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La investigacion pronostica y suimportancia

Pronosticar, en general, significa prever, estimar o predecir la probabilidad o riesgo de que ocurra una
condicion futura, a lo largo del tiempo.

En investigacion clinico-epidemioldgica: probabilidad (o riesgo), de que un individuo desarrolle un estado
particular de salud o condicion (endpoint), en funcidon de sus caracteristicas (startpoint), en un periodo de
tiempo determinado(futuro).

Predecir Decisiones clinicas y de salud publica

« Aparicion de complicaciones médicas ®
« Efectos secundarios derivados del tratamiento « Informar resultados futuros
« Recurrencia W —) | Definir estrategias de intervencion

« Curacion « Dirigir tratamiento
« Mortalidad

: : : : : Necesidad
Muchos estudios (calidad variable, hallazgos inconsistentes) = RS



Tipos de investigacion pronostica

Prognosis research strategy (PROGRESS) clasifica la investigacidon prondstica en
cuatro tipos clave:

a) Tipo I: Pronostico global, investigacion pronostica general (riesgo basal/promedio)
b) Tipo Il: Factores prondsticos (medidas asociadas a resultados)
C) TipO lll: Modelos pronésticos (ecuaciones con multiples factores)

d) Tipo IV: Predictores del efecto del tratamiento (predicen respuesta al tto)

2013. Plos Medicine and BMJ PROGRESS papers
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Desafio(s) practico(s) en RS de factores pronostico
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Desafio(s) practico(s) en RS de factores pronostico

1. Identificar el problema/ temay determinar la pregunta PICO

2. Busqueda de articulos/estudios
3. Seleccion de articulos
4. Extraccion de datos de los estudios

5. Evaluacion del riesgo de sesgo



Desafio(s) practico(s) en RS de factores pronostico

l ° P I COTS (basado en el CHARMS)

P: poblacién
|: factor prondstico indice

C.: otros factores prondsticos. Referencia/ajuste. Presechcién (consistencia..)

- Evidencia publicada: modelos predictivos, RS...
- Evidencia clinica
- Universales: edad, raza, socioecondmicos

O: resultados

<&
<«

T ti em pO { Medicion/evaluacion de los factores pronosticos ( ej: valor troponina alingreso o al alta, medicién PCR <2s después del diagndstico)

Durante qué periodo predicen elresultado (ej:, 30dias, 48horas, 1 afio..)

S: setting, distintos entornos: capacidad pronsstica



Desafio(s) practico(s) en RS de factores pronostico
l ° PICOTS (basado en el CHARMS)

P: adultos con EP sintomética aguda (pruebas obijetivas)

I: Sexo (mujer): variable de interés

C: Ajuste covariables(busqueda, consenso, sPESI): edad, cancer (antecedentes, actual),
enfermedad cardiopulmonar (antecedentes, actual),FC, PAS, y satO2

O: morta lldad (hospitalaria por todas las causas, todas las causas, hospitalaria relacionada con TEP, relacionada con TEP). NO core-outcome set

. Medicién/evaluacién de los factores pronésticos: en el momento del diagnostico de TEP
T: tiempo {

Durante qué periodo predicen el resultado: 48h,30d, 90 d, 1 afio, todo el ingreso

S: Cualquiera



Desafio(s) practico(s) en RS de factores pronostico
l ° PICOTS (basado en el CHARMS)

‘Access provided by: Biblioteca Virtual de la Consejeria de Sanidad de la Comunidad de Madrid [l Tt e T

Population Adults, hospitalised or not, treated for acute symptomatic pulmonary embolism confirmed by objective testing

