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Objectives This study revised the Korean Medication Algorithm Project for Bipolar Disorder
2018 for rapid cycling.

Methods Questionnaires to survey the expert opinion of medication for rapid cycling were com-
pleted by a review committee consisting of 87 Korean expert psychiatrists. The experts’ opinions
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were classified into three categories based on the lowest category in which the confidence inter-
val fell (6.5< for first-line, 3.5< for second-line, and 3.5> for third-line treatment).

Results The first-line treatments were a combination of mood stabilizers and atypical antipsy-
chotics, atypical antipsychotics monotherapy, or mood stabilizer monotherapy. Furthermore, a
mood stabilizer with lamotrigine therapy and an atypical antipsychotic with lamotrigine combina-
tions was the first-line treatment for a depressive episode. The first-line medications in all episodes
were valproate, lithium, quetiapine, olanzapine, and aripiprazole. Risperidone was the first-line
medication in manic episodes and mixed states, and lamotrigine was the first-line medication for
treating depressive episodes.

Conclusion Compared to the surveys in 2018, the preference for atypical antipsychotics and
lamotrigine has increased, and the modalities as a second-line treatment are more diversified.

Keywords Bipolar disorder; Rapid cycling; KMAP-BP 2022.
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Table 1. Initial treatment strategies for rapid cycling

Episode First-line Second-line Third-line
Currently manic, MS+AAP MS+another MS MS+AD
no freatment AAP MS+LTG
state MS AAP+LTG
MS+TAP
ECT?
Currently MS+AAP LTG (high) AD
depressive, AAP MS+another MS
no freatment MS MS+AAP+AD
state AAP+LTG MS+AD
MS+LTG MS+TAP
ECT?
Currently manic, Add AAP* MS change
partial response  Add another Add LTG
fo MS MS Add TAP
ECT
Currently Add AAP Add another MS
depressive, Add LTG (high)
partial response MS change (high)
to MS and AD AAP
combination AD change
Add another AD
Add TAP
ECT'

*treatment of choice; fnon-consensus. MS, mood stabilizers in-
cluding carbamazepine, lithium, and valproate; AAP, atypical
antipsychotics including aripiprazole, olanzapine, quetiapine,
risperidone, and ziprasidone; AD, anfidepressants; TAP, typical
antipsychotics; LTG, lamotrigine; ECT, electroconvulsive thera-
py; high, high second-line
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\ MS+AAP or AAP or MS |

‘ MS+AAP or AAP or MS or AAP+LTG or MS+LTG

v

v

Add AAP or add MS

Y

MS change or 2 MS or MS+LTG or AAP+LTG

or
MS+TAP/other AAP
or
ECT

Fig. 1. Korean Medication Algorithm Project for Bipolar Disorder
2022: rapid cycling, currently manic episode. MS, mood stabiliz-
ers including carbamazepine, lithium, and valproate; AAP, atypi-
cal antipsychotics including aripiprazole, olanzapine, quetiapine,
risperidone, and ziprasidone; other AAP, other atypical antipsy-
chotics including amisulpride, blonanserin, paliperidone, and zot-
epine; TAP, typical antipsychotics; LTG, lamotrigine; ECT, electro-
convulsive therapy.
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Fig. 2. Korean Medication Algorithm Project for Bipolar Disorder
2022: rapid cycling, currently depressive episode. MS, mood sta-
bilizers including carbamazepine, lithium, and valproate; AAP,
atypical antipsychotics including aripiprazole, olanzapine, que-
tiapine, risperidone, and ziprasidone; LTG, lamotrigine; ECT,
electroconvulsive therapy; TAP, typical antipsychotics; other AAP,
other atypical antipsychotics including amisulpride, blonanserin,
paliperidone, and zotepine; AD, antidepressants.
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Table 2. Preferred medication for the initial treatment of rapid cy-
cling

Table 3. Preferred add-on medication for rapid cycling patients
with breakthrough states

