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What’s new in bipolar disorders?

Thawatchai Leelahanaj M.D., M.Sc.*

Abstract

To date, numerous studies on various aspects of bipolar disorder have been published.
There is an emerging body of evidence suggesting that abnormalities in the regulation of
signaling and neural plasticity are integral to the underlying neuropathology of bipolar disorders.
It is clear that genetic variation accounts for most of the population risk of illness. However,
it is also clear that the genetic etiology of BPD is complex and multifactorial. Task force of the
International Society for Bipolar Disorders (ISBD) presents a summary of the current nosological
status of bipolar illness, a discussion of possible revisions to current DSM-IV and ICD-10
definitions and proposed definitions that might guide clinicians in the most valid approach to
diagnosis of these conditions given the current state of our knowledge. ISBD task force also
reports on the nomenclature of course and outcome in bipolar disorders. During the past two
years, some drugs (quetiapine XR, asenapine and risperidone long-acting injection) were
approved for treatment of bipolar disorders. In addition, revised versions of treatment guidelines

for bipolar disorders mostly published during this year.
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ANTNA 1 WY U AnnsAnEteAaNiaUnAlulsalyinan s

ALUUI NAB9 SINURNNNITANELARS T

Anterior cingulate cortex
(ACC, BA24)

reduced glial number and density

reduced neuronal density at lll, V, VI

no change

reduced nonpyramidal neurons in Il

reduced CB(+) neurons in |l

reduced size of neurons in V; increased density of neurons in VI

Frontal cortex

BA9: decreased density of neurons/glia in Il

BA9: reduced neuronal size in V and VI

BA9: decreased oligodendrocyte density in VI

BA9: reduced number of oligodendrocytes

BA10: smaller number of CB(+) neurons

BA10: no abnormality in oligodendrocytes

BA9/BA46: no change in the number of WM neurons

cOFC: reduced size of neurons in |

Entorhinal cortex

abnormal cytoarchitecture

no NFT or amyloid plagues

Temporal cortex

reduced area of glial cells

Hippocampus

reduced number of nonpyramidal neurons

Dentate gyrus

increased Timm staining

no difference in Ki-67(+) progenitors

Thalamus

VM nucleus: reduced number of DLX1(+) neurons

no change

Hypothalamic PVN reduced number of neurons, with gliosis

NAc, EP Rt putamen reduced volume
Hypothalamus, Gpe, putamen, thalamus - reduced volume

Lateral ventricle

no abnormality in ependymal cells

Monoaminergic systems

Dorsal raphe: fewer neurons in VL subnucleus

Locus ceruleus: Increased number of cells

CA = corpus ammonius; CB = calbindin; cOFC = caudal part of orbitofrontal cortex; DLX1 = distalless homeobox 1; EP =
external pallidum; Gpe = external segment of globus pallidus; Ill, IV, V and VI = 3rd, 4th, 5th and 6th layers of cerebral
cortex; NAc = nucleus accumbens; NFT = neurofibrillary tangles; PVN = periventricular nucleus; Rt = right; STG = superior

temporal gyrus; VL = ventrolateral; VM = ventromedial; WM = white matter
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Bipolar disorder
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T T 1 trophins
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A A A
l Genetic factors I
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ER = endoplasmic reticulum; GSK-3f = Glycogen synthase kinase 3f3
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Heritability
Cytogenetic/CNV-associated region
Leading linked regions

Leading candidate genes®

Genes implicated by GWAS

Spaay 9

¥aeiaz 40 019 45

¥aeiae 80 114 85

22q11°

6q, 8q, 130, 229

BDNF, DAOA, DISC1, TPH2, SLC6A4
DGKH, CACNA1C, ANK3

“Velocardiofacial/DiGeorge’s syndrome microdeletion.

*Supported in independent studies or meta-analysis.
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mixed states, bipolar depression, rapid cycling, spectrum
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Bipolar Pediatric
Diagnostic Bipolar Rapid spectrum bipolar Schizoaffective
validators Mania depression cycling Type #l ithess disorder disorder
Phenomenology ++++ ++ + + o ++ e+t +ob
Course +/= +++ ++ 4+ ++ ++ ++ 4
Genetics + +4+ +/= ++ + ++ +++
Treatment ++ ++ ++ + ++ + +/=
response
Neurobiology — ++ +/= +/= + +/ = /- ++
Special topics Pure mania  Probabilistic Dimensional ~ Value Clinical utility Key diagnostic Dimensional
often differentiation  approach judgments  important overlap with model of
includes from unipolar  to ultradian  important in ADHD and ODD psychosis
dysphoric/  depression cycling merits identifying is suggested
irritable proposed investigation it versus
presentations mania or
normality
Areas of Broaden Some key Importance  Severe Importance  Narrow grandiose  Does not
consensus definition features are for prognosis depressive  for future euphoric phenotype represent
to include more common morbidity is  investigation is similar to adult  a separate
irritable / than in unipolar prominent bipolar disorder categorical
dysphoric depression disease-entity
states
Areas of None Relevance for  Association  Relevance  Underlying  Diagnostic Whether a
dissensus treatment with antide-  for treatment validity of validity of broad dimensional
response pressant use response broadened irritable/aggressive one-psychosis
model, and  phenotype; model is implied
relevance relevance versus comorbidity
for treatment for treatment of schizophrenia
response response and severe