& signin

() Cochrane ‘Yl;ls(ed:v;den(e, ‘ a
I Library gt ‘ o
D ) . anced earc
Index prognastic Sex: being a female patient
- Cochrane reviews v Searching for trials v Clinical Answers v About ¥ Help v
factor
Sex as a prognostic factor for mortality in adults with acute
Comparator Covariates: age, history of cancer, current cancer, history of chronic cardiopulmonary disease, current chronic cardiopulmonary ymp ic pul y emboli S
. . . . Elena Jimenez Tejero®, & Jesis Lopez-Alcalde?, Andrea Correa-Pérez, Elena Stallings, Andrea Gaetano Gil, .’ t < te thi
dispase, heart rate, systolic blood pressure, and 02 saturation Laura del Campo Albendes, Miriam Mateos-Haro, B Felix, Raymond Stallngs, Noelia Alvarez-Diaz, e
Laredo, Aurora Soler, Eia , Raquel , Marcos de Miguel, Raquel Perez,
Alba Antequera, Alfonso Muriel, David Jimenez?, Javier Zamora® Authors decirtions o nesest
Outcomes of interest  Timing - prognostication time Timing - over what peried the outcome is predicted Nits:dokorg/10.1002/146S1858.CO0L3835 pub2 2 Ciations O
All-cause hospital At PE diagnosis During the hospital stay: the longest follow-up provided by the study authors
martality

Early hospital mortality (during the first 48 hours)

All-cause mortality At 30 days

PE-related hospital During the hospital stay: the longest follow-up provided by the study authors
miortality
Early PE-related hospital mortality (during the first 48 hours)

PE-related mortality At 30 days

Setting Patients with PE managed in any setting. Death can occur at the hospital or not.




Desafio(s) practico(s) en RS de factores pronostico
1. PICOTS teuwownacnns - Dis€no de estudio,

Se incluyeron estudios longitudinales, aleatorizados o no
aleatorizados:

(i) estudios observacionales (p. €j., estudios de cohorte o de
vinculacion de bases de datos)

(ii) analisis secundarios de estudios experimentales (aleatorizados o no
aleatorizados) que aportaran evidencia sobre el prondstico.

* Seincluyeron de fase 2, estudios confirmatorios : es decir,
investigaciones explicativas cuyo objetivo era confirmar una
asociacion independiente entre un posible factor prondstico (sexo) y
el desenlace de interés.
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2. BUSQUEDAS: scccssmamptosémons ssorscamsmrs

Complicaciones:
- Dificil identificacion (estudios prondstico no bien indexados)

- PICOTS bien definida » ambigiliedad términos

- Necesidad de busquedas amplias (términos investigacién de pronéstico + términos especificos del
dominio o la enfermedad) > muchos articulos irrelevantes

- Necesidad de filtros metodologicos

Research Open access Published: 10 April 2022
Development and evaluation of a search filter to

identify prognostic factor studies in Ovid MEDLINE

Elena Stallings & Andrea Gaetano-Gil, Noelia Alvarez-Diaz, lvan Sola, Jesus Lépez-Alcalde, Daniel

Molano & Javier Zamora

BMC Medical Research Methodology 22, Article number: 107 (2022) ‘ Cite this article
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2. BUSQUEDAS: scccssmamptosémons ssorscamsmrs

1 lung embolism/ 22 female™ ti,ab. 34 exp mortality/
2 thromboembolism/ 23 gender.ti,ab. 35 exp incidence/
3 exp venous thromboembolism/ 24 girl* ti,ab. 36 exp survival analysis/
4 exp vein thrombosis/ 25 male* ti,ab. 37 prognos®.ti,ab.
5 ((vein* or ven*) adj thromb*).ti,ab. 26 maternal.ti,ab. 38 predict®.ti,ab.
6 (blood adj3 clot*).ti,ab. 27 men.ti,ab. 39 course® ti,ab.
28 postnatal.ti,ab. 40 "disease history"ti.ab.

T "deep vein thrombosis"ti,ab
29 pregnan®.ti,ab.

30 sex.ti,ab.

& (lung adj3 clot*).ti,ab.

9 "peripheral vascular thrombosis"ti,ab.
10 "post-thrombotic syndrome".ti,ab. 31 women ti,ab.
11 "pulmonary embolism"ti,ab.

12 (pulmonary adj3 clot*).ti,ab.

13 (thrombopro* or thrombotic* or thrombolic* or thromboemboli*

or embol* or microembol*).ti,ab.

