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Eficacia dos ISRS vs. placebo na
depressao maior (131 trials,

~ >27000 pacientes
Equivaleu a uma melhora de 2,25

pontos na Hamilton depression de 17
itens (varia de 0 a 52 pontos)
(diferenca média padronizada de 0,26,
menor que o criterio minimo de 0,5)
Critérios para diferenga média
padronizada:

0,2: efeito pequeno

O,5: efeito moderado

0,8: efeito grande

Nenhum estudo utilizou placebo ativo:
alto risco de bias

Jakobsen et al. BMC Psychiatry (2017) 17:58
DOI 10.1186/512888-016-1173-2

SSRI Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI
Citalopram
Burke etal (C), 2002 -99 1006 125 -76 98 39 13% -2.30 [-5.85,1.25) —e
Nyth et al, 1992 122 68 60 16 76 33 14% -3.80 [6.91,-0.69) =
Subtotal (95% CI) 185 72 27%  -315[-5.49,-0.81] <
Heterogeneity: Tau®= 0.00; Chi*=0.39, df=1 (P = 0.53), F= 0%
Test for overall effect: Z= 2.64 (P = 0.008)
Escitalopram
Bose et al, 2008 -75 75 129 -7 74 134 20% -0.40[-2.20,1.40) =1
Burke etal (4), 2002 -102 76 118 -76 98 40 13% -2.60[-5.93,0.73] =
Burke etal (), 2002 417 88 123 -76 98 40 13% -410[7.51,-0.69) —_—
Clayton etal (&), 2006 -128 807 133 -119 786 126 19% -1.00[-2.94,0.94] =T
Clayton etal (B), 2006 142 807 133 -121 798 130 19%  -2.10[-4.04,-0.16] ——
Dubé etal, 2010 -15 882 54 -13 884 122 15% -2.00[-4.83,0.83] =T
Godlewska et al, 2012 198 78 2 20 43 21 12% -0.20[-4.01,3.61) S
Mischoulon et al, 2014 129 698 65 1432 692 60 17% -1.42-3.86,1.02) =T
Nierenberg et al, 2007 -7.22 662 274 -597 679 137 22% -1.25[-2.63,0.13) =
Subtotal (95% CI) 1050 810 152%  -1.42[-2.14,-0.69] L]
Heterogeneity: Tau®= 0.00; Chi*= 5.35, df=8 (P = 0.72), F= 0%
Testfor overall effect: Z= 3.83 (P = 0.0001)
Fluoxetine
Byerley etal, 1988 128 77 20 197 65 16 09% -6.90[-11.54,-2.26) I
Dunlop etal (&), 1990 -85 62 68 -89 51 12 14% 0.40[-2.84,3.64] = (S
Dunlop etal (B), 1990 -8.8 51 60 -8.9 51 12 14% 0.10[-3.06, 3.26) | T
Dunlop etal (C), 1990 -82 45 50 -89 51 12 14% -0.30[-3.44,2.84) =i
Fava etal (B), 1998 131 103 54 122 6.5 10 09% 0.90 [-3.98,5.78) 7
Fava etal, 2005 133 73 47 1286 6.4 43 15% 0.70-2.13,353] e
Feighner et al, 1989a 177 91 51 201 81 48 13% -2.40-5.79,0.99) =
Hunter et al, 2011 135 825 12 1209 823 1" 06% 1.41-5.33,8.15) m——
McGrath et al, 2000 7.7 58 49 103 6.3 52 18% -2.60 [-4.92,-0.28) =1
Muijen et al, 1988 105 75 14 179 97 16 06% -7.40[-13.57,-1.23]
MY-1043/BRL-029060/115 (B), 2005 -11 867 278 -91 829 56 17% -1.90 [-4.30, 0.50] e
MY-1045/BRL-02906011 (B), 2005 -13 871 344 -91 862 68 18% -3.90 [-6.15,-1.65) —
Petrakis et al, 1998 8.8 58 16 81 71 18 10% 0.70 [-3.58, 4.98] —r—
Sheehan et al, 2009 17.03 881 67 1705 986 55 13% -0.02(3.37,3.33) =
Sramek et al, 1995 -86 63 2 -64 67 70 19%  -2.20[-4.34,-0.06] -
Tollefson et al, 1995 14 77 326 157 74 329 23% -1.70[-2.86,-0.54] -~
Subtotal (95% CI) 1528 828 21.9%  -1.58[-2.49,-0.66) +
Heterogeneity: Tau®= 1.08; Chi*= 23.23,df= 15 (P = 0.08), F= 35%
Testfor overall effect: Z= 3.38 (P = 0.0007)
