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Adjustment

MDD

Rec Brief M
Minor dep __#

Bip dep




Treatment Options

- Placebo; Sham ECT
- Medications

- Psychotherapy

- ECT

- ITMS

- VNS
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History: unipolar or bipolar?

Presentation: Depressive symptoms or syndromes?
Severity: mild or severe?

Stability: persistent depression or affective instability?
Negative symptoms?

Other symptoms: Agitation, Suicidality, Mixity

Safety
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+
m The numbers needed to treat (NNT) are between 6

and 16 for TCAs (median NNT 9) and 7 to 8 (median

NNT 7) for SSRIs.



Efficacy of antidepressants

+
= A meta-analysis: 177 study on MDD and 17 study on

Dysthymic disorder:
The margin of efficacy of ADs for Dysthymic disorder

Was Ia rger tha n M DD « (Levkovitz, et al., 2011; J Clin Psychiatry)

MDD Dysthymic
AD response rate 549%0 52%0
Placebo response rate 38% 30%0

NNT 6.1 4.4



Bipolar disorder

= Mixed episode:
Depressive mixed state
Irritable depression
Agitated depression



Borderline personality dis.

+
= Antidepressants show efficacy in BPD, where both

tricyclics /sonretal, 19897 and MAOIS fsoiret al, 19937have
empirical support.

= Three studies suggest that SSRIs are mainly effective
for impulsivity in BPD [Markowitz, 1995; Salzman et al., 1995; Coccaro and
kavoussi 19977, although 2 others found reduced affective

instabil Ity [Rinne et al., 2002; Zanarini et al., 2004 ]«



Schizophrenia, negative symptoms

= Significant responses for

Ritanserin (effect size= -0.83, n=39) >

Trazodone (n=3s, es= -0.70) »>

FLX (n=68, ES=-0.42)

[Surendra P. Singh, Vidhi Singh, Nilamadhab Kar and Kelvin Chan. Efficacy of antidepressants in treating the negative
symptoms of chronic schizophrenia: meta-analysis. British Journal of Psychiatry (2010) 197, 174-179]



Adverse effects for antidepressants

Induced (hypo)mania
Withdrawal (hypo)mania
Rapid cycling

Mixity

Suicidality

Diabetes mellitus

Stroke



Suicidality

= The results of the FDA analysis, suggested the
finding of increased short-term risk for suicidality
with anti-dep. treatment in pediatric patients

appears to extend into younger adults (up to age

24).

(Department of Health and Human Services, 2006)



Suicidality
+ °
= FDA warning:
Depression +
agitation, panic, insomnia,

irritability, aggressiveness,

impulsivity, (hypo)mania

= FDA advised screening for personal and family
history of BD.



m Hypoglycemia was most associated with ADs
with affinity for the serotonin reuptake

transporter (i.e., SSRIs and clomipramine).

= Hyperglycemia was most associated with ADs
with high binding affinity for the 5-HT2c
receptor, Hl-receptor, and NE reuptake
transporter (i.e., amitriptyline, doxepin,
imipramine, maprotiline, nortriptyline,

mianserin, mirtazapine).



Stroke

+
= A growing body of evidence has shown that ADs

(especially SSRIs) may induce bleeding
complications and vasoconstriction of the large

cerebral arteries.

m Despite negative findings in randomized trials and
case-control studies, recent cohort studies
revealed that current users of ADs had a higher

risk of ischemic stroke and hemorrhagic stroke.

(Chi-Shin, et al., 2011,Am J Psychiatry; 168:511-521)



Malin classes:

1)

3)
4)
)
6)
/)

8)

TCAS (imipramine)
Atypical TCAS (mianserin)
MAOIs (tranylcypromine)
RIMAS (moclobemide)
SSRIs (fluoxetine)

SNRIs (venlafaxine)

NRIs (reboxetine)

SARISs (trazodone)

8) NDRIs (bupropion)
10) NASSAS (mirtazapine)
11) MASSAS (agomelatine)

12) SSRES (tianeptine)

13) Serotonin Modulator and
Stimulator (Vortioxetine)

14) SRI+5HT PA (Vilazodone)
15) Herbal: St. John's wort

16) SNDRIs (Amitifadine)



Treatment response

Partlal Increase OR
I'emISSIOH Augmentation/
Combination

Switch

No Response

Poop out = losing the efficacy



Augmentation agents:

1)
2)
3)
4)
9)
6)
/)
8)
9)

Folic acid

Omega-3 fatty acids

Buspirone

SGAS

Stimulants

Liothyronine

Lithium

Wake-promoting agents: modafinil

Dopamine agonists: pramipexole



Treatment: MDD/ Dysthymic D.