14 "venous thromboembolism"ti,ab.
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’,
°
2 ° B U S Q U E DAS e seleccionamplia términos + filtros para combinarlos

Complicaciones:

Identification of studies via databases and registers

A
Records (n = 138,598) identified from:
Databases (n = 138 544) ~
E « Cochrane Vascular Specialised ~ ° re C O r S
= Register (n = 201) Records removed bafore screaning:
ﬁ + CENTRAL(n =4 230} »  Duphcale records removed (n = 39,002)
= « MEDLIME (n= 37 G78) —— | « Records markad as ineligible by automatian
= « CINHAL {n = 22 53§) tools (n = 0)
Q + Embase (n =73 000) = Recards removed for ather reasons (n = 19 607
= Registers [n = 53}
= Clinical Trals {n = 15)
+ ICTRP {n = 40)
—

Estadio Olimpico Félix Sanchez, con una capacidad 50.000 espectadores conciertos
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2. SELECCION:

Complicaciones:

- Gran cantidad de registros recuperados (irrelevantes): T&A, FT

- Tiempo
-Heterogeneidad: mas desviaciones respecto al PICOTS
- Pocos estudios incluidos

- Conocimiento del tema metodoldgico (diferenciar fase 1 vs fase
2...)
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3. SELECCION:

Acesprovide o Consira desoidad deis Comunid esrd [ e ——
Cochrane
6) Library sl Q
) Records screened : T T | pre—
| ReCOI’dS exduded (n — ?9‘564) Cochrane reviews v Searching for trials v Clinical Answers v About ¥ Help v
(n=79,900) s Datan syt roi |t P T
Sexasa pro;nostic factor for m?rtality in adults with acute
= i ERER
= Reports sought forretrieval | Reports not retrieved (n = 0)
o (n=336) P
2 &
8 Reports excluded (n = 325):
L ¢ Duplicate reference (n = 6)
Reports assessed for eligibility |, | + Report type: review, guideline, consensus (n = 7)
n = 336) » Study type: cadaver or in vitro study (n = 1)
) Research question type: not a prognostic
question (n = 66); Prognostic question but not
prognostic factor (n = 5)
mmmd Study design: not a phase 2 prognostic study (n
- Included studies (n = 7) = 92); cross sectional (n = 3)
% Included reports (n_=iﬁ * Prognostic facth. sex not evaluated (rj = 125_)
3 * Health problem: not pulmonary embolism (n =
1 . . 10); mixed population (PE + DVT) (n = 3)
o = '
E Ongoing studies (n = 1) * Qutcome: mortality is not an outcome (n = 6)
» QOutcome: the study assessed survival (n = 1)
Awaiting assessment (n = 2)
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4, EXTRACCION s e s

ions and modifications of the

Table 1 | CHARMS-PF checklist of key items to be extracted from primary studies of prognostic factors, based on ads
original CHARMS checklist for primary studies of prediction models'®

Complicaciones:

Risk of bias
Source of data:
Source of data (eg, cohort, case contral, random|sed trial, of registry data) 3 x X
itment method (eg. consecutive paticipants, location, number o es, setling, inclusion and 3 X X

- Mal/pocainformacion clave reportada en los estudios = = —

Study dates X X

Outcomes to be predicted:

° M . . « o2 ’, . « . . .
INCLUIAOS ( ej: tiempo aparicion sintomas EP - Inicio seguimiento x x
Jo p p g ‘Was the came outcome definition (and method for measurement) used in all participants? X
Types of oulcomes feg, single or combined endpointg)? X X
‘Were the outcomes assessed without knowledge of the candidate prognostic factors (that is, blinded)? X
andidate prognostic factors part of the outcome (eg, when using a panel or consensus oulcome measurement)?
Time of out e gccurrence or summary of duration of

- Heterogeneidad: medicion de factores y resultados ol e e el .I

Wer

low-up X X

disease characteristics)

Definition and method for measurement of prognostic factors X X

. . °« / . . 4 K . -
Timing of prognostic factor measurement (eg. at patient presentation, diagnosis, treatment initiation, at the end of surgery) X X
erinicion), seguimientos, analisis Wi o oo et Wi s s, e e e
) ’ = :

Handling of prognostic alysis (eg, continuous, lineai inear transformations or categarised)

Was a sample size calculation conducied and, if so, how? 3
Nurnber of participan 1EOM £S5 OF evenls X
3 Nurnber of oulcomes or events in relat o the number of candidate prognostic factors (events per variable) X
—_ L Missing data:

esSuttados: estanaarizar, recalcular et o iy g T s s e x ¥
Number of participants with missing data for each prognostic factor of interest X
Details of attrition (loss to follow-up) and, for time-te-event outcomes, number of censored observations (ideally in each category X
for those categorical prognostic factors of interest)
Handling of missing dala (eg, complete case analysis, imputation, or other methods) X

