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Patrones de la Enfermedad en 258 Pacientes
Bipolares (1 Ao de Seguimiento)
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A pesar del tratamiento farmacoldgico, 26.4% de los pacientes permanecian afectados la mayor
parte del tiempo y 40.7% de manera intermitente. Ademas, 62.8% presentaban mas de 4 episodios
por afio. La depresion fue 3 veces mas predominante que la mania (33.2% del aiio)

Post RM et al. J Clin Psychiatry 2003;64:680-690
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Patrones de la Enfermedad en 258
Pacientes Bipolares (1 Ao de Seguimiento)
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Morbilidad a Largo Plazo del Trastorno Bipolar
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Judd et al. Arch Gen Psychiatry 2002;59:530-537; Post et al. J Clin Psychiatry 2003;64:680-690;

Joffe et al. Bipolar Disord 2004;6:62-66; Tohen M et al. Am J Psychiatry 2003;160:2099-107
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Desarrollo de Medicamentos para Trastornos Bipolares
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Millan MJ et al. Neuropsychopharmacology 2015;25:599-656
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Atypical anipsychotics Neuroproteccion con
Eutimizantes de Accion Multiple

AC, adenilciclasa; Ca, calcio; CaM, calmodulina; CaMK,
kinasa dependiente de calmodulina; cAMP, adenosin
monofosfato ciclico; CREB, elemento de union
respondedor a cAMP; DG, diacilglicerol; FoxO, factor
de transcripcion; GSK3, glicogeno sintetasa kinasa-3;
NF-kB, factor nuclear k-B; PIP2, fosfatidilinositol-4,5-
bifosfato; PIP3, fosfatidilinositol-(3,4, 5)-trifosfato;
PKA, protein kinasa-A; PKC, protein kinasa-C; PLC,
fosfolipasa-C; PP1y PP2, protein fosfatasa-1 y-2, B-
arr, beta-arrestina

Adaptado de Li X et al. Neuropsychopharmacology 2012;37:77-101
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N-Desalquilquetiapina: Inhibidor de la Recaptura i
de Noradrenalina y Agonista Parcial del r. 5-HT2A -
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Jensen NH et al. Neuropsychopharmacol 2008;33:2303-2312
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Quetiapina Eleva los Niveles Corticales de
Noradrenalinay Dopamina In Vivo
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Quetiapina incrementa la liberacion de NA
en un160% Yy de DA en un 191% respecto a
los controles

NA (% of basal)
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Silverstone PH et al. Front Psychiatry 2012;3(82) . )
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Eutimizantes en Mania Aguda. Meta-Analisis
Dmug Trials Subjects Mean Dose (mg/ Respanse (RR [95% Dropout (RR [95%
day) cm C1p
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]" X
Haloperidol 9 1663 9.45+565 247 [1.89-3.25] 0.74 [0.53-1.047 X
Cariprazine 4 1198 7.12+1.89 2.33 [1.56-3.53] L0 [0.63-1.737 X
Olanzapine 10 2031 13.4+1.92 2.33 [1.82-3.02) 0.47 [0.35-0.63]
Arpiprazole 8 1982 2.5+474 207 [1.56-2.77] 0.68 [0.48-096]
Quetiapine 6 1306 612+ 118 2,05 [1.49-2.85] 0.63 [0.41-0.94]
Valproate 7 1299 1431 £ 954 205 [1.48-2.87] 0.67 [0.47-0.97]
Lithium 14 1981 1260 £ 251 1.92 [1.49-2.49] 0.94 [0.69-1.297 X
Paliperidone 5 1157 7.50x3.87 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 [0.51-1.531 X
Ziprasidone 4 839 124+7.21 1.47 [1.06-2.04] 0.93 [0.61-141F 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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Meta-analisis sobre el Uso de la Monoterapia de
Eutimizantes en Depresion Bipolar - Respuesta

Treaments (trials) Subjects (n) Dropout (%) Drug/Placebo Responders/Subjects RR [95%CT]
Drg (%) Placebo (%)

