Psicosis

PARANOIDE DESORGANIZADA DEPRESIVA
-Proyec Paranoides - Desorganiz conceptual - Retraso psicomotor
-Actitud hostil - Desorientacion - Apatia

- Act grandiosa y expans - Desorientacion/excitac - Autocastigo/ans/culp



Psicosis: Vias de neurotransm




SINTESIS DE DOPAMINA

Dopamine is Preduced




DEGRADACION DE LA DOPAMINA

Diopamines Action is Terminated




RECEPTORES DE DOPAMINA

Dopamine Receptors




AUTORRECEPTOR D2




VIAS DOPAMINERGICAS

Dopamine Pathways and Key Brain Regions

begmanium



HIPERACTIVACION VIA M-L

Mesolimbic Pathway r-m-ll
o




HIPOACTIVACION VIA M-C

Mesocortical Pathway to DLPFC




HIPOACTIVACION VIA M-C

Mesocortical Pathway to VMPFC
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SINTESIS DE GLUTAMATO

Glutamate is Recycled and Regenerated: Part 1 Glutamate is Recycled and Regenerated: Part 2
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SINTESIS DE GLUTAMATO

Glutamate is Recycled and Regenerated: Part 3 Glutamate is Recycled and Regenerated: Part 4
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COTRANSMISION RECEPTOR

NMDA

NMDA Receptor Cotransmitier Glycine is Produced

-~ QiyCing




SINTESIS D-SERINA

NMDA Receptor Cofransmitter p-Serine Is Produced
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RECEPTORES AMPAY NMDA




VIAS GLUTAMATERGICAS

Key Glutamate Pathways



PCPY SINTOMAS DE LA
ESQUIZOFRENIA

Site of Action of PCP and Ketamine: Bind to Open Channel at PCP Site
to Block NMDA Receptor




HIPOTESIS HIPOFUNCION NMDA
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HIPOTESIS HIPOFUNCION NMDA
SINTOMAS POSITIVOS

ST




HIPOTESIS HIPOFUNCION NMDA
SINTOMAS NEGATIVOS
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Equizofrenia

Importancia sintomas negativos =» Entre episodios y

prodromo

No deterioro memo corto plazo =» Si en demencia

Sint afectivos =» Dificil distinguir de transt humory ans
=>» Importante tratarlos =» 5% suicidio =»

anadir farm epec

Agresividad=>» Psicotica // Impulsiva // Organizada

(psicopatica)

La mayoria no son violentos

Causa =» Conspiracion muchos genes y estres ambiental

Se hereda el riesgo de enfermedad, no la enfermedad



Farmacos para Psicosis

Antagonistas D2
Antagonistas D2 y gHT2A
Antagonistas gHT2A

Agonistas parciales D2 y gHT1A



Antipsicoticos convencionales

What Makes an Antipsychotic Conventional?

D2 Antagonist Actions




Antipsicoticos convencionales

Mesolimbic Pathway - .
Untreated Schizophrenia rormal {
HIGH




Antipsicoticos convencionales

Hypothetical Thresholds for Conventional Antipsychotic Drug Effects
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Mesocortical Pathway to DLPFC -
D2 Antagonist

normal §

production of no improvement
secondary or worsening of
negative cognitive
symptoms symptoms

Q = pure D2 antagonist ‘

LOW

Mesocortical Pathway to VMPFC -
D2 Antagonist

f
normal {
LOW
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production of Mo improvement

secondary or worsening of
negative affective
Symptoms symptoms




‘Sintomas extrapiramidales

Nigrostriatal Pathway - 10N
Untreated Schizophrenia narmal | *
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MNigrostriatal Pathway - D2 Antagonist
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Disquinesia tardia

blockade of D2 receptors in the
nigrostriatal dopamine pathway
causes them to upregulate

»
Q) »
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this upregulation may lead
to tardive dyskinesia

tardive
dyskinesia




Hiperprolactinemia

Tuberoinfundibular Pathway - ]
Untreated Schizophrenia normal | L
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Tuberoinfundibular Pathway - D2 Antagonist
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Otros efectos secundarios

Distonia aguda =» Anticolinerg intramusc
Acatisia =» Badrenéerg // Benzos /[ GHT 22