affective disorder

++++ = data strongly informative for diagnostic validity; +++ = data

moderately informative for diagnostic validity; ++ = data mildly

informative for diagnostic validity; + = data slightly informative for diagnostic validity; +/- = equivocal or no data informative for

diagnostic validity; ODD = oppositional defiant disorder; ADHD = attention-deficit hyperactivity disorder.
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ANSI9N 4 18, U (ANWAEADNHSUWI) WuwINenIatass lsaluinaniasunlasain DSM-V

N157UAaae dai_uailasuuilasain DSM-IV
Actemanabider wedowdy
Bipolar qummfmmmu%ﬂ@nwuwa ﬂ’ﬂ
depression Special consideration should be given to presence of (i) atypical depressive symptoms (hypersomnia,
hyperphagia, or leaden paralysis), (ii) psychomotor disturbance, (iii) psychotic features or pathological
_________________ guilt, and (iv) a positive family history of bipolar disorder
Rapid oycling  whlafandisrly 'au Specify
Specify if:
With Rapid Cycling [can be applied to Bipolar | Disorder, Bipolar Il Disorder, or Bipolar Disorder not otherwise specified
(NOS)!.
At least four episodes of a mood disturbance in the previous 12 months that meet criteria for a Major Depressive, Manic,
Mixed, or Hypomanic Episode. Specify episode criteria (full duration or briefer) and duration of interepisodic
interval.
Note: Episodes are demarcated either by partial or full remission for a least 2 months (and in brief mood episodes a full
remission for at least 2 weeks) or a switch to an episode of opposite polarity (e.g., Major Depressive Episode to Manic
_________________ BDIS0d ). .
Hypomanic Wlaenszeziaanann 4 Al 2 5u
Episode A distinct period of persistently elevated, expansive, depressed, or irritable mood, lasting throughout at least
2 days, that is clearly different from the usual non-depressed mood
Fonsduainaniteataunansiaudag s
The episode is not severe enough to cause marked impairment in social or occupational functioning, or to necessitate
hospitalization, and there are no psychotic features, although mild-to-moderate depressive symptoms may be
present (mixed hypomania)
araiinlilueniedllizuen 19 vienadutaememe asulaidelifaauiniuann wndandn
The symptoms are not because of the direct physiological effects of a substance (e.g., a drug of abuse, a medication, or other
treatment) or a general medical condition (e.g., hyperthyroidism), but may happen in the context of medication,
_________________ s _U_l?§t_a_’]9‘?_'_”_t?!(9_ or P.'!Y?'P_a_'_'_' Iness as far as the symptoms are not clearly etiologically related to those_
Bipolar Il wlaenunauaide CE wazulaeu Course specifiers
disorder C. There has never been a Manic Episode or a Mixed Manic Episode

Bipolar disorder
NOS

E. The depressive symptoms cause clinically significant distress or impairment in social, occupational,
or other important areas of functioning; the hypomanic symptoms do not necessarily cause clinically
significant distress or impairment in social, occupational, or other important areas of functioning

Course specifiers:

With hypomamc or depressive predominant polanty

dn 4 memmmua%@aum 5 uuiluda 4 LL@”LWN‘H’E@N’] @nmu

5. Subthreshold Hypomanic Episodes in the context of multiple other signs of bipolarity*

6. Multiple signs of bipolarity without Hypomanic or Manic Episodes (also known as Bipolar Spectrum
Disorder)*

*Clinicians should specify precisely which such signs are present and include this list in their assessment
statement, as follows:

a. Family history (bipolar diagnoses; multi-generational mental illness; alcohol and other substance use;
suicides)

b. Depressive symptom phenomenology (atypical, seasonal, psychomotor slowing, psychosis)

c. Course of iliness (early age of onset, short duration of episodes, greater number of episodes)
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ANS199 4 181 UB (ANWNAEABNHSUWY) 1MFLLUINaNTInaselsaluTwa i asunlasain DSM-V (sia)

nn53UAaas dat uadilasuulasann DSM-IV
Pediatric Wanawainsitade lsalulnanflusin
bipolar disorder ~ A. Presence of an acute manic or mixed or hypomanic plus depressed episodes prior to age 18

B. The definition of the acute manic or hypomanic or mixed episode meets adult criteria

If only irritable mood is present, and not euphoria, documented spontaneously episodic fluctuations in the

presence/absence of symptoms of mania are required for the diagnosis of an acute manic, hypomanic,

or mixed episode.

