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Aripiprazole Augmentation of Antidepressants
for Treatment-resistant Major Depressive
Disorder

Thawatchai Leelahanaj M.D. *

Abstract

Objective: To review the role of aripiprazole as augmentation of antidepressants in treatment-
resistant major depressive disorder as well as its pharmacology, safety and tolerability.
Method: A PubMed literature search of English papers was conducted using keywords major
depressive disorder, treatment-resistant depression, atypical antipsychotics, aripiprazole and
neurotransmitters. Data pertinent to the objective was reviewed and bibliographies of articles
were further scrutinized for relevant literatures.

Results: Aripiprazole is a partial agonist at 5-HT1A receptors and is an antagonist at 5-HT2A
receptors that enhance dopamine release in prefrontal cortex and hippocampus. A dysfunction
of mesocorticolimbic dopamine system may underlie the symptoms of major depressive disorder.
Several open-label studies and two randomized, double-blind, placebo-controlled studies showed
the efficacy of aripiprazole as augmentation of antidepressants in patients with treatment-
resistant depression and partial response to antidepressants. In general, aripiprazole is well
tolerated. Commonly reported adverse events were akathisia, agitation, nausea and headache.
A starting dose of 2.5-6 mg/d, which enhanced tolerability compared with a starting dose of
10 mg/d, could be increased weekly in 5 mg/d increments to a maximum dose of 15-20 mg/d
based on assessment of tolerability and clinical response.

Conclusion: Adjunctive aripiprazole as a short-term augmentation strategy to antidepressants
is efficacious and well tolerated in patients with treatment-resistant major depressive disorder

and incomplete antidepressant response

Key words: aripiprazole, antidepressants, augmentation, treatment-resistant depression
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for Treatment-resistant Major Depressive Disorder
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20 un.sadu 1 2eld5u 10 un.sedu uaz 1 :eldF
5 un.Aadu®

22n15Anwuuy ‘wintla a9mn1u
wlFguigunugvaan

Berman wazAnz®® vinnsAnmuuy winile

896114 (double-blind) 1 FaLie UL~ N AR

aripiprazole fugnvaenlun s lduant Funnsfnen
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aandly 2 sver Ae svaIzuIn (prospective treatment
phase) iluszesiigilan (N=781) léFuEuiTuii
(lfun fluoxetine 20 ¥32 40 WN.A85U escitalopam
10 %178 20 NN.A2T paroxetine controlled-release 37.5
138 50 NN.A25U sertraline 100 %38 150 NN.Aadw
199 venlafaxine 150 %38 225 1n.fesw) wunan
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un.piadu e lHaumL fluoxetione i3 paroxetine WA
una 2-20 un.siesy e ldsaufenauALRvae)
visaanvaan (N=176) sallan 6 “Uad wani1sdne
wudn mg'u‘ﬁlvl,ﬁ%u aripiprazole ANNTAAAITBIANATIUL
Montgomery-Asberg Depression Rating Scale (MADRS)
wananndnguitldFusmaenatiefite oy
(8.8 Wauiy 5.8 p<0.001) Hem3nns auzeslsa
(ANAZLUL MADRS <10) wAnnganaselitie Aty
Faust a3 Fesas 188 Weufufetay 8.7:
p=0.006) FiaLiiasan 1 an1sdne Fenar 26.0
WeunuSesas 15.7; p=0.011) ‘WUeRMNIIAAL UBd
fan13ne (AN17anastadAn MADRS ANAFIU
>¥aeiaz 50) uanangaeineilile °wﬁ”a&|[§\uwi “Unniuan
(Fornx 62 [aufudenas 1.8; p=0.025) uazaaLiies
A ansAnm (Feray 33.7 WeuiuFenay 23.8;
p=0.027) (gﬂ'ﬁ' 3)
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Aemission (%)
o
)
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5-

30+
254

Response (%)

1 2 3 4 5 6

5171 3 §m31n"3 suaeelsn (N) WazARIINNIREL Lad
AaN193NEN (2. 1WFEULTELTEUIN aripiprazole UENWABN
Tunsldidusn Funneinmn®

