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Curso del Trastorno Bipolar

o Aproximadamente 3 se presenta con episodios mixtos?

¢ Se asocia a menor probabilidad de recuperacion y mayor uso de
antidepresivos que los estados maniacos puros

o En pacientes (n=53) con un primer episodio de mania:?

¢ >50% experimentaron recurrencia afectiva durante el primer afio de
seguimiento (tiempo promedio para el evento: 7.9 meses)

@ En 219 pacientes sequidos durante 25 anos:3
¢ Duracion promedio de los episodios afectivos en TB-1: 13 sem.

1. Azorin et al. BMC Psychiatry 2009;9:33; 2. Yatham et al. Can J Psychiatry 2009;54:105-12; 3.Solomon et al. Arch Gen Psychiatry 2010;67:339-47

Correlatos Clinicos de la Polaridad Predominante?:2

o Polaridad depresiva o Polaridad maniaca
¢ 34% de los pacientes ¢ 22% de los pacientes
¢ Mas bipolares Il ¢ Mas bipolares |
¢ Mas debut depresivo ¢ Mas debut maniaco
& Mas patron estacional ¢ Mas jovenes e inicio precoz
# Mas intentos de suicidio ¢ Mas trastornos por uso de
¢ Mayor uso de antidepresivos sustancias psicoactivas

o La polaridad maniaca se asocié con un nUmero mayor de
hospitalizaciones, intentos de suicidio y sintomas psicoticos
alo largo de un periodo de 7 aios vs. pacientes con polaridad
depresiva.3

1. Colom F et al. J Affect Disord 2006;93:13-17; 2. Rosa AR et al. J Affect Disord 2008;107:45-51; 3. Belizario GO et al. J Affect Disord 2018;241:37-40
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Mania y Depresion Bipolar con Sintomas Mixtos

Manic/hypomanic Mania’hypomania with mixed features
symptoms

DSM-IV-defined mixed episode
=

Manic/hypomanic episode

1
1
1
]

Major depressive episode

;'_J

Depressive Major depression with mixed features
symptoms

. -
< >
Affective episodes with 3 or more

symptoms of opposite polarty

Takeshima M. CNS Spectr 2017;22:177-185

Impacto del Trastorno Bipolar

o Dificultades laborales

¢ Estudio EMBLEM (European Mania in Bipolar disorder Longitudinal
Evaluation of Medication): Discapacidad mayor en el 69% de los pacientes al
inicioy en el 41% a los 2 afos?

¢ Encuesta global UNITE (Understanding Patients’ Needs, Interactions,
Treatment, and Expectations): Sdlo '3 de los pacientes con TB tiene empleo
de tiempo completo?

o Riesgo de Arresto
¢ Asociado a uso de drogas, pobre cumplimiento de terapiay arrestos previos3
> Eluso de ASG disminuye el riesgo de arrestos

1. Reed et al. Eur Psychiatry 2010;25:338-44; 2. McIntyre. J Clin Psychiatry 2009;70:5-11; 3. Van Dorn et al. J Clin Psychiatry 2011;72:502-8
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Comorbilidades... La Multidimensionalidad
del Trastorno Bipolar

Comorbilidades:

ECV

Asma (OR=1.28) - 8H-<I;2 [ IMedicas grales
(TE=2.86)- |\ AM(HR= (| ©* el Psiquiatricas
SAOS (24.5%\| 1,37 21.88) '

Trastorno
bipolar

Ttnos d
control de
impulsos

* p>0.05

Krishnan KR. Psychosom Med 2005;67:1-8; Sinha A et al. Curr Psychiatry Rep 2018;20:36; Spoorthy
MS et al. World J Psychiatry 2019;9:7-29; Calabrese JR et al. J Clin Psychiatry 2003;64:425-432

Principales Causas de Mortalidad en Pacientes
con Trastornos Bipolares (n = 15.386)

Riesgo Estandarizado de Mortalidad
Causa (95% 1C)
Hombres Mujeres
Infecciosa 3.4 (1.9-5.8) 2.4 (1.2-4.1)
Respiratoria 3.1(2.6-3.7) 2.7 (2.1-3.4)
Endocrina 3.2 (2.3-4.4) 2.8 (2.0-3.9)
Cardiovascular 1.9 (1.8-2.1) 2.6 (2.4-2.9)
Cancer 1.1 (0.9-1.3) 1.2 (1.1-1.4)

Mortalidad vs. controles (Promedio de 16 estudios) = 2.28

Osby U et al. Arch Gen Psychiatry 2001;58:844-850; Goodwin FK, Jamison KR. Manic-Depressive lliness. New York, NY:Oxford University Press; 2007
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Riesgo de Comportamiento Suicida
en Bipolares (Episodio Actual)

Pacientes con ideas suicidas (60.7%)

Pacientes sin
ideas suicidas

(39-3%)

Jorvi Bipolar Study (JoBS)
bipolar |, N = 90; bipolarIl, N =101

Riesgo alo largo de la vida:

80% (comportamiento suicida) y 51%
(intento suicida)

Valtonen H et al. J Clin Psychiatry 2005;66:1456-1462

Caracteristicas de la Mania Mixta (EMBLEM)
35
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Azorin JM. BMC Psychiatry 2009;9:33
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Tratamiento Farmacologico
de los Episodios Agudos en
Trastorno Bipolar |

Eutimizantes en Mania Aguda. Meta-Analisis

Drug Trials Subjects Mean Dose (mg/ Response (RR [95% Dropout (RR [95%
day) CI)) CI)

Risperidone 4 976 3.50+0.00 2.66 [1.86-3.81] 0.60 [0.38-0.93]
Carbamazepine 2 427 700 = 80.0 2.64 [1.60-4.30] 0.88 [0.51-1.56]"
Haloperidol 9 1663 9.45+5.65 2.47 [1.89-3.25] 0.74 [0.53-1.04]" X
Cariprazine 4 1198 7.12+1.89 2.33 [1.56-3.53] 1.04 [0.63-1.73]" X
Olanzapine 10 2031 13,4192 233 [1.82-3.02] m
Aripiprazole 8 1982 22.5+4.74 2.07 [1.56-2.77] 0.68 [0.48-0.96]
Quetiapine 6 1306 612+ 118 2.05 [1.49-2.85] 0.63 [0.41-0.94]
Valproate 7 1299 1431 £ 954 2.05[1.48-2.87] 0.67 [0.47-0.97]
Lithium 14 1981 1260 £ 251 1.92 [1.49-2.49] 0.94 [0.69-1.29F X
Paliperidone 5 1157 7.50+3.87 1.72 [1.08-2.74] 0.60 [0.33-1.06] X
Asenapine 4 841 18.3+0.14 1.61 [1.03-2.54] 0.88 [0.51-1.53]* X
Ziprasidone 4 839 124+7.21 1.47 [1.06-2.04] 0.93 [0.61-1.41T X

a Abandono por cualquier causa es mayor que con placebo para asenapina,
carbamazepina, cariprazina, haloperidol, litio, paliperidona y ziprasidona