Schizoaffective wsulsmamunm Tfiiu 2 specifiers An

disorder

1. With symptoms meeting criteria for mania or mixed features

2. With symptoms meeting criteria for major depressive disorder

wiFulsalulnans 1Ny 2 specifiers Ag

During depressive or manic or mixed episodes:

1. With psychotic symptoms meeting criterion A for schizophrenia (i.e., one month) and for at least two

weeks without prominent mood features

2. With psychotic symptoms meeting criterion A for schizophrenia with consistent concurrent mood

features
o o = P 9 a - &
wisulsaTuA 1HAN 2 specifiers Aa

1. With psychotic symptoms meeting criterion A for schizophrenia (i.e., one month) and for at least two

weeks without prominent mood features

2. With psychotic symptoms meeting criterion A for schizophrenia with consistent concurrent mood

features.

¥ o
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(MEAZIBEA NNINEIURIANAINIEN 198797
VUAELAT 18) F9H AB TENN109N1IARY 10
FaPN39T 5 DENNTINT SURIANINT 6 Tl

v o

Jo9nsHUFAFIANIGT 7 Aenuveenisifnlsangy
Larnisnduiiennislsadanised 8 fenuaeq
remission, recovery, relapse, switch LAY recurrence
984 index depressive episodes ﬁﬂgﬂﬁl 4 YyNUDS
remission, recovery, relapse, switch LAY recurrence
284 index manic episodes ﬁﬂgﬂ‘ﬁl 5 relapse, recurrence
%138 switch AN index episode WATITEZARINITINT
(treatment phase) Fapn3eT 9 Tenuaesniagilsl
muﬂ@:ummﬂmimﬁqmﬁmﬁ' 10 fenasadadi
LAY (predominant polarity) FapN3197 11 Treatment-
emergent affective switch (TEAS) FaRNIT 12 uaz

TeNNRIN1TNMENTD (functionality) AIRN319N 13

199N

LUINNITENEN

Tusausitl 2008 audeilaqiiu nanaladdy
TAAUIAMNNITANNNUUINNGNTTNEA (treatment
quidelines) TsaluTnafiflinsanniintsmaasanieaaiin
AenALET AT U wIULAN 'auluny
Lﬂumiﬂi‘uﬂmLmeqmﬁﬂwmuuLmﬂ,‘mu
AT SNy FImNeT 14 LN
N195NHIU8Y NIANAAULNNEALLNTYW (American
Psychiatric Assomatlon APA) m@\‘mmvmmmmu
AnsdaTaifvuaudal Sasaieusianaullil
1141”91 the Royal Australian and New Zealand
College of Psychiatrists (RANZCP) wifazélalaiiinng
Usutqsatulvel uiffuuamanisineiiGauFes
TulseuAnNETNeE WIAELAY T T LA

AU 11 YINu®
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M151990 5 UgNTIBINNTAAL U (response)