Analysis:

WModelling method [eg, linear, logistic, Cox, paramelric surival, compeling risks) regressian) [ X
How modelling assumptions were checked: in pas lar, for time-1o-event outcomes and the analysis of hazard raties, the method X
for assessing non-proportional hazards (non-constant d ratios over time)

Method for selection of prognostic factors for inclusion in multivariable modelling (eg, all candidate prognostic factors considered, X
preselection of established prognostic faciors, retain only those significant from univariable analysis)

Method for sebection or exclusion of prognostic factors (including those of interest and those used as adjustment factors) during X
multivariable madelling (eg, backward or forward selection, or full model approach including all factors regardless), and criteria

used for any selection or exclusion ie, Akaike information criterion)

cholomisation, calegorisation, linear, non-linear), including values X
ication: for non-linear trends, the method of identifying non-linear relationships (eg. splines,

actor (eg,

fractional pelynomials)

Results:
Unadjusied and adjusted prognostic effect estimates (eg, risk ratios, odds ralios, hazard ralios, mean differences) for each prog- X x X
nostic factor of interest, and the corresponding 95% confidence interval (or varia or standard error). Details of any non-lineas
relationships and whether modelling assumptions hold; in ¢ lar, for time-to-event outcomes, any evidence of non-propartional
hazards [non-constant hazard ratios) for each prognastic factor of interest

For each extracted adjusted prognostic effect estimate of interest, the set of adjustment factors used X X X
Interpretation and ion:
Interpretation of presented results X X

Comparison with other siudies,

ARMS=checklist for ¢
. and summarise (i

ssion of generalisability, strengths and limitations X x

s of prediction modelling studies. CHARMS-PF enables o risk of

ccribe, assess (eg, for appl

d data extraction for system:
a meta-analysis) prima

2910.d 152nb Ag 1Z0z aunr 6z uo woofwg mamm:diy wol papeciumoq ‘6L0Z Alenuer pg uo £eSHY Twa/ggl 1oL se paysiignd 1siy :rng




Desafio(s) practico(s) en RS de factores pronos
5. RIESGO DE SESGO

QUIPS (Quality In Prognosis Studies):

Dominios:

OO U1 A W N BB

Participacion

Pérdidas

Medicion factor prondstico

Medicion del outcome

Ajuste por otros factores pronosticos

Andlisis estadisticoy reporte

Table 2 | QUIPS tool (quality in prognostic factor studies), which can be used to classify risk of bias of prognostic factor studies
Domains

i,

Study participation

Signalling items

(a) Adeguate participation in the study by eligible persons

(b) Description of the target population or population of interest
(c) Description of the baseline study sample

(d) Adequate description of the sampling frame and recruitment
() Adeguate description of the period and place of recruitment
(f) Adequate description of inclusion and exclusion criteria

Risk of bias ratings

High: the relationship between the PF and outcome isvery likely to be
different for participants and eligible non-participants

Moderate: the relationship between the PF and outcome may be
different for participants and eligible non-participants

Low: the relationship between the PF and outcome is unlikely to be
different for participants and eligible non-participants

ma

. Study attrition

(a) Adeguate response rate for study participants

(b) Description of attempts to collect information on participants who
dropped out

(c) Reasons for loss to follow-up are provided

(d) Adequate description of participants lost to follow-up

(e) There are no important differences between participants who completed

the study and those who did not

High: the relationship between the PF and outcome isvery likely to be
different for completing and non-completing participants

Moderate: the relationship between the PF and outcome may be
different for completing and non-completing participants

Low: the relationship between the PF and outcome is unlikely to be
different for completing and non-completing participants

3. Prognostic factor (a) A clear definition or description of the PF is provided High: the measurement of the PF is very likely to be different for
measurement (b) Method of PF measurement is adequately valid and reliable different levels of the outcome of interest

(c) Continuous variables are reported or appropriate cutpoints are used Moderate: the measurement of the PF may be different for different
(d) The method and setting of measurement of PF is the same for all study  levels of the outcome of interest
participants Low: the measurement of the PF is unlikely to be different for different
() Adeguate proportion of the study sample has complete data for the PP levels of the outcome of interest
(f) Appropriate methods of imputation are used for missing PF data

