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Neurobiologia y Tratamiento de los
Trastornos de Ansiedad

Prevalencia a lo Largo de la Vida (%)
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Prevalencia de los Trastornos de
Ansiedad en EUA
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Kessler RC et al. World Psychiatry 2007;6:168-176; Kessler RC et al. IntJ Methods Psychiatr Res 2012:21:169-18,
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Hallazgos Genéticos en Pacientes con
Trastornos de Ansiedad

Hallazgo TEPT T. Panico F. social TOC TAG
Heredabilidad (%) 30-40 30-40 20-40 45-65 32
Familiaresvs.

Controles N 7 V. N 5-7 V. N
(frecuencia)
SLC6A,, CoMT, SLCaiA1
SERT AdeR2A (EAAT3),
( ) 1 NET, [SERT,
DRD2, CCK-RB, ADRBa1, HTR1D,
Genes SLCGA3 MAO'A, COMT, HTRZA, [MAO'A,
(DAT1) HTR2A HTR2C, SERT]
CRF-R1, [CRF, DRDg,
[SLC6A, SERT] comr,
FKBP5 (N | AVP1-RB, VAOA
GRresp.) CRF-R1] y
BDNF]

Martin El et al. Clin Lab Med 2010;30:865-891; Grados M & Wilcox HC. Expert Rev Neurother 2007;7:967-980;

Pitman RK et al. Nat Rev Neurosci 2012;13:769-787
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Estructuras Cerebrales Activadas en
Pacientes con Trastornos de Ansiedad
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Los Trastornos de Ansiedad Dependen de
una Red Cerebral Anormalmente Sensible

Corteza Prefrontal, Cingulo —f P insula

Monitoreo y modulacion interocepcion

de emociones
(+) Glu (-) GABA
Estimulo condicionado

=
D Amigdala .
Mucleo Lateral& > Ndicleo
Central \ -~
| Basal == - )

r.5-HEC

Hipotalamo

Nucleo Nucleo
Paraventricular Lateral

CRF +

Y

Vias
Autondmicas

NFC, MNPA

‘Locus Coeruleu

Vigilancia
Activacion

Hipofisis

Aferentes
Viscerales

MNACTH

Glandulas Adrenales \
_ Gorman JK et al. Am J Psychiatry 2000;157:493-505; Dressler T et al. J Neural Transm 201M
——

Hallazgos de Imagenologia Funcional en
Pacientes con Trastornos de Ansiedad

Region cerebral | TEPT (sinE) | TEPT (con E) | T. Panico | TAS TOC | TAG

Hipocampo N N N N

Amigdala N 0 0 N 0 0
CPF VentroMedial 8% N N 0 N
Cingulo anterior N 0 0 0

Talamo N N N 0 0
Orbitofrontal N2 N N 0 0
insula N N N N 0
Cingulo rostral v N
Caudado/striatum 0

Estudios con PET, SPECT y/o RMf

Etkin A & WagerTD. Am J Psychiatry 2007;164:1476-1488; Martin El et al. Clin Lab Med 2010;30:865-891; Holzschneider
K& Mulert C. Dialogues Clin Neurosci 2011;13:453-461; Sripada RK et al. Psychosom Med 2012;74:904-911
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Modulacion Glutamatérgica y GABAérgica por
Serotoninay BDNF en Amigdala

BDNF

El efecto del BDNF en
receptores de
serotonina es

dependiente del
contexto.

Los efectos en r.5-
HT2A en neuronas
glutamatérgicas de la
amigdala basolateral

Glutamatergic son opuestos a los

Principal Neuron observados en
hipocampo

DRN = nucleo del rafe
Reduced dorsal; BLA = amigdala

BLA Output basolateral

D’Souza DC et al. Biol Psychiatry 2005;59:128-137; Daftary SS et al. Neuroscience 2012;224:125-134

Interaccion de Glucocorticoides con el Sistema
Noradrenérgico en la Amigdala Basolateral

Amigdala Basolateral L.
o Los glucocorticoides

activan el sistema
noradrenérgico:

Antagonistas 6-
adrenérgicos

Proyeccion a
otras regiones . .y

9 1. por activacionde
cerebrales

| GRenlLC
o I 2. acoplandosea los
; /N la producciénde r.oiy
z \ lactato y la glicdlisis faVoreCiendo Ia
‘ Barrera H-E en astrocitos. activacion de

\\ PKA por losr.
é Glucocorticoides B1,2.