Fluvoxamine
Itil et al, 1983 127 82 2 16 4 20 11% -3.30[-7.22,0.62]
Roth et al, 1990 172 9 27 205 94 29 09% -330[812152 —=T
Subtotal (95% CI) 43 49 20% -3.30[-6.34,-0.26] -
Heterogeneity: Tau*= 0.00; Chi*= 0.00, of=1 (P = 1.00); = 0%
Test for overall effect: Z= 2.13 (P =0.03)
Paraoxetine
29060/448 (8), 2005 <127 808 102 -99 804 §1 16% -2.80[5.51,-0.09] =]
29060/448 (B), 2005 -111 826 104 -99 804 50 16% -1.20(-3.94,1.54) =
29060/449 (8), 2005 <133 82 108 -102 818 85 16% -3.10[-56.76,-0.44) ==
29060/449 (B), 2005 -121 818 112 -102 818 55 16% -1.90[-4.54,0.74) |
Balletal, 2014 117 72 74 -95 63 78 18%  -2.20-4.35,-0.04) —]
Detke et al, 2004 -11.7 45 85 -8.8 48 93 22% -2.90[-4.28,-1.52) -
Edwards et al, 1993 <146 383 10 -105 392 7 12%  -4.107.87,-0.33] —
Fabre,1992 -813 132 38 -306 135 36 24% -6.07 [-6.68, -5.46] e
Fava etal (A), 1998 121 10 55 122 6.2 9 09% -0.10[4.94,4.74) — 1
Higuchi etal (8), 2011 128 767 158 -104 575 86 20%  -2.40[4.11,-0.69] -
Higuchi etal (8), 2011 -125 ™1 83 -104 572 85 19% -2.10[-4.05,-0.15) -
Katz et al, 2004 182 533 24 166 537 20 14% 1.60[-1.59, 4.79) =
MY-1043/BRL-029060/115 (&), 2005 -106 887 272 -91 829 57 17% -1.50 [-3.90, 0.90] ==
MY-1045/BRL-029060/1 (4), 2005 -118 879 350 -91 862 68 18% -2.70[-4.95,-0.45)
NKF100096 -128 867 109 -116 865 123 18% -1.203.43,1.03
PAR 01-001, 1992 -1346 483 24 -1054 489 24 16% -2.92[-5.69,-0.15]
PAR 29060.07.001, 2008 -13.08 10.22 12 -1091 10.22 1" 04% -217[-10.53,6.19)
Perahia etal, 2006 -119 492 97 -108 497 99 22% -1.10(-2.48,0.28]
Rapaport et al (), 2003 10 741 104 126 734 55 17% -2.60[-5.01,-0.19)
Rapaport et al (4), 2009 -1065 799 161 -885 566 89 20% -1.80(-3.50,-0.10)
Rapaport et al (B), 2003 10 71 106 126 734 54 17% -2.60[-4.98,-0.22)
Rapaport et al (B), 2009 -1211 802 173 -885 566 89 21% -3.26 [-4.94,-1.58]
Subtotal (95% CI) 2361 1294 37.4%  -234[3.34,-1.34]
Heterogeneity: Tau*= 4.11; Chi*= 113.91, df= 21 (P < 0.00001); F= 82%
Test for overall effect Z= 4.58 (P <0.00001)
Sertraline
Barber etal, 2012 267 267 51 -251 255 48 23%  -0.16[1.19,0.87)
Binneman et al, 2008 41342 761 30 -1018 757 31 12%  -3.24[-7.05,057)
Davidson et al, 2002 10.2 1" 7 12 14 84 12% -1.80 -5.67, 2.07)
Fabre etal, 1995 99 86 261 -76 75 86 20% -230(4.20,-0.40)
Hoffman et al, 2008 99 68 49 1 7 49 16%  -1.10[-3.83,1.63)
Jindal et al, 2003 18.8 3 25 186 37 22 19% 0.20 [1.74,2.14)
Kranzler et al (&), 2006 108 65 89 -96 78 100 19%  -1.20(3.24,0.84]
Kranzler et al (B), 2006 6 64 70 72 567 B9 20% 1.20 [-0.65, 3.05)
Lydiard etal, 1997 111 63 119 -88 7 115  20%  -2.30(-4.08,-0.52)
Reimherr et al, 1990 1243 788 126 -8.71 7.97 128 19%  -3.72(-5.67,-1.77)
Royet al, 1998 53 52 10 164 76 5  05% -11.10[-18.50,-3.70)
Schneider et al, 2003 13 62 284 145 62 311  23%  -150(-250,-050)
Subtotal (95% CI) 1191 1048  20.8%  -1.44[-2.39,-0.50)
Heterogeneity: Tau®= 1.51; Chi*= 30.00, df= 11 (P =0.002); F= 63%
Testfor overall effect Z= 2.99 (P = 0.003)
Total (95% CI) 6363 4101 100.0%  -1.94 [-2.50, -1.37]