Bipolar depression,
- BINTIF] Mleglunneinsifiadalsn iy anxiety, panic attacks, irritability, hopelessness, avoidance, cognitive dysfunction 'liAas
nmudneiiesannanaiuainisueslsnauli axs |, 1| vise Il wazenaliney wes wessenisinuli w3y bipolar depression
- inueinnImey wesAdsimvunsTaznaTdaRuieana N ianatAia1aialuaInn1slsstdunEenis “unneInsmnesIuenIung
Aaldnwourau ae] lduniuas (random fluctuation)
Syndromal response . .
- @ININAN (core symptoms) TBINNFTUATIRNINDT DSMH-IV AT >Faeay 50 tnatlszifiuanizainishauidaziuu >4 a1n ina 1-7
Symptomatic response
- ’B'm’\i‘ﬂ“lluq'mﬂﬂ”li‘ﬂiymum’lﬁ HAMD, MADRS IDS 'Vii"ﬂ BDRS (mmmmmnmﬁ’wu "Nﬂﬂ[ﬂ’ﬂw‘lﬁ]ﬂ’ﬁﬂﬂ@w 50 LL[?]LLuwu’leLﬂLLU\'iLﬂuallu”l
ﬂ@ ﬂ“ﬂuuﬂﬂﬂqqi"ﬂﬂﬂz 25, ﬂ“ﬂ}&?@ﬁ@t 25-49; ﬂ‘ilui’ﬂﬂ@z 50-74; ﬂﬂui"aﬂﬂ: 75-100
FansUssiudnunnsyinuinings “sauuaznisisznavaidinean’y
- U4 definite response ¥INBNNNIATUANNNAT 24 “UniRAT
Bipolar mania
- NM9IAALU UBITDY mania 1uiqNmmiﬂuNmiu,ﬂmmmmmﬁuLmﬁmtl
- Lﬂm*ﬂmim@u ummmmuumvwwmmmL@ul,wmmmwmmwmmwm@mmumnmifﬂ?”mumﬂmi AnAENIINNENUen TNl
ﬁ]x‘m@ﬂ‘]:rmvﬁm’] NN lafusiueu (random fluctuation)
Syndromal response
- 2INN9UAN (core symptoms) ABNINIIE mania mumﬂm DSM-IV mu >Tﬂi|@w 50 TﬂﬂﬂTWLNuLQWWW‘ﬂqﬂ’]TWNﬂwLLuu >4 /70 1N4A 1-7
Symptomatic response
- ’B"Iﬂ”li‘ﬂ‘ilu"ﬂ'mﬂﬂ']i‘ﬂi‘“’muﬂ’lﬂ YMRS ﬂi‘ﬂ MRS (mmmm'&nﬂﬂ’ﬁi’m) “ﬁ\iﬂﬂ[ﬂ’qwqfﬁﬂqi‘ﬂﬁﬂ” 50 LL[?]LLH“’N"&MLLU\?L{'U?M"] AR Wllu
u'ﬂf;lﬂ'l'\ﬁ"r]il@ﬁ 25, ﬂ‘ﬂui’ﬂﬂﬂﬁ 25:)/49, ﬂ“ﬂui‘@ﬁ@t 50-74; m‘ilui"ﬂil@z 75-100
- 14 definite response #1NBNNIATUANMNDL 24 “Un WAL
HAM-D = Hamilton Rating Scale for Depression; MADRS = Montgomery-Asberg Depression Rating Scale; IDS = Inventory for Depression Symptomatology;
BDRS = Bipolar Depression Rating Scale; MRS = Mania Rating Scale; YMRS = Young Mania Rating Scale

. - 18
ANTINN 6 ULINABINIT U (remission)

WIRRA
- symptomat\c remission Tmmﬂuwmwmmmwnﬂu L8 ianNnauLlag (premorbid functioning) "'ﬂ\‘lﬁl’ﬂﬂ‘hﬂ’]ﬁﬂuﬂﬂﬁ’wﬂﬂﬂ
- usy bipolar depression A19181M3 sad mood LLm/‘Miﬂ loss of interest/pleasure 814 “wusiunsiinennsallsalld uazlviiuauau
2n191aslsARNIN NI Hade
- ldfiinnuafansszezinandndesldsrazinaminls
Bipolar depression
Syndromal remission
- laim3flenns sad mood waz/iisa loss of mterest/pleasure Lm”mmi'ﬂuvmm’muﬂﬂmﬁ 3 1 7 2990NIUAN (19U poor concentration,
disturbed appetite/weight, disturbed sleep) ANAZUUUNATUARININNGT 3 (AN 1A 1-7)
- ANAZUUY CGl <2
Symptomatic remission
- ANAZIUY HAM-D-17 <5 %38 <7
- ANAZUUL MADRS <5 1138 <7 W3aA1AZUL BDRS <8
- Aannssziiunsvimei i luuAazIu (daily functioning) aanldl
Bipolar mania
Syndromal remission
- Tiganamanssuensuniidunan
1/92181UANANNINANTY manic episode 7 AINTT
- criteria A ﬁ@qﬁizﬁumﬁm;mm%qmmﬂsﬂﬁu 2 (@1N 4@ 1-7)
criteria B faslifennislaenaniisfilszAuanuguusasnnnds 3 @an 1na 17)
criteria B HlszAUANUUTIWTL 3 Hldifiea 1 4o phadl 2 do)
- ANAZUUY CGl <2
Symptomatic remission
- ANAZULU YMRS <8 938 <5
HAM-D = Hamilton Rating Scale for Depression; MADRS = Montgomery-Asberg Depression Rating Scale; BDRS = Bipolar Depression Rating Scale;
YMRS = Young Mania Rating Scale
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de:Ishufulsalulwans? 5366 AnunD wu.

