperactivity
disorder
BMI body mass index
BP blood pressure
BUN blood urea nitrogen



CBT

CD

COMT

CSF

CT

DA

DBS

cognitive behavioral
therapy

conduct disorder

catechol O methyl
transferase

cerebrospinal fluid

computerized
tomography

dopamine

deep brain
stimulation



DKA

DLPFC

ECT

EEG

EMDR

EPS

diabetic ketoacidosis

dorsolateral
prefrontal cortex

electroconvulsant
therapy

electroencephalograr
eye movement
desensitization and

reprocessing

extrapyramidal
symptoms



ESS

GAD

HHS

HMO

ICU

Epworth sleepiness
scale

functional magnetic
resonance imaging

generalized anxiety
disorder

hyperglycemic
hyperosmolar

syndrome

health maintenance
organization

intensive care unit



MAOI

MDD

MDE

MSLT

intramuscular
monoamine oxidase
inhibitor

major depression

disorder

major depressive
episode

magnetic resonance
1maging

multiple sleep latenc
test



MTHFR

NE

NIMH

NMDA

NOS

OoCD

methylene
tetrahydrofolate
reductase

norepinephrine

National Institute of
Mental Health

N-methyl-d-aspartate

not otherwise
specified

obsessive compulsivi
disorder



ODD

PFC

PET

prn
PSG

PTSD

ghs

oppositional defiant
disorder

prefrontal cortex

positron emission
tomography

as needed (Latin)
polysomnogram

post traumatic stress
disorder

at bedtime (Latin)



SAMe

SERT

SNRI

SOREMP

rapid eye movements

restless legs
syndrome

S-adenosyl-
methionine

serotonin transporter

serotonin
norepinephrine
reuptake inhibitor

sleep onset rapid eye
movements



SSRI

TBI

TCA

TMS

serotonin selective
reuptake inhibitor

traumatic brain injury

tricyclic
antidepressant

transcrancial
magnetic stimulation

vagal nerve
stimulation



Patient File

The Case:
The man whose antidepressants
stopped working

The Question:
Do depressive episodes become
more difficult to treat and more
recurrent over time?

The Dilemma:
When can you stop
antidepressant  treatment and
what do you do if medications
that worked in the past no longer
work?



Pretest Self Assessment

Question (answer at the end of the
case)

When should antidepressant
maintenance become indefinite?

A. Following remission from
one episode of major
depression

B. Following remission from
two episodes of major

depression

C. If there 1s a particularly



severe episode or one with
suicidality, especially if a
positive family history for
depression

D. Following remission from
three episodes of major
depression

E. On a case by case basis

Patient Intake

63-year-old man with the
worst depression and anxiety
he has ever felt



Psychiatric History: First

Episode

Age 42, became depressed and
anxious after his episode of
atrial fibrillation

Felt vulnerable and afraid of
death

After his hospitalization for
atrial  fibrillation, = which
resolved with medications, he
felt  depression,  anxiety,
“butterflies in his stomach”
and felt like his whole body
was  “plugged into an
electrical circuit”

Began having suicidal thoughts



e This episode also coincided
with the death of his mother

e Treatment with alprazolam
(Xanax) and clonazepam
(Klonopin): no improvement

e Sertraline (Zoloft) treatment
100 mg/day and he was much
improved within 2—3 months,
functioning normally at work
but had sexual side effects

e Felt totally normal after 6
months and  discontinued
sertraline

ﬁ Social and Personal History

e Married 33 years, 3 children



e Non smoker
e No drug or alcohol abuse

% Medical History

e Atrial fibrillation age 42,
resolved with medication
Hypercholesterolemia

BP normal

BMI normal

Normal fasting glucose and
triglycerides

% Family History

e Mother:  depression  and
alcohol abuse



e Maternal uncle: alcohol abuse

e Son: depression

e Daughters: one with mild
depression, one with
postpartum depression

@ Medications One Year
Following the First Episode of
Depression

Antiarrhythmic
Statin for cholesterol
Antihypertensive
Aspirin

Psychiatric  History:
Second Episode



Relapsed into his second
episode of major depression at
age 52, 10 years after his first
episode and 9 2 years after
stopping sertraline

Symptoms same as last time
Fear, anxiety, depression,
“plugged into a circuit”

Suicidal thoughts
Symptoms worse in the
morning

Unable to function and wife
had to drive him to work for 3
months

Depression could have been
triggered in part by his taking
partial early retirement just



before this episode, and
feeling vulnerable again and
worried about whether this
meant his life was over

e For some reason, not given
sertraline again at first, but
paroxetine  (Paxil)  which
showed no benefit

e Switched to sertraline 150
mg/day with supplemental
clonazepam (Klonopin) prn
anxiety, and symptoms
resolved within 2-3 months
but with recurrent sexual
dysfunction, same as the first
time

e Discontinued sertraline after 1



year

Psychiatric History: Third
Episode

e Relapsed into a third episode
of major depression at age 58,
6 years after his last episode,
and 5 years after stopping
sertraline the second time

e Symptoms exactly the same
again, with fear, anxiety,
suicidal thoughts, unable to
function, symptoms worse in
the morning

e Was not started on sertraline
again because of prior sexual



dysfunction, but given
bupropinon SR (Wellbutrin
SR), but no improvement after
8 weeks

e Added sertraline again, and
helped after 8  weeks
(completely  normal) and
stopped bupropion but
continued sertraline for a year
and then discontinued it

Psychiatric  History:
Fourth Episode

e Relapsed into a fourth episode
of major depression at age 61,
3 years after his last episode



and 2 years after discontinuing
sertraline for the 3rd time

The patient had gone back to
work, had been very
successful again, and retired
again

Brought up worries about his
mortality again

However, doing volunteer
work and this helps a bit

This time, given venlafaxine
XR (Effexor XR) and this
worked even faster than before
and he did not have sexual
dysfunction, but discontinued it
after less than a year



Based on just what you have been
told so far about this patient’s
history and recurrent episodes of
depression, do you think it was a
mistake to allow him to discontinue
his antidepressant after

— this last fourth episode?
— after his third episode?

— after his second episode?

Psychiatric History: Fifth



Episode

e Patient has been suffering with
fifth episode for 15 months

e New psychosocial factors
from marital difficulties seem
to have triggered this episode

e Same symptoms as before

e The referring psychiatrist has
given venlafaxine 75-150 mg,
which worked for his last
(fourth) episode, but no
response this time to 8 weeks
of treatment at this dose, plus
another 8 weeks at 375 mg/day
(4 months total treatment)

e This is very atypical for him,



where antidepressants worked
quickly and robustly in the past
Has severe  psychomotor
retardation and strong thoughts
but no active plans for suicide
For months 5 through 11,
venlafaxine was augmented
with
o — Dextroamphetamine
(Dexedrine) 20 mg/day
o — Buspirone (Buspar) 30
mg/day
o — Clonazepam 2 mg in
the morning and 2 mg at
night
o — Lorazepam (Ativan) 2
mg in the morning and 2



mg at night

e This treatment regimen
associated with only a partial
response, and  continuing
depression, anxiety, guilt,
hopelessness and  suicidal
ideation

Switched the venlafaxine back
to sertraline 200 mg/day which
had worked in the past, along
with continuing the same
augmentation medications
above, but no response for
months 12 through 15 of
treatment of this fifth episode
He seems to have developed
treatment resistant depression



e Would this have happened in
any event, or could this have
been prevented by earlier
maintenance treatment?

e He now presents to you 15
months into his fifth episode of

major depression, not
responding to standard
treatments

- Attending  Physician’s

0,

Meontal Notes: Initial Psychiatric
Evaluation

e Patient has been suffering
through fifth episode of
depression for 15 months



e Here 1s a case that indeed is
linked to psychosocial
stressors, but seems to have
new episodes of depression
coming closer and closer

together following
discontinuation of his
antidepressant

e First recurrence 92 years after
stopping sertraline the first
time

e Second recurrence 5 years
after stopping sertraline the
second time

e Third recurrence 2 years after
stopping sertraline the third
time



e He is now here only a year
after stopping his venlafaxine
following his fourth episode of
depression

o Treatment guidelines are
consistent with discontinuing
antidepressants 9 to 12 months
after remission from a first
episode of depression, with
long term maintenance after the
second episode reserved
perhaps for very severe cases.
Clearly the third episode of
major depression should be
treated  indefinitely  with
antidepressant ~ maintenance,
and no doubt, after a fourth



episode, indefinite
antidepressant maintenance is
indicated

One wonders if the fourth
episode and the current fifth
episode could have been
prevented if he had been
treated in maintenance after his
third episode

Now, attending physician is a
bit  worried that  the
medications will not work as
well this time

Perhaps changes have
occurred in the brain, with
shrinkage of the hippocampus
and/or prefrontal cortex due to



4 previous and now a fifth
episode of depression, and that
might make the current fifth
episode very difficult to treat

e [s this the natural history of
treatment resistant depression
in the making?

How would you treat him?

— Increase the dose of
dextroamphetamine

— Increase the dose of



buspirone

— Augment with bupropion

— Augment  with  L-
methylfolate  (Deplin), or
thyroid or SAMe

— Augment with an atypical
antipsychotic, especially
aripiprazole or quetiapine

— Refer for TMS

— Refer for ECT

— Augment with mirtazapine



(Remeron)

— Switch to an MAOI

- Attending  Physician’s

Mental Notes: Initial Psychiatric
Evaluation, Continued

e Has not responded to
bupropion in the past, and not
clear his buspirone or
amphetamine is helpful, and he
does not need two different
benzodiazepines

e Maybe too treatment resistant
for a natural product

e He has anxiety and is quite



depressed, so suggest an
anxiolytic/sedating/sleep
inducing antidepressant like

mirtazapine, while
discontinuing his
dextroamphetamine,

buspirone, and consolidating
his two benzodiazepines into
one

Could have added an atypical
antipsychotic, but because of
his cardiovascular status,
patient  wished to ftry
mirtazapine first

Patient willing to do all of this
but discontinue his
amphetamine, although he does



agree to reduce the dose

e Mirtazapine 15 mg/day added
and given at night

e Lorazepam discontinued and
clonazepam increased to 2.5
mg in the morning and 1 mg at
night

e Buspirone discontinued

e Dextroamphetamine decreased
to 10 mg/day in the morning

- Attending  Physician’s

Q,

Mental Notes: First Interim
Followup, Month 18 (3 months
after initial psychiatric
evaluation)



Referring psychiatrist
maintained the above
medication treatment, and
patient finally started feeling
better at month 18, which the
patient attributed to sertraline
Far from well yet

Feels worst in the morning, his
usual pattern (disorganized,
lacking energy, anxious)
Suggested his mirtazpine dose
be increased and to add
quetiapine (Seroquel)
Maintained sertraline 200
mg/day