Heterogeneity: Tau*= 3.33; Chi*= 249.79, df = 62 (P < 0.00001); F= 75%

Testfor overall effect: Z= 6.70 (P < 0.00001)
Testfor subaroup differences: Chi*=5.05, df=5

(P=041)F=10%
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Selective serotonin reuptake inhibitors @
versus placebo in patients with major

depressive disorder. A systematic review

with meta-analysis and Trial Sequential

Analysis

Janus Christian Jakobsen'?", Kiran Kumar Katakam', Anne Schou', Signe Gade Hellmuth',

Sandra Elkjeer Stallknecht’, Katja Leth-Maller', Maria Iversen', Marianne Bjera Banke', Iggiannguaq Juhl Petersen’,
Sarah Louise Klingenberg', Jesper Krogh?, Sebastian Elgaard Ebert’, Anne Timm', Jane Lindschou'

and Christian Gluud'

Conclusions

SSRIs versus placebo seem to have statistically signifi-
cant effects on depressive symptoms, but the clinical sig-
nificance of these effects seems questionable and all

trials were at high risk of bias. Furthermore, SSRIs
versus placebo significantly increase the risk of both ser-

ious and non-serious adverse events. Our results show
that the harmful effects of SSRIs versus placebo for

major depressive disorder seem to outweigh any poten-
tially small beneficial effects.




Meanwhile more effective and less costly treatments were
marginalised. The success of the SSRIs pushed older tricyclic
antidepressants out of the market. This 1s a problem because
SSRIs have never been shown to work for the depressions
assoclated with a greatly increased risk of suicide (melancholia).
The nervous states that SSRIs do treat are not associated with
increased risk of suicide.'' The focus on SSRIs also coincided
with the abandonment of the pursuit of research into established
biological disturbances linked to melancholia (raised cortisol);
the SSRIs are ineffective in mood disorders with raised cortisol."

Over two decades later, the number of antidepressant
prescriptions a year is slightly more than the number of people
in the Western world. Most (nine out of 10) prescriptions are
for patients who faced difficulties on stopping, equating to about
a tenth of the population.” '* These patients are often advised
to continue treatment because their difficulties indicate they
need ongoing treatment, just as a person with diabetes needs
insulin.

Serotonin and depression  Editorial BMJ 2015
The marketing of a myth David Healy
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Commentary

Multiple possible inaccuracies cast doubt on
a recent report suggesting selective serotonin

reuptake inhibitors to be toxic and ineffective

Hieronymus F, Lisinski A, Nislund J, Eriksson E. Multiple possible Fredrik Hieronymus,
inaccuracies cast doubt on a recent report suggesting selective serotonin Alexander Lisinski,
reuptake inhibitors to be toxic and ineffective. Jakob Nislund,

Elias Eriksson

A ding . . h £ selecti § . ak Department of Pharmacology, Institute of
ccording to a systematic review on the use ot selective serotonin reuptake Neuroscience and Physiology, Sahlgrenska

inhibitors (SSRIs) in adult depression that was recently published in BMC Academy, University of Gothenburg,
Psychiatry, the results of which have been widely disseminated in lay media, Gothenburg, Sweden

Using their paper to propagate the image of the SSRIs

as generally toxic and ineffective 1s hence misleading.




Hipotese Monoaminérgica Classica da Depressao
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Postsynaptic
Castrén, 2005

lNoradrenaIina e XSerotonina
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Problema: Latéencia para o aparecimento do efeito

de antidepressivos
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All subjects

1 p=0.009

Antidepressivo

cronico aumenta o
BDNF hipocampal
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Smith et al., Ann NY Acad Sc, 1995; Chen et al., Biol Psychiatry
50:260-265, 2001




Antidepressivos revertem o “remodelamento” sinaptico
via aumento de BDNF




Antidepressivos
Chronic Antidepressant Treatment Increases Neurogenesis in Adult au mentam a
neurogénese

Rat Hippocampus

Jessica E. Malberg, Amelia J. Esch, Enc J. Nestler, and Ronald S Duman

A: Veiculo, B: Tranilcipromine, C: ECS, D: Fluoxetina




a Healthy

)