*p<0.05 Winuduauaen, **p<.001 Weauduaivaen,
**%0<0,001 WaLAUMaN

IUNALLAREURY aripiprazole 14 “Uandk
ATNEIRINIINHINAL 11.8 10 Aadu T In&LAeS
o 1 v dl Yo Py v 1
Auszndafilaanlffuauifuaiusdazauiu
(escitalopam 11 §N.6RTU fluoxetine 11 NN.ABITU
paroxetine 10 NN.AAYU sertraline 14 1N.GATY WAL
venlafaxine 12 Nn.fiady) filaanidnimey uasie
N5 ietqn - w A NsAne1H3Y aripiprazole
TuaunenAsll Aa auna 2 un.sedi Adihefeusy
7 2178 5 1n.AdU Feuar 20 auA 10 Nn.Aadu
fpaay 23 1A 15 Nn.padl Feaay 31 LAZIUA
20 un.siadu Faaaz 20

= ~ 50 & = a o P
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sertraline 828z 19.7 fluoxetine 5081y 14.7 WA
paroxetine 3aaiay 7.1 adnHan1sAnEInuLn gilag
145U aripiprazole TiN1AAAIIBIANAZLLLL MADRS
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- Anipiprazole (n=185)
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Aripiprazole Augmentation of Antidepressants
for Treatment-resistant Major Depressive Disorder

Thawatchai Leelahanaj M.D.

= = a a - Y @ a o v 1%
A19199 1 ngAnEUse  nENINYeY aripiprazole Tunsldduene FunisfneaesenuiTuLAT

n1SANEN 8998 AIUIU  FLATLIAN  LATRINA NANIFANEN

Barbee WATADLY 2004% ngnunauw 30 6 “Upit Cal 14 3781970 30 378 (5R81AY 46.7) NAN CGI - |

fiaunas 1 vide 2
Simon Az Nemeroff 2005"  LuuLle 15 8 “Uni  HAMD 14 lu 15 :adnnImey uewseansinm
uaz 13 lu 15 91e91efinig sueslsn
Papakostas WazAtUY 20057  uuiile 12 8 “Upi  HAMD  Faeay 58.3 HN1IMeL UEIAANIIINEN
uazFeraz 41.7 s quaeslsn
Worthington kazAndE 2005° LUl 17 12 “ensd CGI fRIIN1IRBU UBIFAN1ITNENFREAT 58.8
Patkar UATAY 2006 wune 10 6 “Unk  HAMD  thedeaas 70 neu wewsanisinm
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nIRal ueadsanIsinuiesas 63.6
uazns sureslsnferay 27.3
Schule WATARY 2007* wudla 40 4 Uewi HAMD  nguilléFu mirazapine Haztizioan
n1IMaL umﬁi@mﬁﬂwﬂuﬁﬂwﬁlﬂu TRD
vundgtlaedladdu TRD unguillés
mirtazapine TANMAL aripiprazole LAY
Tdumnsingriu }
Rutherford wazmue 2007 uuuidle 20 6 “Uni  HAMD  fileferas 50 Anng suvedlsAndTu
K “Un3fil 6
Hellerstein kazAniz 2008  wuuLe 15 12 ek HAMD  Feway 50 Annsneu wesseniainm
uaziaeay 28.6 {nN1s suraslsn .
Berman WATANLY 2007% inte 362 6 “Unnf  MADRS  ngu aripiprazole ANN3ARANTRNANAZLULLRAY
89U MADRS {nndnnguenuasnaeneiitly ey
Marcus UazAME 2008% wdndle 381 6 a1 MADRS 19 wuaedisAuaTNIImAL UBNABNNTINEN
89U lunqu aripiprazole ,sndnguenaanating

a o °  ar
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3. annlaannauazmanusagle

Tnevialiluda fihalsadiuedr "unsanusie
aripiprazole luaum 2-15 an.sadu wFuN1INUEN
o oW v | = o Aa X o«
Fuaraialdn oannsliditelsy afpine MiAnTwReY
VRUNANAHNIULINTB99INTAN TR DL UNA
atalafinnn lugiaaueneeaianuaniunag
% o d‘ V% 1 %
rasliuanauaenasiva limusiaans