AN9I9N 7 RenNeIn1INUs (recovery)'®

L oy my = L @ ) ' = = = N
- miV\Ium”LuimuuWﬂa\immummnmmuﬂw (illness) LAMKNEDINIWUFIRINN9AA I AATIAN N7 (last mood
episode)
43 o U 9.111/ 4&' A ﬂ” o A’/ -dl a o
- miWumﬂﬂmmmmxwmummwgmm LasNIINUARAY uq@@\‘iLNﬂNﬂﬂiﬂ@UN@'}ﬂqﬁ‘I?ﬂ (recurrence)
g9laildnsi subsyndromal manifestations U84 depression 1138 hypomania
¥ o U 4&’ o Aﬂl 1 =< % . A . a ' o ] 2 o o
- @z%mmm@ﬂumLm”l,uummmmﬂm mania %178 hypomania AARBDNUDEINNUAE 8 Upnii
dl' = ﬂm o Y @ o 49/ o ] &' 1 é 1 A 1 o a
- LN@NﬂWiWu[ﬂQLL@QﬂMﬂ@ZﬁWu[ﬂ’J[ﬂﬂLu'ﬂ\'ivl,llﬁﬂﬂ'l’] 12 Lﬂ@ui®ﬂ1NNﬂ’]ﬁ‘ﬂﬂﬂmﬂ’m’ﬁ‘tﬁ‘ﬂ

AN919% 8 NeNuweININNAlIANAL (relapse) Lazn1snauannslsa (recurrence

)18

- sravanrean ninalsAndLLaTn1Induianni1sTsALeae manic episode WAY depressive episode WANFNIAY
samstanns llaiifls rapid cycling

- fgnnres n1adalsandu/nnsnautiennislsn Aasiatsunaiindes (subtype) 184 mood phase ANAAE
susanssnfinlsadnsiuanifussaznauninle

- fenulaelaAnilana index episode J1azidu manic, hypomanic 38 depressive episode Lﬂuﬁﬂﬁﬁ@
1. nadalzAndy wangia maRalsaasalug new episode) Nty 8 “Upvindaanniiinng U (remission)
/1N index episode
2. nrnaulenislsa vunena ﬂﬁiLﬁﬂIﬁ‘ﬂﬁ%ﬂWJ (new episode) uﬁamn‘ﬁ'ﬁmi U (remission) AN index
episode WKLAUNTT 8 “Uanif

- WiRansandaedn maAnlsaaielmivaneuuaida 8 “Unvidy Hendesie WUy time to remission,
time to recovery M?‘ﬂﬂ’\iLﬁﬂI?ﬂﬂ%ﬂﬁﬂ’] 'l (further new episodes) vizaly

Switch Recurrence
Mania ./ \ . \ .
,‘. . N
------------------------------- g
Symptoms Remission s Recovery s
g > R
K ‘ R * Ky
‘Normalcy’ s = o >
y Response X o X - >
* *
\ . " “o
Symptoms NN " “ .
_____________________ S SR S SUSE . W
) " kS 5
Depression \ / . / .
Relapse Recurrence
Treatment phases Acute Continuation Maintenance
TTTTTYTREY 2 8 weeks

gﬂﬁ 4 FPNURY remission, recovery, relapse, switch LAY recurrence U84 index depressive episodes'®

A1@8u1e switch Wasudatu depression el 8 “Un1viviasann remission 9% recurrence Wi depressive episode

138 manic episode 1149310 8 “Umniiluan
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Relapse Recurrence
Mania / \ . \ .
‘0 ¥ -
....................... X ‘-_-‘c.._‘_---_.._..':--_---..__..-,.......:7..-_....
Symptoms / s+*Remission s/ Recovery s
Response ‘ -’: ‘ 0’:
* i L) L
Normalcy =X o X = >
s '0“ ’o“
’t + *
Symptoms ] RIS LS S
s 5 5
Depression ‘V . / .
Switch Recurrence
Treatment phases Acute | Continuation | Maintenance
TETTTTEREY 3 4 weeks

gﬂﬁ 5 HgNUd remission, recovery, relapse, switch Wag recurrence U84 index manic episodes'®

A188L18 switch NAAsg mania A8l 4 “Uaiudaann remission ‘9 recurrence A depressive episode

198 manic episode ¥149a1n 4 “Unnilludn

M15199 9 Relapse, Recurrence 138 Switch A& index episode LAYILULUBINIIINMA (treatment phase)

miLﬁstﬂﬂé'aﬁqgﬁ'u maiinlsansadnll SLATARINNTINEN Relapse, Recurrence
(current index episode) (next index episode) (treatment phase) 138 Switch
Manic episode Continuation phase relapse
Maintenance phase recurrence
Depressive episode Continuation phase switch
Maintenance phase recurrence
Depressive episode Manic episode Continuation phase switch
Maintenance phase recurrence
Depressive episode Continuation phase relapse
Maintenance phase recurrence