Baldessarini RJ et al. Mol Psychiatry 2019;24:198-217
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Eutimizantes en Mania Aguda. Meta-Analisis de Red (n=14256)
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Eficacia (crema) y descontinuacion por cualquier causa (azul)

Yildiz A et al. Psychological Medicine 2015; 45:299-317

Meta-analisis sobre el Uso de la Monoterapia de
_ . .
Eutimizantes en Depresion Bipolar - Respuesta
Treatments (trials) Subjects (n) Dropout (%) Drug/Placebo Responders/Subjects RR [95%CI]
Drug (%) Placebo (%)
Lithium
Lithium [Li] (1) 265 25.0278 85/136 (62.5) 72/129 (55.8) 1.12 [0.92-1.37]* X
Anticonvulsants
Carbamazepine [CBZ] (1) 70_ 26.5/40.0 3047 (63.8) 8/23 (34.8) 1.84 [1.01-3.34]
Lamotrigine [LTG] (5) 1071 34.8/33.6 255/541 (47.1) 160/530 (30.2) 1.56 [1.33-1.83
Valproate [VPA] (4) 140 41.1/479 28/69 (40.6) 13/71 (18.3) 2.22 [1.26-3.91]
Anticonvulsants (10) 1281 34.1/40.5 313/657 (47.6) 181/624 (29.0) 1.61 [1.39-1.87]
Antipsychotics
Aripiprazole [APZ] (2) 690 4400324 148/337 (43.9) 147/353 (41.6) 1.10 [0.81-1.48]* X
Cariprazine[CAR] (1) 236 29.1/28.0 86/191 (44.4) 14/45 (31.1) 1.81 [0.91-3.62]*
Lurasidone [LUR] (1) 485 - 168/323 (52.0) 49/162 (30.2)
Olanzapine [ONZ] (2) 1220 36.9/45.0 317/694 (45.7) 185/526 (352) —> 1.55 [1.23-1.96]
Quetiapine [QTP] (5) 2485 34.4/35.1 1135/1760 (64.5) 3227725 (44.4)
Ziprasidone [ZPS] (2) 928 38.8/31.9 281/554 (50.7) 187/374 (50.0) LO3 [0.79-1.34)* ¥
Antipsychotics (13) 6044 36.6/35.1 2135/3859 (55.3) 90422185 (41.4) 1.28 [1.09-1.51]
Pooled/totals (24) 7590 35.7/39.9 2533/4652 (544)  1157/2938 (39.4) 134 [1.17-1.53]

Baldessarini RJ et al. Mol Psychiatry 2019;24:198-217
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ifterence, Iveres Stondrtized Mean Di Reduccion en Severidad de Sintomas
s +AP 1S alone Variance, Random~ Tnverse Variance, _ h :
Study or Subgrou Mean SO Total Mean SO Total Weight _ Effects [95% CIl _ Random-Effects [35% CIl maniacos (TeraP'a Combinada vs
S + Haloperidol vs. 115 alone .
N iy Monoterapia - 3 Sem)

MS + Aripiprazole vs. MS alone

Bristok-Myers Squibb 2008[1) -0.93 1.06 174 -0.87 108 183 102%  0.04(017,0.24)
Vieta 2008 [27] Kl 79 247 107 76 130 99%  -033F055-012)
Subtotal (95% C1) a2 3 204%  0450051,022)

Retiro del estudio por cualquier motivo

Heterogeneity: Tau® = 0.06; ChP*= 5.93, df = 1 (P= 0.01); F= 83%
Test for overall effect: 0.79(P=043) MS + AP VS. MS: RR=°-99, 0.88_1.12
MS + Asenapine vs. MS alone
Szegedi 2012 (24) -103 893 154 -79 102 162 9.6% -0.24 [.0.46, -0.02] | . . . . )
MS + AP vs. AP: RR 0.70, 0.47- 1.04
Test for overall effect Z= 2.11 (P = 0.04)
MS + Olanzapine vs. M$ alone
Houston 2009[20] -1 7 100 -85 7101 76% -0.46 [-0.74,-0.18] T 1
Tohen 2002(25] <1311 863 220 -81 936 114 03% -0.45-0.68,-0.22) e Retlro por EAS
Tohen 2008 (26] -11.75 7 58 -1218 72 58 54% 0.06 [-0.30, 0.42] S——— . -
s:;:ul(ssgsc]u 378 74 223% 03 [550,4.02]' - MS + AP vs. MS: RR—1.39, 0.97-1.99
Heterogeneity: Tau®= Ch*=8.29, df= 2 (P=0.04), F=68%
Testfor overall effect 2= 2.07 (P = 0.04) MS + AP vs. AP: RR=0.62, 0.27-1.40
MS + Paliperidone vs. MS alone (la terapia de combinacion se asocié con
Berwaerts 2011(17) -143 1001 149 132 1091 150 9.4% -0.10[-0.33,0.12) —r
Testfor overall effect Z= 0.91 (P = 0.37) mas somnolencia)
ine vs. MS alone
chs -13.76 859 81 -993 058 89 B69% -0.42-0.72,-0.11) e
Yatham 2007[30) 152 1298 104 132 1288 956 76%  -015[0.43,012 — .
Subtotal (95% CI 185 185 1454 0281054,0.02) - Actualmente no hay pruebas sélidas para
Heterogeneity Tal 0, Chi*=0.98, df=1 (P=0.32)F=0% . . . . .
Testfor overall efect 2= .51 P = 0.01) juzgar si la terapia de combinacion de EM y
MS + Risperidone vs. MS alone . . .
Szchslﬂlﬂ[ﬂ]] -143 97 51 -82 105 23 33% -0.61 F1.11,-0.10] T AP es mas eflcaz que Ia monOterapla de EM
s 2003(28] -145 11 68 -103 9 72 6% -0.34 [-0.6¢ 0 P .
Subteal (35% CI) He e e e R SEkme como la terapia inicial para pacientes con
Heterogeneity. Tau®= 0.00; Chi*=0.73, df= 1 (P=0.39); P= 0% ’ . . s .
Testfor overall effect Z= 2.98 (F = 0.003) mania aguda sin medicacion previa
MS + Ziprasidone ve. MS alone
Sachs 2012(23) 1141 88 335 98 91 170 11.2% -0.18[-0.37, 0.001 |
Test for overall effect Z=1.91 (P = 0.06)
Total (85% CI) 1791 1373 100.0%  -0.26[-0.36,-0.15]