AMPc, adenosina 3',5'-monofostato dclico; GR,
receptor de glucocorticoides; LC, locus coeruleus;
NTS, nucleo del tracto solitario

Herbert J et al. J Neuroendocrinol 2006;18:393-411
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Sitios de Union al Complejo
del Acido y-Aminobutirico
(GABA-A)

H
""\_f_‘i

GARA

Subunits Bacuculling
o (1-6) Sl
B(1-3)
1(1-3)
&
pi1-2)
{other?)
BZ1 (w1):
efecto
hipnotico-
mio-
relaj’ante y
amnésico.
BZ2 (w2):
efecto
ansiolitico
‘{ f"’ﬁ O.0H, Los 5 subtipos (de 12) mas frecuentes:
M a1f2y2 [BZ1], a2B2/3y2 [BZ2], a3Bny2/3,
Cr == i
3 j : PC a2Bny1 y as5B3y2/3
f N\t'ﬂ. ] N
Diazepam Flurmarenil B .-;:;.um- carboaylates Tallman JF et al. Mechanism Of Action Of Anxiolytics.
opsychopharmacology: sth Generation of Progress:
Apgonist Antagonist Inverse ,-\gunist
Funcionamiento Neuroquimico en Pacientes
con Trastornos de Ansiedad
Molécula TEPT T. Panico F. social TOC TAG
GABA N% N NZ N
Glutamato N 4\ N 0 ™
Dopamina N N N
Serotonina NZ N7 N7 ¥? N%
Noradrenalina N N N?
CCK nN? N
CRF - cortisol N N N N?
NPY N% J?

Estudios con espectroscopia RM y/o niveles en LCR

Mathew SJ et al. Am J Med Gen Part C 2008;148C:89-98; Martin El et al. Clin Lab Med 2010;30:865-891
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Desarrollo de Medicamentos para
Trastornos de Ansiedad e Insomnio

Chlordiazepoxide Biispirone .
Alprazolam
Diazepam Lorazepam J \ l
| l l I l I | I |
| I I 1 I I 1
1950 60 70 80 90 2000 2010

Zaleplon Zopiclone | Zolpidem
Ramelteon

Millan MJ et al. Neuropsychopharmacology 2015;25:599-656

Tamano de Efecto (Cohen's d - HAM-A)
Versus Placebo en Pacientes con TAG

Buspirone

SSRI
Benzodiazepine
Venlafaxine XR

Hydroxyzine

Pregabalin

0.0 0.1 0.2 0.3 04 0.5
Effect size (Cohen's d)

Boschen MJ. Can J Psychiatry 2011;56:558-566
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- LI § L] L
Clasificacion de las Benzodiacepinas
Approximate Elimisiation
Dose Recommended Half-Life Binding

Potency: Equivalence Length of of Parent Affinity
Benzodiazepine Therapeutic Indications (mg/d) Treatment (wk Compouad (k) K (aM)
Low Very mild generalized

Chlordiazepoxide anxiety or insomnia 10 16 730 :

Oxazepam® 15 16 6-24 11.53

Temazepam®* 30 5 8-24 23.50
Medium Mild generalized anxiety

Clerazepate® or insomnia 1.5 16 30-60 se

Diazepam® 5 16 20-80 9.57

Desmethyldiazepam as = 30-100 338

Estazolam . 15 10-24

Flurazepam®* 30 4 72

Prazepam® i 4 30-60

Quazepam® : 13 15-35
High Panic attacks, generalized

Alprazolam® anxiety disorder. insomnia, 0.5 16 6-20 4.24

Bromazepam® agitation, mania 3 16 8-19

Clonazepam® 0.25 16 3-30 0.51

Lorazepam® 1 16 10-20 1.64

Triazolam™® 0.25 2 2-5 0.47

Medicamentos Aprobados por la FDA para Insomnig

Dosis Disponibles Vida media de
Nombre Comercial (mg) Eliminacion aprox. (hr) Categoria DEA

Agonistas del receptor benzodiacepinico
Benzodiacepinas de liberacion inmediata

Estazolam | Prosom (Abbott) 1,2 8-24 Iv

Flurazepam | Dalmane (Valeant) 15, 30 48-120 1%

Quazepam ?;Xﬂ: B escon 7.5, 15 48-120 v

Temazepam | Restoril (Mallinckrodt) 7.5, 15, 22.5, 30 8-20 v

Triazolam Halcion (Pfizer) 0.125, 0.25 2-4 v
No benzodiacepinicos de liberacién inmediata

Eszopiclone | Lunesta (Sepracor) 1,2,3 5-7 v

Zopiclona Imovane (sanofi-aventis) 7.5 5 v

Zolpidem Ambien (sanofi-aventis) 5,10 1.5-2.4 v
No benzodiacepinicos de liberacion modificada

Zolpidem ER |Ambien CR (sanofi-aventis) | 6.25, 12.5 | 2.8-2.9 | v
Agonista selectivo del receptor de melatonina

