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Tema: Neurotransmisores, sintomatologia depresiva y
antidepresivos. ¢ Realmente hay una primera linea?

Tendencias en investigacion en TDM 2009-2019
«Manejo del TDM en atencién primaria
«Intervenciones para prevenir el TDM
«Patogénesis del TDM
«TDM y comorbilidades
«TDM y riesgos
«TDM y neuroimagen
«TDM y tratamiento con antidepresivos

Complejidad del tratamiento
Complejidad de la enfermedad
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CuiL, Li S, Wang S, Wu X, Liu Y, Yu W, Wang Y, Tang Y, Xia M, Li B. Major depressive disorder: hypothesis, mechanism, prevention and treatment. Signal Transduct Target Ther. 2024 Feb
9;9(1):30. doi: 10.1038/541392-024-01738-y. PMID: 38331979; PMCID: PMC10853571.
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CuiL, Li S, Wang S, Wu X, Liu Y, Yu W, Wang Y, Tang Y, Xia M, Li B. Major depressive disorder: hypothesis, mechanism, prevention and treatment. Signal Transduct Target Ther. 2024 Feb
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Otte, C., Gold, S., Penninx, B. et al. Major depressive disorder. Nat Rev Dis Primers 2, 16065 (2016). https://doi.org/10.1038/nrdp.2016.65
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NMDA receptor antagonist 18

5-HT 1areceptor agonist I 9
Dopamine D2 receptor antagonist [N 8
5-HT 1a receptor partial agonist I 8
5-HT 2a receptor antagonist N 7
Dopamine receptor agonist [ 6
Dopamine D2 receptor partial agonist I 6
5-HT 7 receptor antagonist I 6
Opioid receptor sigma agonist 1 N 5
Opioid receptor kappa antagonist [l 5
5-HT 2 receptor antagonist I 5
Serotonin transporter inhibitor [N 4
NK1 receptor antagonist I 4
Metabotropic glutamate receptor 5 antagonist [ 4
Glucocorticoid receptor antagonist I 4
Dopamine D2 receptor modulator [N 4
AMPA receptor modulator [N 4

0 2 4 6 8 10 12 14 16 18 20

Li, Z, Ruan, M,, Chen, J. et al. Correction to: Major Depressive Disorder: Advances in Neuroscience Research and Translational Applications. Neurosci. Bull. 37, 904 (2021). https://doi.
0rg/101007/512264-021-00694-9




Guias de tratamiento

Depression in adults: the matched care model

Choice of treatment is based on:
Focus of the Nature of the

« the severity of the problem
«  past experiences of treatment interventions interventions

+ the person’s p

Medication, high-intensity
psychological interventions, ECT,
crisis service, combined treatments,
multiprofessional and inpatient care

Chronic depression,
psychotic depression,
and depression with
personality disorder

Medication, high-intensity or low-intensity
psychological interventions, combined
LCEENS

é More severe depression, or less
Q\- severe depression with limited
A‘" response to initial interventions
&

5 High-intensity or low-intensity psychological and
Less severe depression 2 -
psychosocial interventions, medication

All known and suspected presentations of depression Assessment, referral, psychoeducation, active monitoring and support

This s  Summary of some o the dvice in the
NICE guideline on depression n aduts: treatment and management,
0 NICE 2022, Al rghtsreserved. Subject to Notice of rights.

N I C National Institute for
Health and Care Excellence

https://www.nice.org.uk/guidance/ng222/resources/treatment-options-for-chronic-depression-depression-with-personality-disorder-or-psychotic-depression-pdf-11131007010

Depression in adults: discussing first-line treatments for more severe depression

Treatment options

Individual are listed in order
cognitive of recommended
behavioural use, based on
therapy + anti- the committee’s
depressant . "
interpretation of
their clinical and
cost effectiveness

Discuss treatment
options with people
who have a new
episode of more severe
depression. Match their
choice of treatment to
their clinical needs and

Group exercise

preferences. .
Individual d ‘derati
Guided sefthl cognitive an_ consideral !on
uided self-help behavioural of implementation
therapy factors.