Lithium
Lithium [Li] (1) 265 2501278 85/136 (62.5) 72/129 (55.8) 112 [0.92-1.371* X
Anticonvulsants
Carbamazepine [CBZ] (1) 70 26.5/40.0 30/M47 (63.8) 8/23 (34.8) 1.84 [1.01-3.34]
Lamotrigine [LTG] (5) 1071 MR336 255/541 (47.1) 1604530 (30.2) 1.56 [1.33-1.83
Valproate [VPA] (4) 140 41,1479 28/69 (40.6) 13/71 (18.3) 222 [1.26-3.91]
Anticonvulsants (10) 1281 34,1405 313/657 (47.6) 1814624 (29.0) 1.61 [1.39-1.87]
Antipsychotics
Aripiprazole [APZ] (2) 690 44.032.4 148/337 (43.9) 1471353 (41.6) 110 [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) 497162 (30.2)
Olanzapine [ONZ] (2) 1220 36.9/45.0 317/694 (45.7) 185/526 (35.2) 1.55 [1.23-196]
Quetiapine [QTP] (5) 2485 34.4135.1 113571760 (64.5)  322/725 (44.4)
Ziprasidone [ZPS] (2) 928 388319 2817554 (50.7) 187/374 (50.0) LO3 [0.79-1.34]*% X
Antipsychotics (13) 6044 36.6/35.1 2135/3859 (55.3) 9042185 (41.4) 1.28 [1.09-1.51]
Pooled/totals (24) 7590 35.7/399 2533/4652 (54.4) 1157/2938 (39.4) 1.34 [1.17-1.53]
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Meta-analisis — Mania Emergente a Tratamiento con

Quetiapina en Pacientes con Trastorno Bipolar

Quetiapine Placebo Risk ratio Risk ratio

Study or subgroup Events Total Events Total Weight M-H, random, 95% ClI M-H, random, 95% Cl
6.1 Treatment-emergent mania in aduits (quetiapine 300 mg/day)

Calabrase el af T0 172 70 169 21.8% 0.98 (0.76, 1.27) e 3
McElroy et aF* 5 243 11 124 10.5% 0.23 (0.08, 0.65) —_——

Suppes et al” 0 133 0 137 Not estimable

Thase el a® 3 171 11 167 8.3% 0.27 (0.08, 0.94) z

Young et al® 1" 260 1 13 4.1% 5.54 (0,72, 42.47) — =
Subtotal (95% CI) 979 728 44.6% 0.64 (0.22, 1.87) il
Total events 83

93
Heterogeneity: =0.84; y’=13.81, gr=3 (P=0.003);, F=78%
Test for overall effect: Z=0.81 (P=0.42)
6.2 Treatment-emergent mania in adults (quetiapine 600 mg/day)

Calabrese et af* 40 170 70 169 20.8% 0.57 (0.41, 0.79) -

MCcElroy et aF* 10 244 11 124 13.1% 0.46 (0.20, 1.08) J—

Thase et aF® 6 68 11 167 11.2% 0.54 {0.21, 1.43) .

Young et al® [ 267 1 k1) 3.8% 2.94 (0.36, 24.20) _
Subtotal (95% CI) 849 591 48.9% 0.57 (0.43, 0.78) &

Total events 62 a3

Helerogenelty: #=0.00; 3*=2.61, df=3 (P=0.45); F=0%
Test for overall effect: Z=3.86 (P=0.0001)

6.3 Treatment gent mania in children and (q 150-600 mg/day)

AsiraZeneca ef ai 2 93 9 93 6.5% 0.22 {0.05, 1.00) —_—

DelBello et af* 0 17 o 15 Mot estimable

Subtotal (95% CI) 10 108 6.5% 0.22 (0.05, 1.00) e .