Ramelteon Rozerem (Takeda) 8 1-2.6 --
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Remision (OR - HAM-A) en Pacientes con
TAG (Meta-Analisis)

treatments

and placebo Duloxetine Escitalopram Fluoxetine Paroxetine Sertraline Venlafaxine
Duloxetine - 0.62(0.2910 1.32) 0.57 (0.28 to 1.43) 0.85 (0.5 to 1.46) 0.9 (0.43 to 1.84) 0.83 (0.64 to 1.08)
Escitalopram 16110.73t03.5) - 0.?2 (0.15 to 3.78) 1.38(0.59103.3) I_.43 (0.52 to HW 131 iCl.'ié to lEi]
Paroxetine 1.18(0.68t02.03) 074(032t0 178  049(0.1110 2.47) — I,Of:-l[].aﬁ to 3.&2-1- 0.96 (0.52 to 1.64)
Venlafazine 12(093t0156] 07 (0.37t017) _ 071(03t0164) _ 1.05(062t01.9) _ 11({0.5210233) =

Placebo 053t (0.47100.69)| 0341 0.2010057)|| 0.261 (0.06100.97)]] 045t 0.3310063)]| 0.78F029100.78) || 0.45¢ (03710055)

Baldwin D et al. BMJ 2011;342:d1199

AntidepresivosVs. Benzodiacepinas en
Ansiedad Generalizada

26 ~~ Placebo (n=55)
Puntaje 2 — Trazodone 255 mg/day (n=61)

Total dela \ *~ Diazepam 26 mg/day (n=56)
HAMA-A 22 =~ Imipramine 143 mg/day (n=58)

20 \ 'p<.05

s p<.01

16

14

12

10

Final

Semanas

Rickels K et al. Arch Gen Psychiatry 1993;50:884-8
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/[:L:Sjﬁ Neurosteroides y Ansiedad

‘L S0 ] o Metabolitos de la progesterona (alopregnanolona)y la
deoxicorticosterona (THDOC) - propiedades
ansioliticas.

o Sintetizados en la mitocondria de las células gliales a
partir del colesterol, el cual ingresa a través de un
receptor TSPO (proteina translocadora de 18 kDa)

o Los neurosteroides son potentes moduladores positivos
de la transmision GABAérgica a través de receptores
ubicados en las subunidades o y B (20 veces mas que las
BZDs o los barbituricos)

Toriizuka K et al. Nippon Yakurigaku Zasshi 2000;115:21-28 Mehta AK, Ticku MK. Brain Res Rev1999;29:196—
217; Ugale RR et al. Brain Res. 2007 Dec 12;1184:193-201; Zorumski CF et al. Neurosci Biobehav Rev
2013;37:109-122

Mecanismo de Accion de la Etifoxina P

Glal cell

13
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Etifoxina Versus Lorazepam en el Tratamiento de la
Ansiedad Secundaria a Eventos Vitales Estresantes
100
< 407 Lorazepam Etifoxina Tasas de
E 2 mg/dia 150 mg/dia respuesta*
I (n = 94) (n = 91) — 7
= 30+
g 72%
o
T 25.6 25.2 se% | T 20
‘g‘ 201
; 10 L 12.2 _11'4 T —25
£
8
0 0
D, Do | D, Dy
Respuesta = \ 250% en el puntaje basal (Do) de la HAM-A (p=0.0288)
HAM-A: Escala de Hamilton para Ansiedad (severidad)

N Nguyen et al. Hum Psychopharmacol Clin Exp 2006;21:139-149

Mecanismo de Accion de la Pregabalina

o Seune ala subunidad a2-6 tipo 1
de los canales de calcio

dependientes de voltaje. &)
o Reduce el flujo de calcio en las /:‘/Y

: terminales nerviosas e inhibe la o
e ; a . I\
L liberacion de neurotransmisores %
excitatorios como glutamatoy Pregabalin
)y sustancia P.
C - -
o 8 ECA prueban la eficacia de 150- 0
600 mg/dia (prom. 300 mg) wa/“\/%l |
o
o Aunque es un gabapentinoide
(luce como GABA) no actua en GABA

ese complejo idnico.