+
Fluoxetine 3 Fluoxetine
20mg 40mg

!

!

Fluoxetine

+Bupropion

150-300mg

Fluoxetine
+Lithium/ T3

Fluoxetine +
Nortriptyline

Other SSRis/
venlfaxine/
bupropion/

nortriptyline

uoneuiquon
juonejuawbny

Yo3IMSg



Target symptoms

Pain (TCAs, duloxetine)

Appetite, Nausea/Vomiting (mirtazapine)
Sleep Disorders
Hot Flashes by tamoxifen, ...: (especially SSRIs/SNRIs)

Fatigue (bupropion)
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Cyclothymic
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Inter-episode symptoms: Diff.

=+Prodromal signs of next episode

n Comorbidity with axis I disorder

E Comorbidity with axis II disorder

n Inter-episode cyclothymia / minor mood cycling
ﬂ Residual symptoms from previous episode: “scarring” effect
n Stress - life event/expressed emotion
Side effects of medication

n Cognitive symptoms

(Morriss R., 2002)
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Original Article

False Positive Diagnosis of Mood Disorders in an Objective Structured Clinical
Examination Setting

Amir Shabani, MD™™ ., Mehdi l—lassanzadch. MD ™ . Badri D?'qcshamouz. MD "
Mehdi Akbari, MSc ., Mojgan Taban, BSc

(Recvived: 25 September 2008 ;| Accepted: 5 March 2000)

Objective: Given that the topic of bipolar disorder overdiagnosis has been relatively neglected in the
literature and considering its significance in psychiatric training. The present study was conducted through an
Objective Structured Clinical Examination (OSCE) on psychiatric residents to assess the validity of their clinical
diagnosis.

Methods: Twenty forth residents participated in the examination, The first station (the mood disorder
station) was designed to explore clinical skill of psychiatric residents in diagnosing major depressive disorder
through a clinical interview with a simulated patient. The rating checklist to evaluate the residents included 11
items. Each item was scored on a Likert scale. Two raters completed the checklists independently.

Results: Out of 24 residents, 15 individuals (62.5%) diagnosed major depressive disorder accurately and 9
individuals (37.5%) diagnosed bipolar disorder instead of major depressive disorder. The score of the last
psychiatric written exam (p=0.05), the mean score of OSCE on the mood disorder station (p<0.001), and the
total score of the OSCE (six stations) (p=0.09) were significantly higher in the group who correctly diagnosed
major depressive disorder than the group who did not.

Conclusion: Current study provides evidence for bipolar disorder overdiagnosis and opens up new scopes
for improvement in psychiatric training,

franian Jowrnal of Psychiatry and Behavioral Sciences (IJPBS), Volume 3, Number |, Spring and Summer 2000: 15-18

Keywords: Bipolar disorder e Bipolar Spectrum e Overdiagnosis e Psychiatric Residents o
Psychiatric Education  Objective Structured Clinical Examination (OSCE)

Introduction (CIDI) (4). This study was carried out in five
psychiatric centers; including four University
hospitals with a sample size of 307 patients
(both inpatients and outpatients).

n the past few years, there has been a
trend in over-diagnosing bipolar disorders
(BID)Y in University hospitals of Tehran.



Symptom — Syndrome
GAD

_}

Adjustment Disorder

Talkativeness / Anxiety

\-> Compulsion —> OCD _
Organic

Manic Episode Bipolar Disorder

Schizoaffective Disorder

Substance-induced

Hyperthyroidism Substance-induced

Substance-induced/Abuse



Affective Instability

= Borderline Personality Disorder

= Histrionic Personality Disorder

= Bipolar Spectrum Conditions

m Depressive Spectrum Conditions

m Posttraumatic Stress Disorder

= Attention Deficit Hyperactivity Disorder
= Premenstrual Dysphoric Disorder

= Seizure disorders

= Focal CNS Lesions

41



Mania/Hypomania

+

Organic mania

Substance-induced
Substance intoxication/withdrawal
Hyperthymic Temperament
Borderline personality

Histrionic/Narcissistic personality

ADHD

PTSD

Premenstrual dysphoric disorder

Pathological laughing
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Temperaments