Increased mirtazapine to 30

mg/day at night



e Maintained
dextroamphetamine 10 mg in
the morning

e Maintained clonazapem 2.5 mg
in the morning and 1 mg at
night

e Added quetiapine, tapered up
to 300 mg/day

- Attending  Physician’s

Q,

Meontal Notes: 2nd Interim

Followup, Month 22
e Referring psychiatrist
maintained the above

medication treatment, but no
improvement



Still very depressed in the
morning

Recommended starting MAOI
Washed out of sertraline,

mirtazapine,
dextroamphetamine
Continued clonazapam,

quetiapine

MAOI started in 7 days
(equals 7 half lives of
sertraline, mirtazapine; only 5
half life washout of these is
required before starting an
MAOI)

Transdermal selegilene 6
mg/24 hours prescribed



- Attending  Physician’s

Q,

M(;ntal Notes: 3rd Interim
Followup, Month 24

e Referring psychiatrist made
the changes suggested above,
but discontinued quetiapine
because of excessive daytime
sedation and some initial
worsening of psychomotor
retardation

e No side effects attributable to
transdermal selegilene

e 45 weeks after starting
MAOI, began to feel better

e Now he looks, if anything, a
bit hypomanic, but upon close



examination, patient 1s
somewhat exhuberant about
getting well, having waited 2
years to respond from this fifth
episode

e Let’s hope he does not stop his
antidepressant this time

ﬁf' E Case Debrief

e The patient has a 13 year
history of recurrent unipolar
major depressive episodes

e His first 4 episodes were
readily treated to  full
remission and he discontinued
treatment each time several



months to a year after remitting
His subsequent episodes came
in an ever escalating pattern,
with less and less time
between them

By the time of his fifth
episode, he had become
treatment resistant, and took
two years to get better

He responded to a single
action agent several times
(SSRI), then a dual action
agent the fourth time (SNRI)
and finally, after failing SSRI
and SNRI treatment plus
multiple augmentation
strategies the fifth time,



=

;>

required an MAOI

Take-Home Points

Major depression can be
recurrent, and recurrences can
possibly indicate  disease
progression potentially
manifested as shorter and
shorter periods of wellness
between subsequent episodes,
with eventually poor
interepisode recovery, and
ultimately, treatment resistance
This may be linked to changes
in brain  structure and
neurotrophic factors



e Patients with 3 or more
episodes of depression should
be treated indefinitely with
antidepressant maintenance

e Antidepressant-induced sexual
dysfunction can be a powerful
reason to discontinue
antidepressants, despite the
risks of recurrence and
treatment resistance

Performance in Practice:

Confessions of a
Psychopharmacologist

e What could have been done
better here?



o — There 1s no question
the patient should have
been treated with
maintenance
antidepressants after his
third episode of
depression, possibly
preventing his fourth and
fith  episodes, and
possibly preventing the
development of treatment
resistance

o — The patient was very
religious and did not
believe in psychotherapy,
but perhaps more efforts
should have been made to



get him nto
psychotherapy to deal
with his issues about his
own mortality and his
reactions to psychosocial
stressors
e Possible action item for
improvement in practice
o — Make a concerted
effort to see that patients
with recurrent episodes
of major depression and
who need maintenance
treatment are not lost to
followup

Tips and Pearls



0O

e MAQO 1inhibitors have fallen

out of favor in the United
States and are not used at all in
many countries

These agents remain powerful
alternatives for cases like this
one, with treatment resistance
Some myths about dangers,
side effects, diet and drug
interactions regarding MAOIs
can be dispelled with re-study
of the facts about these agents,
such as those shown below

Two-Minute Tute: A brief

lesson and psychopharmacology
tutorial (tute) with relevant



background material for this case

e — How MAOIs work

e — Tips on how to use MAOIs

e — Brain changes in recurrent
depression

e — See also Case 10, Two

Minute Tute, p 113

Table 1: Currently approved
MAQO inhibitors

Merme (frade name) Inhibiionof  Inhibition of Amphetamine
MAC- A MAC-B properties

phenelzine (Nardil) + +

tranyleypromine [Pamats) + + +

ocarbowezid (Mearplan) + +

aitphetarmings (at bigh deses) + + +

aelagiine tranademmal system [Emaam)

brain + + +

qut +/- + +

aelagiine low doss oral [Deprenyl, Eldepry) + +

rasaligne (AglectAzilect) + -

moclobemide (Aurori, Maneris) +




Table 2: MAO inhibitors with
amphetamine actions or
amphetamines with MAO
inhibitions

Diig Cornment

amphetaming MAC at high doses

trenylcypromine (Pamats) alen called phemylcydopropyamine, stuctrally relatsd o
amphetaming

Balegiline metabolized to L-methampheataming

metabolized to L-amphetamineg
less amphatamine formed transdemrally

Table 3: MAO enzymes

MAC-A MAD-B

Substrates S-HT Pherrylethylamine
HE (il
(1 Tyramine
Tyramine
Tissue distribution Brain, gut, fver, plazenta, skin Brrain, platelets, ymphocytes

Table 4: Suggested tyramine
dietary modifications for MAO
inhibitors*



Fosod 1o avoid Food allowad

ed, , emoked, Termeried, spailed, Ta8h or procasesd meat, poulry, a
or improperly stored meat, poultry, and fish
Broad been pods Al other vegetables
Aged chesses Processsd and cottage cheess, ricotta
chesas, yogurt
Tap and nonpasteunizad besra Canned or bottlad bears and alzohal (hewe
litt tyramine)
Marrnite, sauerkraut Brewer's and bakar's yeast
Soy products‘tofu

*Mo distary modificatiors needad for low doses of tranedermal selagiine or for kow orel dosss of
aclactive MAC-B inhibitors.

s
ME transportsr

Figure 1: Normal NE Destruction



e | A ne vagacanstnolion
alpha 1 no Tep
raceplorns

s

12-69
Figure 2: Tyramine increases
norepinephine release



o MAD-A inhibitor

d vagoconsticlion

\ and hypartension

alpha 1 e
receplors | -

Figure 3: Inhibition of MAO-A
and tyramine

Table 5: Potentially dangerous
hypertensive  combos:  agents
when combined with MAOIs that
can cause hypertension
(theoretically via  adrenergic
stimulation)



Decongestants

pharylephring {alpha 1 selective agorist)

epheding® (ma huang, ephadma) (alpha and b=ta agenist; central NE and DA relesssr)
pacudoephedrine® (active starsoisomer of aphedrine —same mechanism e sphedring)
phermylpropanolamine® (alpha 1 agonist lees eflective cantral NE/DA raleaser than sphedring]
Stimulants

amphetamines

methylpheridate

Antidepressants with NRI {norepinep hrine reuptake inhibition)

TCha

MRl

SMRle

NORI=

Appelite suppreasants with MRI

sibutrarnire®

phantenting

*withdrawn from markets in the United States and some other countries

Table 6: Potentially lethal
combos: agents when combined
with MAOIs that can cause
hyperthermia/serotonin syndrome
(theoretically via SERT
inhibition)



Artideprassants

55Rls

ENRla

TCAe (espacialy clomipramine)
Other TCA structures
cyclbarzaprineg
cabamazeping

Appefite suppressants with SERT inhibition
sibutrarnine®

Opinids

dextromethaphan

mepariding

tremadil

rettadare

proposyphens

*withidrawn from markets inthe United States snd some other countries

Table 7: Tyramine content
cheese



mg per 159
serving

English
STILTON

Philadelphia®
CREAM
CHEESE

Table 8: Tyramine content of
commercial chain pizza



1/2 medium
double cheese,
double
pepperaont

1/2 medium
double cheesa,
double
pepperani

1/2 medium
double cheese,
double
Pepperoni

Table 9: Tyramine content
wine



mg per 4-0z
serving

Table 10: Are brain changes
progressive in depression?

e A frontal-limbic  function
disconnection 1s present in
depression and correlates with
the duration of the current



depressive episode
Hippocampal volume loss is
greater with longer periods of
untreated depression

The likelihood that a life stress
precipitates a  depressive
episode is greatest for the first
episode of depression and
declines with each subsequent
episode, although the risk of
subsequent episodes increases
as though prior episodes of
depression as well as life
stressors are causing
subsequent episodes

More episodes as well as
residual symptoms  both



predict poorer outcome in
terms of more relapses
Antidepressants may boost
trophic  factors, normalize
brain activity, suggesting that
successful and early treatment
may attenuate progressive
maladaptive brain changes and
improve the clinical course of
the 1llness

Symptomatic remission may be
the clinician’s benchmark for
enhancing the probability of
arresting disease progression
Sustained remission may be a
clinician’s  benchmark for
reversing the  underlying



pathophysiology of major
depression

Posttest Self Assessment

Question: Answer

When should antidepressant
maintenance become indefinite?

A. Following remission from
one episode of major
depression

e — Guidelines suggest this
1S not necessary unless
particularly severe and
other risk factors such as



suicidality and a highly
positive family history

B. Following remission from
two episodes of major
depression

e — This 1s ambiguous,
with non complicated
cases not  requiring
indefinite = maintenance
but complex, severe or
suicidal cases probably
needing maintenance

C. If there 1s a particularly
severe episode or one with



suicidality, especially if a
positive family history for
depression

e — Yes

D. Following remission from
three episodes of major
depression

e — Definitely yes

E. On a case by case basis

e — No, should be more
systematic than this as
shown in the answers



above

Answer: C and D
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Patient File

The Case:
The son who would not take a
shower

The Question:
Will a 32-year-old with an 18-
year history of psychotic
disorder ever be able to live on
his own?

The Dilemma:
How can aging parents no longer
with the health or the means to
support an adult patient with a
serious mental 1llness move their
son towards independence



without decompensating  his
psychotic 1llness or making him
homeless?

Pretest Self Assessment

Question (answer at the end of the
case)

Patients who have shown only
partial response on valproate can
benefit from augmentation with
lamotrigine. If valproate affects the
plasma levels of lamotrigine, which
would be the proper titration
schedule to follow for lamotrigine?