3

Castren 2007

Antidepressivos nao
aumentariam o humor
diretamente, mas teriam
efeito neuroplastico positivo

via, por ex., aumento de
BDNF




Brain-derived neurotrophic factor and control of
synaptic consolidation in the adult brain
2006

J. Soulé, E. Messaoudi and C.R. Bramham'

e glutamate @ AMPAR CEBEETD  F.actin
@ Arc <7 BDNF <S> pSD
A cofilin D= TrkB \—~ Stored mRNA

@D NMDAR 4% RNA granule \  New Arc mRNA

Neurotrofinas como o BDNF servem para otimacao, dependente de

atividade, de contatos sindpticos via inser¢ao de receptores AMPA



Consequéncias dessa hipotese:

Antidepressivos teriam efeito permissivo,
favorecendo a neuroplasticidade e
permitindo ao meio ambiente reorganizar a
rede neural alterada (1importancia da

psicoterapia)
m —>» A BDNF \ T
cronico
Reorganizagdo
— neural

Aumento da atividade
sinaptica




Efeito anti-anedonico da
fluoxetina dependeu do
ambiente
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Antidepressant Treatment Outcome Depends on the
Quality of the Living Environment: A Pre-Clinical

Investigation in Mice

Igor Branchi'?*, Sara Santarelli’, Sara Capoccia', Silvia Poggini', lvana D’Andrea®, Francesca Cirulli',
Enrico Alleva’
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Adherence and Persistence Across Antidepressant Therapeutic

Adel‘enCla s) dlferentes Classes: A Retrospective Claims Analysis Among Insured US
Patients with Major Depressive Disorder (MDD)

grupos de antidepressivos | " CNS Drugs
bt - Ko R Mo sl e i Gl 2017
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tratamento
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Antidepressivos tricicilicos Tetracicilicos

SR 5

)
CH, CH3 CH3
Imipramina Desipramina Amitriptilina Maprotilina

Antidepressivos de sequnda geracao

Antagonista de

SSR/ SNR/ receptores

monoaminérgicos

e

CH;

Fluoxetina Reboxetina Venlafaxina Mirtazapina




Comparacao antidepressivos triciclicos vs. ISRS

Favorece Favorece als (pationts)
rials (patients
All studies ADT —&— ISRS 102 (10,706)
Complete ¢ 49 (4,864)
Placebo-controlled 16 (2,549)
>100 patients 9 34 (7,380)
Dose > 149 mg ) 4 41 (3,190)
Dose < 100 mg — T 22 (3,401)
High HAMD 4 38 (3,336)
Low HAMD (p=0.012) \ & 41 (4,760)
Inpatients 4 25 (1,377)
Outpatients 4 50 (5,443)
General practice 4 9 (2,601)
Adult — 90 (9,469)
Elderly . 2 11 (1,207)
-(').5 -(I).4 -(I).3 -(I).2 -6.1 0] (;.1 0'.2

Relative effect size (95% ClI)

Anderson IM 1999



Valores de Ki (em nM) de antidepressivos

triciclicos

Antidepressivo Muscarinico
Imipramina 91
Amitriptilina 18
Clomipramina 37
Desipramina

Efeitos Sedacio, Hipotens

anticolinérgi-cos ganho de 30

peso postural

Ki= IC50
1 +[L]/Kd




Efeitos colaterais de antidepressivos: afinidade (Ki em
nM) por receptores histaminicos (H1)

potency of antidepressants to block H1 histamine receptors

mirtazapline B TCAs
mitriptyline B SSRIs
PSR T nortriptyline
triciclicos imip?a?ln ne I NARI
desipramine B SNRI
' reboxetine B NaSSA
fluoxetine
o2 fluvoxamine
~ ) paroxetine
geragao sertraline
. venlafaxine
| 1 Ll 1 1
1 10 100 1000 10000

K; values (nM)

Consequéncias: sedacao, ganho de peso



Efeitos colaterais de antidepressivos: afinidade (Ki em
nM) por receptores alfa-1 adrenérgicos

potency of antidepressants to block c:1-adrenergic receptors

4 . . l.
i m Tcas
4 < nmi |
triciclicos: nortriptyline B SSRIs
| desipramine I NARI
sertraline B SNRI
[ mirtazapine B NaSSA
fluoxetine
2%, paroxetine
- fluvoxamine
geragao reboxetine
. venlafaxine