+
m T he four basic

temperaments were:
Melancholic
Sanguine (hyperthymic)
Choleric (irritable)

Phlegmatic
‘.;QJJ{ ‘Lﬁ'l‘fw chj.eJ ‘u‘.’.b}“’

The basic temperaments are
today considered:

Depressive or dysthymic
Hyperthymic

Irritable

Cyclothymic



Hyperthymic Temperament

(Upbeat and exuberant) «.i; v 5 Jl> o

(Articulate and jocular) + 5% 5 .28

(Overoptimistic and carefree) (JL> _) eI SR U
(Overconfident and boastful) Ol= > 5 - Zuks d> 1 i

High energy level, full of plans and ) ngijo.x;.ﬁ O slgdlad b5 asli s ¢ 655

(improvident activities

(Versatile with broad interests) o3 .5 e L (o > -pden
(Overinvolved and meddlesome) J ;.55 5 5 alsfde i
(Uninhibited and risk-taking) ;.To bl 5 lgs O 9L

(Habitual short sleeper) (_.i ;s "ol #3) ol S Ol s (clls bl



Hyperthymic Temperament Criteria

At least four out of the following six habitual traits:
1. Cheerful, over-optimistic or exuberant (o} w « s a5 a3 Liw «J 95ub)
2. Extroverted and people-seeking (15 p3 y0 9 1,509 »)
3. Over-talkative, eloquent and jocular (&g § O sigs S > )
4. Uninhibited, stimulus-seeking and sexually driven
(i Sl JU5d4 9 & om0 (0 98 (Sl 95 Ogw)
5. Vigorous, full of plans, improvident ((;SowsT6) 58 o 9 4ol 9 9 «Olgi »)
6. Overconfident, self-assured and boastful (38Y g  yolre 395 4 a3 i)

(Akiskal, H.S., Placidi, G.F., Signoretta, S., Liguori, A., Gervasi, R., Maremmani, 1., Mallya, G., Puzantian, V.R.,
1998. TEMPS-I: Delineating the most discriminant traits of cyclothymic, depressive, irritable and hyperthymic
temperaments in a nonpatient population. J. Affect. Disord. 51, 7—-19.)



Depressive Temperament

incapable of fun, complaining
@ Humorless
@ Pessimistic and given to brooding

@ Guilt-prone, low self-esteem, preoccupied with

inadequacy
@ Introverted with restricted social life
@ Sluggish, living a life out of action
@ Few but constant interests
@ Passive

@ Reliable, dependable



Cyclothymic Temperament

'm Evidence of biphasic dysregulation characterized by
abrupt shifts from one phase to the other, each
phase lasting for days at a time, with infrequent

euthymia:
(Hantouche, E.G., Akiskal, H.S., 1997)

= Al- Subjective manifestations (at least two):

a) Lethargy alternating with eutonia.

b) Pessimistic brooding alternating with optimism and
carefree attitudes.

c) Mental confusion alternating with sharpened and creative
thinking.
d) Shaky self-esteem.



Cyclothymic temperament

+

= A2- Behavioral manifestations (at least two):

a) Hypersomnia alternating with decreased need for sleep.

b) Introverted self-absorption alternating with un-inhibited
people seeking.

c) Decreased verbal output alternating with talkativeness.

d) Unexplained tearfulness alternating with excessive punning
and jocularity.

e) Marked unevenness in quantity and quality of productivity
associated with unusual working hours.



Borderline

s b,

Personality

Personality No distinctive style

Unstable instability

Usually distinctive

Age at onset Early or late

Mood swings

Mood lability Autonomous/More

sustained

Severity of Lower

impulsivity

Impulsiveness Attentional

Impulsivity State/Noradrenergic

features

Depression More melancholic

Mood dis. in Family ullthEdeids
W VView anicadac ac "Fhaoai !

Ongoing emotional
dysregulation

Stable instability

No clear
Early

Emotional dysregulation

Triggered/Less sustained

Higher

Non-planning

Trait/Serotonergic

More non-melancholic

Lower rate

Illciialivv hiname anatrhar



(A fictional case from Michael E. Thase, Current Psychiatry, 2014) 433..3
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S

Elevated mood/Grandiosity +
Decreased need for sleep +

Verbal learning and memory +
deficit

Fast speech/Overactivity/High
energy

L
Inattentiveness/Learning +
problems
Conduct/ODD comorbidity +

L

+ + + +

Response to stimulants

More episodic

Severe irritability +
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Treatment: Bipolar depression

Lithium




J Affect Disord. 2006 Jun;92(2-3):205-14. Epub 2006 Mar 3.