Heterogeneiy. Tau"= 0.02; Chi* = 22.88, df= 12 (P = 0.03); = 48%
Test for overall eflect Z= 4.85 (P < 0.00001)
Testfor subaroup differences: Chi*=5.13, df= 7 (P = 0.64), F= 0%

-1 -08 0s 1
Favors MS + AP Favors WS alone

QgawaY et al. CNS Drugs 2014;28:989-1003

Agent(s) Study Defintions of mixed mania/typomansa Efficacy (impravement in)
, 4 .
Ruther, year Wethod Manic/ ypomanic.  Depressive M S M
v, e ania con Sintomas Mixtos.
. ’ . .
- Mejoria con Eutimizantes
Aypical antipsychoties
ARP Sachs ef al., 20067 Subgroup analysis  Mixed episode (DSM-IV) P SPLA
Supoes ef af 2008 Pooled onshsis  Manic/mixed episades (DSMV) with MADRS scores >0 2PUA R
ASE Nclntyre ef af, 2009 Subgroup analysis  Muxed episode (DSM-IV) = NR
Smgedi et af, 20117 Pooled analysis  Population 1, manicimixed episodes (DSM-N) with MADRS scores >20; [ >PlA ini H :
population 2, manicimixed episodes (DSM-1V) with CGI-8P-D scale: Ar|p|prazo|, asenapina, Carbamazepma'
severty scores 24 population 3, mised episode (DSM-IV) H H :
. O - " olanzapina y ziprasidona mostraron la
Melntyre ef af, 2013 Pooled analysis  Manic episode with med features (DSM-5) >PUA >PUA : H :
[y Tohen ef 2, 1599 Sibgroup analysts  Wanc/mied episaces ([DSH-V) with FAND 21 scores 220 PR T worsened mayor evidencia de eficaciaen el
Toben ef al, 2000 Subgroup analysis  Mxed episade (DSM-1V) >R >PUA : i
Baker of al, 2003 Pooled analysis  Manic/mixed episades (DSM—IV) with HAMD-2] seores >20 SPUA SPUA tratamiento de fase agUda de paC|entes
Baldessarini et af, 2003 Pooled anahysis  Moed episode (DSM-1V) SPUA R H [t A
Nelntyee ef af, 2009 Subgroup analysis  Mied episode (DSW-IV) >PUA R b|p°|ares con sintomas mixtos.
Swgedi etal, 2011 Pooled anahysis  Population 1, manic/mixed episodes (DSM-N) with MADRS scores 220, R P
population 2, manic/mixed episodes (DSW-V) with CGI-8P-D scale
severity scares. 24; population 3, mined episode (USM-IY) A H A
Aaucin ef al, 2013 Pooled analysis  Mined episade (DSM-IV) =i =PLA Las teraplas de comblnaCIon con
Neintyre ef af, 2013 Pooled analysis  Manic episode with moed features (DSM-5) >PA >PA H il
Tohen et al J Pooled analysis  Manic episode with maed features (DSM-5) SPUA = Olanzaplna y eStablllzadores del eStado
PAL-ER Vieta et al, 2010° Subgmup analysis  Wixed episode (OSU-1V) SPUA [3 2t .
>0 walnis Mewd whioh (0511 o - de animo pueden considerarse en casos
QUEIR Cutler ef al, 2011 Subgroup analysis  Mized episode (DSW-1V) = =
w Keck ef al. 2005° Subgroup analysis  Mixed episode (0SM-1V) >R R graves.
Stahl ef al, 2010% Pooled anshysis  Manic/mixed episodes (DSM-4V) with Scores >2on at least 2of the 8 SPLA SPUA
selected HAMD items
Mood stabiizers
CBZ-ERC Weisler ef al, 200477 Subgroup analysis  Mixed episade (DSM-IV) SPUA SPUL
Weisler of ai, 2005™ Subgroup analysis  Mixed episade (DSM-IV) >PA =f
Weisler ef al, 20067 Pooled analysis  Mixed episade (DSM-IV) =P =PUA
L Swann ef al, 1997 Togroup analysis  Wania (RO wilh signiicant depi Tened By SIS T = ™
depression subscale and ADRS
oW Swann of al, 1997°" Subgreup analysis  Mania (ROC) with significant depressive symptoms defined by SADS-C SPA NR
depression subscale and ADRS
Bomden ef al, 20067 Subgroup analysis  Mised episode (DSM-IV-TR) >PUA R
Combination
OLA+ LINAL Toben ef al, 2002° Subgroup analysis  Mied episode (0SM-1V) with HAMD-21 scores >20 SPATLUNAL  >PLA+LINAL
Baker et al, 2004 Subgroup analysis  Manic/mized episodes (DSM-IY) with HAND-21 scores 220 SPLASLVAL  >PLA+LINAL
OA+ VAL Houston f al, 2009 Prospective Wixed episode (DSM-IV-TR) SPASVAL  SPUASVAL
Mixed hypomania
e Suppes etal, 20137 Prospective BO-1I (DSW-IV-TR) with YMRS scores 12 and MADRS scares x15 P

Takeshima M. CNS Spectr 2017;22:177-185

=Pk
>PLA, oveall seveity & functioning’
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Profilaxis Farmacologica en
Trastorno Bipolar |

Meta-Analisis: Riesgo de Recurrencia
Luego de un Episodio Maniaco o Mixto

o En los estudios en adultos, el 35% (30-41%)
experimentaron recurrencia después de la recuperacion
dentro de 1 afio, el 59% después de 2 afos y el 58%
después de 4 afos, respectivamente.

o Enlos estudios en nifios y adolescentes, el 48% (38-58%)
experimentaron recurrencia después de la recuperacion
dentro de 1 afio, el 30% y el 60% después de 2 afios y el
64% vy el 67% después de 4 a 5 ainos, respectivamente.