A. Valproate does not affect
the  plasma levels  of
lamotrigine, and thus no
adjustments in the titration
schedule are required

B. Valproate increases the
plasma levels of lamotrigine,
and thus the titration schedule
should be halved

C. Valproate decreases the
plasma levels of lamotrigine,
and thus the titration schedule
should be doubled



D. Valproate should never be
given in the presence of
lamotrigine

Patient Intake

32-year-old man

Chief complaint by the patient:
parents will not leave him
alone

Chief complaint by the
parents: son will not take care
of his hygiene or his room, and
i1s not on a trajectory towards
ever living on his own



Psychiatric History

e Onset of illness age 18
characterized, at times, as
schizophrenia, and at times as
an  affective state, of
depressive but not manic in
nature

Most likely schizoaffective
disorder =~ with  prodromal
onset, perhaps at the age of 14
and with full onset at age 16 or
17, with a final diagnosis and
hospitalization first at age 18
Has had multiple
hospitalizations, last one being
1 Y2 years ago



Has had four suicide attempts
Has taken numerous
medications over the years
with variable results

Social and Personal History

Lives in a home that was built
for him at the back of his
parents’ property

Parents now retired and
concerned about their need to
support him on a reduced
income, and what will happen
to him after they can no longer
care for him

Has accumulated some college



credits, 1s artistic, reads
books, and has a high IQ

e Has poor general hygiene,
including rare brushing of
teeth, sleeping in his clothes,
not taking showers, and getting
skin infections from poor
hygiene

e Has poor habits, is difficult
and obstructionist to changing
habits

e Parents have never had him
evaluated for social security
disability

% Medical History



e Obese

e Dyslipidemia with moderately
elevated fasting triglycerides

e Normal fasting glucose

= p—
= Family History

e Maternal  great-grandfather:
depression, received ECT,
committed suicide at age 72

e Maternal aunt: bipolar
disorder

‘%ﬂ Patient Intake

e Patient arrived on time at
appointment and was



accompanied by parents
Patient 1s a tall, huge,
overweight man

He comes into the office with
a wide brimmed leather
Australian style bush hat, and
when he takes it off reveals a
shaved head

He also has a large, poorly
kempt and scraggly brown
beard

Altogether he has a very scary
somewhat bizarre appearance
and demeanor

He initially eyed the physician
with suspicion

When the mother began the



interview by speaking about
herself, he would frequently
interrupt and very fluently and
forcibly voice objections to
most of what she said

When directly prompted by
physician to explain what was
wrong with him, he had a great
deal of thought blocking and
silence, and was unable to
respond in a coherent manner
Patient is quite guarded about
his delusions and
hallucinations in the presence
of physician, but experiences
both according to his past
history



Patient has persistent
delusions of thinking that he
should die

Is tormented by thoughts telling
him that he is a vile and
despicable person who needs
to die

Receives messages that he is
“one of them”; that is, one of
the people who prey on the
weak

Patient believes his problems
are due to events in his
childhood related to his
memory, whether actual or not,
that he was molested by boys
at a military school when he



was in 7th or 8th grade

e When around children, he
believes he could harm them,
and voices tell him he could
harm them telepathically,
especially by molesting them
telepathically

e Believes he can telepathically
hurt his sister’s dog

e Believes God speaks to him,
and no one can convince him
that God does not think that he
is a vile person

Current Medications

e Ziprasidone (Geodon): 80 mg



in the morning; 160 mg at night
e Sertraline (Zoloft): 200 mg in
the morning
e Valproate ER (Depakote ER):
1500 mg at night

- Attending  Physician’s

[¢)

Méntal Notes: Initial Psychiatric
Evaluation

e This patient is severely ill

e It is not clear whether the
parents are providing helpful
support or are fostering
dependency

e The key is to urgently help the
family make progress towards



the goal of having the patient
develop long-term
independence, or at least
behavior and skills consistent
with another living
arrangement such as a group
home or board and care
facility rather than
homelessness

/O Further Investigation

Is there anything else you would
like to know about this patient?

e What about substance abuse?
o — Upon inquiry, the



patient states he smokes
marijuana most days

o — No alcohol

o — The parents seem
unaware that this might be
contributing in a major
way to the patient’s
overall disability and
personal hygiene

Of the following choices, what
would you do?

Increase the dose of



ziprasidone (Geodon)
Add a mood stabilizer

Switch to another atypical
antipsychotic

If you would switch to another

atypical antipsychotic, which one
would you choose?

Aripiprazole (Abilify)
Clozapine (Clozaril)

Olanzapine (Zyprexa)



Quetiapine (Seroquel)

Risperidone (Risperdal)

sy Case Outcome: First and

SR62712829300

econd Interim Followup Visits
Over 3 Months

e Patient was titrated to 400 mg
clozapine at night

e A few months later, parents are
still concerned that he is not on
track to living independently

e They complain he is not able
to do the simplest of things
such as getting up on time,
taking his medications, eating



regularly, and scheduling his
own rides with a community
transport service

Mother believes that clozapine
has some effect, in that it keeps
him from becoming actually
suicidal although he continues
to have suicidal thoughts
Mostly she believes clozapine
keeps him out of the hospital
Patient agrees that clozapine
helps him remain out of
hospital, but wants to stop his
medications as he feels
marijuana is the best treatment,
and wants to only take medical
marijuana



What would you do next?
Augment with carbamazepine
Augment with lamotrigine
Augment with lithium

Add a second antipsychotic to
clozapine

Suggest cognitive behavioral
therapy



Suggest drug dependence
therapy

Case Outcome: Third and

Subsequent Followup Visits Over
Months 3 to 6

e Patient was augmented with
lamotrigine, as this mood
stabilizer was shown to be
useful in treatment-resistant
cases even with partial
response only to clozapine

e As patient is on valproate, he
should be given half of the
normal titration schedule for
lamotrigine:



o — For the first two
weeks: 25 mg every other
day

o — Week three: increase to
25 mg per day

o — Week five: increase to
50 mg per day

o — Week six: increase to
100 mg per day

e Patient was open to a
cognitive behavioral therapy
as an approach to his lack of
insight into his delusions and
hallucinations, and his
problems with his hygiene

e Patient appears to emotionally
blackmail his parents into not



setting limits for him; he
knows there will be no
consequences for him not
taking care of himself

Parents are encouraged to look
for a placement outside of the
home, and to state that if
patient does not follow certain
rules such as taking care of
getting up at the right time,
taking his medications, taking
care of his hygiene, and taking
care of arranging his own
transportation, he would have
to go to an alternative home
Patient needs to  show
willingness to change to avoid



certain penalties

Family referred to social
services for an assessment, for
possible  social  security
disability  evaluation, and
evaluation of alternative living
arrangements

Family also referred to patient
and family support groups for
information and support

—/=] Case Debrief

[

Parents of children with
mental disorders are often

confronted  with  difficult
choices that may involve the



placement of their child

When these children grow up,
they may sometimes,
intentionally or not, keep their
parents “hostage” of their
disorder

Comorbid substance abuse is
common and patients often
lack the motivation to stop
this. Drug abuse may also
contribute  to  lack  of
motivation to develop social
skills for independent living,
as being dependent and
abusing drugs 1s too often seen

as an easier path and a better
life



e Physicians and mental health
professionals of all types can
help the entire family get
through these difficult choices,
and may be able to guide the
parents as well as the children
to a common path of
understanding

e There is no easy road in the
treatment of a family member
with a mental disorder....

Performance in Practice:

Confessions of a
Psychopharmacologist

e What could have been done



better here?

o — Should referral to
social security have been
done years earlier?

o — Should family therapy
have been done years
carlier or started
immediately at the time of
the first evaluation when
giving clozapine and then
lamotrigine, and not 6
months later?

o — Is this a medication

1ssue of treatment
resistance, or a family
1ssue?

o — Do the parents need



better skills in dealing
with the patient?
e Possible action items for
improvement in practice
o — Serve as better liaison
with local patient and
family support groups

@ Two-Minute Tute: A brief

lesson and psychopharmacology
tutorial (tute) with relevant
background material for this case

° — Negative symptom
description
e — Role of marjjuana in

schizophrenia



Table 1: What are negative

symptoms?
Domain National Institute | Translation
of Mental Health
(NIMH) Term*
Dysfunction of Alogia Poverty of speach, e.g. talks little,
communication uses few words

Dysfunction of affect | Blunted affect

Reduced range of emations
(perception, experience, and
expression), e.g. feels numb or
empty inside, recalls few emotional
experiences, good or bad

Dystunction of Asaciality Reduced social drive and

socialization intgraction, e.0. linke sexual inerest,
few friends, littke interest in spending
time with (or little time spent with)
friends

Dysfunction Anhedonia Reduced ability 1o experience

of capacity for pleasure, e.9. finds previous

pleasure hobbies or imterests unpleasurable

Dysfunction of Avolition Reduced desire, motivation,

mtivation persistence, &.0. reduced ability to

undertake and complete everyday
tasks; may have poor personal
hygiene

“These terms were agreed to



represent domains of negative
symptoms during an NIMH-
supported consensus conference
of experts

Table 2: What do negative
symptoms predict?

[ Worse quality of life
Worse social functioning
Worse interpersonal relationships
Worse work performance
Worse overall outcome




Megative symptom remission after very long term treatment
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Figure 1: Negative symptom
remission after very long term
treatment.

Standard doses of an atypical
antipsychotic ziprasidone were
superior to low doses of
ziprasidone and to the conventional



antipsychotic haloperidol in
enhancing the number of patients
with remission of their negative

symptoms.

Cannabis and Psychosis

e (Cannabis increases the risk of
psychotic symptoms n
individuals from the general
population

e In patients with an established
psychotic disorder, cannabis

o — Has a negative effect
on illness course

o — Causes more and
carlier relapses



o — Causes more frequent
hospitalization

o — Causes poorer
psychosocial functioning

o — Causes loss of brain
tissue at twice the rate of
patients with
schizophrenia who do not
use cannabis

So Why Do Patients with
Psychosis Use Cannabis?

e Principal motives may be
o — Enhancement of
positive affect
o — Social acceptance



o — Coping with negative
affect/negative symptoms
e Studies suggest patients with
psychosis
o — Are more sensitive to
the mood  enhancing
effects of cannabis
o — But are also more
sensitive to the psychosis
inducing  effects  of
cannabis
o — Since the rewards are
immediate and  the
adverse consequences are
delayed, this can set up a
vicious cycle of
deleterious use of



cannabis in patients with
schizophrenia

Posttest Self Assessment

Question: Answer

Patients who have shown only
partial response on valproate can
benefit from augmentation with
lamotrigine. If valproate affects the
plasma levels of lamotrigine, which
would be the proper titration
schedule to follow for lamotrigine?

A. Valproate does not affect
the  plasma levels  of



lamotrigine, and thus no
adjustments in the titration
schedule are required

B. Valproate increases the
plasma levels of lamotrigine,
and thus the titration schedule
should be halved

C. Valproate decreases the
plasma levels of lamotrigine,
and thus the titration schedule
should be doubled

D. Valproate should never be
given in the presence of
lamotrigine



Answer: B
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Patient File
Lightning Round

The Case:
The man who kept hitting his
wife over the head with a frying
pan

The Question:
How do you treat aggressive
behavior in a patient with early
Alzheimer’s Disease?

The Dilemma:
Can Alzheimer patients ever be
treated  with  black  box
antipsychotics?



Pretest Self Assessment

Question (answer at the end of the
case)

An elderly patient presents with
memory and cognitive problems as
well as behavioral issues. Based on
the reports of family members and
various neuropsychological tests,
you diagnose your patient with
probable Alzheimer’s disease. All
of the following statements are true
about using atypical antipsychotic
in the treatment of Alzheimer’s
disease, except one. Which one is
false?



A. Evidence-based treatments
of the behavioral symptoms of
dementia are pointing to risks
but not benefits of atypical
antipsychotics.

B. The CATIE-AD study
shows no convincing evidence
of efficacy of atypical
antipsychotics for behavioral
symptoms of dementia.

C. Black box warnings of
increased incidence of death
appearing on all antipsychotics
have increased the perception



of risk for these agents.

D. Because of poor evidence
for their efficacy in treating
behavioral symptoms, atypical
antipsychotics should rarely, if
ever, be given to elderly
Alzheimer’s patients.