SSRIs as mood stabilizers for Bipolar Il Disorder? A proof of concept study.
Paker G Tully L, Olley A Hadzi-Paviovic D.

Bipalar Disord. 2008 Dec; 10(8)-957-68. dor: 10.1111/.1399-5618.2008.00639.x

Why antidepressants are not antidepressants: STEP-BD, STAR'D, and the return of neurotic
depression,

Ghaemi SN

57



No Class, but confusing, effect!

Antidepressants may protect patients with BD but not unipolar depressive
disorder from suicidal behavior. (Leon, et al, 2014)

Lithium is effective in depression alone, not just BD. (prien, et al, 1974)

Atypical a_ntips¥chotics showed clear efficacy in acute mania, and in many
cases, efficacy for depressive episodes, not limited to BD but even in MDD with
some agents. (Nelson, et a, 2009)

Aripiprazole does not seem to be efficacious in bipolar depression, but is
apparently effective in unipolar depression.

Quetiapine XR failed to demonstrate a statistically significant difference with a
placebo in pediatric BD-I and/or BD-II depressive episodes.

An anticonvulsant, lamotrigine, were much more effective in preventing
depression rather than mania. (coodwin, et al, 2004) And an antipsychotic, lurasidone,
is FDA approved for treating bipolar depression, and not mania.

The presumed strong efficacy of antidepressants in MDD was thrown into

gOUbtt“.'iztol;'s)the discovery of a large number of negative unpublished studies.

There are no class effect for antidepressants in treating MDD (cipriani, et al, 2009), and
for mood stabilizers/antipsychotics in treating BD.

There is very little research on exactly which treatments are most effective
iamong the neuroleptics and mood stabilizers, at which doses, and for how
ong.



Treatment: ManNia

Li + SGA

+BZDs
SGAs _5 vLP+SGA

VLP Li + VLP

FGAs

+BZDs
—

Li+SGA+VLP

Li/SGA/VLP+CBZ

ECT



Hopeful points!

*Weight gain is less than with VLP and
much less than most neuroleptics.

Long-term chronic renal insufficiency is
not more than 5%.

*Hypothyroidism: treatable and reversible

*Cognitive side effects are problematic in
some, but not most persons, and
counteracted by long-term cognitive
benefits.

*Toxicity in overdose is a risk but this is the
only drug that is proven to prevent suicide
by a huge effect size (estimated to be nine-
fold decreased risk).

ATVDICE

Metabolic side effects
potentially more harmful than
EPS

*Long-term exposure may
cause a discernible loss of

brain tissue.
[Ho B-C, et al. Arch Gen Psychiatry 2011;
Moncrieff J. Br J Psychiatry 2011]




Pharmacotherapy for BD: Key points

Non-mood targets: Mortality reduction [suicide/ cardiovascular],

neuroprotective effects, potential protection against the cognitive
impairment that is a long-term consequence of multiple mood episodes

Maintenance therapy is the most important aspect of treatment.

As a rule, a long-term maintenance treatment strategy should not be
modified in the event of recurrence within 6 months of its commencement.
Suicide is possibly the most important recurrent risk conferred by mood
disorders.

It seems preferable to base the prognosis on a multitude of predictive
variables.

Mixed/rapid cycling BD generally have a poor treatment response to most
agents.

Combination therapy is a rule rather than exception. No particular

treatment for BD is fully effective.
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Clinical cases
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® Mania
W Depression

S 27 K28 S29 S 30
Cade’s disease
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W Depression
® Mania
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Rapid Cycling

Rapid Cycling
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m VLP 1200mg/d + OLZ 300mg/d + Lithium

13

No antidepressants Dihypropyridine calcium

No FGAs
Thyroid test

channel blockers:
nimodipine, isradipine, amlodipine

Substance screening test Hypermetabolic T4:

Lithium and valproate level 300-500 pg/day with slow titration
Optimizing the doses ECT (?)
Adding LGT VNS

Add folate



Principles in the treatment

Treat disease, nhot symptoms
Pharmacotherapy > psychotherapy

Education/ Compliance

Substance use avoidance

Suicidality

76



Principles in pharmacotherapy (1)

Maintenance > Acute

Augment > substitute

Treat subthreshold symptoms

Treat adverse effects

Taper drugs slowly

m



Principles in pharmacotherapy (2)

No antidepressants for Best antidepressants
Monotherapy SSRIs
Rapid-cycling No Paroxetine?