Kessing LV et al. Bipolar Disord 2018;20:9-17
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Predictores Individuales de Recurrencias
en Trastorno Bipolar (STEP-BD)

Depressive Recurrence

Manic/Hypomanic/Mixed Recurrence

Hazard Hazard

Feature Ratio 95% CI Ratio 95% CI
Lifetime mania phases (=20 versus <5) 1.552 1.068-2.253
Lifetime depression phases (=20 versus <5) 1.304 1.026-1.657
Current anxiety disorder 1.322 1.043-1.676
Current substance use disorder 1.613 1.011-2.573
Lifetime eating disorders 1.650 1.129-2.411
Number of residual depressive symptoms

at recovery 1.143 1.084-1.206
Number of residual manic symptoms

at recovery 1.204 1.097-1.322 1.316 1.153-1.503
Male gender 0.735 0.578-0.935
Bipolar | type 1.646 1.017-2.664
Rapid cycling, past year 1.366 1.051-1.776 1.852 1.258-2.726
Number of episodes of depression, past year 1.053 1.019-1.089

Perlis RH et al. Am J Psychiatry. 2006;163:217-224

Vazquez GH et al. Eur Neuropsychopharmacol 2015;25:1501-12

PfOL esta protegida por una licencia de EEUU otorgada por Creative Commons en calidad de "Reconocimiento-No comercial-Sin obras derivadas 3.0".

Eutimizantes en Profilaxis. Meta-Analisis
Treatment Trials (n) Subjects (N) RR [95% CI] NNT [95% CI]
55
o Antipsychotics 4 996 0.56[0.092-0.45) 4.3[3.3-6.1]
50 - Lithium 2 1123 0.62[0.42-0.91] 4.9[3.1-11]
Anticonvulsant 3 463 0.87[0.73-1.0) 13[6.0-56]
8 45 - o All drugs 9 2582 0.63[0.51-0.77) 5.1[3.8-7.7)
H 404 o placebo i
S o
% 35 A $ 3
o
£ 30 3 g § I
‘3 25 g % > I
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Eutimizantes en Prevencion de Recurrencias en

General y Tolerabilidad. Meta-Analisis de Red
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Tasas de Recurrencias en Trastorno
Bipolar: Estudios Naturalisticos vs. ECAs

Characteristic Naturalistic Controlled p-value (t-score)
Drug-treated groups (n)* 10 31 -

Subjects (N) 3904 4828 -

Onset age (yrs) 29.1+8.30 23.1+8.97 0.15 (1.49)
Intake age (yrs) 43.2+4.17 34.8+12.0 0.08 (1.87)
Women (%) 53.3+10.5 50.9+6.33 0.56 (0.35)
Bipolar-1 (%) 85.8+16.4 96.0+8.09 0.08 (1.84)
Ever rapid-cycling (%) 21.5+16.3 32.0+16.5 0.27 (1.14)
Initially depressed (%) 69.6+25.0 0.00+0.00 0.005 (4.71)
First recurrence depression (%) 55.7+15.4 51.5+14.5 0.55 (0.74)
Years followed 2.06+0.18 1.77+0.26 0.01 (2.71)
Dropout rate, drugs (%)” 20.9+14.0 33.2+12.8 0.01 (2.58)
Recurrence risk, drugs (%/yr)* 26.3+3.14 21.9+2.70 0.50 (0.68)

®Placebo arms of controlled trials not included.

Vazquez GH et al. Eur Neuropsychopharmacol 2015;25:1501-12

0.80 - Number of previous hospitalizations Factores que Predicen el
0.60 - ps as ..
0.40 Efecto Profilactico del Litio
0.20 -
0.00 }———+——+————F+—+—+—
-0.20 T 4
040 2 & L = 3 ;:gg , Age at onset P
-0.60 f &
-0.80 «°
-1.00
1.00 -
0.80 - Episode pattern CC
0.60 continuous cycling
0.40 -
0.20 T
0.00 _-_;,:]‘:: b
0207 ¢
040 | = ) * 1.00
- 0.80
040 { {
: CILN LIRS SN 3
; -0.20 < N
' -0.40 e
- -0.60 Episode pattern MDI
' -0.80
) -1.00
-1.00

Kleindienst N et al. Bipolar Disord 2005;7:404-417
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Prevencion de Recurrencias en
Pacientes con Ciclado Rapido

Fountoulakis KN et al. Bipolar Disord 2013;15:115-137

Tratamiento n Duracion Prevencion Conversiones

Aripiprazol 28 100 sem. ARI > PLA ?

Olanzapina 90 52 sem NRC>RC (OLZ>PLA) RC > NRC

Quetiapina 38 52 sem. QUE > DIV (depr.) NS

Carbamazepina 52 52 sem. Li+CBZ > Li>CBZ ?

Lamotrigina 177 52 sem. LTG > PLA (BPII) ?

Litio 31 26 sem. Li = Li+DIV ?

Litio 60 140 sem. Li=DIV ?
Conclusién:

La eficacia de aripiprazol y olanzapina en pacientes con ciclado rapido parece ir mas alla de la fase aguda.
La quetiapina y la lamotrigina parecen prevenir recurrencias depresivas en cicladores rapidos

Agent(s) Study

Author, year,
reference number

Method

Mania con Sintomas Mixtos.
Profilaxis con Eutimizantes

Definitions of mixed mania

Efficacy (time to relapse into)

Manic episode

Depressive episode

Atypical antipsychotics

PfOL esta protegida por una licencia de EEUU otorgada por Creative Commons en calidad de "Reconocimiento-No comercial-Sin obras derivadas 3.0".

0LA Tohen et al, 2006% Subgroup analysis  Mixed episode (DSM-IV) >PLA, any mood episode
Tohen ef al. 2009 _ Subgroup analysis _Mixed episode (DSM-IV) >PLA >PLA
QUE Weisler et al, 2011%*  Subgroup analysis  Mixed episode (DSM-IV) >PLA >PLA
Mood stabilizers
L Bowden ef al, 2005°®  Subgroup analysis Manic episode (DSM-II-R) with significant depressive =PLA =PLA
symptoms defined by SADS-C depression subscale
Weisler ef al, 2011**  Subgroup analysis _Mixed episode (DSM-IV) >PLA =PLA
DvP Bowden ef al, 2005°®  Subgroup analysis Manic episode (DSM-II-R) with significant depressive =PLA =PLA
symptoms defined by the SADS—C depression subscale
Combination
ARP +LTG Carlson et al, 2012""  Subgroup analysis Mixed episode (DSM—IV-TR) NR >PLA+LTG
ARP -+ LIVA Yatham et al 2013%®  Subgroup analysis  Mixed episode (DSM-IV-TR) >PLA* =PIA
QUE +DVP/UI Vieta et al,, 2008* Subgroup analysis Mixed episode (DSM-IV) >PLA+DVP/LI >PLA +DVPLI
Suppes ef al., 2009** Subgroup analysis Mixed episode (DSM-IV) >PLA+DVP/LI >PLA +DVP/LI
Vieta et al, 2012% Pooled analysis Mixed episode (DSM-IV) >PLA+DVP/LI >PLA + DVP/LI

Takeshima M. CNS Spectr 2017;22:177-185

13



PfOL (C) pfol.info

Jorge M Tamayo, M.D., B.Sc. (Pharm.)

