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  قبل روز 20 از اي، سابقه بدون ساله، 29 الف آقاي
 ادامه كنون تا كه شده شديد افسردگي دچار ناگهان
د فاز20ادضددا  پرحرف، بسيارروز20ايندر ضمن،در.دارد

.استبودهولخرجوپذيرتحريك

DSM‐5:  MDD



  قبل روز 20 از اي، سابقه بدون ساله، 29 ب آقاي
  شده ولخرج و پذير تحريك پرحرف، بسيار ناگهان

كشاز5از هعلائف ل اا د  دچار اوليهعلائمفروكشبا روز5ازپسو
.داردادامهكنونتاكهشده شديدافسردگي

DSM‐5: Other Specified Bipolar and Related Disorder p p



 قبل روز 20 از اي، سابقه بدون ساله، 38 الف خانم
 افكار، پرش پرحرفي، ،بالا خلق دچار ناگهان
گ داختلالنشز لك نتاكهشدع كن   كنون تاكهشدهعملكرداختلال ومنشيبزرگ
.داردادامه

DSM‐5: Other Specified Bipolar and Related Disorder p p



كك  اشتهايي، كمخوابي، كمافسرده،روحيه دليلبهساله،33بخانم•
 يك از زندگي،بهاميددادندستاز و اضطرابحوصلگي، بي
.است فلوكستين با درمان تحت قبل ماه

گ   مراجعه خودروانپزشكبهحاليدردرمان،پيگيريبرايامروز•
ربيشيرير  بوده پرحرفوشادحدازبيشاخير هفتهيكدركهكرده بوپر
.است

DSM‐5:  MDD
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Bipolar Disorder in DSM‐5p



DSM-5 changes
Division of the mood disorders  bipolar and depressive

Intermediary position for bipolar 
Changes in activity and energy  Gate question for (hypo)mania

“with mixed features” specifier Bipolar and unipolar

New cyclothymia No hypomania; unstable diagnosis

Other Specified Bipolar and 
Related Disorder

• Subcriteria hypomanic and MDE
• Just hypomanic
• Short cyclothymia 

Disruptive  Mood Dysregulation 
Disorder (DMDD)

Depressive

Premenstrual Dysphoric Disorder Depressive

… full (hypo)manic episode … 
during antidepressant

Just beyond the physiological effect
AND fullduring antidepressant AND full

Anxious Distress Specifier



Manic episode
• A: … elevated, expansive, or irritable mood and persistently 

increased goal-directed activity or energy …g y gy

• B: … three (or more) … symptoms (four if the mood is only 
irritable) … and represent a noticeable change from usual 
behavior: 1. 2. 3. 4. 5. 6. 7. …

• C: … marked impairment … or … hospitalization … , or psychotic 
… [ex-criterion C excluding mixed episode, was removed ]

• D: … not … a substance … or  to another medical condition.

• Note: A full manic episode … during antidepressant … but persists 
at a fully syndromal level beyond the physiological effect … a 
manic episode bipolar I diagnosis [ex-note: Manic-like episodesmanic episode … bipolar I diagnosis. [ex-note: Manic-like episodes … 
by … antidepressant … should not count … bipolar I … ]



Hypomanic episode‐1
• A: … elevated, expansive, or irritable mood and persistently 

increased goal-directed activity or energy … 4 … days and g y gy y
present most of the day, nearly every day. [“clearly different 
from the usual nondepressed mood” was removed.]

• B: three (or more) symptoms (four if the mood is only• B: … three (or more) … symptoms (four if the mood is only 
irritable) … represent a noticeable change from usual 
behavior …: 1. 2. 3. 4. 5. 6. 7. …

• C: … unequivocal change in functioning …

• D: … observable by others.y

• E: … not … marked impairment … or … hospitalization. If … 
psychotic … is … manic.

• F: … not … a substance … or  to another medical condition.