Mixed state
Worst antidepressants

Early treatment TCAs

Long-term prophylaxis

Taper antidepressants in the maintenance phase (if used), unless the

. . . . . : : : 78
patient has a history of relapse after discontinuing antidepressants



Principles in pharmacotherapy (3)

+

m Taper antidepressants in the maintenance
phase, unless the patient has a history of

relapse after discontinuing antidepressants.

79



Pharmacotherapy

00d Stab : A 4 depresse O1ne
Lithium Quetiapine SSRIs FGAs
Valproate Olanzapine Bupropion Topiramate
Divalproex Risperidone Gabapentine
Lamotrigine Aripiprazole Benzodiazepines
Carbamazapine Ziprasidone,
Lurasidone
Asenapine
Paliperidone




Acute mania w20

First line

Other options

Lithium CBZ Risperidwz

Divalproex ECT Olanzapin BZ
OLZ, RSP, QTP Haloperidol Mne
APZ, ZPS Lithium + DVP TCMte

Asenapine, Paliperidone

Laﬁ'@\ine

Gwne

Li/DVP +
OLZ/RSP/QTP/APZ/Asenapine

Anti%amts

\Ver, mil

ECT




Acute depression i,z

: Other optic
Lithium Divalproex Antidepnesw%onotherapy
LTG Lurasidone LM%ressant
Quetiapine QTP+SSRI Typica@ﬁﬁgzchotics

Olanzapine + SSRI

Adjunctive Modafinil

Gabapewprazole

Li/DVP +
SSRI/Bupropion

Li/DVP+LTG/Lurasidone

Ziphasitone,
Adjunctiy€ zipragidonec

Li + DVP

ECT

Adjuncwiracetam




Maintenance sz

Lithium CBZ AnWS

Lamotrigine Paliperidone WI

OLZ, QTP, RSP, , (for mania),
APZ (for mania)

Divalproex Lith+DVP/CBZ/RSP/LTG M’EG
Gwne

Lith/DVP+ OLZ

Lith/DVP+QTP/RSP, A/APZ/ZPS ECT




BIID

First line

Second line

Depression
QTP

Li

LTG

DVP

VLF
FLX

(Malhi, et al., 2012)
Maintenance

Li

LTG

CBz

Adjunctive psychoeducation, PSRT, family

focused therapy, CBT
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Major side effects

Lithium Renal failure Toxicity Diabetes
insipidus

Valproate Teratogenicity Hepatotoxicity

Lamotrigine Serious rash

Atypical Diabetes mellitus Hyperlipidemia | Weight gain

antipsychotics

&5




Strengths Weaknesses

Lithium Antisuicide Toxicity

Valproate High tolerance For women in
fertility ages

Lamotrigine High tolerance Titration
No weight gain No antimanic
Low teratogenicity Serious rash
Atypical Antipsychosis Metabolic

antipsychotics syndromes

86
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The lactation risk of psychiatric medications

(CANMAT guidelines, 2005, 2009)

The American College of Obstetricians and Gynecologists (ACOG) clinical management

+

guidelines:

haloperidol

olanzapine

divalproex, carbamazepine
fluvoxamine, paroxetine, sertraline

amitriptyline, amoxapine, clomipramine,
desipramine, imipramine, nortriptyline

zaleplon, quazepam
doxepin

L2
L2
L2
L2
L2

L2
L5

L1 = safest
L2 = safer
L3 =
moderately

safe

L4 = possibly
hazardous

L5 =contrain-
dicated




The American College of Obstetricians and
Gynecologists (ACOG) clinical management
guidelines
+

clozapine
maprotiline
bupropion
buspirone

zolpidem

X 0 W W W W

quazepam, estazolam, flurazepam, temazepam,
triazolam



Diagnosis:
— Screening BD risk factors and indices

— Syndromic approach to decrease overdiagnosis
— Wait and see approach to decrease underdiagnosis

Treatment:

— Symptom-based approach at start:

catatonia, agitation, irritability, suicidality, insomnia
— Diagnosis-based approach in progress
— Psychotherapy