14
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Meta-Analisis Sobre Eficacia de

ot ad (2003) (K)

Feltre: of o

Fachals o

Monigamery of ai. (2008) ()

Morigameny e i, (2008) (B)

tete e
Pande of al (2003}
Pande of af (2003}
Felvar of of (2005
Fellrer of of (2005
Rickels of o [2008)

008)

F008)
Fampes et al (2014}

Wasper of i {2014}

Hole: weights a0 bom random offects snalyss

Mot weaghte are bom madom efects snalyse

Fan

Fastnars placeba

L e o la Pregabalina en Ansiedad
T canuwaem e Generalizada

Fawturs pragabaline

SMD (5 C)  Weght (%)

 EEE———— L L L T ] 778
e 0,18 (0,180,450 790
e 4 {=0.20- 0470 781

-0.46-0.22) 770

-046-043 1036

— 205 4-034-024) 1AM

p— =0.08 {-0.37-0.21) 108
— 014 0 068-038) 1873
. 201 {0.09-031) 1833
004 (=006 10.0.14) 100.00
p——— Farvours bencodmaemine Generoso MB et al. Int Clin Psychopharmacology 2017;32:49-55

Rickels K et al. Arch Gen Psychiatry 2010;67:1274-1281

Porcentaje sin recurrencia

Prevencion de Recurrencias con
Venlafaxina en Pacientes con TAG

Placebo after placebo

T

7 8 9 10 11 12 13 14 15 16 17 18
Tiempo para recurrencia (meses)
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Maintenance treatment

S5RIs Ciralopram A
Escitalopram A
Fluoxerine A
Fluvoxamine A
Parcsetine A
Sertraline A
TCAs Clomipromine A
T prai e A

When other treatment serategies are not effective or not tolerated

Benzodiazepines Alprazolam A
Clonaze pam A
[Miazepam A
Lorazepam Bl
MAOI Phenelzine Bl
SSNRI Venlafaxine Bl
SNRI Reboxetine Bl
NASSA Mirtazapine B2
RIMA Moclobemide c

Category Recommended Daily
Diagnosis Treatment Examples of Evidence Dose for Adults
Panic disorder In acure panic attacks
and agoraphobia  Benzodiazepines Alprazolam A 5-2 mg
Lorazepam melting tablees Bl 1-2.5 mg

2060 mg
10-20 mg
2040 mg
100300 mg
2040 mg
50-150 mg

75-250 mg
75-250 mg
1.5-8 mg
1=4 mg
5=I0 mg
28 mg
4590 mg
75-225mg
45 mg

45 mg
FN=600 mg

‘Bandelow B, Riither E. NS Spectr. Vol 9, No 10. 2004.

Tratamiento
del Ttno de
Panico

Estas

recomendaciones
se basan en EDC.

Categorias:
A= evidencia
positiva;
B1=Uno o mas
estudios DC
aleatorizados
positivos;
B2=Uno o mas
estudios
naturalisticos
positivos;
C=Estudios
positivos en
similar
proporciona
estudios
negativos.

Patient meets DMV -
criteria for panic disorder

'

b current akohol <€y Offer alcohol detoxification and maintenance program
abuse present? ‘with follow-up 10 reassess panic disorder.

lm
brapld-tdinmﬂd!or—"“—br Jer short-term therapy with a benzodiazepine
the patient 10 function? while long-term therapy b initiated.

lm

Offer treatment with antidepressants <

or CBT (4 to 12 sessions),
Reassess at 2 and 10 weeks to discuss
eHectiveness and ude effects.
& the patient panic-free q—...."!""—. Antidep C for 6 month
of functioning well? and consider medication
withdrawal with monthly
No folow-up for relapse.
Offer additional reatment with ct: mm““"’""ﬂ“
another therapy, combination "II"“ ;
therapy, increased medication ?
donage, o additional CBT. Berzodiazepings:  Taper benzodazepine. If
unsuccessiul, offer CBT

Algoritmo Para el
Tratamiento del
Trastorno de Panico

during tapering period.
I Ham etal. Am Fam Phisician moil.ii:iii-iilio
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Clonazepam + ISRS enT. Panico. Un Estudio de los
Efectos de la Retirada de la Benzodiacepina

L] sertralina/
clonazepam (n=22)

] Sertralina / placebo
(n=25)

Cambio promedio en la
Escala de Severidad del
Trastorno de Panico
(PDSS).
*p<0.004
+p<0.08
**p<0.1

Suma Promedio de la PDSS

Combinacion Retiro ISRS solo

Tiempo en semanas

Goddard AW et al. Arch Gen Psychiatry 2001;58:681-686

No Siempre es Posible Descontinuvar las
Benzodiacepinas enTrastorno de Panico
- 47 ; Descont!nuac!c:)n abrupta (nf16 b
g 24 0g;s;%r:)tl(r:f:gl)ongradual(n—14 //_.
3 01
I - = 7 0
8 = \ B <SS ,r/ D
.% -6 i _7“‘
E =104 /
g -12- /
§ —14- 3 -_—EJ(
é H =
164 —a—F
0o 1 2 3 4 5 & 7
- Tratamiento con BZj = SuspensiéndeBZj =