3.1 2anglaintlss 9AsIN

40-48
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laiiedsy sfnudesludiaelsndaainlazy

aripiprazole Wugn Fun135nE Town aan9ilslaisia
1 (akathisia) A9INNTY “UNTE 18l (restlessness)
Aaznglalal 9u (agitation) wewltuAY (insomnia)
479101 (sedation) UdmATEY AANNAD (fatigue) LT
d e
Aaul
neAnEwuy WinTa aaf1u®® wudn
anslaifelse sAnnuludiloalésy arpiprazole
e A v v Sy 1 o
wnndngiaeiliusivasn Tun aanisilsldfinn
ANNNTE “UNTy e weuliuAY AaNAN a1nng

KRG (somnolence) LAZAINIT 1 (tremor) A1N13
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= v a o 1
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= R Ay o o P o
Anw endffihedldfuswaen Gasas 3.7 Wauiy
Saeay 1.1)

3.2 Akathisia

= o 1 ¥ k% Y @ 1

NANITANEAINANIT196 1L A9 LHLAWIN
akathisia ¥13981n13159 ldAAN Wuennislinatlsy af
4 .4 o sy dnye
Inutiesd aludiloalsafiuna¥ 15y aripiprazole
duene FUn1950197 N19ANEIU8Y Berman LazAnis™
UG AFS @YY (last visit) 2a9NNLLINE £ilae
AW 19 9 (Aeduiesay 10 2a9s0aenagilon
RANuAN LAY aripiprazole) flamafl akathisia @Eﬂi
Tne ‘aulun) Gewaz 79) Jannaantiesliafay
Auainisthunany Gasar 16) ¥308INN9TULIN
¥ A ~ = P
Faaay 5) HiNeN 1 $18N9anaINN1IANEILHEdANN
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O Wy

N13ANEIT9 Marcus WATANE®
AT pvinegaan suanu g glas 25 90eli 49 9e
% a a . \ o XHao a
(Faaaz 51) MALN akathisia NINBUNTNNEIASH
a9t Tne ulun) (38 718l 49 918 Faaias 78)
ifin akathisia Wl 3 “Uaiusnaaanisinm gilae
aulwgdennisegluscatnantdas (12 s1alu 49 91
%atiay 25) viratunana (33 :1elu 49 e Fesay 67)
o \ » A o
guog autesnieanisluseiuguuss 4 el
49 98 Fowar 8) wmFugiloaNienis akathisia
nauAu UNGA (24 918) wudn Feway 58 (14 9l
24 978) WNARINNITARTUNIALIAY Laziatay 42
(10 91eilu 24 98 laildFunisinunle

3.3 UpnsesenINnuaade

aripiprazole Qﬂ‘lﬁ’]@ﬁﬂﬁﬁﬂtﬁﬂ isoenzymes
2 faAa cytochrome P450 (CYP) 3A4 waz 2D6 &
active metabolite A2 dehydro-aripiprazole d/aaNN1Y

A g v o Ao £ Y

gavnszuazl 19z Welvisaniuennlgnanszsu
n9vineuaaadulmsd (enzyme inducers) CYP 3A4 114
carbamazepine AYTLNNAUNAELINUAN aripiprazole WAY

AVTARTUNIAEINTRY aripiprazole AaLlaldFanuEn?

49,50

Berman uazmAue®

Marcus Wazaue®

2IN19 L3NS Aripiprazole gIU[AN Aripiprazole LNURAN
sz 4R (N=182) Sasaz (N=176) Sasaaz (N=189) faaaz  (N=190) jasas
Akathisia 42 (23.1) 8 (4.5 49 (25.9) 8 (4.2
Restlessness 26 (14.3) 6 (3.4) 18 (9.5 1 (0.5
Insomnia 14 (7.7 4 (23) 14 (74) 3 (16
Vision blurred 12 (6.6) 3 (1.7 N.A - NA N.A  NA
Fatigue " (6.0) 6 (3.4 19 (10.1) 7 37
Headache " (6.0) 19  (10.8) 17 (9.0 20 (10.5)
Somnolence NA - NA N.A NA 13 6.9 7 @37
Tremor NA - NA NA  NA 12 (6.3) 5 (26
Nausea 5 (27 9 (5.1) 10 (6.3) 8 (4.2
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fluoxetine, paroxetine) muumﬂmuﬂsﬁummmﬂw
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partial agonist (DPA) mmzﬁm%ﬂmimamn@jﬂmi
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(SDA) @venaflumpuavinly aripiprazole Hnwaud
T nuanseainanuuae nalnnseangma
a1 Neadesiunisnisiienlions 5-HT receptors
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