Episode First-line Second-line Third-line Current medication First-line Second-line  Third-line
Bipolar | Valproate Carbamazepine Lithium AAP* Carbamazepine
disorder, Lithium (high) Valproate (high)
manic Quetiapine  Ziprasidone Lamotrigine
Aripiprazole  Clozapine TAPT
Olanzapine  Other AAP Valproate AAP* Carbamazepine
Risperidone TAP Lithium (high)
Bipolar | Quetiapine Risperidone (high) TCA Lamotrigine
disorder, Aripiprazole Carbamazepine TAPT
depressive  Lithium Ziprasidone Carbamazepine AAP* Lamotrigine
Lamotrigine  Bupropion Lithium TAPT
Valproate Clozapine Valproate
Olanzapine  Other AAP Lithium+valproate  AAP* Carbamazepine
Esketamine® Lamotrigine
SSRI TAPT
Agomelatine AAP Valproate* Carbamazepine
Mirtazapine Lithium (high)
Vortioxetine Another AAP TAPT
Tianeptine *treatment of choice; Tnon-consensus. AAP, atypical antipsy-
SNRI chotics inclu.ding. aripiprazole, o_Ionzopir_we, queﬁ_opin(_e, rispgri—
done, and ziprasidone; TAP, typical antipsychotics; high, high
TAP second-line
Bipolar | Valproate  Lamotrigine (high) Vortioxetine
P ™" gl Alastgln. v PR AR Fo) $71
Olanzapine Clozapine SNRI I oFE 2= valproate”} 2|94 2|22 A= ¢l lith-
Lithium Other AAP TCA iumd} o2 v A E FAAYOFEL 12} eFE0]Q1 3L carba-
Risperidone Bupropion mazepine% AFo] 22} AElokEo] QI tH(E 3).
TAP
Agomelatine o B
Tianeptine =% =2 22 ME0IM selective serotonin reuptake
Mirtazapine inhibitor AF22 2 &210| HOo[X|= B2 X|Z Tt
Bipolar |l Valproate  Risperidone (high) TAP 71 B ZAAG v Y AR FE X lamotrigine & &2
disorder, Lithium Carbamazepine O B2 v 1§ of2A] Aol 3x}7} SSRIZ Eof uho
rypeman Apereele - tah) w &30] ol AL 250\ 423 e/} 5], SSRIS
Quetiapine  Lamotrigine
Olanzapine  Ziprasidone THH & JHE He Bl de BF Ad 274
Other AAP B =5 AHE L 7P A AR EolHEsk
Clozapine o} AEYAEL JHaEA] AR 0 gY P
F— - - S . : )
cluding arsuipide, blonanserin, paliperidone, and zoteping;  E F7h THE 712 A] 271, lamotrigine 3712, U173
TAP, typical antipsychotics; SSRI, selective serotonin reuptake & A AIHOFE 2| BA|o= 7| B2 AR T2 lamotrigine
inhibitor; SNRI, serotonin norepinephrine reuptake inhibitor; _
TCA, tricyclic antidepressants; high, high second-line Z71E, lamotrigine A|2A|ol&= H|AE FAAIYGE 52
71R2EA 271E 13 AR 2 HESIITHE 4).
16.1%%= A fA1 2oL st
25 &2 2Xte| thH| x|z 2t
=4 &8 EXjolM =B0| Waist ZLo| X|Z X2t 7| 2AA, B E A R, lamotrigine 59 T
718 %A A2 lithium, valproate, carbamazepine TFE2| & 3k B3} Zdlo| & Bl ZAto] A|&E 11 Q)= 3zl o
2 lithium valproate®] A& Foll 25 A37E S A A= ol tiste, HELSS ECTE 13} A2
3 A HEYES HAE A ES S 2 2= JEskeith Clozapine, rTMS, tDCS, I 22 &
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Table 4. Preferred treatment strategy for cycle accelerated pa-
tients during antidepressants use

Table 5. Alternative treatment strategies for rapid cycling patients
with inadequate response

Current _
o First-line Second-line Third-line
medication
Lithium Add AAP MS change (high)
Add LTG Switch to AAP (high)
Add another Add another MS+AD'
MS Add AD
Valproate Add AAP MS change (high)
Add LTG Switch to AAP (high)
Add another Add another MS+AD
MS Add AD
LTG Add AAP Switch to MS (high)
Add MS Switch to AAP (high)
Add MS+ADT
Add AD
AAP Add MS Add another AAP (high)
Add LTG Switch to MS (high)
AAP change
Add MS+AD
Add AD

non-consensus. MS, mood stabilizers including carbamaze-
pine, lithium, and valproate; AAP, atypical antipsychotics in-
cluding aripiprazole, olanzapine, quetiapine, risperidone, and
ziprasidone; AD, antidepressants; LTG, lamotrigine; high, high
second-line
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