Patient Intake

83-year-old-man

Chief complaint: none

Patient 1s brought in by his
wife saying she has noticed
changes 1in her husband’s
memory and behavior for the



past year
Psychiatric History

Patient’s wife is known to you
as a previous patient with
recurrent episodes of major
depression, now resolved
Wife comes to you now with
her husband designated as the
patient because of his temper,
shouting and irritability
Patient used to attend sessions
with his wife, so is known to
the attending physician over
many years

She wants an evaluation and



treatment of his behavior
Husband is not aware of
changes in his memory but
does know that he has been
evaluated by several doctors
over the past year and that his
wife i1s concerned about his
memory

Wife says that for the last year,
the patient loses temper and
shouts readily, out of character
for him

He is increasingly obsessive
about money

He  admits  that  these
observations are true

Certain behaviors are



perseverative and make no
sense

He is irritable, impulsive, and
shows signs of poor judgment

The patient’s driver’s license
has been suspended and he is
not permitted to drive as he
has failed his written test on
three occasions

When provoked, the patient
likes to take an iron frying pan
and hit his wife on the head
with it; she has been bruised
but not knocked unconscious;
he 1s remorseful but keeps
doing it

Wife is afraid he will hurt her



and does not want to have to
place him outside of the home
as he refuses to go at this time

e However, he will soon be
placed in a nursing home if
this behavior is not controlled
and if the danger of injury to
the wife is not removed

e Initially placed on donepezil
(Aricept)

e No improvement after two
months

e Switched to  galantamine
(Razadyne)

e No improvement after two
more months

e Trial of citalopram (Celexa)



e No 1improvement after two
more months and in fact the
patient is deteriorating

e Patient’s wife asks for an
antipsychotic but neither the
family physician nor the
neurologist will prescribe one
because of the black box
warning of increased risk of
cardiovascular events and
death if these medications are
used in elderly Alzheimer
patients plus little evidence-
based proof that they work for
agitation in  Alzheimer’s
disease =~ from  controlled
clinical trials



Patient Intake

Patient arrives with his wife
and he i1s dressed in a tennis
outfit having just played tennis
and looks younger than his
stated age

Cooperative at the time of the
interview

Unable to remember three
objects at three minutes
Euthymic, willing to cooperate
with  transferring financial
guardianship of his
considerable assets to his wife
with the consulting advice of a



daughter by a previous
marriage and a local stock
broker, who will be an advisor
but not have signature
authority; he is judged not
competent to handle his funds

Social and Personal History

Patient is a wealthy retired
entrepreneur

Hobby is tennis

Married 33 years, no children
from this marriage

Previous marriage 19 years,
one daughter

Non smoker



e No drug or alcohol abuse

% Medical History

e Patient has been evaluated by
2  neurologists and a
psychologist

e CT and MRI brain scans show
moderately severe cortical
atrophy

e Patient received a clinical
diagnosis of probable
Alzheimer’s disease

q Medications

e Lanoxin for mild congestive



heart failure

Imuran  prophylaxis for
myasthenia  gravis, which
occurred seven years ago but
1S NOW in remission

Diovan for hypertension
Doxazosin for urinary
frequency

Coumadin for phlebitis and
pulmonary emboliu, past 25
years

==

= Family History

e Two brothers: Alzheimer’s
disease



Of the following choices, what
would you do?

Add antipsychotic

Add antidepressant

Add divalproex (Depakote)
Add gabapentin (Neurontin)
Add selegilene (Eldepryl)

Use behavioral interventions



Other

Case Outcome

e Discussed options, including
behavioral and environmental
interventions, which  the
patient and his wife feel are
not applicable

e Discussed the controversies
about using antipsychotics for
the behavioral symptoms of
dementia, including increased
risk of cardiovascular events
and even death

e Suggested trying first another
selective serotonin reuptake



inhibitor (SSRI)

Both patient and his wife
refuse — they have already
wasted 6 months on ineffective
treatments

Patient states that he is not
depressed and won’t take an
antidepressant

Wife wants something that will
work on aggressive symptoms
immediately or she fears that
he will have to be placed soon
in a nursing home

After explaining risks,
benefits, and alternatives, they
agree to a trial of risperidone
Excellent response, patient’s



behavior improves and no
longer gets provoked or tries
to assault wife with the frying
pan

ﬁf =| Case Debrief

e This high functioning patient
with early  Alzheimer’s
disease is beginning to
deteriorate behaviorally

e Empiric trials of two
acetylcholinesterase inhibitors
were not effective for either
memory or for behavioral
symptoms, although sometimes
these agents can work for both



types of symptoms
e Empiric trial of an SSRI was

not effective and behavioral
interventions for this higher
functioning patient were not
deemed appropriate

e Although many would believe
the risks outweigh the benefits,
with informed consent a trial
of low dose risperidone
(Risperdal)  stopped  the
aggressive behavior, reduced
the risk of injury to the wife,
and prolonged the time to
admission to a nursing home,
showing that in this case, at
least short term the benefits



=

outweighed the risks for
administering an  atypical
antipsychotic

Despite evidence-based large
trials, sometimes you only
need a trial of a drug in one
patient to make the case that a
treatment works

Take-Home Points: General

It has been very difficult to
prove in randomized
controlled trials that
antipsychotics are effective for
the behavioral symptoms of
dementia



e So-called evidence-based
studies of treatments of the
behavioral  symptoms  of
dementia are pointing to risks
but not benefits of atypical
antipsychotics

e In particular, the well known
CATIE-AD study shows no
convincing  evidence of
efficacy of atypical
antipsychotics for behavioral
symptoms of  dementia,
reducing the perception of
efficacy of these agents

e Black box warnings of
increased incidence of death,
now for all antipsychotics,



have increased the perception
of risk for these agents

Take-Home Points: So What
To Do?

e When appropriate, first-line
treatment should be considered
as interventions to identify and
manage reversible precipitants
of behavioral symptoms of
dementia

e These include treating causes
of behavior symptoms of
dementia whenever possible
such as

o — Pain



— Nicotine withdrawal
— Medication side effects
— Undiagnosed medical,
neurological, and

psychiatric conditions
o — Provocative
environments that are
either too stimulating or

not stimulating enough
e When considering medications
for the behavioral symptoms of
dementia, there 1s little
evidence for efficacy of
anything but much better
understanding of the risks of

medication

e Thus, many experts now

(0]

(0]

(0]



advocate a first-line treatment
of agitation and aggression in
dementia with an SSRI, e.g.,
citalopram

e If that fails, there is some
rationale and some open label
and anecdotal evidence for the
efficacy of beta blockers,
valproate, gabapentin, and
selegilene

e All of these agents have a
better risk profile than atypical
antipsychotics even if they do
not have any better evidence of
efficacy

Take-Home Points: Whither



the Antipsychotic in Alzheimer’s
Disease?

e If an antipsychotic 1is
considered, especially if an
SSRI fails, empiric trials of an
atypical antipsychotic, such as
risperidone, can be done if
risk benefit assessment is
consistent with the trial and
with documentation of
informed consent and
documentation of efficacy if
the treatment is to be continued

e Be wary, however, of
mistaking Alzheimer dementia
for Lewy Body dementia as



these patients should generally
not receive antipsychotics
even though they may have

prominent behavioral
symptoms, due to the risk of
increasing parkinsonian

symptoms and complications
from that; in such cases
quetiapine or clozapine could
be considered if any agent at
all in this class

Guidelines for treating the
behavioral = symptoms  of
dementia remain unclear and
controversial with insufficient
studies of this increasingly
common problem as the



number of patients with
dementia continues to increase

Tips and Pearls

This patient was somewhat
aware of his behavioral
symptoms but, if you believe
him, unaware of his memory
problems

He illustrates an old adage for
how to differentiate whether
memory problems in the
elderly are due to depression
or to dementia; namely, if you
complain about your memory
you are more likely to be



depressed

e However, if your spouse
complains about your memory,
you more likely have dementia

Posttest Self Assessment

Question: Answer

An elderly patient presents with
memory and cognitive problems as
well as behavioral issues. Based on
the reports of family members and
various neuropsychological tests,
you diagnose your patient with
probable Alzheimer’s disease. All
of the following statements are true



about using atypical antipsychotic
in the treatment of Alzheimer’s
disease, except one. Which one is
false?

A. Evidence-based treatments
of the behavioral symptoms of
dementia are pointing to risks
but not benefits of atypical
antipsychotics

B. The CATIE-AD study
shows no convincing evidence
of efficacy of atypical
antipsychotics for behavioral
symptoms of dementia



C. Black box warnings of
increased incidence of death
appearing on all antipsychotics
have increased the perception
of risk for these agents

D. Because of poor evidence
for their efficacy in treating
behavioral symptoms, atypical
antipsychotics should rarely if
ever be given to elderly
Alzheimer’s patients

° — This 1S an
overinterpretation of the
black boxed warning and
the decision to prescribe



an antipsychotic in a
patient with behavioral
symptoms in dementia
should be an individual
one based upon the
unique set of risks and
benefits in a given
situation

Answer: D
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Patient File

The Case:
The son who would not go to
bed

The Question:
What do you do when SSRIs and
behavioral therapy fail to
reverse disability in OCD for
more than 19 years?

The Dilemma:
How to improve quality of life
for a patient with treatment-
resistant OCD



Pretest Self Assessment

Question (answer at the end of the
case)

Which of the following are
evidence-based  treatments  for
obsessive compulsive disorder?