Note: Weights are from random effects analysis

Significance
(%) test of
Study ID RR (85% Cl) Weight RR=1
1: Olanzapine+Li'DVP
OLZ 5-20+LI/DVP: Tohen et al. 2004 e 0.68 (0.28-1.65) 7.07
Subtotal - 0.69 (0.29-1.65) 7.07 P =0.406
2: OxcarbazephesLi
OXG 1200+Li: Vieta et al. 2008a — 55— 0.62 0.24-161) 5.67
Subtotal _ 0.62 (0.24-1.61) 5.87 p=0327
3: Perphenazine~mood stabiliser
PPZ 284LIDVP: Zarate & Tohen, 2004 4 0.47 (0.05-4.78) 1.00
Subtotal 0.47 (0.05-4.78) 1.00 p=0526
4: Quetiapine+Li/DVP -
QTP 400-800+LI/DVP: Suppes et al. 2009 —— 0.36 (0.23-0.58) 2523
QTP 400-800+Li/DVP: Vieta et al. 20085 — 0.41 (0.29-0.58) 4304
Subtotal - 033 (0.30-052) 6828 p<0.001
H
i
5: Risperidone LAl+mood stabiliser r_:
RLAI 25-50+L/DVP: Mactadden et al. 2009 —_— 0.40 (0.18-0.90) 8.08
Subtotal -<I>- 0.40 (0.18-0.90) 8.08 p=0026
'
i
6: Ziprasidone +Li/DVP ol
2IP 80-160+LI/DVP: Bowden et al. 2010 R — 0.39 (0.19-0.63) 9.70
Subtotal _ 0.38 (0.19-0.83) 2.70 p=0014
T
i
Overall @ 0.42(0.33-0.53) 100.00 p <0.001
i

0.1 Favourstreatment 1  Favours placebo

10

Terapia Combinada Versus Monoterapia en Prevencion de
Recurrencias Manicas en TB (Estudios Enriquecidos)*

Aripiprazol+Li/DVP:?
HR = 0.35 (0.15-0.83)

1. Vieta E et al. Int J Neuropsychopharmacol 2011;14:1029-1049; 2. Marcus R et al. Bipolar Disord 2011;13:133-144

Terapia Combinada Versus Monoterapia en Prevencion de
Recurrencias Depresivas en TB (Estudios Enriquecidos)

Significance
(%) tost of L. i
Study ID RR (95% CI) Weght  RR=1 Aripiprazol+Li/DVP:?
N
1: Olanzapine+Li/DVP H
OLZ 5-20+Li/OVF: Tohen et al. 2004 RN S 0.59 (0.28-1.26)  11.90 HR= 0.73 (0'36_1'48)
Subtotal — E—— 059(0.28-1.26)  11.90 p=0.174
2: Oxcarbazepine+Li
OXC 1200+Li: Vieta et at. 2008a 037(011-1.23) 650
Subtotal -—:::--— 0.37(0.11-1.23) 559 p=0.105
3: Ouetlapine+ LIDVP
QTP 400-800+LDVP: Suppes et al. 2009 —— 0.41(0.29-056) 3155
QTP 400-800+LIDVP: Vieta et 2, 20085 — 0.34 (0.22-0.51) 2568
Subtotal < 0.38(0.29-0.49)  57.23 p<0.001
4: Risperidone LAl+mood stabiliser
RLAI 25-50+Li/DVP: Macfadden et al. 2009 * 0.66(0.29-1.53)  10.16
Subtotal _ = 0.66(0.20-1.53)  10.16 p=0332
§: Ziprasidone+LI/DVP
ZIP 80-160+L¥/DVP: Bowden et al. 2010 — 0.87 (0.d46-1.66)  15.12
Subtotal -:::.. 0.87 (0.46-1.66) 1512 p =0682
Overall <> 0.48 (0.35-0.64)  100.00 p < 0.001
Note: Weights are from random effects analysis
T T
0.1 Favours treatment 1 Favours placebo 10

PfOL esta protegida por una licencia de EEUU otorgada por Creative Commons en calidad de "Reconocimiento-No comercial-Sin obras derivadas 3.0".
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Combinacion Estabilizadores vs.
Monoterapia a Dos Ainos: Estudio BALANCE
wS °-8 1 —Vvalproato La terapia combinada de
£y 0.7 1 (r.|=.11o) Litio + Valproato fue
g2 0.6 - Litio (n=110) mas eficaz que la
& g 0.5 - monoterapia con
S o valproato
S5 o4
S 5 (RR=0.78; 0.63-0.96)
o5 0.3 7
2 &
29 0.2
£8 oa
T : Meses
o T T T T T
Basal 3 6 12 18 24
Meses 1C 95% HR 1C 95% Valor p
Li+VPA 15.5 10.4 - ** Li+VPA vs. Li 0.82 [0.58-1.17] .27
Li 10.5 7.7-18.3 Li + VPA vs. VPA 0.59 [0.42-0.83] 0.002
VPA 71 4.6-12.2 Livs.VPA 0.71 [0.51-1.00] 0.047

1. Geddes JR et al. Lancet 2010; 375: 385-95; 2. Cipriani A et al. Cochrane Database Syst Rev 2013 Oct 17;(10):CD003196

Olanzapina Monoterapia Vs. Olanzapina +
Estabilizador del Animo (Estudio EMBLEM)
1004
90
c
8 804
T 704
c
= 60
8 50+
@
T 404
2 30-
2 204 OLZ + EA>OLZ > temblor (OR 2.37, 95%Cl 1.44-3.89) y
10 poliuria (OR 3.08, 95%Cl 1.45-6.54)
0 B
0 50 100 150 200 250 300 350 400 450 500 550 600 650
Days Since 12 weeks
Olanzapine at 12 weeks (T6) —— Monotherapy = ------- Combination
n=313 n=763

Gonzalez-Pinto A et al. J Affect Disord 2011;131:320-329
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Eventos Adversos Comunes
con el Uso de Eutimizantes

Cambios Metabalicos con
Eutimizantes (Estudio Naturalistico)