Total events 2 9

Helarogeneity: Not applicable

Test for overall effact: Z=1.96 (P=0.05)

Total (85% CI) 1,038 1,427 100.0%  0.58 (0.37, 0.91) &

Total events 153 195 i i L n
Hataroganeity: +°=0.23; y’=24.34, df=8 (P=0.002); F=67% dor o1 T 100

Tesl for overall effect: 2=2.35 (P=0.02)

Favors quetiapine  Favors Placebo
Test for subgroup differances: =152, df=2 (P=0.47), F=0%

Suttajit S et al. Drug Des
Devel Ther 2014;8:827-38
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Eutimizantes en Prevencion de Recurrencias en
General y Tolerabilidad. Meta-Analisis de Red
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Litio (n=1364) .- 062(0:53-072) 10
—— 058 (0-45-0-76) Prevencion de
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. 0-83 (0-70-0-96)
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o 0-80 (0-57-112)
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068 (052-087)
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T T T T T 1
020 050 100 200 500 1000 2000 i i
Favorece la intervencién Favorece al placebo Miura T et al. Lancet Psychiatry 2014;1: 351-59
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(%)
Study ID RA (5% Cl) Weight
11 Ariziprazcle
ARP 15-30: Kook ot a 2007 +* 0.91i043-1.91) 816
Subtetal T 0.91 (0.43-1.91} 516
2: Dhvalproexfvaiproate
DVP 71-125: Bowden et al 20006 —_— CADM20-082 541
Subotal —— 040 0.20-089 541
% Lamoligine
LTG 50-400; Calabrese of al 2003 e 001 088-1.21) 1363
LT 100-400: Bowden ot al. 2003 * 045 [0.22-0.95) 522
Subtotal —_— 0.70i0.35-1.36 1885
4 Lithaer
LI 0.6-1.2; Bowden ef & 20000 * 062 0.29-1.54) 483
Li D.B-1.1: Bowden of o, 2003 0.7510.39-1.43) 19
i D.B-1.1: Calacrase ot a1, 2003 —— 087 0.71-1.33) 1276
Subtotal P 088 067-115 2378
5 Clanzapine
OLZ 5-20 Tohen of &/, 2006 —i GTEMSA-104 1353
Subtotal = 0.78 [0.58-1.04) 1353
6 Quetiaphe 300
QTP 300: Young of aL 2008 L 0.58 0.33-1.0 760
QTP 300; McElnoy ot af, 2008 —— 0.5010.27-0.95) he2
Subtotal - 0551038088 1422
7: Quetiapine 600
QTP BO0: McElroy &f al, 2008 —_— 0.330.15-0.68 514
QTR 500: Young ef ai. 2008 d 0.56(0.32-097  7.56
Subtotal -_ 045027078 1270
B Risperidone LA
LA 12.5-50 Quirnz et al 2010 141 074267 634
Subronal —_—— 141 074287 634
Overall < 0701058-085  100.00
H
Note: Weiches ane frem random effects analysis E
T

Eutimizantes en Prevencion
de Recurrencias Depresivas
Bipolares

NNT
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Estudio Sueco (n = 6502). Reduccion de Rehospitalizacion
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Days after discharge from index hospitalization

Las tasas de rehospitalizacion al
cabo de un afio fueron del 39% en
aquellos que iniciaron tratamiento

profilactico vs. 46% en los que no lo
iniciaron.
Las terapias combinadas se
asociaron a menor riesgo de
rehospitalizacion (<34%)

L et al. J Affect Disord 2017; 217 :16-23
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Cambios Metabalicos con
Eutimizantes (Estudio Naturalistico)

20

Cumulative incidence (%)
10

Greater than 15% weight gain Type 2 diabetes mellitus

Cumulative incidence (%)
5
L

o
0 1 2 3 4 5 0 1 2 3 : 5
Time in treatment (years) Time in treatment (years)
[—— Lithium —— valp Olanzap Quetiapi
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): e1002058
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Alteracion en Funcion Renal con Eutimizantes
CKD stage 3 or more severe CKD stage 4 or more severe
& TFG <60 ml / min /1.73 m2 =1 TFG <30 ml/min/1.73 m2
g S
]
§ EN <4
: i
e g
5 2
3 5.
g 3

T
| — Lithium —

2 3 3
Time in treatment (years) Time in treatment (years)