I J
L 10 100 1000 10000

K; values (nM)
CNSforum. com

Consequéncias: hipotensao postural, dificuldades de
ejaculacao



Efeitos colaterais de antidepressivos: afinidade (Ki em
nM) por receptores muscarinicos

potency of antidepressants to block muscarinic cholinergic receptors

mitriptyline B TCAs
SIRT nortriptyline
triciclicos imipraymine B SSRis
desipramine I NARI
, paroxetine B SNRI
mirtazapine B NaSSA
Ha fluoxetine
R {4 sertraline
geracao reboxetine
fluvoxamine
' venlafaxine
1 1 | ' 1
L 10 100 1000 10000
K; values (nM) CNSforum. com

Consequéncias: boca seca, constipacao, visao
borrada, retencao urinaria



Risco de suicidio e
antidepressivos triciclicos



Antidepressivos triciclicos: diminuicao da
conducao cardiaca em concentracoes toxicas
(ex. 5 a 6 x dose maxima didaria de _imipramina
19 PEE ST R Capacidade de alteragio

na conduc¢ao cardiaca em
conc. toxicas

Imipramina Sim
Amitriptilina Sim
Desipramina Sim
Maprotilina Sim
Amoxapina Baixa
Mianserina Baixa
Trazodona Baixa
Fluoxetina Baixa
Bupropiona Baixa

Alprazolam Ausenta



Mortalidade por antidepressivos: mortality/self poisoning

Table 1
Risk of fatality from mood disorder medication overdose
Medication Relative Toxicity Index
TCAs
Lowest risk: amitriptyline 1.0
High sk T 26
Wd TCAs 1.%
SNRIs —
Venlafaxine 0.29
NaSSA
Mirtazapine 0.22
SSRIs
Lowest risk: fluvoxamine 0
High iski—€i 012
versgeof s s 57 T

Abbreviation: NaSSA, noradernergic and specific serotonergic antidepressant.

Data from Hawton K, Bergen H, Simkin S, et al. Toxicity of antidepressants: rates of suicide rela-
tive to prescribing and non-fatal overdose. Br J Psychiatry 2010;196:354-8.




Nausea/vomitos
(20-30%)

Agitacao (13%) Ansiedade (12%)

Insonia (9-26%)

Efeitos adversos
ISRSs

. Dor de cabeca
(ex. Fluoxetina) ’

(16,6%)

Disfuncao sexual

Modificado de Stahl 1998 Suicidio(?)



Incidéncia de efeitos adversos colaterais € variavel entre os
antidepressivos (pacientes podem, eventualmente, se

beneficiar de troca da prescri¢ao)

Table 2

Antidepressant side-effect frequency %

Drug Diarrhea Dizziness Headache Insomnia Nausea

Bupropion 8.7 12.5 27.2 11-40 9-24

Citalopram 8 Up to 14 Up to 18 Up to 15 21

Duloxetine 7-13 6-17 NR 8-16 11

Escitalopram 6-14 4-7 24 7-14 15-18

Fluoxetine 12 2-11 16.6 9-26 20-30

Fluvoxamine NR NR 14.5 NR 22.2

Mirtazapine 8.8 12 12 8 T Appetite 17

Paroxetine 18 4-6 17-27 Up to 24 26

Sertraline 13-24 6-17 25 12-28 13-30

Venlafaxine 5.5 11-24 25-38 14-24 22-58
Abbreviation: NR, not reported.

Data from Hansen RA, Gartlehner G, Lohr KN, et al. Efficacy and safety of second-generation an-
tidepressants in the treatment of major depressive disorder. Ann Intern Med 2005;143(6):415-26.



No of events/total
Study Drugs Placebo Peto odds ratio Weight Peto odds ratio

Outros efeitos: aumento de risco g - [ . o

Trial 04
Trial 05

de suicidio em adultos jovens, |8

(? Trial 11 /390 /
adolescentes e criancas o
° Trial 31 /15 C 6 7.64(0.15t0 385.12)
Trial 32 /365 / 3. 1.48 (0.19to 11.05)
Trial 38
Trial 39
Trial 40
Trial 44
Trial 45
Trial 46
Trial 47 0.9 7.47(0.15t03
Trial 48 ) 0.9 7.15(0.14 t0 360.43)
Trial 49
Trial 50
Trial 51 and 52
Trial 53 and 54
Trial 59

Suicidality and aggression during antidepressant treatmen
systematic review and meta-analyses based on clinical

Trial 63
Trial 64
Trial 67
Trial 6
Trial 69

study reports Brit Med J 2016

Tarang Sharma,' 2 Louise Schow Guski,' 2 Nanna Freund,! 2 Peter C Ggtzsche! 2

Trial 70 /

Subtotal (95% CI) 5 6 35/3120 62.7 0.81(0.51t01.28)
Test for heterogeneit

P=0.19, 19%

Test for overall effect:

Children and adolescents

Trial 24 2/ 3 . 5(0.47 t0 122.46)
Trial 25 / 2. to1

Trial 26

Trial 27

Trial 28

Trial 29 02 .0 3.85(0.76 t0 19.44)

Trial 33 / C .7 7.08 (0.4410113.82)
Trial 34

Trial 42

Trial 43

Trial 56

Subtotal (95% Cl) 35/1

Test for heterogeneit:

P=0.54, 1’=0%

Test for overall effect:

Total (95% CI) 85/ 6 1.21(0.84t0 1.74)

0.01 0.1 ) 10 100

Increased Increased

Test for subgroup differences 96,
) - harm placebo harm drugs

df=1, P=0.005, |°=87.4%




No of events/total

Outros efeitos: aumento de ne o TEOTRomEEE W Ny

Trial 04 1/196 0/99 1.0 £4.50 (0.07 to 285.95)

(] Trial 05 1/123 2/122 3.5 0.51 (0.05t0 4.91)

com Ortamento ao1ressS1ivo em THal 06 1128 3139 46 0.39(0.05t02.86)
p g Trial 07 2/136 0/142 2.3 7.78 (0.48 to 125.09)

Trial 09 2/264 0/89 1.8 3.82(0.16 10 93.42)

° Trial 10 0/89 2/88 2.3 0.13(0.01t02.13)

adultos jovens, ado eScentesS € R
, Trial 16 1/227 0/231 1.2 7.52(0.15t0 379.06)

o Trial 30 1/160 1/162 2.3 1.01 (0.06 t0 16.26)

‘? Trial 31 1/151 0/156 1.2 7.64(0.15t0385.12)
Crla«ngas S Trial 32 1/365  1/186 21 0.48(0.03109.08)

Trial 38 1/151 0/37 0.7  3.47(0.03t0480.43)
Trial 39 0/129 2/129 2.3 0.13(0.01t0 2.16)
Trial 44 1/100 0/108 1.2 8.00(0.16 to 404.57)
Trial 45 1/86 0/83 1.2 7.14 (0.14 t0 359.84)
Trial 49 1/135 0/69 1.0 4.53(0.07 to 285.39)
Trial 53 and 54 1/241 0/84 0.9 3.85(0.04t0338.83)
Trial 58 1/132 0/45 0.9  3.82(0.04 to 344.50)
Trial 63 1/72 0/76 1.2 7.81(0.15t0394.22)
Trial 64 2/157 0/152 2.3 7.20(0.45t0 115.73)
Trial 67 0/238 1/80 0.9 0.02 (0.00t0 1.72)
Trial 68 1/100 2/104 3.5 0.53 (0.05 to 5.16)
Subtotal (95% CI) 21/3770 15/2507 39.3 1.09 (0.55 to 2.14)

Test for heterogeneity: x?=23.60, df=21,
P=0.31, 1’=11%

Test for overall effect: z=0.24, P=0.81

Children and adolescents
Trial 24 0/48 1/48 . 0.14 (0.00 t0 6.82)
Trial 25 5/109 5/110 1.01(0.28t0 3.58)
Trial 26 1/71 0/32 . 4.27 (0.06 10 294.70)
Trial 27 7/93 0/87 . 7.41(1.64t033.47)
Trial 28 3/187 0/99 . 4.67 (0.43 t0 50.76)
Trial 29 2/104 0/102 . 7.32(0.45t0117.83)
Trial 33 5/165 2/157 . 2.28(0.51t010.17)
Trial 34 10/100 1/107 6.01(1.79t020.19)
Trial 42 3/97 0/91 . 7.09 (0.73t0 69.11)
Trial 43 1/92 1/96 .3 1.04 (0.06 t0 16.82)
Trial 56 4/94 3/95 B 1.36 (0.30t06.12)
Subtotal (95% ClI) 41/1160 13/1024 2.79 (1.62 10 4.81)

Test for heterogeneity: y°=10.67, df=10,
P=0.38, I’=6%

Test for overall effect: z=3.70, P<0.001

Total (95% CI) 62/4930 28/3531 1.93 (1.26 t0 2.95)

Test for heterogeneity: y>=38.80, df=32,
P=0.19, I’=18%

Test for overall effect: z=3.04, P=0.002

Test for subgroup differences: x“=4.53
df=1, P=0.03, 1’=77.9%

Suicidality and aggression during antidepressant treatment:
systematic review and meta-analyses based on clinical

study repor Brit Med J 2016

Tarang Sharma,' 2 Louise Schow Guski,' 2 Nanna Freund,' 2 Peter C Ggtzsche' 2

0.01 0.1 10 100

Increased Increased
’ harm placebo harm drugs




Incidéncia (%) de disfuncao sexual com ISRSs

Efeito adverso

Disfun¢ao Sexual
(qualquer sintoma)