A157199 10 ﬁmmmﬂ’mﬁhimmq\'ummﬂfmim (subsyndromal states)'®

LUBIKA
- subsyndromal states HANHOUzA0INSTIUEAR (dimensional) wazAnwuzNI9LduMNIANY (categorical) 2848NNS
- udfazliAsuinnisiaeanguennns (syndromal criteria) s subsyndromal states filxilfnsnaaaudngtlasdulng usu na
Wduingihedensdaaniseslussiusnaurinlsiaslidndndu remission
- subsyndromal states Suilugedldirteciionisyszdiu Tnadivand t}ﬂqﬂ'ﬁ'gﬂu subsyndromal states azllA1AZULAINNNTLleZIRY
@gjiwdwﬂ"] syndromal threshold il remission threshold
Subsyndromal depression
- ANAZWULIALILY (upper boundary) 289 HAM-D 38 MADRS Af 14 vi3a A1AZLULIALILWYAY BDRS An 16
- ANAZWUUIALIANS (lower boundary) 989 HAM-D v MADRS Af 8 138 ANAZLULIALIAN9289 BDRS An 9
Subsyndromal mania
- ANAZLUWIAULIU (upper boundary) 184 MRS v3a YMRS Aa 14
- ANAZLUNIALAN (lower boundary) 484 MRS ¥i3a YMRS fAn 8
HAM-D = Hamilton Rating Scale for Depression; MADRS = Montgomery-Asberg Depression Rating Scale; BDRS = Bipolar Depression Rating

Scale; MRS = Mania Rating Scale; YMRS = Young Mania Rating Scale.
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[

AN9199 11 TNeueeedaNsy (predominant polarity)'

868y aWnuND wu.

o

o

Ny pre

©

o a
- A

dominantly manic iy predominantly mixed Husfalainnsuald

- daPiuaas mood episodes TutlszdRnsdurlaaiiaain Aty lunisguainegilos wiledly predominantly depressed

! = WA TN 2. DA 200 B
wurnaisRaansraziaatraanistae dnisiaadaedaladautisatneias 2 Tu 3

- Jdnung relapse/recurrence Wudqaszazingn 12 Wel sauiernunadanaziin relapse/recurrence

Gl’l‘ﬂsi"?; 12 Treatment-emergent affective switch (TEAS)™

LURHA

- TEAS TlAiduntse aelidiute wsaesnisifia TEAS uazflaaldlu 2 nsdlAe ‘antidepressantinduced switch’

138 ‘antipsychotic-induced switch’
- nsldAngn TEAS Fasldfraanusaumsanliddtandunisldluuians 1. a1 (causality) 2. 2819898079
(amplitude) 3. 3¥81IANNHBINNT (duration) WAZ 4. TAUIANANABINNINAIAN IAFLINNIFNEA (window from intervention)

deN
Causality Amplitude Duration Window from intervention
Treatment-emergent manic switch
Definite Full syndromic hypomanic, Hansfnseiuasinatias 2 <8 “Uai uedn <2 “Unsd
manic 178 mixed episode FuazemsitiAnIund  IdRansandienaiaannnisinmem
$aeay 50 Tuumasdu (11U antidepressant-associate)
Likely 2 INNIUTANNNIN (WU iritability HennnsRnseiuadnetes 2 44 <12 “anf
1138 euphoria, racing thoughts, LAYANNSTRAASLNNNGN
grandiosity, decreased need for faeiaz 50 Tuumasdu
sleep) UWarA1 YMRS >12
Possible finsu/aeuaes mood 13e energy  Faeszeiziaan 2 34 fleanns <12 “and
FaLa1d LAZA1 YMRS >8 atinatien 4 Falua
Unlikely amaAnaLdansazmell >16 “Umaik

2819790159 WU Teaiy
tladevize AwAnILUen

Treatment-emergent depressive switch

Definite

Likely

Possible

Unlikely

Full syndromic depression

2 @J’m’]ﬁ‘ﬂd‘iﬂm’mﬂ'ﬁ’] WA
A1 MADRS >12

finsulaenans mood ¥de energy
dmLa LazA1 MADRS >8
amsAntutansauazmnell
aeasaaEa wudAendasty
tladevize AwAnILUen

Jensinsefuatieies

1 Upviuazannisfidiing
unnanfeaas 50 luumazdis
Hansinsefuatieies

1 Upviuazennisfidifng
unndnFaaas 50 Tuwdazdi
Toaszeziaan 1 “Uanef Hennng
atnatien 4 Falua

<8 “Uaf umdn <2 “Upef
TRa1sudnanainannnisine
(14 antipsychotic-associate)

<12 “Uad

<12 “det

>16 “Umaik

YMRS = Young Mania Rating Scale; MADRS = Montgomery-Asberg Depression Rating Scale
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What’s new in bipolar disorders?