A. High dose paroxetine

(Paxil) (>40 mg)

B. High dose sertraline
(Zoloft) (>200 mg)

C. SNRIs (serotonin

norepinephrine reuptake



inhibitors)

D. Atypical antipsychotic
augmentation of SSRIs

(serotonin selective reuptake
inhibitors)

Patient Intake

34-year-old man with a chief
complaint of “paranoia”

Parents, who asked for the
appointment and with whom
the  patient lives, are
approaching their own
retirement and concerned
about the patient’s ability to



ever live on his own and what
will happen to all of them after
their money runs out, or to him,
after their deaths

Psychiatric History

The patient has had obsessive
compulsive symptoms since
kindergarten and has been
under psychiatric care since he
was 15

As a child he had problems
relating with other children at
least in part due to early
symptoms (e.g., they could not
touch his books without



washing their hands)

He has been totally disabled
and receiving social security
income since he was 21, with

symptoms including
obsessions, compulsions,
general anxiety, paranoia, and
depression

He currently has many rituals
that occupy all his waking
hours

For example, his nighttime
rituals include turning off the
light, thinking of Jesus while
not thinking of the devil,
swallowing  three  times,
thinking of a girl, going to his



bed, blinking three times, and
thinking of Jesus again — if he
does this perfectly he can then
go to sleep; if not, he repeats it
over and over until he does it
perfectly and is able to go to
bed

Additionally, he has problems
standing in crowds or being
with other people as he feels
they are clearly thinking of him
and are out to get him

He states that he no longer
wants to go through the hassle
of being out with other people
because it makes him
uncomfortable



e Thus, he has withdrawn into
himself; he currently lives with
his parents, stays home, naps
during the day, and has very
little interaction with other
people

e He has no friends, no
girlfriends, relates mostly to
his family, and is mostly alone

e He is not unhappy about this
arrangement, is mostly
comfortable with his life, and
has given up on plans to
change his life

@> Medication History



e Numerous psychotropic drugs
especially over the past 20
years, including  several
different selective serotonin
reuptake inhibitors (SSRIs)
and augmentation strategies

o At first, perhaps 25%
improvement in intensity and
duration of symptoms, but no
longer clear whether
medications are doing any
good whatsoever

% Psychotherapy History

e Has had several years of



outpatient behavioral therapy
and cognitive  behavioral
therapy with numMerous
therapists over the past 20
years

Basically, about every 5 years
they try again with new
therapists and new
psychiatrists to see if any new
medications or any new
psychotherapy will be
effective

Little to no response to these
psychotherapeutic
interventions, but it has been 5
years since making a serious
effort at psychotherapy or



trying new medications, so
wanting to try something again

Social and Personal History

He graduated high school and
held a job for one year prior to
getting full disability (social
security  disability  plus
Medicare)

He was able to go to college
for ten years and get an
associate degree in art

He has worked intermittently
for a few days or weeks for
cash but otherwise has had
nothing in the way of



employment since age 21

% Medical History

Overweight

BMI 29

Type 1I diabetes

Hypertension

BP 145/88 on treatment
Fasting glucose and
trigylcerides elevated

& . .
= Family History

e Maternal grandparents:
depression
e Maternal aunts: anxiety and



depression

Patient Intake

Extremely severe, relatively
treatment-resistant, and fully
disabling OCD

He understands a great deal
about the sophisticated issues
regarding his illness, but also
lacks a great deal of insight
into how his habits are
sabotaging any chance of a
meaningful life and also how
this 1s making family members
suffer

e However, he was responsive



to preliminary discussion of
this and appears motivated to

get better

e He has no current suicidal
ideation, delusions,
hallucinations, or thought
disorder

e He reports no bad side effects
Current medications

e Paroxetine (Paxil; Seroxat) 40
mg twice per day

e Quetiapine (Seroquel)100 mg
three times per day

e Risperidone (Risperdal) 3 mg
twice per day



Trihexyphenidyl (Artane) and
benztropine (Cogentin) 2 mg
three times per day
Gabapentin (Neurontin) 3000
mg twice per day

Bupropion (Wellbutrin) XL
300 mg + bupropion SR 150
mg once per day

Lamotrigine (Lamictal) 100
mg once per day

Rosiglitazone maleate and
metformin for diabetes
Lisinopril for blood pressure



In your clinical experience, would
you expect a patient such as this to
respond to any medication regimen
alone?

Yes

No

- Attending  Physician’s

0,

Mental Notes: Initial Psychiatric
Evaluation

e OCD is a difficult disorder to
treat and often requires both
medication and  cognitive



behavioral therapy (CBT)

e Response to medication alone
may be particularly unlikely
for a patient with this history
of treatment resistance and
maladaptive behaviors

Despite taking several psychotropic
medications at high doses, the
patient does not appear to have
robust efficacy nor does he report
bad side effects. Which of the
following would be your next step?



Take plasma drug levels
Adjust medications

Recommend restarting CBT
with a new therapist

Recommend alternative
therapy such as deep brain
stimulation (DBS)

- Attending  Physician’s

Mental Notes: Initial Psychiatric
Evaluation, Continued

e As mentioned, some form of



treatment in addition to
medication is likely to be
necessary for this patient;
however, it may also be
beneficial to adjust his current
medication regimen

The patient 1s taking very high
doses of paroxetine and
gabapentin without apparent
intolerance

This could be because he has
taken these medications for so
long and has become tolerant
to them

It is also possible that he is not
absorbing the medications; he
also may not be taking the



medications as reported and
be partially noncompliant;
thus, before adjusting any
medications it may be best to
obtain plasma drug levels

e He and his parents say he is
taking the gabapentin for
general anxiety symptoms,
which they say are severe, and
he 1s taking bupropion and
lamotrigine for depression, but
they say he has more of an “I
don’t care” attitude than real
depression or sadness

p Further investigation



Is there anything else you would
especially like to know about this
patient?

e What about details concerning
his past medication treatments
and his past behavioral
therapy?

o — Has taken fluoxetine
(Prozac) up to 80 mg,
citalopram (Celexa) up to
60 mg, no response but
well tolerated

o — Has taken
clomipramine (Anafranil)
up to 150 mg, no
response, poorly



tolerated

— FEach for over 12
weeks

— Has tried brief
augmentation with
buspirone (Buspar),
lithium, and
benzodiazepines without
further improvement

— CBT (cognitive
behavioral therapy) with
more than 3 therapists
over 20 years, at least 6
months each, with little or
no response to weekly
sessions



Case Outcome: First

Interim Followup, Week 3

e Blood work confirms that
despite high doses, the plasma
levels of paroxetine and
gabapentin are only moderate,
assuming he  takes  the
medication as reported

e Plasma levels are low for
risperidone, quetiapine,
bupropion, and lamotrigine

e Because SSRIs are the best-
evidenced treatments for OCD,
even though there is limited
documentation of high dose
utility of SSRIs in OCD, the



paroxetine dose 1s
nevertheless raised to 60 mg
twice a day to achieve higher
plasma levels

Although gabapentin plasma
levels are only moderate, the
daytime dose (currently 3000
mg) is actually decreased (to
2000 mg)

Although  gabapentin  can
improve anxiety it 1s not
specifically approved in OCD
and could be contributing to
the patient’s need to take
daytime naps, although the
naps are not really due to
fatigue or sleepiness, but to



boredom and lack  of
stimulating daytime activities

Would you continue his atypical
antipsychotics?

Yes, continue both risperidone
and quetiapine

Continue  risperidone  but
discontinue quetiapine

Continue  quetiapine  but
discontinue risperidone



No, discontinue both
risperidone and quetiapine

Would you continue his bupropion
and lamotrigine?

Yes, continue both bupropion
and lamotrigine

Continue  bupropion  but
discontinue lamotrigine

Continue  lamotrigine  but
discontinue bupropion

No, discontinue both



bupropion and lamotrigine

Case Outcome: First

Intenm Followup, Week 3,
Continued

e [t may be preferable to use one
rather than two atypical
antipsychotics, particularly as
plasma levels of both are
currently low and thus neither
one has necessarily been given
an adequate trial

The dose of quetiapine is
increased to 800 mg/day while
risperidone and
trihexyphenidyl are



discontinued
e There 1s no evidence of
efficacy for either bupropion
or lamotrigine in OCD and
since he has not clearly
experienced problems with
depression both of these
medications are discontinued
e Adjusted medication regimen
o — Paroxetine 60 mg twice
per day
o — Gabapentin 2000 mg in
the morning and 3000 mg
at night
o — Quetiapine 800 mg
once per day
e Rosiglitazone maleate and



metformin for diabetes,
lisinopril for blood pressure

In addition to the adjustments to
medications, which of the following
would you be most likely to
recommend to this patient?

CBT (cognitive behavioral
therapy)

DBS (deep brain stimulation)

Cingulotomy



Gamma knife surgery
Both CBT and DBS
Both CBT and cingulotomy

Both CBT and gamma knife
surgery

None of the above

- Attending  Physician’s

0,

Meontal Notes: First Interim
Followup, Week 3

e CBT 1s likely a necessary



component of treatment for
many patients with OCD,
particularly when there are
multiple maladaptive
behaviors as with this patient
DBS is approved for
treatment-resistant OCD
Involves two surgical
procedures, one to implant
electrodes in the brain and a
second to  implant a
neurostimulator in the chest
Stimulation  is  generally
constant  but can  be
temporarily turned off by
holding a hand-held magnetic
device over the area of the



chest where the
neurostimulator is located

e DBS may be preferable to
cingulotomy or gamma knife
surgery, both of which are
permanent and reserved as a
last resort

Case Outcome: First

Continued

e Information about
nonmedication options was
discussed, with the assignment
of the patient and his parents to
read about DBS



e Parents also assigned to
investigate 1 to 3 month
residential CBT treatment
programs at two academic
medical centers specializing in
OCD

Case Outcome: Second

Ite rim Followup Visit, Week 7

e No change in status, no side
effects including no weight
gain

e No increase 1in fasting
triglycerides or glucose

e Not interested in DBS

e Residential CBT treatment



programs for OCD not
covered by insurance or
Medicare, and cost tens of
thousands of dollars

How long does it take someone
with OCD to respond to initiation
of an SSRI or to change from one
SSRI to another?

1 month

2 months



3 months

6 months

- Attending  Physician’s

0,

M(;ntal Notes: Second Interim
Followup, Week 7

e Initiation of treatment with an
SSRI can take up to 12 weeks
to see notable changes,
although some patients
respond faster

e Thus, it may take another
month or two to determine
whether the increase in
paroxetine and quetiapine (and



discontinuation of risperidone,
lamotrigine and bupropion)
will have any additional
therapeutic actions

e No changes in medications or
dosage recommended for
another 2 months

e There is a reality TV show in
Southern California on OCD,
and part of the production is to
pay for residential CBT
treatment and the parents were
encouraged to contact the
show’s producers to see if
their son would be eligible

e Parents also told to investigate
a third academic medical



center’s 3 week day treatment
program about 100 miles from
their home which would be
less expensive than a longer
program that is residential

Case Outcome: Third
Interim Followup Visit, Week 15

e No change in status, no side
effects, no weight gain, no
change in fasting triglycerides
or glucose

e TV show not interested in their
case

e The day treatment program is
several thousand dollars but



the parents will pay for it with
savings, and move him to an
apartment near the medical
center for 21 days

Can enroll in the next month
Decide to leave medications
the same as a stable platform
for new cognitive behavioral
treatment

Case Outcome: Fourth

nm Followup Visit, Week 21

e Patient completed 3 week day
treatment program, with rituals
reduced, but obsessions not
really changed



e Now at home and reverting to
old rituals and habits

e Patient resigned to  his
situation

e Parents, mother now in her late
60s and father in his early 70s,
both retired, very discouraged
and worried about their future
and his

e Discussed various medical
treatment options and told
about DBS once again

What would you do now?