Hypomanic episode‐2

• Note: A full hypomanic episode … during antidepressant 

but persists at a fully syndromal level beyond the… but persists at a fully syndromal level beyond the 

physiological effect … a hypomanic episode … . [ex-note: 

H i lik i d b tid t h ld t tHypomanic-like episodes … by … antidepressant … should not count … 

bipolar II … ]. 

i i i di d h… caution is indicated so that one or two symptoms 

(particularly increased irritability, edginess, or agitation 

following antidepressant use) are not taken as sufficient for 

diagnosis of a hypomanic episode, nor necessarily indicative 

of a bipolar diathesis.



Hypomanic episode‐3

The DSM-5 Mood Disorders Work Group used to be p
considering:

• (i) reducing the duration requirement for a hypomanic 

episode to 2 days

• (ii) allowing hypomania to be diagnosed just on the basis of 

increased energy ⁄activity



Manic or hypomanic episode 

With mixed featuresWith mixed features

A. … at least 3 … symptoms … during the majority of days (1 week) … 
current or most recent episodecurrent or most recent episode ….

1. … dysphoria or depressed mood … subjective … or observation …
2. Diminished interests or pleasure … subjective … or observation …
3 Psychomotor retardation b bl3. Psychomotor retardation … observable …
4. Fatigue or loss of energy
5. … worthlessness or … guilt
6. Recurrent thoughts of death suicide ideation

B. … observable … change from … usual behavior
C. … full …criteria for both mania and depression … diagnosis 

6. Recurrent thoughts of death, … suicide ideation …

should be manic …
D. … not … a substance …

Weight/appetite change
Sleep change
Psychomotor agitation 
Diminished ability to think or concentrate, or 
indecisiveness



Depressive episode 

With mixed featuresWith mixed features

. … at least 3 … symptoms … during the majority of days (1 week) 
current or most recent episode :… current or most recent episode ….:

1. Elevated, expansive mood
2. Inflated self-esteem or grandiosity
3 More talkative3. More talkative …
4. Flight of ideas or … thoughts are racing
5. Increase in energy or goal-directed activity
6. Increased or excessive involvement in pleasurable activities6. Increased or excessive involvement in pleasurable activities 
that … painful consequences …
7. Decreased need for sleep …

B. … observable … change from … usual behavior
C. … full …criteria for both mania and depression … diagnosis 

should be manic Irritable moodshould be manic …
D. … not … a substance …

Irritable mood 
Distractibility 
Psychomotor agitation 



Cyclothymic Disorder 

A. For at least 2 years … do not meet criteria for a 
h i i dhypomanic episode …

B. … periods have been present for at least half the time …B. … periods have been present for at least half the time …

C. During the above 2-year period … Criteria for a major 
depressive, manic, or hypomanic episode have never been 
met. 



Wrong!Wrong!

• If a major depressive episode occurs after the first 2 years of j p p y
cyclothymic disorder, the additional diagnosis of bipolar II 
disorder is given.

• If an individual with cyclothymic disorder subsequently 
(i.e., after the initial 2 years …) experiences a major 
depressive, manic, or hypomanic episode, the diagnosis 
changes to MDD, BID, or other specified or unspecified 
bipolar and related disorder (…), respectively, and the p ( ), p y,
cyclothymic disorder diagnosis is dropped.



Other Specified Bipolar and Related Disorder 

1. Short-duration hypomanic episodes (2-3 days) and MDEs

2. Hypomanic episodes with insufficient symptoms and MDEs
[↑mood+1 or 2 other symptoms OR Irritable mood+ 2 or 3 other symptoms]
3. Hypomanic episodes without prior MDEs3. ypo a c ep sodes w t out p o s
[If it occurs with PDD, both diagnoses can be concurrently applied.]
4. Short-duration cyclothymia (less than 24 months)