Fontaine R et al. Am J Psychiatry 1984;141:84,8-52
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Tratamiento del Trastorno de Panico -
TCC vs Medicamentos (Meta-Analisis)

Treatment Number of :
Teanments Uil .1 0 d195%Cl
studies

Drug vs. CBT? 5 - | CBT | : (g
(BT+Drug vs. Drug © " { bmug ' i 'rsrmmif

2 3 £ 4 2
(BT+Drug vs. CBT . ©oBT ! i CBT:Drug
CBT+Drug vs. CBT+Plac * g . cBreRuc co1-Drig

0.8 0.6 0.4

0.1 0.0 0.2 04 0.6

0.8

a.d=0.08, 95% Cl = -0.13t00.28, z=0.74, n.s.
c.d=0.39, 95% Cl = 0.09 t0 0.69, z = 2.59, p <0.01
e.d=0.29, 95% Cl =-0.02 t0 0.61, = 1.81, n.s.
g.d=0.23,95% Cl = 0.05t0 0.41, Z=2.46, p <0.05

Bandelow B |. World J Biol Psychi

Farmacoterapia de la Fobia Social
(Meta-Analisis)

WEIGHT
BRUG [number of tials) RR RR{CI%55% ) %,
H
Paroxetine 3" 1,82 (1.57.211) 19 56
Venlafaine f 1.67(1.49. 1.88) 2295
Fluvaxamine —i—' 1.59(1.12,225) 7.74
Excitalopram - 133(125 152 2460
Ll
Sertraline (3) e 1.73(145.219) 15.00
1
Fluoxet ne (2) —o— 1.52(1.04,222) 5.82
Nefazodone (1) ——-5— 1.33(0.70, 2.53) 2m
!
Citalopeam (1) i }  5.00(085.4259) 033
Overall ‘
1.62(144,18Y) 100,00
(I-squared = 53.7% |
p=0.03%5) i
L] L]
0215 1 428

ISRSs = 0.65 (0.50;0.81) - BZDs = 1.54 (-0.03;3.32) - IMAOs = 1.02 (0.50;1.02)
RIMAs = 0.30 (0.00;0.6) - Gabap. = 0.78 (0.29;1.27) - Busp. = 0.02 (-0.70;0.73)

- de Menezes GB et al. Psychopharmacoloiy(Berl) 2011;215:1-11; Blanco C et al. Int J Neuropsychopharmacol2013;16:235-249 -
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Tratamiento la Fobia Social - TCC vs
Medicamentos (Meta-Analisis)

Treatments ht:::illur 4195% CI
Drug vs. CBT" A f ong | | i { car |
i i | i i

CBT+Drug vs. Drug © CBT+Drug

l

CBT+Drug vs. CBT+Plac R T R LD

a.d=o0.15, 95% Cl = -0.12 t0 0.43, z = -1.09, n.s.
c.d=0.12, 95% Cl =0.13 t0 0.36, 2= 0.93 , n.s
e.d=0.42,95%Cl =0.18 t0 0.68, z=3.42, p < 0.01

Bandelow B et al. World J Biol Psychiatry 2007;8:175-187

Treabment Placebo
Trestment N N SMD (B5% CI) '
_ Farmacoterapia del
., 1999 b4 Fod —————— fsa(1d0 029 g e
Masterny, 2002 26 7 ——| 078 (054 002
Marterni, 2007 (. 183 ] -—p a2 Inam)
o B 8 B == TEPT (Meta-Analisis
wan der kol 1004 23 i 883 54 ook
van der Kolk, 2007 30 —p 02 -nnux_}’
Subtotsl (1-squaned =00%. o= 041’AS| - 031 (044, 0.
[aronetioe
188 —r— -056 (078,
muul w1 Hﬁhqi 1g {g ; '3‘.5 gﬁ;
et .imm-u.m p=0.70%) -D40 (081,
Prazosin
Raskind, 2003 5 = - —_— 091 (223, 0.41
FRasking, 2007 t— 028 n.s:l
Sublotsl [l-squared = nmpauqm s 40 (087, 0.1
m?‘?ﬂm 33 32 ——— 004 (-1.14. -0.14)
Hamner, 2003 20 — . 0.07)
Hrystal, 2011 147 142 —o— -017 (-0.40.
, 2004 12 1] e p— Ty ,1_31_0%
Subtotal (I-squared = Z24%, p = 0.778) —cEme] 52,
ariraline
2000 - % — 038 (0,84, 0D.07)
B B == juiaisl
AEVOSOnN, 173 179 = -0.18 (0.0,
:mm 83 i 0.08¢- 0.38
Paruli. 11 E -] —es 070 (-1.16. -0
2 10 —r— a1z -un,nE
w m 22 19 ——— 078 (-141, 0.1
Subtotal (V-squared =43.3%. p = 0.071) - 025 {042, D.
X
A 204 34 n a— 185 (242,121
Tucker, 2007 ‘.'n xn e 038 -|moaﬂ'
Yeh, 2011 18 = -083 (-1.31, 0.0,
Subtotal ()-squared = aump 0.001) e T N —— -008{-1.99, 0.
D.mdsm.m- Ig 188 ? 02 4]_51 d%
Danadson, 1 179 =028 (0.
Sublotal {I-squared = 0.0%. p = 0.840) -028 ﬂ‘l:! 0.1
| T
2 [ 2
Favors Phamacclogieal Treatment Favors Control