Greater than 15% weight gain Type 2 diabetes mellitus
&1 e4
& &
g g
© s
2o =
[ Q
2 k=
s 5
3 =]
: E
s} o
oA (=1 |
0 1 2 3 5 0 1 2 3 5
Time in treatment (years) Time in treatment (years)
I— Lithium Valproate Olanzapine Quetiapine
estudio de cohortes: litio (n = 2148), valproato (n = 1670), olanzapina (n = 1477) o quetiapina (n = 1376)
Ganancia de peso - aHR (95%Cl): 1 1.62 (1.31—2.01) 1.84 (1.47-2.30) 1.67 (1.24—2.20)
Diabetes tipo 2 - aHR (95%Cl): 1 1.08 (0.83-1.42) 1.20 (0.89-1.61) 0.94 (0.65-1.35)

Hayes JF et al. PLoS Med 2016;13(8): 1002058
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Alteracion en Funcion Renal con Eutimizantes

CKD stage 3 or more severe CKD stage 4 or more severe

&1 TFG <60 ml/ min/1.73 m2 ] TFG <30 ml/ min /1.73 m2
g
@
g
@
2
Qo
£
o
=
=
S
E
=
o
0 1 2 3 5 0 1 2 3 4 5
Time in treatment (years) Time in treatment (years)
| Lithium —— Valps o ine —— Quetiapine |

estudio de cohortes: litio (n = 2148), valproato (n = 1670), olanzapina (n = 1477) o quetiapina (n = 1376)
CKD 3 - aHR (95%Cl): 1 0.56 (0.45-0.69) 0.57 (0.45-0.71) 0.62 (0.47-0.80)
CKD 4 - aHR (95%Cl): 1 0.94 (0.59-1.50) 0.65 (0.37-1.12) 0.67 (0.33-1.37)

Hayes JF et al. PLoS Med 2016;13(8): e1002058

. . . . .
La Disminucion en la Tasa de Filtracion Glomerular
(eGFR) con Litio Depende del Tiempo de Tratamiento
Females on Lithium Female Controls GFRS < 60 ml/min
160 160 f . .
i 6 ‘ue mas comuin en
120 . — 120 +— ptes tratados con
q 100 = « 100 g A Li+ (38/139 =
§ w0 — o § 80 = = 27.3%) vs. otros
60 =% 60 *
a0 - 40 (4l70 = 5.7%)
20 20 (P=0.0002).
1] o
20 30 40 50 60 70 80 0 20 30 40 S50 60 70 80 90 A . I . d
Current age (years) Puntos = 1 a 15 afios; Current age (years) na Isis de
. B 5 ! \ regresion muestran
Diamantes = (verdes =16 a .
Males on Lithium 20 afios; naranjas = 21a 25 Male Controls mayor impacto en
o afios; rojos = >25 afios) laeGFR conla
140 140 edad, el género
120 X = 120 . . femeninoy la
P P SR . < ' =m— e duracion del tto
§ 80 — P g w0 - e
60 5 S 60 -
40 tia - 40 .
20 20
0 [
20 30 40 50 60 70 80 90 20 30 40 50 60 70 80 90
‘ Current age (years) Current age (years)

Bocchetta A et al. BMC Medicine 2013;11:33
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Alteraciones en Funcion Tiroidea con Eutimizantes

Hypothyroidism Hyperthyroidism Hypercalcemia
e
- TSH of >10 mU/L “ TSH <0.12 mU/L 1 calcio >2.65 mmol/L
g £
§ i
2 b
Lo ]
2 H
2 2
3 3.
H ]
o <
s f__,_f—f—'—
o °
0 1 2 3 4 5 0 1 2 3 4 5 0 1 2 3 4 s
Time in treatment (years) Time in treatment (years) Time in treatment (years)
—— Lithium Valproate —— Olanzapine Quetiapine

estudio de cohortes:

Hayes JF et al. PLoS Med 2016;13(8): 1002058

Hipotiroidismo - aHR (95%Cl): 1 0.60 (0.40-0.89) 0.48 (0.29-0.77) 0.63 (0.38-1.05)
Hipertiroidismo - aHR (95%Cl): 1 0.24 (0.09-0.61) 0.31 (0.13-0.73) 0.45 (0.18-1.18)
Hipercalcemia - aHR (95%Cl): 1 0.25 (0.10-0.60) 0.32 (0.14-0.76) 0.23 (0.07-0.73)

litio (n = 2148), valproato (n = 1670), olanzapina (n = 1477) o quetiapina (n = 1376)

Habilidad reducida para concentrar la orina

Toxicidad del Litio a Largo Plazo

Coskunol (1997)

WMD (95% C1)

Hullin (179) -70:00 (-171-27 t0 31:27)
Bendz (1985) -68.00 (-162.06 t0 26.06)
Bendz (1996) -211.00 (-254.76 to -167.24)

Overall (?=16.07 [df 3], ’=813%, p=0.001)

-229.00 (-269-41t0-188-59)
-158-43 (-229-78 to-87-07); p<0-0001

I T T
-300 =200 -100 0 100

McKnight RF et al. Lancet 2012;379:721-728

PfOL esta protegida por una licencia de EEUU otorgada por Creative Commons en calidad de "Reconocimiento-No comercial-Sin obras derivadas 3.0".

Umax (mOsm/kg)
OR (95% CI) Events
Hipotiroidismo T —

Lithium  Control
Mclarty (1975) 318 (01210 8376) 117 0/17
Linstedt (1977) 5 »  3452(1-97 to 603-91) 10/53 0/71
Cho(1979) -— 112(0-23t0552) 71195  2/62
Bocchetta (1991) i 228(0-50t01045) 25/129 2/21
Deodhar (1999) « 1.88 (0-10 to 36-00) 4/121 0/24
Kupka (2002) ——————————— 106:39(6-50t01741.96) 39/226  0/252
Ozpoyraz (2002) ; 1641 (0-91 to 206-12) 7149 0/46
Van Melick (2010) %—** 7:23(2-80t018.68) 28/79 6/85
Overall (x=14.73 [df 7], P=52.5%, p=0.040) % 578(2:00t016.67); p=0-001  121/869 10/578

I T T T

01

0-2

05 1 2

T 1
10 50 100

OR (95%C1)

TSH = 4.00 iU/mL (95% Cl 3-90—4-10)
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Toxicidad del Litio a Largo Plazo