If the person has a
clear preference,
or experience from
previous treatment to
use as a guide:
support the person’s
choice, unless there
are concerns about
suitability for this
episode of depression.

Individual
behavioural
activation

Interpersonal
psychotherapy

Antidepressant
medication

Short-term
psychodynamic
psychotherapy

Individual
problem solving

Counselling

e i Suimmary i conunction vith abie 3 the
NICE guideline on depression in dult:treatment and management,

N I c National Institute for
Health and Care Excellence

https://www.nice.org.uk/guidance/ng222/resources/treatment-options-for-chronic-depression-depression-with-personality-disorder-or-psychotic-depression-pdf-11131007010

Psychotherapy

Pharmacotherapy

Combined

Placebo

Psychotherapy +
placebo

Cuijpers P, Noma H, Karyotaki E, Vinkers CH, Cipriani A, Furukawa TA. A network meta-analysis of the effects of psychotherapies, pharmacotherapies and their combination in the
treatment of adult depression. World Psychiatry. 2020 Feb;19(1):92-107. doi: 101002/wps.20701. PMID: 31922679; PMCID: PMC6953550.



Guia de tratamiento del TDM

Departamento de Defensa de EEUU

Tratamiento farmacoldgico como una de las primeras opciones

Considerar de manera especial a poblaciones como las mujeres embarazadas, los pa-
cientes geriatricos, pacientes con otras enfermedades.

Guias del Colegio Americano de Médicos

Anales de Medicina Interna

-Recomendacion Uno

Monoterapia con: terapia cognitivo conductual o inicio de tratamiento con antidepre-
sivo de segunda generacion.

-Recomendacion Dos

Inicio de tratamiento con terapia cognitivo conductual

-Recomendacion Tres

Cambiar a otro antidepresivo de segunda generacion (diferente familia farmacoldgica)
o agregar un segundo farmaco con evidencia para TDM (adyuvante).

Guias CANMAT
Farmacos de primera linea

Guias CANMAT

Table 3.3. Summary Recommendations for Antidepressants.

Line of Level of

treatment Antidepressant Daily dose' Mechanism evidence

First line Citalopram 2040 mg SSRI .
Escitalopram 10-20 mg SSRI ]
Fluoxetine 20-60 mg SSRI &
Fluvoxamine 100-300 mg SSRI ]
Paroxetine 20-50 mg SSRI @
Sertraline 50-200 mg SSRI ]
Desvenlafaxine 50-100 mg SNRI ©
Duloxetine 60-120 mg SNRI &
Levomilnacipran*® 40-120 mg SNRI &
Venlafaxine-XR 75-225 mg SNRI &
Bupropion 150450 mg? NDRI ]
Mirtazapine 30-60 mg oz antagonist; 5-HT2 antagonist .
Vilazodone* 2040 mg SRI; 5-HTIA agonist ]
Vortioxetine 10-20 mg SRI; 5-HTIA, 5-HTIB agonist; 5-HTID, )

. 5-HT3A, 5-HT7 antagonist
Agomelatine 25-50 mg MTI, MT2 agonist; )
" 5-HT2 antagonist

Mianserin 30-90 mg 0 antagonist; 5-HT2 antagonist )
Milnacipran * 50-200 mg SNRI ]