S Neuroleptico Maligno =» Retirada //
dantroleno // Agonistas DA



Antipsicoticos convencionales:

propiedades adicionales

Various Binding Properties of Conventional
Antipsychotics




Interaccion dopamina-acetilcolina
(via nigroestriada)

striatum




Hiperactividad colinergica




Antagonismo M1 mejora SEP




Efectos secundarios

M1 Inserted

cholinergic neuron
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Efectos secundarios

H1 Inserted

histamina neurcn

histamine (HA) E
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Antagonistas D2

Clorpromacina: Sedacion. Trata agitacion
Flufenacina: Mas potente y menos sedante
Haloperidol: Potente y menos sedante
Sulpirida: Mejor tolerada

Amisulpirida: + selec D2 mesolim g nigroest.
Debil gHT7 = antidep y ok sint neg a dosis
bajas




Antipsicoticos atipicos

A
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comventional antipsychotic atypical antipsychotic



Sintesis de serotonina

H
tryptophan | f

transporter | f



Degradacion de serotonina

Serotonin Action is Terminated
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Influencia de |la serotonina en la via

nigroestriada

Cortical 5SHT2A Receptors Decrease Dopamine Release
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Influencia de |la serotonina en la via

nigroestriada

Nigral and Striatal SHT2A Receptors Decrease Dopamine Release
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Receptores de serotonina en

neuronas glutamatergicas

SHT2A receptor

SHT neurons _
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Receptores de serotonina en neuronas GABAeérgicas,

serotoninergicas y dopaminergicas
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Efecto neto en la via nigroestriada

DA Z:% receptor no DA release
p /
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Efecto en celulas lactotropas

Q C ..

% receptor serotonin receptor

ituitar
lactotroph

ituita
lactotroph

é;’\ dopamine
serotonin




Ampliacion de la ventana

terapeutica

Hypothetical Thresholds for Atypical Antipsychotic Drug Effects

100 - EPS and
hyperprolactinemia
ey, { threshold
ot
~ 80 T il
2
=
= 60 -
= L Antipsychotic effect threshold
Y 40 A
‘."_"\-\:l
S 20 -
=
Ly
0

Dose; plasma concentration



Autopista metabolica




Autorreceptores serotoninergicos




Otros receptores gHT




Otra posibilidad de antipsicotico
atipico: agonista parcial D2




Espectro agonista

silent antagonist or no agonist
partial
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Acciones clinicas

actions

cardiometabolic N anxiofytic
actions N\ sedative-frypriotc

N actons




Antipsicoticos atipicos: las pinas
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Antipsicoticos atipicos: las pinas
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Antipsicoticos atipicos: las pinas
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Antipsicoticos atipicos: las pinas




Antipsicoticos atipicos: las

asenapine
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Efectos del antagonismo SHT2C
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Antipsicoticos atipicos: las pinas

Débil
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Antipsicoticos atipicos: las donas
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Antipsicoticos atipicos: las donas
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Antipsicoticos atipicos: las donas

Ziprasidone
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Antipsicoticos atipicos: las donas
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Antipsicoticos atipicos: las donas

—— pyramidal neuran

GABA neuron

AN




Lumateperona
- A diferencia de donas, inhib recap gHT

- Pruebas preclinicas indican que puede funcionar
sobre D2 como agonista presinaptico y como
antagonista postsinaptico



Antipsicoticos atipicos: 2 pipsy 1 rip

aripiprazole

U3 ++ | +++ | +++ [ 357 o
l ++Il ++

TID ©=<2A
>< 28 SHT2C 5HT3 SHTE D4 HT1B
+
]+ | + |

Antidepresivo a dosis bajas / mas ago D2 a dosis bajas



Antipsicoticos atipicos: 2 pipsy 1 rip
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Antipsicoticos atipicos: 2 pipsy 1 rip




Antagonista selectivo gHT2A

Pimavanserina
- Unico antipsicético sin accion sobre D2
- Potente antag sHT2A + antag sHT2C

- Aprov para psicosis en Parkinson y ultima fase de
ensayos para psicosis en demencia