TFG, TSH y calcio deben ser medidos al
menos cada 12 meses

H |perCa|Cem|a WMD (95% Cl) Weight (%)
Christiansen (1976) —— 0-03(0-01to 0-05) 799
Christiansen (1978) . 0-28 (02810 0-28) 8.04
Toffaletti (1979) B 011(0-09t0 013) 798
Davis (1981) e -0-01(-0-04 t0 0.02) 7491
Franks (1982) —— 018 (0-15t0 0.21) 794
Mclntosh (1987) — 0-06 (0.02t0 0-10) 789
Mallette (1989a) b 0-10(0-00 to 0-20) 695
Mallette (1989b) 4,# -0.01(-013t0 0-11) 650
Nordenstrom (1994) e 0-10(0-08t0 0-12) 8.01
Komatsu (1995) —o— 0-09 (0-03 to 0-15) 7-60
Bendz (1996) e 016 (01510 0.17) 802
Haden (1997) - 0-03 (0-00t0 0-06) 796
El Khoury (2002) s 0-09 (0-00 to 0:18) 721
Overall (x’=2299.48 [df 12], I’=09.5%, p<0-0001) n%— 0-09 (0.02t00.17); p=0.009  100-00
I I| T 1
02 -01 0 01 02 03

Calcium (mmol/L)

Hormona paratiroidea = +7-32 pg/mL (95% Cl 3-42-11-23)

McKnight RF et al. Lancet 2012;379:721-728

0,002
Test for overall effect: 7= 4.28, P < 0001 Favors Olanzapine

[Companson—— WeiGhtGam, % Ddcs Ratio (959 O
e — Aumento de Peso (KQg)
Tohen et al, 1999 a 877(1.07-72.17) e
et 200" S con OLZ Vs. Otros
Tohen et al (phase I, 2008' 43 6.81(0.88-52.81) — - -
subtrs e " Eutimizantes
Total events.
Heterogeneity: Tau? =0.84; ¥ = 3.55, df = 2, P=_17; F =44% Test for overall effect: Z=3.56, P=.0004
Olanzapine monotherapy vs haloperidol
Tohen tal, 20037 1Baies . OLZ vs. PLA (2.10 kg; 95%Cl,
Subtotal 134 343(2.18-540) <& 1.16—3.05)
Total events
Heterogeneity: not applicable Test for overall effect: 2= 5.34, P.<.00001
dival ..
ohen etal, 203" 122 1420076264 - OLZ vs otro eutimizante (1.34
Tohen et al (phase Iil), 2008'® 122 249(134-4.64) — .
Zajecka etal, 20027 92 298.1.06-841) e kg’ 95%Cl, 0.95-1.72)
Subtotal 3386 203(131-3.12) L 3
Total events
Heterogeneity: Tau? =0,02; ' = 2.24, df=2, P=33: A =11%  Test for overall effect: Z=3.20, P=.001
Olanzapine monotherapy vs lithium
Niufan etal, 2008 62 645(1.37-30.28) [
Subtotal 62 6.45(1.37-3028) el
Total events
Heterogeneity: not applicable Test for overall effect: 7=2.36, P=.02
Olanzapine monotherapy vs asenapine
Melntyre ot al, 200977 133 1,00 (1.19-3.04) -
Subtotal 133 1.90(1.19-3.04) ‘
Total events.
Heterogeneity: not applicable Test for overall effect: Z= 270, B = 007
Olanzapine monotherapy vs risperidone
Novick et al, 2010 105 055 (0.24-1.29) —at
Perlis et al, 20067 100 5.15(207-1285) —-
Subtotal 206 1.68(0.19-14.93) e
Total events
Heterogeneity: Tau?=2.29; 7= 12,32, df=1,P=.0004; F=92%  Test for overall effect; Z=046, P= 64
Total 100.0 2.98(1.81-4.92) &>
Total events
Heterogeneity: Tou? =0.43; 7 = 36,67, df= 10,7 <.0001; P = 73% ' o : T o Nashed MG et al. Prim Care

Favors Comparator

Companion CNS Disord 2011;13(6)

Odds Ratio, 5% CI

PfOL esta protegida por una licencia de EEUU otorgada por Creative Commons en calidad de "Reconocimiento-No comercial-Sin obras derivadas 3.0".
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Group Study Statistics for each study Mean and 95% CI AU mento de Peso

Standard  Lower  Upper

Mean error limit limit ( Kg ) con OLZ:
BP Mclintyre et all*® 2600 0.251 2107  3.093 -l-i .
8P Mclntyre et al ¥  3.800 0.324 3165  4.435 E5q vizo.Vs.TB
BP Melntyre et al¥”) 1,900 0.233 1444 2356 g3
BP Mclntyre et al*® 6,000 0.638 4749  7.251 — 00—
BP NCT00510146' 8! 2 450 0.153 2,150 2750 [} .
BP Sanger etal/® 1780 0.424 0.948 2612 —— 18 estudios en
BP Tohen etal® 1.650 0.304 1.055 2245 - . .
BP Tohen et al.:zg 2110 0.385 1.355  2.865 —|- esquizofrenia (n =
BP Tohen et al 1.000 0.347 0321 1.679 -+ _
BP Tohen etal/6'  1.300 0169 0969  1.631 [} 2196)y13enTB(n=
BP Tohen etal® 0.120 0586 -1.029  1.269 —— 2292)
BP Tohen etalls”] 2,820 0.293 2246  3.394 -0
BP Tohen etal® 2590 0.174 2.249 2931 ]
BP 2278 0.248 1791 2764 &> .
scz Anarez stall 3800 0557 2709  4.891 —.— Schizo >TB (3.14 vs
scz Beasley et al| 2.200 0.566 1.091 3.309 —— I
scz Bhowmicx etall® 4700 0.191 4325 5075 - 2.28 kg; p = 0.020)
scz Bitter et al*  3.300 0.608 2108 4.492 ——
sCZ Breier et all*'l  3.060 0.419 2239  3.881 ——
scz Chan etal?l 1610 0.524 0.583 2637 ——
lo74 Dollfus et al*3  2.100 0.566 0.991 3.209 —u—
scz Kane etal#  3.400 0.659 2108  4.692 ——
scz Lecrubier et all*sl 2430 0.482 1.486  3.374 ——
SCZ Lieberman et al. 4.300 0.409 3.499  5.101
scz McQuade et alls'  4.230 1.187 1.903  6.557
scz NCT00145496' 7 2,600 0.027 2,547  2.653 ]
sCZ NCT003204891165] 2 180 0.455 1.289 3.071 —m—
scz NCT00645099" 4 3810 0.401 3024 459
scz Riedel et all®? 3760 0.672 2443 5077
scz Saddichha et al®® 5,000 0.594 3.835  6.165 ——
scz Sirota et all*$!  2.300 0.814 0705  3.895 —a—
scz Vanelle et al®?  1.450 0.866 -0.248 3148 —a—
scz 3.138 0.274 2601 3675 <
Overall 2,665 0.184 2305  3.026 <@
-4.00 0.00 4.00 8.00
Decreased Increased