Unspecified Bipolar and Related Disorder p p

Insufficient information



DSM-5 changes
Substance/Medication Induced Bipolar and • Instead of SubstanceSubstance/Medication‐Induced Bipolar and 
Related Disorder:
• elevated, expansive, or irritable mood [old]
• during or soon after [during a month of] and

• Instead of Substance‐
Induced Mood Disorder
•With manic features
• With mixed features• … during or soon after [during a month of] and

… substance/medication is capable of producing  
the symptoms in Criterion A. [new]

• With mixed features

Bipolar and Related Disorder Due to Another 
Medical Condition:

• Instead of Mood 
Disorder Due to a GMC

• abnormally elevated, expansive, or irritable 
mood, [old]
• and abnormally ↑acƟvity or energy that 
predominates in the clinical picture [new]
• With manic features [old]
• With manic‐ or hypomanic‐like episode [new]
• With mixed features [old]
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Underdiagnosis
Overdiagnosis

Allan Frances
Jules Angst

The loss of

No validity
Just a dictionary

David Kupfer
Chair of the DSM‐5 task force

The loss of  
agitation Athanasios

KoukopoulosThomas Insel
Director of the NIMH

Fundamentally Spectrum‐phobia
wrong, but useful

Michael Berk

p p

SN Ghaemi



Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



Kraepelin Weygandt

Mixed states:

Excited depressionExcited depression

Depression with flight of ideas

Manic stupor



DSM5 DSM5

Athanasios KoukopoulosTrisha Suppes

Agitated  depression = Bipolar disorderMixed hypomania

Bipolar depression:

Agitated  depression

Mixed depression



Athanasios Koukopoulos

Mixed mood states of the DSM 5= 0 12%Mixed-mood states of the DSM-5= 0-12%

In the writings of the classical 

h h i i f 5 f 7authors, there is no mention of 5 of 7 

DSM-5 mixed criteria.



Athanasios Koukopoulos
Roy H. Perlis y

P d DSM 5 i d f• Proposed DSM-5 mixed state features 

were associated with a greater rather 

than a lesser likelihood of remission. 

(STAR*D; Perlis et al., 2012)
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Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



David L. DunnerDavid L. Dunner

Major depression + Hypomania = Bipolar disorder (type II)Major depression + Hypomania   Bipolar disorder (type II)



Jules Angst

Subthreshold hypomania = Bipolar disorder

Bipolar disorder without mood change
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Subthreshold Hypomanias
1 Cli i ll i ifi1. Clinically significant

• ↑ role impairment
• More severe and pernicious course

↑ ti t bi l di i• ↑ converting to a bipolar diagnosis
• ↑ rates of comorbid psychiatric illness 
• ↑ depressive episodes

• ↓ reliability• Prevention oriented

2. Consequences of the documentation

• No operational definition
• Hard to differentiate from 

b d li

• Prevention-oriented 
treatment model

• ↓ underdiagnosis
borderline

• ↑ overdiagnosis
• No optimal interventions

• Implications for research

• No optimal interventions



Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



DSM‐III‐R DSM‐IV DSM‐V

Antidepressants and Bipolarity

It cannot be established that an 
organic factor initiated and 
maintained the disturbance. 

The symptoms are not due to 
the direct physiological effects 
of a substance or a GMC.

The symptoms are not attributable 
to the direct physiological effects of 
a substance or to another medical 
condition.condition.

Note: Somatic antidepressant
treatment that apparently 
precipitates a mood disturbance 

Manic (Hypomanic)‐like 
episodes that are clearly 
caused by somatic 

A full (hypo)manic episode … 
during antidepressant … but 
persists at a fully syndromal level p ec p tates a ood d stu ba ce

should not be considered an 
etiologic organic factor.

caused by so at c
antidepressant treatment 
should not count toward a 
diagnosis of BID (BIID).

pe s sts at a u y sy d o a e e
beyond the physiological effect … 
a manic episode … bipolar I (II) 
diagnosis. 