4. Qutcome measurement  (3) A clear definition of the outcome is provided High: the measurement of the outcome is very likely to be different

(b) Method of outcome measurement used is adequately valid and reliable

(c) The method and setting of outcome measurement is the same for all
study participants

related to the baseline level of the PF

Maoderate: the measurement of the outcome may be different related
to the baseline level of the PF

Low: the measurement of the outcome is unlikely to be different
related to the baseline level of the PF

]

. Adjustment for other

prognostic factors

(a) All other important PFs are measured

(b) Clear definitions of the important PFs measured are provided

() Measurement of all important PFs is adeguately valid and reliable

(d) The method and setting of PF measurement are the same for all study
participants

(e) Appropriate methods are used to deal with missing values of PFs, such

as multiple imputation
(f) Important PFs are accounted for in the study design
(g) Important PFs are accounted for in the analysis

High: the observed effect of the PF on the outcome is very likely to be
distorted by another factor related to PF and outcome

Moderate: the observed effect of the PF on cutcome may be distorted
by another factor related to PF and outcome

Low: the observed effect of the PF on outcome is unlikely to be
distorted by another factor related to PF and outcome

o

Statistical analysis and
reparting

(a) Sufficient presentation of data to assess the adequacy of the analytic
strategy

(b) Strategy for model building is appropriate and is based on a conceptual

framework or model
(c) The selected statistical model is adequate for the design of the study
(d) There is no selective reporting of results

High: the reported results are very likely to be spurious or biased
related to analysis or reporting

Moderate: the reported results may be spurious or biased related to
analysis or reporting

Low: the reported results are unlikely to be spurious or biased related
to analysis or reporting

icO

Wiy Woy papeojumoq ‘6102 Aenuer 0g Uo 266 Tlua/geLL 0L Se pausiand 1s1y :rg

Hayden 2013, Internal Medicine
Riley 2019, BMJ
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5. RIESGO DE SESGO

QUIPS (Quality In Prognosis Studies):

Table 2 | QUIPS tool (quality in prognostic factor studies), which can be used to classify risk of bias of prognostic factor studies

Domains Signalling items Risk of bias ratings
1. Study participation (2) Adequate participation in the study by eligible persons High: the relationship between the PF and outcome is very likely to be
(b) Description of the target population or population of interest different for participants and eligible non-participants
(c) Description of the baseline study sample Moderate: the relationship between the PF and outcome may be
(d) Adequate description of the sampling frame and recruitment different for participants and eligible non-participants
() Adeguate description of the period and place of recruitment Low: the relationship between the PF and outcome is unlikely to be
(f) Adequate description of inclusion and exclusion criteria different for participants and eligible non-participants
2. Study attrition (2) Adeguate response rate for study participants High: the relationship between the PF and outcome is very likely to be
(b) Description of attempts to collect information on participants who different for completing and non-completing participants
dropped out Moderate: the relationship between the PF and outcome may be
(c) Reasons for loss to follow-up are provided different for completing and non-completing participants
(d) Adequate description of participants lost to follow-up Low: the relationship between the PF and outcome is unlikely to be

(e) There are no important differences between participants who completed different for completing and non-completing participants
the study and those who did not

3. Prognostic factor (a) A clear definition or description of the PF is provided High: the measurement of the PF is very likely to be different for
A Stu dy S h O u l d measurement (b) Method of PF measurement is adequatelyvalid and reliable differant levels of the outcome of interest
(c) Continuous variables are reported or appropriate cutpoints are used Moderate: the measurement of the PF may be different for different

. (d) The method and setting of measurement of PF is the same for all study  levels of the outcome of interest
h ave a dJ u Sted fo r participants Low: the measurement of the PF is unlikely to be different for different
(e) Adequate proportion of the study sample has complete data for the PF levels of the outcome of interest
(f) Appropriate methods of imputation are used for missing PF data
at lea St fo u r Of O u r 4. Qutcome measurement  (3) A clear definition of the outcome is provided High: the measurement of the outcome is very likely to be different
(b) Method of outcome measurement used is adequately valid and reliable  related to the baseline level of the PF
. (c) The method and setting of outcome measurement is the same for all Moderate: the measurement of the outcome may be different related
Cova rl ates Of study participants to the baseline level of the PF
Low: the measurement of the outcome is unlikely to be different
. related to the baseline level of the PF
I nte rest to be . Adjustment for other (a) All other important PFs are measured High: the observed effect of the PF on the outcome is very likely to be
prognostic factors (b) Clear definitions of the important PFs measured are provided distorted by another factor related to PF and outcome
() Measurement of all important PFs is adequately valid and reliable Moderate: the observed effect of the PF on outcome may be distorted
(d) The method and setting of PF measurement are the same for all study by another factor related to PF and outcome