AN999 13 NENURININIUTINTA (functionality)™

Thawatchai Leelahanaj M.D.

o 3 4‘ rd‘ ;7 o o b4 J . . g
- nevutihnaeslsaluinanfineadesduvanaads laun subsyndromal state, age of onset, pattern of illness, comorbidity,

adherence LAY neurocognitive profile

- wuzth IWld the Functioning Assessment Short Test (FAST)® @aifluipFasiianimuntunn wivdiaslsnlulnans

Tneanny Usznausaanisyinvtian 6 Tawu (domains of functioning) An autonomy, occupational functioning, cognitive

functioning, financial issues, interpersonal relationships A< leisure time

- e linnsdsvidin neurocognitive processes Lﬂiﬂﬂﬂﬂﬁdgﬂﬁm

9v119791] 2008-2009

Fa09ANS

International Consensus Group on the Evidencebased Pharmacological Treatment of Bipolar |

The British Association for Psychopharmacology (BAP)
The World Federation of Societies of Biological Psychiatry (WFSBP) guidelines

Canadian Network for Mood and Anxiety Treatments (CANMAT) and International Society for

A9t 14 uuamannssnenlsalutnan STRfu
HANUS 1
Kasper uwazAnde® 2008
and Il Depression
Goodwin”' 2009
Grunze WazAE™™ 2009
Yatham wazALE™ 2009
Bipolar Disorders (ISBD) collaborative
Malhi wazAnz™ 2009

ALY @ty T008 NSREUAZ I TTuAWS

N195NHN bipolar mania

1. enilgFunsiuses

TANINTIN N19FNEN bipolar mania £9AY
Tifinnsilaeuulas endrdunan (firstling lunns
SnunapaduAadien (lithium) valproate WATENFNEA
Tm%mmju‘lminﬂmmu A8 olanzapine, risperidone,
quetiapine, ziprasidone LA aripiprazole WATHEN WU
iRENNsUsIANeIANNsaTIATEN WigamiIm
Tun15145nwn bipolar mania luihaunaIAN 2008
A8 quetiapine XR® wazan alwihan amaN 2009
asenapine NbFUN135UTa9 A L4 14N195NE manic
WAz mixed episodes” “UFL paliperidone Phuialal
1#5unn3suses

2. NN N

Tupnaniluaseuda filae acute mania 714
SUBNUUNLLAEY (monotherapy) Htiaendnfasay 10

watdlarldfuen 3 aunu® Wesannnisinmn
W W (combination treatment) seudngeNdnElsAan
(antipsychotics) ALALALNYF valproate Nus nan
wilandnnnslfg1iieaeunisies (monotherapy)
3977 % An1sAnH UL meta-analysis 2 TW' wWudn
nslieninunlspanngulua (atypical antipsychotics)
] v a a e a a a A 1
FANALAWMENYTE valproate HU3e NENINWLENIN
va = ~ ' al
N9 IAMENITE valproate WNENBENILAY
atialafieny uuanansinnan alutl a.a.
2009 124 the British Association for Psychopharmacology
(BAP)”" uazaay the World Federation of Societies of
Biological Psychiatry (WFSBP)* Lzl ldn135nen
FngleNUUNLAENNRY MNNAAYL URIABN1IFNE
AU 89 ruriuuanIen1sfnE1ed
Canadian Network for Mood and Anxiety Treatments

(CANMAT) and International Society for Bipolar Disorders
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(1SBD) collaborative? wizainlldvianssnmndagien
uuAgakazn1FnEn Niunnsfnenaifuwsn
15U acute mania

N195N1N bipolar depression

\FuLFea iU bipolar mania TWWANA
N175N11 bipolar depression Falaiilaeulasunniin
naafa anaauusnlunisinudeasiey 5 auu
16un Afiew, lamotrigine, AWigNuTa valproate
faufUaNuATNLAEN, olanzapine-fluoxetine combination
(OFC) waz quetiapine 2&i14lsfin1n A udanlunisld
anvi N sualnaisaufuenuAF A it
alafumnuiananas uazlull 2008 quetiapine XR
Wugnauugn aftlEFseslildlunisinm bipolar
depression® ¥inWiilaqiufianitléFusesay 3 sy
A8 OFC, quetiapine LaE quetiapine XR dalfzey
fau aFanaesen 5w sulldFemnned 15

NN99NENTEELaND

UBNANLAN 4 211% 1ALA Afieis, lamotrigine,
olanzapine WA aripiprazole Fgsunssusatlsy B
Tunn95ngeaIze (maintenance treatment) 28919/
Tulwanfuds lumeungunian I 2008 quetiapine

868y aWnuND wu.