… caution is indicated … 1or2 
symptoms (particularly 
↑irritability, edginess, or 
agitation followingagitation following 
antidepressant use) are not taken 
as sufficient for diagnosis of a 
hypomanic episode, nor
necessarily indicative of a bipolar 
diathesis.



Antidepressants and Bipolarity

Intoxication/Withdrawal

Physiological effects: Antidepressant‐Induced (DSM‐IV‐TR; DSM‐5)

Antidepressant‐Induced Mood Disorder (DSM‐IV‐TR)

Bipolar Disorder (DSM‐IV‐TR; DSM‐5)

Antidepressant Induced Mood Disorder (DSM IV TR)
Bipolar Disorder (DSM‐5)

0 5 10 15 20 25 30 35
Days



DSM‐5: Antidepressant‐Induced Bipolar Disorder

• Antidepressant→ elevated mood + talkativeness• Antidepressant → elevated mood + talkativeness

• Antidepressant → mania while antidepressant continues



• There is still controversy regarding• There is still controversy regarding 

the extent to which antidepressant
Gary S Sachs

treatment precipitates hypo⁄manic

episodes and cycle acceleration 

Gary S. Sachs
STEP‐BD study 

p y

even among BID/BIID patients.



Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



DSM5 and Bipolar Spectrum Markers
Not found
Strongly associated

Pointed
• Antidepressant‐induced 

(h ) i• First degree relative with BD
• Highly recurrent MDEs

E l t MDE

(hypo)mania
• Mixed features

• Early-onset MDEs
• Psychotic MDEs
• Postpartum depressionPostpartum depression
Weakly associated
• Treatment resistant 
• Atypical depressive symptoms
• Hyperthymic when non-depressed
• Brief MDEs



S Nassir Ghaemi Frederick K GoodwinS. Nassir Ghaemi Frederick K. Goodwin

STAR*D study (2011; N=4041):

Roy H. Perlis 

Bipolar Spectrum Disorder

(categorical)
Bipolar spectrum features (MDD) 

are not associated with 

antidepressant resistance.



Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



Hagop  Akiskal
Jole ParisS.N. Ghaemi J. Gunderson M. Zimmerman

Borderline 1 = Bipolar

Borderline 2 = Nonspecific personality B d li # Bi lo de e o spec c pe so a ty

Agitated  depression = Bipolar

Drug‐associated mania = Bipolar

C l h i i l

Borderline # Bipolar

Cyclothymic temp. = Bipolar 

Hyperthymic temp. = Bipolar





Conclusion



Challenges for DSM-5Challenges for DSM 5

• Mixed states• Mixed states

• Subthreshold hypomania

• Overactivity

• Antidepressant‐Induced (hypo)maniaAntidepressant Induced (hypo)mania

• Bipolar without (hypo)mania

• Borderline personality



Why narrow bipolar? Why broad bipolar?Why narrow bipolar?

• ↓ overdiagnosis • ↓ underdiagnosis

Why broad bipolar?

• ↑ reliability
• ↓ stigma
↓ i k f d id ff t

• Mood destabilizing effects of 
antidepressants

• Prevention-oriented• ↓ risk of drugs side effects
• ↓ insurance premium rates 
• ↓ misdiagnosing relatives as

Prevention oriented 
treatment model

• ↓ impairment
↓ misdiagnosing relatives as 
having BD

• Antidepressant‐induced 

• Implications for research

switch is under question
• No evidence‐based data for 

efficacy of mood stabilizersefficacy of mood stabilizers 
on subthreshold disorders
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Practice

Bipolar UnipolarMood Spectrum

Practice

Bipolar UnipolarMood Spectrum



Practice

Bipolar UnipolarMood Spectrum

Practice

Bipolar UnipolarMood Spectrum



Bipolar UnipolarMood Spectrum

Practice
Categorical-Dimensional Model

Theory

Practice

Bipolar
Theory

Mood Spectrum
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Recommendations

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


