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Los hechos

La investigacion no es ateorica y tiene importantes
componentes no-objetivos que condicionan en gran
medida sus resultados.

La investigacion biomédica sufre una profunda crisis de
reproduccion de los hallazgos.

El 85% de la investigacion es inutil o no aporta nada a la
mejora asistencial de los pacientes.

; Investigacion centrada en el paciente o en el
Investigador?
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Los conflictos de paradigmas

* Fenotipo

» Factores de riesgo
 Psicopatologia

- Fisiopatologia
Metodologia

- Antropologico
Contexto Social



Definicion del fenotipo

« Categorial vs. Dimensional
« Normalidad vs. Enfermedad

« Transversal vs. Longitudinal



Do psychiatric patients fit their diagnoses?
Strauss et al. ] Nerv Mental Dis, 1979

DEPRESION
NEUROTICA

Aunque existen pacientes que se ajustan a las categorias diagnosticas
prototipicas, la inmensa mayoria caen entre varias categorias
diagnosticas, ya que tienen caracteristicas de varias de ellas
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Deconstructed, parsed, and diagnosed.

A hypothetical example illustrates how precision medicine might deconstruct traditional symptom-based categories. Patients with a range of
mood disorders are studied across several analytical platforms to parse current heterogeneous syndromes into homogeneous clusters.
Symptom-based categories Integrated data Data-driven categories
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Factores de riesgo

« Genvs. Ambiente

 El control genético del ambiente
« Expresion genética por el ambiente

« Poblacional vs. Clinica
» Factores de riesgo vs. protectores



Determinacion multifactorial del
trastorno y su evolucion

-Miiltinle genes
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Factores Disfuncion familiar

-Apoyo social

Psicosociales EITTTITT



Psicopatologia

Primario vs. Secundario
* Delirios como epifendmeno de la esquizofrenia

Sintomas vs. Signos
Transitorio vs. Persistente
Fundamental vs. Accesorio
Comprender vs. Explicar
Sefal vs. Ruido neurobiolégico
Agudo vs. Cronicidad



Fisiopatologia
« Organico vs. Funcional

« Neurodesarrollo vs Neurodegenaracion

« Mecanismos neurobiol6gicos vs
psicopatologicos



Metodologia

« P <0.05 vs Significancia clinica
« Tamano del efecto, NNT

 Hipotético-deductiva vs Inductiva
 ; Cual es la pregunta?

Publish and/or Generate and
conduct next experiment specify hypothesis
Publication bias

Design study

Analyse data and
test hypothesis

P-hacking Poor guality control



Antropologico

« Enfermedades vs. enfermos

 ; Cuanto tiene un paciente de enfermedad y
cuanto de factores biografico-personales?

» Pacientes con mucho del segundo componente
suelen ser excluidos de los estudios

 |Investigadores
» ; Porque investigamos?



Contexto social

Académica vs. Asistencial
Independiente vs. Financiada
Necesidades reales vs. modas

Factor de impacto vs. impacto sanitario

Lobbies:

— Agencias financiadoras oficiales
— Industria farmacedtica

— Revistas cientificas



Swings of fashion in dominant
psychiatric models
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Neuropsychiatric Disease and Treatment Dove

5] ORIGINAL RESEARCH

Towards Horizon 2020: challenges and advances
for clinical mental health research — outcome
of an expert survey

Table 2 Methodological challenges for clinical mental health

research

Challenges Rating
|. Design of psychotherapeutic intervention studies 73%

2. Design of patient preference studies 51%

3. Design of psychopharmacological intervention studies 46%

4. Use of placebos in clinical research 41%

5. Performing cohort studies in clinical populations 41%

Notes: Number of respondents: 84. Complete methodological rating table experts
first round: || items. Range 2%—73%.




Population sample (n=47)

Epidemiologia 1

P revencion 1
Clinica 1 WA
Evaluacion/diagnostico 3 W
Tratamientos biologicos 2 WA
Otros tratamientos 3 W
Factores biograficos/psicosociales 4 AW
Expresion génica 5 VWA
G xE 4 W
Marcadores biologicos 19 VNNV
Mecanismos neurobioldgicos 5  ~VVWW
Neuroimagen 3 AW
e-health 1
Basica 3 W

Estadistica 1
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Why Most Clinical Research Is Not Useful
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Summary Points

Blue-sky research cannot be easily judged on the basis of practical impact, but clinical
research is different and should be useful. It should make a difference for health and
disease outcomes or should be undertaken with that as a realistic prospect.

Many of the features that make clinical research useful can be identified, including
those relating to problem base, context placement, information gain, pragmatism,
patient centeredness, value for money, feasibility, and transparency.

Many studies, even in the major general medical journals, do not satisty these features,
and very few studies satisfy most or all of them. Most clinical research therefore fails to
be useful not because of its findings but because of its design.

The forces driving the production and dissemination of nonuseful clinical research are
largely identifiable and modifiable.

Reform is needed. Altering our approach could easily produce more clinical research
that is useful, at the same or even at a massively reduced cost.




Conclusiones

 Investigacion en Salud Mental es mejorable en:
— Modelos clinicos integrados de trastornos mentales
— Dominios de psicopatologia
— Factores protectores
— Interaccion GxE a lo largo de la evolucion
— Estudios longitudinales
— Tratamientos no farmacologicos

— Efectividad y eficiencia de recursos y programas
asistenciales

— Determinantes de la cronicidad
— Impacto clinico o asistencial de los resultados

- Las necesidades de los pacientes no son el
unico objeto de la investigacion
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