< Yo o U6 Y1 o a a .
Alasunisfuseslildsanduafienvda valproate
wiunsinesrazann (wadeldlaFunisiuses
Wenduenaunune)” uaran aluheungsniax
7l 2009 risperidone long-acting injection fiLAFU
n135usaatlsr " nEnnlunisinenszazanaiani skt
a & 9, v aa & 3

dugnaunungarzenisldsaniuananyise valproate
dalfFoudel suFounesen 6 auiu qU16Aq
A13197 16

BAP” wuziih Whaenldenmudanisunan Ae

S . . o o a a

wInu mania predominate LLuzuﬂm@ammﬂu,
aripiprazole, quetiapine, valproate 138 olanzapine
wenn depression predominate wuzih lsaen
quetiapine %7@ lamotrigine ‘314 CANMAT and 1SBD
collaborative® TailafAuuziilunsiaendannu
NIt

51

C]

salulnanfifulsaninisAnunasinasaliie
Tunne fu nsAnenasy maaanan aali
=3 1 & G| d‘d a a
windn TulnansidulsenianutnUnfvednaas weg
o 2 = . o £ d' 3|
Vl’]sLMmtqu ¢l neural plasticity SN ER el Ay VIR

AN919N 15 TaldiFauuazdes ailFauaesanit L5 bipolar depression

£ aalaidey

daL "~ alFay

a a = =< o Y
AN mqmﬂmﬂumammmﬂ

aananadl (12 “Uawl), dsz"vBEamlunisinmeeudnes,

sYALNFRININNGN 0.8 mEg/L, N13nusann s (tolerability) TR

Lamotrigine  Rtlsy~vEnwm, aifluaseriviing,
13424, rapid cycling

MS+AD filhsunesainismey weaiin,
sTAUAMENTIRENGN 0.8 mEg/L

OFC s ™niam, @@ﬂqw'ﬁ(ﬁq, rapid cycling

Quetiapine s ™nsnm, @ﬂﬂq‘m%rﬁ'a, rapid cycling,

ANANNARHNIFAIAL

pangnadn 3 “Unned), emislifedsy 9 iy danAswe B

s~ nianlunisinenAeudtamuazluiuiue, nANNL 8
. 4z .

san1silasndafli mania

N7 laetlsy 9/ 1w 4298 (somnolence) dnwInFLAN

1R o ] ] =< v
a1n7laifietlsy af itu daediu (somnolence) ABLVIN

AD = antidepressant; MS = mood stabilizer; OFC = olanzapine-fluoxetine combination
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A15190 16 TalslFauuazdal s Fauaassnnld msunfssnMIsTazENg

£ dalaFeu

da " adFay

a a N £ o | e
ANEN uqmﬂmﬂummﬁmmﬂ,

tlaarii manic relapse 153, rapid cycling

sEAUBNTANNANGT 0.8 mEgL Azt sy~ nsnw, n1snuseanls
(tolerability) ‘1817, $1aafiu depressive relapse 3A
11841 manic relapse 1@, a1nslaetlsy 9F U dandAsee fu

1la91u depressive relapse T, Tdidnayalu rapid cycling,

laifiarlsy 9F 1w $29Ta dwingalia metabolic syndrome

Lamotrigine 1184111 depressive relapse 1617,
laifinasiaunuminga, ladaq, rapid cycling
Olanzapine tlaarii manic relapse (i
-~ o . P =
Aripiprazole tlaarii manic relapse 1@@, AINNL &N
229 metabolic syndrome 7]
Quetiapine el manic relapse Uaz
+ Li/VPA depressive relapse, rapid cycling
Risperidone Ll adherence, M lavwaniaiilu
a = P o a a
LAI Hﬁﬂu’]umﬂ'}ﬂﬁ‘@i‘ﬁﬁ"’mﬂﬂﬁL‘VIF;IN

~
178 valproate

8N"9tleariu depressive relapse 1@, laildoyalu rapid cycling,
21013 kfeLlsy 9F Ly akathisia

1R I 1 1 = ¢4
21013 hPeLlsY A Liu 92983 (somnolence) MBS
WANAINHL 24289 metabolic syndrome

21013 lfeLlsy 9f 1iu s udndaiN " (tremor) parkinsonism

Li = lithium; VPA = valproate; LAl = long-acting injection

mood-stabilizing neurons FANTINFAUNLINTE U
nagfun “NRusAunsdulsa  Musuuuanig
n1998a8819A1E  AZYINIUUAEATUENYIN
nsdszguuazlil waseuuanieniitadalonau
wald nsdaninmuainisidadaauludig
DSM-V 1Ay ICD-11  '91n1989Taaa9n1saiiulsa
waznadnsaeslsnluinand 1ilde qUifinauudn
o B aa I

ananziaasriyinlandidianuiiluetngls
Tuwdnsfnen Wesanninisdnenilss " ninnwees
n1efnEnge i ldinae wauuanian1eine
Tl vaneuuanielugoes 2 T8 anvisdenlud 3

AN vo o o = L
U laFun1siuseslfldlunnsinen Ae quetiapine
XR, asenapine WAL risperidone long-acting injection
=\ =\
nemAnssNUsen A

10VBUANIANIING WaUATITNE U yu

1 : dl vy a &/
919 19597 aneTun 9B luumaani

[X4 =\
an 19aNaN
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