Jonas DE et al. Comparative Effectiveness Review No. 92. AHRQ Publication No. 13-EHCo11-EF. Rockville, MD; April 2013
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Metanalisis de Antidepresivos vs. Placebo en TEPT -
Medidas de Eficacia Primaria (CAPS) y Secundaria

Escala o sub-escala Cambio IC, 95% n
A promedio CAPS (todos) -5.76 -8.16 a-3.36 2507
A promedio CAPS (ISRS) -5.95 -8.9a-3.0 1907
A promedio CAPS (paroxetina) -10.49 -13.87a-7.11 940
A promedio CAPS (sertralina) -3.78 -6.9 a -0.65 875
Respondedores [RR] CGI (todos) 1.49 1.28a1.73 1272
NNT (todos) 4.85 3.85a6.25
A promedio

re-experimentacion/intrusion -2.06 -3.02a-1.1 1304
A promedio evitacién -4.06 -5.41 a-2.7 1304
A promedio en hiperactivacion -3.1 -4.1a-2.1 1304

in D. | Th hrane Libr; | 2

Antipsicoticos en el Manejo del TEPT (Cambios en el Puntaje
Total de la Clinician Administered PTSD Scale (CAPS)

Study AAs Placebo SMD (fixed) Weight SMD (fixed)
or subcategory. N Mean (SD) N Mean (SD) 860 Cl (%) 959 CI

D1 CAPS total scores

Butterfield et al. 10 ~34.20 (3.50) 5 ~39.80 (26.60 799 0.18 (-0.90, 1.26)
[Stein et al. 10 -14.80 (14.20) 9 —2.70 (10.60) == 10.08 0.91 (~1.87, 0.04)
Hamner et al. 19 -9.00(16.70) 18 ~10.10(12.30) -+ 92.24 0.07 (-0.57, 0.72)
Bartzokis et al. 33 -1430(16.70) 32 ~4.60(13.20) - 3713 -0.64 (-1.13,-0.14)
Reich et al. 12 -2060 (31.50) 9 ~18.60 (11.50) — 1206  —0.42(-1.30, 0.46)
Padala et al. 11 -28.30(23.50) 9 -9.40 (12.30) —— 10.50 -0.94 (-1.87, 0.00)
Subtotal (85% Cl) g5 82 Q 100.00 -0.94 (-0.75,-0.14)
Test for heterogeneity: ¥2=6.31, d.f.=5 (P=0.28), I*=20.8%

Test for overall effect 7=2.88 (P=0.004)

-4 -2 0 2 4
Favours AAs  Favours placebo

Pae CU et al. Int Clin Psychopharmacol 2008;23:1-8
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Antipsicoticos en el Manejo del TEPT. Abandono por
Eventos Adversos y Cambio de Peso

Outcome: 02 Dropout due to adverse events

Study AAs Placebo RR (fixed) Weight RR {fixed)

or subcategory niN alN 954 Cl (%) 954 Cl
Stein et al. 2/10 0/ —1 & 1870 4,55 (0.25, 83.70)
Hamner et al. 0189 0/18 Not estimable
Monnelly et al. 07 0/8 Not estimable
Bartzokis et al. 3/33 2/32 65.09 1.45 (D.26, 8.14)
Reich et al. 112 ofe 18.12 2.31 (0.10, 50.85)
Total (95% CI) 81 76 e 10000 218 (0.58, 7.87)
Total events: 6 (AAS), 2 (Placeba)

Test for heterogeneity: x°=0.45, d.f.=2 (P=0.80), [=0%

Test for overall effect: Z=1.13 (P=0.026)

Outcome: 02 Weight change (Ib)

Study Als Placabo SMD (fixed) Waight SMD (fixed)

ar subcategory N Mean (SD) N Mean (SD) 95% Cl (%) 95% CI

Butterfiled &t al. 10 11.50 (4.43) 5 0.90 (0.08) —a—» 1760  2.71 (1.15, 4.26)

Stein ef al. 10 13.20 (5.90) a -3.00 (6.50) e 26.54 250 (1.23,3.77)