Valproate Olanzapine Cuetiapine ]

estudio de cohortes:
CKD 3 - aHR (95%Cl):
CKD 4 - aHR (95%Cl):

litio (n = 2148), valproato (n = 1670), olanzapina (n = 1477) o quetiapina (n = 1376)
1 0.56 (0.45-0.69) 0.57 (0.45-0.71) 0.62 (0.47-0.80)

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
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Alteraciones en Funcion Tiroidea con Eutimizantes

Cumulative incidence (%)

Hypothyroidism Hyperthyroidism Hypercalcamia
TSH of >10 mU/L = 1 TSH <0.2 mU/L - o calcio >2.65 mmol/L
r"/_’ - i o
S et Z —
= . g .y
o — F g“ | A
s e e 2 —
; i — Eod I,
o | 3 .
= - § f

1

I S— r_;?eem Tine n besment :'?rars: ¢ ¢ ¢ ! Time -ner.w-urt-_-.!ﬂ-sl :
[ tatiom —— Vabroste —— araapne —— Guetapine |
estudio de cohortes: litio (n = 2148), valproato (n = 1670), olanzapina (n = 1477) o quetiapina (n = 1376)
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)

Hayes JF et al. PLoS Med 2016;13(8): e1002058
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Parkinsonismo con Antipsicoticos: Esquizo. Vs. TB
Antipsicotico (mg/d) SEP ARR 0 ARI, %
Esquizofrenia
Haloperidol 8-12 (n = 222) PBO (n = 228) -21.3 (-29.3 2 -13.0) -5 (-8 a-3)*
Aripiprazol 15—20 (n = 203) PBO (n = 207) -1.2 (-7.4 a 5.0) -84 (20 a -13)
Quetiapina 600 (n = 51) PBO (n=51) 9.8 (-3.6 2 23.3) 10 (4 a -28)
Risperidona 6 (n = 185) PBO (n=191) -0.7 (-5.9 a2 4.3) -137 (23 a -17)
Ziprasidona 120-160 (n=151) PBO (n = 140) -5.2(-10.4 @ -0.5) -19 (-203 a -10)*
Trastorno Bipolar (Mania)
Haloperidol 2-8 (n = 243) PBO (n =241) -30.8(-37.6 2 -23.8) -3(-4a-3)*
Quetiapina 600 (n = 209) PBO (n =198) 0.2 (-6.4a6.9) 470 (15 a -16)
Risperidona 4.1-5.6 (n =300) PBO (n =284) -18.3 (-24.1a-12.4) -5 (-8 a-4)*
Ziprasidona112-147 (n =139) PBO (n =66) -9.3 (-15.7 a -1.5) -11 (-67 a -6)*
* p<o.05; ARI = absolute risk increase; ARR = absolute risk reduction
PfOL©2019
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Current Psychiatry Reviews, 2013, 9, 41-50

Therapy of No-Type I Bipolar Spectrum Disorders: A Systematic Review

Jorge M. Tamayo'™", David Mejia-Rodriguez®, Ana M. Navarro-Montoya’,
Lina M. Alvarez-Arboleda’, Gustavo Vazquez"* and Eduard Vieta®

! Department of Psyvehiany, CES University, Medellin, Colombia, *Research Group on Emotion, Cognition, and Behavior
(ECCO), Deparmment of Psvchologv, Universidad Pontificia Bolivariana, Medellin, Colombia; *HvpoMed Project, Mental
Health Research Center (CESISM), CES University, Medellin, Colombia; JDvpm'ﬂ.wm of Neuroscience, Universitv of
Palermo, Buenos Aires, Argentina; ~International Consertium for Bipolar Disorders Research, Department of Psvchiatry
& Neuroscience Program, Harvard Medical School, Boston, MecLean Division of Massachusetts General Hospiral,
Belmont, MA, USA; 63:';}0?(”' Disorders Program, Clinical Institute of Newroscience, Hospital Clinic, University of
Barcelona, IDIBAPS, CIBERSAM, Barcelona, Spain

La mayoria de los estudios identificados adolecen de limitaciones metodoldgicas, o
son observacionales o retrospectivos.