Try additional evidence based
medication treatment strategies
for resistant OCD

Refer to DBS center

Investigate family dynamics,
dependency issues

Let well enough alone
ﬁ'f =| Case Debrief

e Many patients with OCD
experience  resistance  to
medication  treatment and
maladaptive behaviors that



require multimodal treatment
approaches

Adjustments to this patient’s
medications simplified his
regimen but did not result in
significant improvement in
efficacy

In order to experience
improvement in symptoms and
higher quality of life this
patient will likely require
ongoing medication treatment
with trials of medication doses
and combinations that have
been effective in resistant
cases coupled with residential
treatment  for  behavioral



=

therapy

DBS remains an option if he
does not experience sufficient
improvement with medication
and CBT

Take-Home Points

Many patients with OCD
either do not respond to SSRIs
or do not respond sufficiently
to achieve functional
independence, a vocation or a
social life

Many patients with OCD also
do not respond to available
CBT, especially nonresidential



treatment if the OCD is severe
Practical considerations and
cost mean that residential CBT
is out of reach for most
patients with OCD, as is DBS
Nevertheless, some patients
can improve with
pharmacologic approaches that
have not been exhausted in this
patient even if the prognosis
for independent living remains
poor

Performance in Practice:

Confessions of a
Psychopharmacologist



e What could have been done
better here?

o — Since this case 1is
obviously refractory to
both medications and to
CBT, should referral to
DBS have been done

earlier and more
aggressively?

o — Should dependency
issues and family

dynamics have been
investigated earlier when
therapeutic optimism for
everyone was higher?

o — Should more
aggressive augmentation



strategies been initiated
earlier?
e Possible action items for
improvement in practice
o — Research better links
with residential CBT
programs for OCD and
alternative  forms  of
financing
o — Research better links
with DBS centers,
including information on
whether as experimental
protocol, medical
expenses such as surgery
and stimulator are
covered by research



grants or by Medicare

Tips and Pearls

e [t appears that there are some
pharmacokinetic or
compliance issues here that
may be interfering with drug
absorption

e Plasma drug levels are often
neglected in treatment resistant
cases, but may open the door
to rational uses of high or even
heroic dosing

e This suggests also that the
patient may be a good
candidate for a trial of



intravenous clomipramine, to
bypass pharmacokinetic
problems

%@3 Mechanism of Action

Moment

e Only serotonergic
antidepressants seem to work
in OCD whereas serotonergic,
noradrenergic and/or
dopaminergic antidepressants
seem to work in depression

e Serotonergic agents must block
the serotonin transporter by
80% or more for them to work
in depression (Figure 1)



e Serotonergic agents are often
dosed similarly in OCD, but
anecdotes suggest that higher
doses may work better in some
OCD patients

e This could be due to the fact
that occupancy of serotonin
transporter between 80% and
100% occurs at higher drug
doses, and results in higher
serotonin levels in the synapse

and greater OCD efficacy
o Alternatively, since
intravenous serotonergic

agents such as clomipramine
are also effective in some
patients who do not respond to



seemingly adequate doses of
oral agents, it may be that high
oral doses or intravenous
administration is required in
some OCD patients to even
attain the critical level of 80%
occupancy  of  serotonin
transporters

@ Two-Minute Tute: A brief

lesson and psychopharmacology
tutorial (tute) with relevant
background material for this case

e — Pharmacologic treatments of
OCD
e — Relationships between SSRI



dose and SERT occupancy
e — Improvement of OCD by
DBS

Table 1: Recommendations for
the Pharmacologic Treatment of
ocD



Treatmenl Agenl Bxamples Recommended
type Dose for Adults
(mg/day)
Standard SSRI Citalopram 20-60
Treatments Escitalopram 10-20
Fuoxetine 20-60
Fuv oxcamine 100-300
Paroxetine 40-60
Sertraline 50-200
TCA Clomipramine 75-300
Alternative High dose S5RI | Citalopram 60=120
Treatments Escitalopram 20-60
Fucxetine 60-160
Fuvoxamine 300-450
Paroxetine 60120
Sertraline 200-400
Intravenous CGlomipramine
non SSRls Mirtazapine
Phenelzine
Venlafaxing
Augmentation | SSRI + Citalopram +
Clomipramine clomipramine
Fuvoxamine +
clomipramine
Fucwetine +
clomipramine
Atypical Olanzapine
antipsychatics | Rispendone
Ouetiapine
ofhers
Pindalel
Buspirone
Clonazepam
Riluzole
Topiramate

H-acatyicysteine
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Figure 1: Relationship between
SSRI dose and SERT (Serotonin
Transporter) occupation
80% SERT occupancy is the level
at which clinical efficacy can be
expected. This is achievable by
administration of most SSRIs, at
standard doses. Higher doses,
achieving higher SERT occupancy,



may be effective in some OCD
patients.
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Figure 2: OCD Severity
improvement during long term DBS,
n=10

YBOCS = Yale Brown Obsessive
Compulsive Scale



Posttest Self Assessment

Question: Answer

Which of the following are
evidence-based  treatments  for
obsessive compulsive disorder?

A. High dose paroxetine (>40
mg)

e — Although many SSRIs
have been reported in
small studies at high
doses, there 1s little 1if
anything on paroxetine in
the literature



B. High dose sertaline (>200
mg)

e — Probably the largest
and best designed study
has been comparing 200
mg to 400 mg of
sertraline, with good
therapeutic effects of the
high dose but more side

effects
C. SNRIs (serotonin
norepinephrine reuptake
inhibitors

e — A few case series have



been reported of effective
treatment by venlafaxine
in OCD

D. Atypical antipsychotic
augmentation of SSRIs

e — Many small studies and
a few literature reviews,
some patients benefit but
others do not

Answer: B, Cand D
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Patient File

The Case:
The sleepy woman with anxiety

The Question:
How can you be anxious and
narcoleptic at the same time?

The Dilemma:
Finding an effective regimen for
recurrent, treatment resistant
anxious depression ~ while
juggling complex treatments for
sleep disorders

Pretest Self Assessment



Question (answer at the end of the
case)

Which of the following are
approved treatments for treatment
resistant depression?

A. Deep brain stimulation

B.  Transcranial magnetic
stimulation

C. Vagal nerve stimulation

D. Aripiprazole (Abilify)



E. Quetiapine (Seroquel)
F. MAO inhibitors

W Patient Intake

e 44-year-old woman with a
chief complaint of anxiety

Psychiatric History

e The patient had onset of
anxiety and depression at
about age 15, which she began
self-medicating with alcohol

o After graduating from high
school, she began college and



was about to leave for study
abroad when she experienced
a panic attack for which she
was treated in the emergency
room
She was then hospitalized and
treated for alcohol abuse at
age 18, and has remained
sober ever since, although she
does admit to some possible
alprazolam (Xanax) abuse in
1999 as well as one overdose
with alprazolam
Her history also includes
multiple hospitalizations for
major depression

o — Age 19 (approximately



one year after her release
from the hospital for
alcohol abuse) because
she became suicidal

— Age 24 due to
recurrence of depression
— Age 26 with an
overdose following a
divorce and recurrence of
depression

— Age 27 due to
recurrence of depression
— Age 29 after two
miscarriages, with a
possible postpartum
element and some
discontinuation of her



medications at that time
to try to get pregnant

o — Age 30 when she
received
electroconvulsive therapy
(ECT): 7 sessions as an
inpatient and 23 as an

outpatient
e Details of medication history
unclear from available

information and from patient’s
memory, but has received
numerous psychotropic drugs
including antidepressants,
antipsychotics, and mood
stabilizers, all with poor
results



e She was much better for

several years following her
ECT treatment, but had severe
memory impairment

She had a recurrence of her
depression one year ago
severe enough to become
totally disabled, necessitating
resignation from a job as an
office worker that she had
enjoyed

She continues to be disabled
from depression and has a
great deal of anxiety,
subjectively more disturbed by
her anxiety than by her
depression



.

Social and Personal History

Married since 1996 (second
marriage); no children from
either marriage

Non smoker

Husband an architect,
supportive

Little contact with her family
of origin

Few friends or outside
interests

Medical History

Narcolepsy
Restless legs syndrome



Nighttime urinary incontinence
possibly related to highly
sedating medications

BMI 26

BP 120/78

Normal fasting glucose and
triglycerides

% Family History

e Grandmother: depression and
who has received ECT with
good results

Current Medications

e Bupropion (Wellbutrin XL)



450 mg/day (thinks it is helpful
as she worsens if she tries to
taper)

Ziprasidone (Geodon, Zeldox)
60 mg in the morning and 180
mg at night (unsure if this is
helpful)

Lamotrigine (Lamictal) 200
mg in the morning and 150 mg
at night (thinks it is helpful for
her mood)

Gabapentin (Neurontin) 300
mg in the morning, 600 mg at
noon, and 900 mg at night;
occasional 100 mg as needed
for  breakthrough anxiety
(experiences intolerable return



of anxiety at much lower
doses)

Pramipexole = (Mirapex) 1
mg/night for restless legs
syndrome (unclear whether
helpful)

Methylphenidate extended-
release (Concerta) 54 mg/day
for daytime sleepiness (thinks
it is helpful)

Sodium oxybate (Xyrem) 9 mg
in one dose at night for
narcolepsy and  daytime
sleepiness (not taken in
recommended split dose)
DDAVP (the peptide
Desmopressin) 0.4 mg/night



for bedwetting

Based on just what you have been
told so far about this patient’s
history and current symptoms,
would you consider her to fall
within the bipolar spectrum?

Yes
No

Would you continue her “mood
stabilizing” medications?



Yes, continue both ziprasidone
(Geodon) and lamotrigine
(Lamictal)

Continue  ziprasidone  but
discontinue lamotrigine

Continue lamotrigine
(Lamictal) but discontinue
ziprasidone (Geodon)

No, discontinue both
ziprasidone (Geodon) and
lamotrigine (Lamictal)

- Attending  Physician’s



Mental Notes: Initial Psychiatric
Evaluation

e Nothing unexpected on mental
status  examination  which
showed  depression  and
anxiety

e Because she has had numerous
recurrences, this makes her
illness appear to be somewhat
unstable; however, she has not
shown any overt signs of
bipolarity

e The best diagnosis for this
patient may be severe
generalized anxiety with major
depressive recurrent unipolar



disorder

e Nevertheless, tactics that are
useful for bipolar mood
disorders may be useful in this
patient

e Continuing ziprasidone
(Geodon) and lamotrigine
(Lamictal) may help mitigate
the risk of a future relapse

e Thus, these medications were
continued at the time of the
initial evaluation

/O Further Investigation:

Is there anything else you would



especially like to know about this
patient?

e What about details concerning
the diagnosis of narcolepsy
and of restless legs syndrome,
the treatments given and the
responses to those treatments?

o — During the past year as
her  depression  has
recurred and worsened,
she  has  developed
excessive daytime
sleepiness

o — She had an overnight
sleep polysomnogram
done in another city that



supposedly showed sleep
onset REM (rapid eye
movement) periods, but
you do not have a copy of
the report and do not
know if it was done
while taking any
medications, or after the
withdrawal of any
medications

— During the past year
she has also complained
of restless legs worse in
the evening when trying
to fall asleep

— Because of her
diagnosis of mnarcolepsy,



she was  prescribed
methyphenidate extended
release (Concerta) which
helps a bit for her
daytime sleepiness, but
because she was still
sleepy, sodium oxybate
(Xyrem) was  added
without further
improvement of daytime
alertness although she
gets to sleep right away
and also sleeps well
through the night now

— In fact, she sleeps too
well through the night
now, and has bed wetting,



for which she has been
prescribed DDAVP
(Desmopressin), but it is
not very helpful

o — Because of her
diagnosis of restless legs
syndrome, she is
prescribed pramipexole
(Mirapex), with
equivocal results

Based on what you know so far
about this patient’s history, current.
symptoms, and treatment responses,



are you convinced her daytime

sleepiness and nighttime
restlessness are adequately
diagnosed and treated?