Reich et al. 12 2.50 (1.10) a 3.00 (1.40) —- 55.86 -0.39 (-1.26,0.49)

Total (85% CI) 32 23 & 100.00 -0.92 (0.27, 1.58)

Test for heterogeneity: y?=19.63, d.f.=2 (P<0.0001), /?=89.8%

Test for overall effect: Z=2.77 (P=0.008) Pae etal. IntClin

- i 4 L Psychopharmacol
-4 -2 o 2 4 2008;23:1-8

Favours AAs Favours placebo

Potenciales Agentes Terapéuticos para el TEPT

Class Agent Mechanism of action Rationale
LHPA axis compooents  Antalarmin CRH-1 receptor antagonist  Impede consolidation.
ASV-30 CRH-2 receptor antagonist _Prevent leamed helplessness
Spironolactone MR antagonist Impede consolidation.
Mifepristone (RU-486) GR antagonist Impede consolidation.
DHEA Modulate GABA-A recep-  Attenvates contextual fear conditioning, Alleviates *leamed helplessness

for; Reduce cortisol/DHEA
natio; Excitotoxicity neuro-

protection
Catecholaminergic agents  Propranolol b-adrenergic anatagonist  Obstuct consolidation.
Prazocin Alpha adrenergic anatagonist Block arousal, inhibit sensitization, obstruct learned belplessness

Glutamatergic agents LY354740 (or similar) Group I glutamate 2/3 Disrupts fear leaming and condifioned response, neuroprotection

Memantine Low-affinity NMDA chan- Delays contextual conditioning.
nel blocker

Riluzole Inhibits glutamate telease, Modulation of LHPA axis response

D-Cycloserine NMDA partial agenist Enhance extinetion,
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CBT (ERP) [—— CBTnotavailable —> 15t SSRI M anejo I nteg rado
T
1% S8R not effective dEI TOC
¥
CBT not effective 2™ SSRI

SSRis not effective

A 4

CBT + SSRI (e

CBT + SSRIs not effective

l

Alternative strategies

1. SSR|augmentation

2. Antipsychotic augmentation

3. Clomipramine

Kostek NT et al. CurrTreat Options Psychiatry 2016;3: 253-265

Serotonina vs. Noradrenalina en TOC (n=42)

Puntajede laY-BOCS

Fluvoxamina

I~ 1

0 1 2 3 4 5 6 17 8

Semanasde Tratamiento

Goodman WK et al. Arch Gen Psychiatry.1990;47:577-58
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Absolute Response

Difference (%)

Dosis-Respuesta con ISRS en TOC
(Meta-Analisis)

Change in Y-BOCS Rating

PLACEBO LOW MEDIUM HIGH
Dose
Fluoxetina 20-30 40-50 60-80
Sertralina 50-75 100-175 200
Paroxetina 20-30 40-50 60
Fluvoxamina 50-150 200-250 300-350
Escitalopram 10-15 2025 30—40

Bloch MH et al. Molecular Psychiatry 2010;15:850-855

Meta-Analisis -
Tratamiento del

Number Numberof  MeanYBOCS difference
oftrials  patients
(n=54)"  (n=6652)"

Full network (n=54)

Excluding waiting list

controlled trials (n=48)
Drug placebo 23 1515 Reference Reference
Waiting list 6 97 5-62 (091 to 10-26) NA
Psychological placebot 6 156 =415 (-8-65 to 0-49) -1.90(-5:62 to 1.91)
SSRIs (class effect) 37 3158 -3-49 (<512 to -1.81) -362 (-4-89 to -2.34)
Fluoxeting [ 633 -3.46 (<527 to-158) =367 (-5-13t0 -2.26)
Fluvexamine 13 521 =3-60(-5-29 ta-1-95) =366 (-4-96 to-2:37)
Paroxetine 8 902 =342 (-510 to -1.61) =351 (-4-81to-214)
Sertraline 7 565 -3.50(-5-30 ta -1-63) -3.68 (-5-14 to -230)
Citalopram 2 m -3-49 {-5.62 to-1:31) -3.60 (=525 to -1-91)
Escitalopram 1 226 =348 (=561 to-1.23) -3:59 (-5-25to -1-86)
Venlafaxine 2 g8 -3.22 (-8-26 10 1-88) -3-21 (-7-01 to 0-69)
Clomipramine 13 83 ~4-72 {-6-85 to -2.60) -4-66 (-6-26 to -3.05)
BTt 1 287 =14-48 (-18-61t0=10-23) =10:41(-14.04to=6:77)
BTt 9 231 -5-37(-9-10 to-1-63) =7-98 (-11-02to-4-93)
Cognitive therapyt 6 172 -13.36 (-18-40t0-8-21)  -9.45 (~13-76 to -5-19)
Hypericum 1 30 -0-15 (-7-46 to 7-12) -0-13 (-5-93t0 5-68)
CBT and fluvoxamine 1 6 -7.50(-13.-89t0-117)  -8-81(-13.75t0-3.88)
BT and clomipramine 1 31 -12-97(-19-18to-6-74)  -11-68 (-16-73 to-6-65)