Antipsicoticos atipicos: los otros
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Practica clinica: A cambiar
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Practica clinica: Violencia
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Trastornos del humor: Dimensiones

sintomaticas

Sympiom Dimensions of a Mopor Depressive Episacds
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Trastornos del humor: Dimensiones

sintomaticas

Symptom Dimensions of & Manic Episcde

;f' ﬁ, | SO NeOaSsATy

for dagnoss




Trastornos del humor: La tercera

monoamina

Norepinephrine Is Produced Norepinephrine Action |s Terminated
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Trastornos del humor: La tercera

monoamina
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Neurotransmision GABAergica

GABA is Produced
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Inhibicion GABAergica

Two Types of GABA , Mediated Inhibition
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Inhibicion GABAergica

Chioridie
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Trastornos del humor: Hipotesis

monoaminergica

Maonoamine Hypothesls of Depreaslon

doprasszion - caused by

moroaming daflclancy



Trastornos del humor: Hipotesis

receptor monoaminergico

Monocamine Receptor Hypothesis of Depression

recaptorns upregulate
due to lack of monoamines



Trastornos del humor: Aguas abajo

Monaamine Slgnaling Inc reases BOMF Releass which o
S @ ? =




Trastornos del humor: Efectos del
estres cronico




Trastornos del humor: Dimensiones

sintomaticas

Match Each Diagnostic Symptom for a Major Depressive
Episode to Hypothetically Malfunctioning Brain Circuits
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Trastornos del humor: Dimensiones

sintomaticas

Match Each Diagnostic Symptom for a Manic Episode
to Hypothetically Malfunctioning Brain Circuits

racing thoughts  motor/agitation
racing thoughts goal-directed decreased sleep/arousal
grandiosity grandiosity
distractibility
talkative/pressured
speech
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Trastornos del humor: Dimensiones

sintomaticas
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Antidepresivos

Esteroides
neuroactivos




Antidepresivos: mecanismos
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Antidepresivos: mecanismos
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Antidepresivos: mecanismos

\
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ntidepresivos: mecanismos

=2 recaptor

= T? nsospinr

=1 receptar

o pECEphor

locus

DTN




Antidepresivos: mecanismos
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Idepresivos: mecanismos

MAD-A is Inhibited MAO-B is Inhibited MAO-A and MAO-B are Inhibited

Robust dntidepressant Action

Antidepreasant Action No Antidepressant Action
Induding Dopamine Action
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Resistencia al tratamiento

Antag/Agon sHT/DA Ketamina y Esketamina




Trastorno bipolar

Antag/Agon sHT/DA (22 linea)
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Trastornos de ansiedad

Overlap of MDD and Anxiety Disorders
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Trastornos de ansiedad
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Amigdala y mied
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Circuito de preocupacion
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Miedo y ansiolisis

Hyperactive Amygdala and Fear
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Miedo y ansiolisis

Funcionamiento de los ligandos Alfa-2-Delta
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Miedo y ansiolisis
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Preocupacion y ansiolisis

Therapeutic Actions of
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Condicionamiento, extinciony
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Farmacopea

) g.typi-;al i atypical
hypnotic CBT antipsychotic hypnotic antipsychotic
) C:j E l O ﬁ i-l 1 adjunctive
TCA mirtazapine trazodone SPARI MADH TCA mirtazapine trazodone
2nd-line
ez SSRI BI SMRI buspirone ez b S5RI BZ SNR1
1stline

GAD
pharmmacy

panic
pharmacy




Farmacopea

atypical
ftr hypnati CBT  acamprosate  antipsychotic atypical beta blocker [l
naltrexone ypnotic N N mirtazzpine =00 acamprosalz antipsychotic?  (pre-smplive)  antagonist
P @ @2 D S — :? p nypnou: @ O J\
' — adjunctive
beta blocker BZ MADI
TCA
h [0 )] ﬁ wzd rE'zurr' C& MADI
_,/ f‘/ m P !’h‘ll 2nd-line
_/_/’ A e W =
S5RI SNRI
15t-line

social anxiety
pharmacy




Trastornos del sueno
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Trastornos del sueno
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Sueno y ritmo circadiano
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Moduladores alostericos GABAa

Blonzo Hypnolios
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