Yes

No

Would you continue her 4 sleep
disorder medications?

Yes, continue all 4
(methylphenidate (Concerta),
sodium oxybate (Xyrem),
DDAVP (Desmopressin) and
pramipexole (Mirapex))



No, stop one or more of these

- Attending  Physician’s

Q,

M(;ntal Notes: Initial Psychiatric
Evaluation, Continued

e The patient’s complaint of
excessive daytime sleepiness
can be difficult to assess given
all the medications she is
taking, especially sodium
oxybate (Xyrem) and
gabapentin (Neurontin), which
can cause excessive daytime
sleepiness

e It can also be difficult to
determine whether her



sleepiness represents
narcolepsy or really represents

“hypersomnia” as an
associated symptom  of
depression

It can be similarly difficult to
determine whether her restless
legs represent restless legs
syndrome or really represent
psychomotor agitation as an
associated symptom of anxiety
or whether restless legs
represent a side effect of
bupropion (Wellbutrin) rather
than restless legs syndrome

It is even possible that her
sleep disorder treatments are



Second Interim Followup Visits,
Weeks 2 and 4

interfering with her treatments
for depression and anxiety
Thus, her sodium oxybate
(Xyrem) was tapered, and then
her DDAVP (Desmopressin)
discontinued, and her
pramipexole (Mirapex) was
also tapered over the next
month following her initial
assessment

Case Outcome: First and

e The patient experienced some
initial insomnia and restless



sleep as sodium oxybate
(Xyrem) was withdrawn, but
this resolved in several days,
as did her incontinence; her
daytime sleepiness actually
improved somewhat but she
continued to have problems
falling asleep some nights

e Next, her pramipexole
(Mirapex) was tapered
without worsening of restless
legs, or of insomnia, or mood
Finally, her daytime
gabapentin (Neurontin) was
tapered to half dose with
improvement in  daytime
sleepiness, but this was only



intermittently tolerated,
because of re-emergence of
anxiety; however,  higher
gabapentin (Neurontin) doses
caused daytime sleepiness

She continued to have
depression; also, her anxiety
continued to wax and wane
day and night, with some relief
by additional doses of
gabapentin (Neurontin), but,
unsatisfactory overall results;
if anxiety and agitation occur
at night, she also has insomnia



Considering her former response
and side effects with ECT
treatment, would you consider using
an alternative non-drug treatment
method  for  her  refractory
symptoms?

Yes, consider ECT
Yes, consider VNS
Yes, consider TMS

Yes, consider DBS

o Attending  Physician’s

%



Mental Notes: Second Interim
Followup, Week 4

e The patient’s prior response to
ECT suggests that it, or a
similar treatment, may be
beneficial

e She i1s hesitant to try ECT
again because of the memory
loss she sustained, but may
benefit from another
alternative treatment strategy

e Vagal nerve stimulation (VNS)
(approved  for  treatment-
resistant  depression  and
available at the time of this
evaluation)



o — VNS involves surgical
implant of a stimulation
device in the upper left
side of the chest
(intended as a permanent
implant, though it can be

removed)

o — The pulse generator
can be programmed to
deliver electrical
impulses to the vagus
nerve at various

durations,  frequencies,
and currents

o — Stimulation typically
lasts 30 seconds and
occurs every five minutes



o — After an initial wave of
enthusiasm  for  this
treatment, use of VNS for
depression has waned
due to disappointing
results, high costs and
some complications,
include the hassle of
having the stimulator and
electrode removed

e Transcranial magnetic
stimulation (TMS) (approved
for treatment-resistant
depression)

o — Generally done on an
outpatient basis

o — Electromagnetic coil is
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placed against the scalp
near the forehead and
turned off and on
repeatedly for 30 to 50
minutes per treatment

—  Typical treatment
duration is five daily
treatments a week for
four to six weeks

— Insurance coverage is
variable for a course of
this treatment which costs
several thousand dollars
— TMS has been best
studied in patients who
have failed a single
antidepressant, and not



for more complicated
cases, or in cases with
prior good or bad
responses to ECT, so it is
difficult to predict the
chances of success for
this patient
e Deep brain stimulation (DBS)
(in trials for treatment-
resistant depression)

o — Involves two surgical
procedures, one to
implant electrodes in the
brain and a second to
implant a neurostimulator
in the chest

o — Stimulation is generally



constant but can be
temporarily turned off by
holding a  magnetic
device over the area of
the chest where the
neurostimulator is located
— DBS is an experimental
procedure available at
only a few medical
centers with research
protocols that may cover
some or all of the costs

— Risks and benefits of
DBS remain unknown in
treatment resistant
depression, so DBS is
reserved for patients who



have failed many
treatments, such as this
patient
e After discussion of these
options, the patient asked to
defer action on them so she
could research VNS, TMS and
DBS, and in the meantime, she
asked to try some other
medications

Would you continue her
methylphenidate extended release
(Concerta) for daytime sleepiness?



Yes

No

- Attending  Physician’s

0,

Meontal Notes: Second Interim
Followup, Week 4, Continued

e On one hand, methylphenidate
extended release (Concerta)
seems to be helpful for her
daytime sleepiness and one
could even consider raising
the dose to try to alleviate her
depression

e On the other hand, this could
risk making her anxiety worse



and, to the extent that daytime
sleepiness 1s related to
sedating medications’ side
effects, it may be better to
adjust those

For now, the patient is not
willing to stop the stimulant,
and after a discussion of risks
and benefits, methylphenidate
was continued

Spoke with husband who is
supportive and denies any
marital conflict



Would you consider adding any of
the following medications to her
regimen?

Lithium (to boost mood and
mitigate risk of cycling)

Monoamine oxidase inhibitor
(MAOI) (to boost mood)

Mirtazapine (Remeron) (to
boost mood and possibly treat
anxiety)

Quetiapine  (Seroquel) (to
boost mood and possibly treat



anxiety)

Aripiprazole (Abilify) (to
boost mood)

None of these

o Attending  Physician’s

[¢)

Méntal Notes: Second Interim
Followup, Week 4, Continued

e Lithium
o — Could help to boost her
mood and mitigate risk of
future relapse
o — If added it may not be
necessary to give her a



full dose as she is already
on other mood stabilizing
medications
e MAOI

o — May help boost mood,
as this has been effective
for patients with anxious
depression

o — However, this could
also be activating for
some patients and cause
problems with sleep and

anxiety

o — If added, an MAOI
would require
discontinuation of

bupropion



o — Transdermal selegiline
(Emsam) does not require
dietary restriction and
may be a preferable
formulation

e Mirtazapine (Remeron)

o — May boost mood and
also  potentially treat
anxiety

e Quetiapine (Seroquel)

o — May boost mood
(approved for depressed
phase of bipolar disorder
and as adjunct for
unipolar depression)

o — May also be helpful for
anxiety (anecdotal reports



as adjunct)

o — If added, it may require
careful dosing to avoid
daytime sedation

e Aripiprazole (Abilify)

o — May boost mood
(approved as adjunct for
unipolar depression)

o — Can be activating and
cause problems with
anxiety

e The patient was encouraged to
switch ~ from  bupropion
(Wellbutrin) to mirtazapine
(Remeron), but instead opted
for aripiprazole (Abilify)
augmentation of her current



medications (bupropion,
lamotrigine, gabapentin,
methylphenidate), while
discontinuing ziprasidone.

i@ Case Outcome: Multiple
Interim Followups to Week 24

e Aripiprazole (Abilify) titration
from 2 mg to 5 mg while
ziprasidone (Geodon) was
discontinued showed no real
changes good or bad for the
first month (week 12)

e Aripiprazole was then
increased to 10 mg, with slight
improvement (week 16)



e After a second month at 10 mg
of aripiprazole, no further
improvement in depression
and anxiety and overall results
not satisfactory (week 20)

e The patient was switched from
aripiprazole to quetiapine
(Seroquel), which was not
associated with improvement
of mood or anxiety, and made
her sleepiness worse (by week
24)

e The patient was offered a trial
of mirtazapine (Remeron)
again, and due to the results
with quetiapine, was not
willing to take it (at week 24)



e She was offered an MAOI, but
said she would rather consider

VNS, TMS or another round of
ECT (at week 24)

e Insurance approved VNS, and
the patient became essentially

asymptomatic for more than 4
years

‘ |
[

Case Debrief

e The patient has a 25-year
history of recurrent anxiety and
depression  that  appears
unipolar in nature and has been
somewhat  responsive
antidepressants

to
and

very



responsive to ECT in the past
Her current relapse is causing
her disability and is not fully
responsive to the 8
medications she was taking on
initial referral (bupropion,
lamotrigine, ziprasidone,
gabapentin, sodium oxybate,
DDAVP, methylphenidate and
pramipexole)

It seems possible that her
sleep symptoms are more
related to her anxious
depression rather than to
additional diagnoses of
narcolepsy and restless legs
syndrome and, in any event,



her treatments for these sleep
disorders did not improve her
symptoms; discontinuation of
several sleep medications
(sodium oxybate, pramipaxole
and DDAVP) if anything
improved her symptoms; other
clinicians may have opted to
continue these medications
Following simplification of
her medication regimen from 8
medications to 5, she failed to
respond to augmentation with
aripiprazole or with
quetiapine

Possibly because of her prior
response to ECT (and a first
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degree relative also responded
to ECT), she was an excellent
candidate for VNS

Take-Home Points

It can be difficult to determine
whether insomnia with anxiety
and psychomotor agitation at
night, with  simultaneous
excessive sleepiness during
the day while having poor
sleep at night in a patient
taking sedating medications,
are due to a sleep disorder, to
an anxiety disorder, to a
depressive disorder or to side



effects of medications
Simplifying medication
regimen from 8 medications to
5 may help determine whether
some of the symptoms are due
to medications and whether all
medications are necessary

The ultimate proof that her
symptoms of daytime
sleepiness and night time
agitation are linked to her
anxiety/mood disorder rather
than to sleep disorders was
that these symptoms abated
when her depression and
anxiety abated with effective
treatment by VNS



Performance in Practice:

Confessions of a
Psychopharmacologist

e What could have been done
better here?

o — Did it take too long to
get to the VNS
recommendation?

o — Should she have been
pushed harder to ftry
mirtazapine or an MAOI
rather than augmentation
with two additional, three
total, atypical
antipsychotics?

o — Did it take too long to
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clarify the sleep issues?