Skapinakis P et al. Lancet Psychiatry 2016;3:730-

TOC
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" . g g [ L]
Uso de Antipsicoticos en TOC (Meta-Analisis)
Eludy Antipaychatio Pucobo RO fioed) Woight AD (fxad)
or sab-catogory i N o8% * 05% C1
a1 halopeeidal
MeDounie 1584 LT w17 1230 820 [0.07, 0.52)
Subbatal (95% Cly ” 7 1230 020 [0.07, 053]
Total ewends: & (Anspaychatic), O (Fiscebo)
Test for haterogenaity. rol applicatis
Teut for cvarall affact Z = 2 85 (F = 0.00)
02 asperidane
MeDeughy 2000 o0 o8 —— 1285 035 [0.12, 0.57)
Hudlarser 2003 o L] 543 Q30 |00, 0,83]
Erzegovesi 2005 :nU 2o —— T2 0130 [-0.10, 0,70]
Sublotal {35% Cly ] ~EE 2552 0:33 [0.12, 0 51)
Tetsl events: 15 (Antipeychaiich. 2 (P‘mbﬂl
Test for hadanogeneiy: Chis 009, of = 2 (F = 0,08, Fs 0%
Tesd for overnll afec!: Z = 351 (P = 0.0008)
03 clanzaping
Bysbritsky 2004 413 k] —— .40 03 0.0, 0.57)
Shapira 2004 LY iz - 1591 .08 (018, 0.28]
Subtetnl (#5% Cly o5 a5 - o632 Q.80 0.5
Tetal events. B (Antpeychotic), 4 (Placeto)
Test for haterogeneity: Chi= 2 15, df = 1 [P = 0.14), F= 535%
Tesi for overall effect: Z = 1.53 (F = 0.13)
4 quetiagine
Denys 2004 a0 20 —_— 1247 0:30 [0.05, 0.55]
Casoy 2005 aizo w21 —i— 1482 0.7 [-0.23, 0.35]
Finabary 2006 hH oo em 758 0.09 [0.13,0.31]
Subkotal (8% Cly L > ET 0.16{000, 033}
Total events; 17 {Antipsychatic), 9§ thbor
Test jor hedorogeneity: Chit= 195, df = 2 (P = 0.38), = 0%
Test for ovorall affect: Z = 1,87 (F = 0.05)
Total (85% C) 43 e <> 100,00 0.22{D.12.0.31)
Total ovants: 48 (Antiprychatic), 15 (Placebol
Tast for hatorogomeity: Chism 7.35, df = 8 (F = 0.50), F= 0%
Tecst for overall affect: Z = 4,52 (P < 0.00001)
-1 €5 Lt 1
Favors Plageba  Fanvora Anlipsychotic

Bloch MH et al. Molecular Psychiatry 2006;11: 622-632

Antidepressant  Fracabo Dildls Rt ke Patic. - 1
P e o wr | Prevencion de Recurrencias

Farguscn 2007 2 M a0 om0 mas oxpadnsy W —
CREK-AY-1008 I " A% 0031000 0086 T t d A » d d
W " IR TS M —
mmﬂum ‘3 a? uﬁ 20 10w :na;om;,g‘— en rastornos ae r.SIe a
Whchakion 1186} 1% L T i " .
Rapapon 2001 Moo N B9 g% ek nm 0S| con AntldepreSIVOS
Totak {857 € w0 6 000N 035 (023, 061 - 3
Total prenis 47

7 Gt AL e
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Total it £ £ a7 0ss  cmpinGs] A 6
Totnd rants (2] 188
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Imlumulcﬁo;::i':::ﬁll. L o1 oz o5 rFM.z.ﬁ.“:“ W

PTSD

Dvdion 2008 6 2r 5 M 4% DISRO0805 S|

Dinvcon 2005 & 3 12 46 mEN  DIGH03N7E Yole——

Manieimd 2002 4w 10 & s Dazp0a 1M Y]

Total (955 O 1 198 1000% 035 (in0sy 7
Tetad wwrta =

Fiwterogeneity. Gl 054, dx!l- 077 =0 e s

st for cvor et Z w 356 (P = 1.0003) B

oo

¥ irvatuang 2008 ) BT LB DI[01R 0.46) .

Gaies 2000 = oW 45 56 IEEW  DE3035 112 =
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