Lam RW, Kennedy SH, Adams C, Bahji A, Beaulieu S, Bhat V, Blier P, Blumberger DM, Brietzke E, Chakrabarty T, Do A, Frey BN, Giacobbe P, Gratzer D, Grigoriadis S, Habert J, Ishrat Husain M, Ismail Z, McGirr A, Mcintyre RS, Michalak EE,
Mdiller DJ, Parikh SV, Quilty LS, Ravindran AV, Ravindran N, Renaud J, Rosenblat JD, Samaan Z, Saraf G, Schade K, Schaffer A, Sinyor M, Soares CN, Swainson J, Taylor VH, Tourjman SV, Uher R, van Ameringen M, Vazquez G, Vigod S, Voines-
kos D, Yatham LN, Milev RV. Canadian Network for Mood and Anxiety Treatments (CANMAT) 2023 Update on Clinical Guidelines for Management of Major Depressive Disorder in Adults: Réseau canadien pour les traitements de I'humeur et
de I'anxiété (CANMAT) 2023 : Mise a jour des lignes directrices cliniques pour la prise en charge du trouble dépressif majeur chez les adultes. Can J Psychiatry. 2024 May 6:7067437241245384. doi: 10.1177/07067437241245384. Epub ahead of

print. PMID: 38711351,



¢La primera linea es igual para todos los pacientes?

Depression in adults: treatment options for chronic depression, depression with personality
disorder or psychotic depression

NIC

Depression with
personality disorder

Consider combination antidepressant
treatment with BA, CBT, IPT, STPP
Extend treatment, if needed, up to 1
year

Do not withhold treatment or
access to psychological therapies
for depression from people with
personality disorder

See the NICE quideline on
borderline ality disorder for
further advice

National Institute for
Health and Care Excellence

Psychotic depression

Consider combination antidepressant
+ antipsychotic

Add psychological therapy when
acute symptoms improve

Offer referral to specialist mental
health services and include risk
assessment, multidisciplinary care
coordination

Be aware people with
these conditions can
be subject to stigma

Chronic depression

Consider CBT, SSRIs, SNRIs,
TCAs or CBT+SSRI/TCA as initial
treatment options

If no response, consider TCAs,
moclobemide, ireversible MAOIs,
low-dose amisulpride (seek specialist
advice)

Consider vocational and social
rehabilitation and/or befriending to
restore better functioning

s s 3 sumrary of o of he advice i the
NICE guideline on depression in adult:trestment and management.
"o NIce 202

https://www.nice.org.uk/guidance/ng222/resources/treatment-options-for-chronic-depression-depression-with-personality-disorder-or-psychotic-depression-pdf-11131007010

Psychological
therapy alone

Antidepressants
alone

Combination

treatment

Consider adding group exercise
.

Consider switching to another
4 -
psychological therapy

Consider switching to another
psychological therapy
_—
—
‘Consider adding an SSRI to
sychological therapy

S
—————————

P
Consider switching to SSRI alone

—_———

Consider switching to
psychological therapy

same or different class l

—_——
Consider adding a psychological

therapy (e.g. CBT, IPT, or STPP)
—_—

See treatment options
for more severe
depression.

Be aware higher doses
may not be more
effective. Frequently
check side effects and
monitor symptom change.

Cross-tapering may
be needed: check
with specialist mental
health services.

i 3 Simmary of some of he advice i the
NICE guidelie on depression in adults: reatment and management.
O NICE 2027 Al

biectto Notice of righis.

https://www.nice.org.uk/guidance/ng222/resources/treatment-options-for-chronic-depression-depression-with-personality-disorder-or-psychotic-depression-pdf-11131007010

Table 7.2. Summary Recommendations for Adjunctive Medications for (DTD).

Line of treatment

Adjunctive agent

Target dose'

Level of evidence

First line

Second line

Aripiprazole
Brexpiprazole*
Bupropion

Intranasal esketamine*
IV racemic ketamine*
Olanzapine
Quetiapine-XR*
Risperidone*

Lithium

Cariprazine*
Mirtazapine/Mianserin
Modafinil
Triiodothyronine

2-10 mg
0.5-2 mg
150450 mg

56—84 mg intranasally

0.5-1.0 mglkg IV

2.5-10 mg
150-300 mg
1-3 mg

6001200 mg (therapeutic serum level:

0.5-0.8 mmol/L)