Disfuncao erétil/
dificuldades de
lubrificagdo vaginal

Retardo do orgasmo
ou ejaculagdo

Método de coleta Fluoxe- Paroxe- Sertra- Fluvo-
tina tina lina xamina

Queixa espontanea 20 22 16

Questionamento 54 65 56 59
sistematico

Questionamento 16 35 16 10
sistematico

Questionamento
sistematico

Ferguson JMJ Clin Psych 2011
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Cumulative ratings of subjective
sexual dysfunction

Questionnaire

MGH Sexual Function

Enrolment  Placebo  Bupropion Paroxetine

Subscales ratings of subjective
sexual dysfunction
c
S
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Paroxetina diminui
ativacao de areas

encefalicas por filme
erotico

Neural Correlates of Antidepressant-Related Sexual
Dysfunction: A Placebo-Controlled fMRI Study on Healthy
Males Under Subchronic Paroxetine and Bupropion

Placebo
fMRI signal

Bupropion
fMRI signal

Paroxetine

fMRI signal

Birgit Abler*"“, Angela Seeringer“, Antonie Hartmann', Georg Grﬁn', Coraline Metzger’, Martin Walter®
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Custos aproximados de alguns
antidepressivos (Reais-2011)
tratamento mensal

Imipramina Generico 23,00
Fluoxetina Genérico 28.00

Prozac 65,00
Escitalopram Genérico 60,00

Lexapro 165,00
desvenlafaxina  Pristiq 128,00
duloxetina Cymbalta 168,00




Duloxetina: 3a. “best selling drug” nos USA em 2012
(aproximadamente 1,3 bilhoes/ddlares)

Citation: Cipriani A, Koesters M, Furukawa TA, Nos¢ M, Purgato M, Omori IM, Trespidi C, Barbui C. Duloxetine versus
other anti-depressive agents for depression. Cochrane Database of Systematic Reviews 2012, Issue 10. Art. No.: CD006533. DOI:

Duloxetine versus other antidepressive agents for depression

Although pharmacological and psychological interventions are both effective for major depression, antidepressant drugs remain the

mainstay of treatment in moderate to severe major depression. During the last 20 years, newer compounds (such as selective serotonin
reuptake inhibitors and dual action agents such as serotonin noradrenalin reuptake inhibitors) have progressively become the most
commonly prescribed antidepressants. Duloxetine hydrochloride, one of the most recent antidepressants introduced in the market,
is a selective serotonin noradrenergic reuptake inhibitor for oral administration. In the present review we assessed the evidence for
the efficacy, acceptability and tolerability of duloxetine in comparison with all other antidepressants in the acute-phase treatment of
major depression. Sixteen randomised controlled trials (5735 participants) were included. Duloxetine was not more effective than some
other new antidepressant agents in the acute-phase treatment of major depression, and it was less well tolerated than escitalopram and

venlafaxine as more patients allocated to duloxetine withdrew treatment before study end. However, due to the limited number of
studies per comparison these results should be interpreted with caution.







TIRAMINA

PRESENTE NA DIETA EM

43 = GRANDES QUANTIDADES
EM CERTOS ALIMENTOS
— COMO QUEIJOS ENVE-
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Hipotese glutamateérgica: tratamento AGUDO com doses baixas
de Ketamina induz efeito antidepressivo rapido em humanos
Efeitos sao dissociados dos efeitos psicotomimeéticos, persistindo
por até uma semana

Ketamina:
| funcao MNDA
T funcao AMPA
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Berman et al., al. Biol. Psychiatry, 2000



ANNALS OF THE NEW YORK ACADEMY OF SCIENCES
Conference

Eficacia da ketamina (infusao

The promise of ketamine for treatment-resistant

repetida, ate 6 X em duas semanas) | N—cG—G—G—_G—
em depressao resistente

and Dan V. losifescu’

Table 2. Studies of repeated dose IV ketamine administration in patients with MDD

Study Method No. of patients (n) Design Treatment response”
(%)

aan het Rot et al.¥’ \Y 10 Open label 65%
Murrough et al.'® v 24 Open label 70.8%
Diamond et al.'? \Y 28 Open label 29%
Rasmussen et al.” IV 10 Open label 80%
Segmiller et al.”! v 6 Open label (esketamine) 50%

“Response is defined as > 50% reduction in depressive symptoms (e.g., HAM-D or MADRS score) 24 h following IV
ketamine.
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No Stress ' ol Chronic
« Control Stress
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Stress +
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Stress diminui
arborizacao
dendritica e numero
de espinhas
dendriticas.