— Should we have tried
harder to get a copy of the
written results of the
polysomnogram?

e Possible actions for
improvement in practice

(0]
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— Make sure that
augmentation with
atypical antipsychotics is
not the only option
offered, or the only
option offered early,
since these drugs are
expensive and can have
notable side effects

— Despite less robust



comparative data, agents
such as mirtazapine and
MAOIs, and also VNS
and ECT, can be
considered earlier in the
treatment algorithm

— Get husband more
involved as patient is at
high risk for long term
depression, and he is her
major support system

— Consider
psychotherapy earlier
rather than after VNS and
assess whether the patient
1s a good candidate for
interpersonal or cognitive



behavioral approaches

Tips and Pearls

e Treatment with pregabalin
(Lyrica), approved for anxiety
in Europe but not in the US,
rather than gabapentin
(Neurontin), not approved
anywhere for anxiety, may be
less sedating if  more
expensive

o If the patient requires an MAO
inhibitor, best to stop the
bupropion and the
methylphenidate, but
lamotrigrine and gabapentin



can be continued. For heroic
cases unresponsive to an MAO
inhibitor, stimulants such as
methylphenidate can
sometimes be cautiously added
to an MAO inhibitor by
experts monitoring
cardiovascular status who are
sophisticated about weighing
risks and benefits

@ Two-Minute Tute: A brief

lesson and psychopharmacology
tutorial (tute) with relevant
background material for this case

e (lassification and testing for



narcolepsy, hypersomnia and
restless legs syndrome

e Overlap of symptoms in sleep
disorders with psychiatric
disorders

International Classification Of
Sleep  Disorders  Diagnostic
Criteria Of Narcolepsy

e Patient complains of excessive
sleepiness or sudden muscle
weakness

e Recurrent daytime naps or
lapses into sleep almost daily
for at least 3 months

e Possible sleep-onset REM



(rapid eye movement) periods,
hypnagogic hallucinations, and
sleep paralysis
With cataplexy
o Sudden bilateral loss of
postural muscle tone in
association with intense
emotion
Hypersomnia  not  better
explained by another disorder
Should be confirmed by PSG
(polysomnogram) followed by
MSLT (multiple sleep latency
test, see below) which should
show a mean sleep latency of
8 minutes and two more sleep-
onset REM periods



(SOREMPs) following normal
sleep

e May be confirmed by orexin
levels in the cerebrospinal
fluid (CSF) <110 pg/ml or, 1/3
of mean normal control levels

Narcolepsy is estimated to occur in
0.03-0.16% of the  general
population, with its development
mostly beginning in the teens.
Narcoleptic sleep attacks usually
occur for 10-20 munutes and, on
awakening, the patient can be
refreshed for 2-3 hours before
feeling the need to sleep again.
Although sleep attacks occur most



often in a monotonous situation,
they can also occur when a person
is actively conversing or eating.
Symptoms of narcolepsy may
include frightening  hypnogogic
hallucinations and sleep paralysis,
which are usually coincident with
SOREMPs. Not everyone with
narcolepsy will have cataplexy but
it is a unique feature of this
disorder. An attack normally lasts a
few seconds to minutes, during
which the person is conscious.
Some people have only minimal
muscle involvement, while others
can have “full-body” attacks;
however, the respiratory and ocular



muscles are never involved.
Excessive sleepiness is the main
symptom to continue with age, and
it may worsen alongside the
development of periodic limb
movements and obstructive sleep
apnea. In addition, sleep may be
disrupted and include frequent
awakenings (International
Classification of Sleep Disorders,
revised, 2001).

Multiple Sleep Latency Test
(MSLT)

e Dark comfortable room at an
ambient temperature



Smoking,  stimulants  and
vigorous physical activity
avoided during the day, only
light breakfast and lunch given
Instructions are to
o — “Lie quietly in comfy

position, keep  eyes

closed, try to fall asleep”
Five nap opportunities as 2
hour intervals — initial nap
opportunity 1.5-3 hours after
termination of usual sleep
Between naps patient out of
bed and awake
Sleep onset determined by
time from “lights out” to first
epoch of any sleep stage



e To assess occurrence of REM
sleep the test continues for 15
minutes from first sleep epoch

e Session terminated if sleep
does not occur after 20
minutes

The Multiple Sleep Latency Test is
carried out in sleep laboratories
often after a night of PSG and a
week filling in a sleep diary.

The Epworth Sleepiness Scale
(ESS)



Likelihood of falling asleep or dozing off when: Chance of Dozing:

Sitting and reading 012

Watching television

Sitting inactive in a public place — theater, meeting

As a car passenger for an hour without a break

Lying down to rest in the afterncon

Sitting and talking to somecne

Sitting quietly after lunch without alcchol
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Stopped for a few minutes while driving a car

Total Score

Likelihood scale — rate each from (-3 and total score

0 —would never doze 2 — moderate chance of dozing
1 —slight chance of dozing 3 - high chance of dozing

Score over 11 indicates abnormal sleepiness

The Epworth Sleepiness Scale
(ESS) is a self-rating tool to enable
patients and physicians to easily
investigate problems with
excessive sleepiness. For the most
part it can be used both for looking
at a day as a whole or for various



times throughout a person’s wake
time to chart their circadian
changes. As a self-rating tool, it is
of course subjective and may not
correlate well with objective test
measures.

For the general population the
average score on the ESS may be
approximately 9 where as scores
over 11 indicate  excessive
sleepiness. Interestingly those with
insomnia may have scores lower
than the general population, lending
further weight to the theory that
insomnia 1is a disorder of the
arousal mechanisms that, as well as



keeping someone awake at night,
can leave someone in a state of
hyperarousal during the day.

Cardinal diagnostic features of
RLS (restless legs syndrome)

1 Urge to move limbs usually
associated with paresthesias or
dysesthesias

2 Symptoms start or become
worse with rest

3 At least partial relief with
physical activity

4 Worsening of symptoms in the
evening or at night



Patients with RLS experience an

urge to move their legs to rid
themselves of unpleasant sensations
(prickling, tingling, burning or
tickling; numbness; “pins and
needles” or cramp-like sensations).
This movement typically relieves
the sensations, which can occur at
any time but are most disruptive
when one is trying to fall asleep.

Primary hypersomnia Differential
Diagnosis

e Substance-induced
hypersomnia
Drug of abuse



Medication use
Exposure to a toxin

e Psychiatric disorder
Major depressive disorder
Depressed phase of bipolar
disorder

e Sleep deprivation
Symptoms  reversed  with
increased sleep

e Post-traumatic hypersomnia
Head trauma
CNS injury

e Delay- or advance-phase sleep
syndrome
Circadian rhythm is shifted

Diagnostic measures in



narcolepsy and hypersomnia

ESS | MSLT | MSLT # CSF
Lat. | SOREMP | Hypocretin
(min) palml
Marcolepsy with 18 3.38 a5 96.5
Cataplexy
Marcolepsy without 19 2.75 25 2773
Cataplexy
Primary Hypersomnia | 17 [ 0 226.8
Hypersomnia in 18 7.83 0 278
Psychiatric Disorders

{data from Bassetti at al 2003)

ESS = Epworth Sleepiness Scale
MSLT = Multiple Sleep Latency Test
Lat = latency

SOREMP = Sleep onset REM Periods
CSF = Cerebrospinal Fluid

Differential diagnosis in patients
with hypersomnia disorders can be
difficult, but 1is 1important in
choosing the best treatment. The
diagnosis of primary hypersomnia



is reserved for those patients in
whom no other factor can be
considered causal to the symptom
of sleepiness.

Overlap of symptoms in sleep
and psychiatric disorders

Disorder | Major Attention Marcokpsy | Obstructive | Shift-Work

Depressive | Deficit Sleep Apnea | Sleep
Disorder Hyperactivity Disomler

Symptam Digorder

Maod +++ # 5 + #

Slespiness + + +++ +++ +++

Fatigue ++ + ++ ++ ++

Concentration ++ +++ ++ ++ ++

+++ Most Common ++4 Common + Average - Mona

Many of the symptoms seen in
sleep disorders are common in
psychiatric

disorders

and

vice



versa. This chart compares the
frequency of different symptoms
among common sleep and
psychiatric disorders, which is
useful in making a differential
diagnosis. The degree of symptom
overlap among many disorders
emphasizes the need to be able to
recognize and treat a patient’s
individual symptoms, rather than
use a single treatment strategy for
all symptoms of a disorder.

Posttest Self Assessment

Question: Answer



Which of the following are
approved treatments for treatment
resistant depression?

A. Deep brain stimulation (in
trials for treatment-resistant
depression but not approved)

e — Involves two surgical
procedures, one to
implant electrodes in the
brain and a second to
implant a neurostimulator
in the chest

e — Stimulation is generally
constant but can be
temporarily turned off by



B.

holding a  magnetic
device over the area of
the chest where the
neurostimulator is located
— This is an experimental
procedure available at
only a few medical
centers with research
protocols that may cover
some or all of the costs

— Risks and Dbenefits
remain unknown so this is
reserved for patients who
have failed many
treatments

Transcranial ~ magnetic



stimulation (approved for
treatment-resistant depression)

— Generally done on an
outpatient basis

— Electromagnetic coil is
placed against the scalp
near the forehead and
turned off and on
repeatedly for 30 to 50
minutes per treatment

—  Typical treatment
duration 1s five daily
treatments a week for
four to six weeks

— Insurance coverage is
variable for a course of



this treatment which costs
several thousand dollars

e — TMS has been best
studied in patients who
have failed a single
antidepressant, and not
necessarily indicated for
more complicated cases,
or for cases with multiple
antidepressant failures or
failure of ECT

C. Vagal nerve stimulation
(approved for  treatment-
resistant depression)

e — Involves  surgical



implant of a stimulation
device in the upper left
side of the chest
(intended as a permanent
implant, though it can be
removed)

e — The pulse generator
can be programmed to

deliver electrical
impulses to the vagus
nerve at various

durations,  frequencies,
and currents
e — Stimulation typically
lasts 30 seconds and
occurs every five minutes
e — Studied in patients with



more treatment failures
than  those patients
studied  with  TMS,
aripiprazole, or
quetiapine

e — After an initial wave of
enthusiasm  for  this
treatment, use of VNS for
depression has waned
due to disappointing
results, high costs and
some complications,
include the hassle of
having the stimulator and
electrode removed

D. Aripiprazole (Abilify)



(approved  for  treatment
resistant depression)

e — Studied in patients with
major depression who
did not have an adequate
response to one SSRI
(Serotonin Selective
Reuptake inhibitor) or
one SNRI (Serotonin
Norepinephrine Reuptake
Inhibitor) antidepressant

e — Not known how well it
works in patients with
failures to more
antidepressant treatments



E. Quetiapine (Seroquel)
(approved  for  treatment
resistant depression)

e — Also studied in patients
with major depression
who did not have an
adequate response to one
antidepressant

e — Also not known how
well it works in patients
with failures to more
antidepressants

F. MAO inhibitors (not
approved for treatment
resistant depression)



— Although  almost
always used for treatment
resistant depression and
almost never used first
line, is currently only
approved for first line
use and not for treatment
resistant depression

Clinical practice and
numerous anecdotes
suggest that some patients
who do not respond to
one or more
antidepressants, including
ECT, may respond to
MAO inhibitors, but no



controlled studies.
Activating for  some
patients and may cause
problems with sleep and
anxiety

Answer: B, C, Dand E
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