1.5-3 mg

30-60 mg/30-90 mg

100400 mg
25-50 mcg

eeee 000000000

Lam RW, Kennedy SH, Adams C, Bahji A, Beaulieu S, Bhat V, Blier P, Blumberger DM, Brietzke E, Chakrabarty T, Do A, Frey BN, Giacobbe P, Gratzer D, Grigoriadis S, Habert J, Ishrat Husain M, Ismail Z, McGirr A, McIntyre RS, Michalak EE,
Miiller DJ, Parikh SV, Quilty LS, Ravindran AV, Ravindran N, Renaud J, Rosenblat JD, Samaan Z, Saraf G, Schade K, Schaffer A, Sinyor M, Soares CN, Swainson J, Taylor VH, Tourjman SV, Uher R, van Ameringen M, Vazquez G, Vigod S, Voines-
kos D, Yatham LN, Milev RV. Canadian Network for Mood and Anxiety Treatments (CANMAT) 2023 Update on Clinical Guidelines for Management of Major Depressive Disorder in Adults: Réseau canadien pour les traitements de I'humeur et
de I'anxiété (CANMAT) 2023 : Mise a jour des lignes directrices cliniques pour la prise en charge du trouble dépressif majeur chez les adultes. Can J Psychiatry. 2024 May 6:7067437241245384. doi: 101177/07067437241245384. Epub ahead of

print. PMID: 38711351,



Factores para considerar en la eleccion del tratamiento
-Respuesta al tratamiento previo

-Gravedad

-Cronicidad

-Comorbilidad

-Riesgo de suicidio

-Psicosis

-Rasgos cataténicos o melancdlicos

-Estado funcional

-Tolerabilidad de tratamientos previos

Figure 4. Second-generation antidepressants: cautions and contraindications.
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Citalopram ! NR [ [ NR ] ! ) NR ® S NR ! ®
Escitalopram | NR [ 1 NR | | [ NR ! [ NR ! |
Fluoxetine ! NR ! ! NR ! ! ! ! ! () NR ! !
SSRIs -
Fluvoxamine ! NR ! NR NR NR ! NR NR NR [ NR ! NR
Paroxetine ! NR ! NR NR NR ! NR NR NR (] ! ! NR
Sertraline ! NR ! ! NR ! [ ! NR ! [ NR ! !
Desvenlafaxine ! NR ! NR NR ! ! NR NR NR ] [ 1 NR
Duloxetine [ NR ! NR NR ! o NR ! NR [ ® ! NR
SNRIs
Levomilnacipran ! NR ! NR NR ! NR NR NR NR [ ! ! NR
Venlafaxine ! NR ! ! NR ! ! ! NR ! [ ! ! !
Bupropion ! ! NR NR o NR ! NR ! NR ® ! () NR
Mirtazapine NR ! NR ! NR ! ! ! NR ! ] ! ! !
Nefazodone NR ! NR NR NR ! ) NR NR NR (] NR ! NR
Others
Trazodone | ! [ 1 NR -] NR [ NR ! [ NR ! |
Vilazodone NR ! ! NR NR NR NR NR NR NR e NR ! NR
Vortioxetine NR ! ! NR NR NR NR NR NR NR [ NR ! NR
Anxiolytic Buspirone NR NR NR NR NR NR ! NR NR NR ® ® NR NR

Qaseem A, Owens DK, Etxeandia-lkobaltzeta I, Tufte JE, Cross JT Jr, Wilt TJ; Clinical Guidelines Committee of the American College of Physicians; Crandall CJ, Hicks LA, Balk EM, Cooney TG, Fitterman N, Lin JS, Maroto M, Miller MC, Obley
AJ, Owens DK, Shekelle PG, Harrod CS, Yost J. Nonpharmacologic and Pharmacologic Treatments of Adults in the Acute Phase of Major Depressive Disorder: A Living Clinical Guideline From the American College of Physicians (Version 1,
Update Alert). Ann Intern Med. 2024 Apr;177(4):eL230440. doi: 10.7326/L.23-0440. Epub 2024 Mar 19, PMID: 38498880.