Efeito revertio por
ketamine

Dwyer & Duman Biol
Psych 2012






Antidepressivos, particularmente os 1nibidores seletivos de
recaptacdo de serotonina, também sao drogas de escolha no
tratamento de varios transtornos de ansiedade

 Ansiedade generalizada

« Panico
- T. obsessivo-compulsiv\
- Estresse pos-traumatico \

- Estresse agudo = | Antidepressivo

. Fobia simples /
« Ansiedade (fobia) social

« Agorafobia sem T. de panico

 Ansiedade devido a condicao meédica geral
 Ansiedade induzido por substancias quimicas
 Ansiedade atipica



Antidepressivos aprovados para uso em transtornos nao-
afetivos

Transtornos nao afetivo

Ansiedade generalizada

TOC

Panico

Ansiedade generalizada

Ansiedade social

PTSD
Dor neuropatica diabética
Bulimia

T. disforico pré-menstrual

Antidepressivos aprovados (FDA)

Citalopram, escitalopram, paroxatina, venlafazina

Fluoxetina, fluvoxamina, paroxetina, sertralina

Fluoxetina, paroxetina, sertralina, venlafaxina

Duloxetina, escitalopram, paroxetina, venlafaxina

Fluvoxamina, paroxatina, sertralina, venlafaxina

Paroxetina, Sertralina
Duloxetina
Fluoxetina

Paroxetina, sertralina

Thronson et al. Med Clin North Am 2014







Fig. 2 Rate ratios (95% oconfidence
intervals) for resporse with lithium
and oontrols Individual rate mtios
(solid lines) are shown along with
the pooled estimate of effect (black
lozenges). Times of sssessments are
shown in panentheses.
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Prien et al. 1973 (11) 0.53 (0.41-0.67) 43% 81% ~
(N=43 of 101)  (N=84 of 104) Preven9a0

Kane et al. 1982 (12) 0.30(0.08-1.10) 20% 67%

(N=2 of 10) (N=8 of 12) de recorrén-

Bowden et al. 2000 (13)  0.80(0.54-1.20) 31% 38%
(N=28 of 91) (N=36 of 94)

[ ry4 e
Bowden et al. 2003 (14)  0.56 (0.38-0.83) 39% (N:Zgﬁf 70) CIa p Or llth

(N=18 of 46)

Bowden et al. 2002 (15)  0.85(0.66—1.09) 46% 54%
(N=56 of 121)  (N=66 of 121)

\ 40% 60%
Overall (95% Cl) 0.65 (0.50-0. (N=147 of 369) (N=243 of 401)

0.2 1.0 5.0 Trial Risk Ratio (95"Zl) Lithium Placebo
apse R

Risk Ratio (random effects, logarithmic scale)

Kane et al. 1982 (12) 0.24 (0.01-4.42) 0% 17%
(N=0 of 10) (N=2 of 12)

Bowden et al. 2000 (13)  0.93 (0.54-1.62) 21% 22%
(N=19 of 91) (N=21 of 94)

Bowden et al. 2003 (14)  0.43 (0.22-0.87) 17% 40%
(N=8 of 46) (N=28 of 70)

Bowden et al. 2002 (15)  0.53 (0.26-1.89) 8% 16%
(N=100f121) (N=19of 121)

Overall (95% CI) 0.62 (0.40-0. 14% 24%

(N=37 of 268) (N=70 of 297)

0.2 1.0 5.0 Trial Risk Ratio (95% Cl) Lithium Placebo

Risk Ratio (random effects, logarithmic scale)

Prevencao de recorréncia de crise maniaca




Mecanismos propostos para os efeitos do Litio

- bloqueia sinais comportamentais de supersensibilidade de receptores
dopaminérgicos

- efeitos sobre Na e SHT semelhantes aos antidepressivos

- inibe aumento de AMPc¢

- inibe a formag¢ao de fosfoinositois (inibe PKC)

- altera cinetica e distribuicao de ions como sodio, potassio € magnesio
- altera proteinas-G (mantém em estado menos ativo)

- alteracoOes na expressao génica (c-fos, segundo mensageiros,
neuropeptideos, receptores de glicocorticoide, fatores
neuroprotetores, ex 3-cell lymphocyte protein-2, bcl-2)

- alteracoes em “nodos” cruciais envolvidos em relacionados a
metabolismo energético, neuroplasticidade, neurogénese e
sobrevivéncia neuronial (ex. GSK3)
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