Sin embargo, los estabilizadores de animo y algunas formas de psicoterapia pueden
ser Utiles en los pacientes con TBN-I

PfOL©2019
Papersfrom electronicdatabases
Medline (from 1980):928
PsycINFO (from 1990): 311
[ |  EMBASE (from 1988): 920
Total potential hits : 2159 La duracién de los estudios varia desde 8
semanas hasta 3 afios.
Papers excluded after title scan
(notrelated with soft bipolar La mayoria utilizaron la Young Mania Rating
treatmentgt_:luplicated ?_rdata Scale (YMRS) para evaluar la severidad de
from BD-I patients combined los sintomas hipomaniacos y la Hamilton
with data from BD-Il patients) Depression Rating Scale (HAM-D) o la
Total excluded: 2091 Montgomery-Asberg Depression Rating

Scale (MADRS) para la evaluacién de los

v
sintomas depresivos.

Remaining potential hits: 68

Papers excluded after
abstractsearch
Total excluded: 11
v
- Remaining hits: 57 Tamayo JM et al. Curr Psychiatry Rev 2013;9:41-50
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Caracteristicas del Trastorno Bipolar Tipo Il

= EITBtipo Il fue descrito por Dunner et al. en 1976.

= Consiste en episodios hipomaniacos, en ausencia de manias, mas
episodios depresivos mayores

* Prevalencia: 0.5 a 6.4% en poblacion general.

* Mayor cronicidad que el TB tipo I. Con mayor numero de episodios
depresivos [39 veces mas que hipomania (50.3% vs 1.3%)] y mayor
suicidalidad.

* Tiende a tener alta estabilidad diagndstica. En un periodo de 10 afios s6lo
el 7.2% experimentan un episodio maniaco.

Yatham LN & Kesavan M. In: The Treatment of Bipolar Disorder . Chapter 9. Oxford University Press, 2017
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Quetiapina XR Vs. Placebo en Depresion Bipolar Tipo Il
(Analisis Combinado de los Estudios BOLDER y EMBOLDEN)

Week

MADRS
Least squares mean
change from baseline

—— Quetiapine 300 mg/d (n = 283)
-20- -«&- Quetiapine 600 mg/d (n = 289)
Placebo (n = 204)

*p < 0.001 vs placebo

Young AH, et al. Int J Bipolar Disord 2013;1:10
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Quetiapina XR Vs. Placebo en Depresion Bipolar Tipo Il
(Analisis Combinado de los Estudios BOLDER y EMBOLDEN)

- Quetiapine 300 mg/d
Quetiapine 600 mg/d

BOLDER |

BOLDER I

EMBOLDEN |

EMBOLDEN Il

Pooled bipolar I’

Pooled bipolar II*

=15 -1.0 0.5 0 0.5 1.0 1.5

Effect size + confidence interval

Young AH, et al. Int J Bipolar Disord 2013;1:10
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Mean Change From Baseline

Mean Change From Baseline

Patients with Rapid-Cycling Disease Course

Quetiapina XR Vs. Placebo en

Study Week . . . »
o 1 . WM & 7 8 Depresion Bipolar Tipo Il (Cicladores
0 : : : : — 1 ) Rapidos - BOLDER | y I1)
\ —+— Quetiapine 300 mg/day (n=28)
54 2 —=— Qluetiapine 600 mg/day (n=27)
\ ‘“\b_‘h_ —— Placebo (n=27)
\ e
10 4 \ o
t . . ]
-15 4 \\.— . o 2
20 4 I\ oY
) *p=0.05; Tp=<0.01; $p=<0.001
versus placebo
Patients without Rapid-Cycling Disease Course
Study Week
0 1 2 3 4 5 6 7 8
D I L i i i L L J
—— Quetiapine 300 mg/day (n=79)
5 —=— Quetiapine 600 ma/day (n=77)
—— Placebo (n=81)
10 Te— \
=3 -
-15 4 "v_._._,___‘___ —au i
e ——t
-20 4 " .
SuppesT, et al. World J Biol Psychiatry 2008;9:198211
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