1 Unpublished studies. weight level weight level

Moteshafi H et al. Drug Saf 2012;35:819-836

Metformina en el Manejo de Ganancia
de Peso en Pacientes Bipolares

Metformin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean [kg] SD [kg] Total Mean [kg] SD [kg] Total Weight IV, Random, 95% Cl [kg] IV, F 95% CI [kg]
Arman et al. 2008 0.81 033 16 22 254 18 154% -1.39[-2.65,-0.13] =
Baptista et al. 2006 55 33 18 6.3 23 18 14.4% -0.80 [-2.63,1.03) ===
Baptista et al. 2007 -1.4 32 36 -0.18 28 36 152% -1.22[-2.61,0.17) =
Carrizo et al. 2009 -1.87 29 24 0.16 29 30 14.9% -2.03[-3.59,-0.47] et
Klein et al. 2006 -0.13 288 15 4.01 623 15 10.8% -4.14 [7.61,-0.67) i
Wu et al. 2008a -3.2 202 32 34 202 32 158% -6.30[-7.29,-5.31] e
Wu et al. 2008b 1.9 272 18 6.87 423 19 135% -4.97 [-7.25,-2.69) =
Total (95% CI) 160 166 100.0% -2.93[-4.89,-0.97] -
Heterogeneity: Tau®= 6.07, Chi*= 64.84, df= 6 (P < 0.00001); F=91% _1‘-0 :5 b é 150

Testfor overall effect Z= 2.93 (P = 0.003)

Favors metformin  Favors placebo

Fiedorowicz JG et al. Curr Psychiatry Rev 2012;8(1): 25-36
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Topiramato en el Manejo de Ganancia
de Peso en Pacientes Bipolares

Test for overall effect: Z= 3.55 (P = 0.0004)

Favors topiramate

Topiramate Placebo Mean Difference Mean Difference
Study or Subgroup Mean [kg] SD [kg] Total Mean [kg] SD [kg] Total Weight IV, Random, 95% Cl [kg] IV, Random, 95% Cl [kg)
Afshar etal. 2008 -24 393 16 049 237 16 19.2% -289[-5.14,-0.64] ——=
Ko et al. 2005 high -5.35 435 17 -0.3 258 20 189% -5.05[-7.41,-2.69] T
Ko et al. 2005 low -1.68 53 16 -0.3 259 20 17.2% -1.38[-4.21,1.45) —
Narula etal. 2010 1.27 228 33 6.03 399 34 2156% -7.30 [-8.85,-5.75] — |
oy Chengappa el @ -I5 34 86 0.2 3 91 237% ~Z70[-3.85,-1.79] -
Total (95% C1) 168 181 100.0% -3.95[-6.12,-1.77) R
Heterageneity Tau®= 5.08; Chi*= 29.27,df= 4 (P < 0 nnnm) gy sk

Favors placebo

Test for overall effect: Z= 5.05 (P < 0.00001)

Topiramate Placebo Mean Difference Mean Difference
Study or Subgroup Mean [kg] SD [kg] Total Mean [kg] SD [kg] Total Weight IV,F 95% Cl [kg] IV, Random, 95% CI [kg]
Afshar et al. 2009 =24 393 16 0.49 237 16 19.4% -2.89[-5.14,-0.64] ——
Ko et al. 2005 high -5.35 435 17 -0.3 258 20 181% -5.05[-7.41,-2.69] —_—
Ko et al. 2005 low -1.68 8.3 16 -0.3 259 20 1356% -1.38 [-4.21, 1.49] —1
Narula etal. 2010 -1.27 228 33 6.03 399 34 0.0% -7.30[-8.85,-5.75]
Roy Chengappa et al. 2006 -2.5 34 86 0.2 3 91 489% -2.70[-3.65,-1.75] =
Total (95% CI) 135 147 100.0% -2.98[-4.14,-1.83) L 2
Heterogeneity: Tau?= 0.48; Chi*= 4.47, df= 3 (P = 0.22); F= 33% _1:0 '5 S é 1?0

Favors topiramate Favors placebo

Fiedorowicz JG et al. Curr Psychiatry Rev 2012;8(1): 25-36

Muscatelo 2011 (13) JT -1.18(:3.26, 0.90)
Rezaei 2010(12) — 0.95(4.95,3.09)
Afshar 2009 (11) -2.99(-17.39, 11.41)
Narula 2009 (10) —a— 7.30(-10.71,-3.89)

Kim 2006 (9) B 1.36(-259,-0.13)
Ko 2005 (8) —— 5.05(-8.68, -1.42)
Tihonen 2005 (7) m 0.04(-232,224)
Nickel 2005 (6) —— 5,60 (8.50,-3.00)
combined = 283(462,-109)

2 10 0 ) 0

Weighted mean difference (95% confidence interval)
Favors topiramate Favors placebo

Topiramato en el Manejo de Ganancia de Peso
en Pacientes Tratados con Antipsicoticos

Subgroup or Sensitivity

Body Weight, kg

Analyses WMD 95% CI

All trials™ '3 —2.83 —4.621t0 —1.03
Adults only™ 113 -3.07 =5.051t0 —1.09
Prevention trials”™'*!2 =3.10 —6.86 to 0.66
Attenuation trials® #1113 -2.75 —5.27t0 —0.24
Schizophrenia patients only” - -2.53 —4.51 to —0.55
Olanzapine only®10-13 —4.52 —8.41 to —0.63
Jadad score = 371013 322 -5.5410 —091

Mahmood S et al. J Clin Psychopharmacol. 2013 Feb;33(1):90-4
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Weight (Kg.)

Olanzapina + Topiramato en el Manejo de
Ganancia de Peso en Pacientes Bipolares

YMRS

75.0

74.5 1

74,0 4

73.5 4

73.0 4

— YMRS
Il WEIGHT

Baseline Week2 Month 1 Month 3 Month 6 Month @ Month 12

Vieta E. J Clin Psychopharmacol 2004;24:374-378

Olanzapine
dose

15 +

0 40

156, 8.5

294,1 %006 3036 2062

269,3

1,

9,6
8.9

Olanzapina + Topiramato en el Manejo de
Ganancia de Peso en Pacientes Bipolares

Topiramate

dose

r 350

+ 300

r 250

r 200

+ 150

+ 100

r 50

Vieta E. J Clin Psychopharmacol 2004;24:374-378
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Baseline Week2 Week4 Month3 Month6é Month9 Month12

| —a— QOlanzapine dose —+— Topiramate dose |
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