.
J u d ged a S a IOW participants Low: the observed effect of the PF on outcome is unlikely o be

. . . (e) Appropriate methods are used to dealwith missing values of Pfs, such  distorted by another factor related to PF and outcome
risk of bias for this
(f) Important PFs are accounted for in the study design

(g) Important PFs are accounted for in the analysis

www/idjy Wwoy papeojumoq '6LOZ AUENUEr OE UO LBSH TWa/ggLL 0L Se payslignd isiy rNg

.
d O m a I n 6. Statistical analysis and  (a) Sufficient presentation of data to assess the adequacy of the analytic High: the reported results are very likely to be spurious or biased
reporting strategy related to analysis or reparting
(b) Strategy for model building is appropriate and is based on a conceptual Moderate: the reported results may be spurious or biased related to
framework or model analysis ar reporting
(c) The selected statistical model is adequate for the design of the study Low: the reported results are unlikely to be spurious or biased related
(d) There is no selective reporting of results 10 analysis or reporting

Hayden 2013, Internal Medicine
Riley 2019, BMJ
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5. RIESGO DE SESGO

QUIPS (Quality In Prognosis Studies): [6) Y= e a

H Infor
Library  gornesin

==
Cochrane reviews ~ Searching for trials « Clinical Answers About ~ Help ~
RiSk Of bias Wlth the QUIPS tOOl weight - Sex aia pr:%nosltmfact:r forhml?rtallty in adults with acute
Adjustment e s oy et Core e en Slings s G o 4|l
Outcome Stl.l.dy Study Prognostic Outcome fclll' 0&1::1 Statistical Overall meta- E;um;?\cnmpro‘nlllm;:a{Mirinlm‘tvi.n:lu Eauxu:njufanuclﬂ:emaniz F.estw‘x.l:insm:ngsu\G\indg‘swur;l:an\wrez:in. e o revie
Study attrition factor analysis : e T e el e e
participation e measurement pr;;“g:]t'l:rsstic e Rob analysis ot s o .
e GoLorg/ 1010021468188 COMI38350ub2 tavions
Agarwal : Moderate: X
2015 Low Low Low Low High Low/Mod High 51%
Marshall . . Moderate: .
2017 Moderate High Low Low High Low,/Mod High 19%
All-cause
hospital Pribish Moderate:
mortality 2020 Low Low Low Low Low Low,/Mod Moderate Non applicable
5;%}120;1 Low Low Low Low Low T;ij;:gj Moderate 30%
All-cause B; ET; s Low Low Low Low Low EZ?SET:; Moderate 7%
mortality at
30 days Borrero Moderate:
2007 Low Moderate Low Low Low Low,/Mod Moderate 939%
Barri Moderate:
PE-related ; {:.? § Low Low Low Low Low MZ d‘;i:i Moderate 88%
mortality at
30 days Tanabe ) . Moderate: .
2018 Low Low Low Moderate High Mod/Mod High 12%
QUIPS tool: Quality in Prognostic Studies tool

Hayden 2013, Internal Medicine
Riley 2019, BMJ
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6. OTROS

Sintesis de evidencia:
-Ausencia informacion
-Datos inconsistentes

-Disparidad definiciones

GRADE:

- Inicio certeza alta: observacionales (mejor evidencia)

Hayden 2013, Internal Medicine
Riley 2019, BMJ
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RESUMEN/ IDEAS CLAVE

Investigacion en factores pronostico esta menos estadarizada que la investigacion sobre
efecto de intervenciones:

- Busquedas mas complejas (no hay filtros) y con mas estudios

- Seleccion mas compleja:
> Necesidad de distinguir estudios confirmatorios (fase 2) de exploratorios (fase 1)

- Riesgo de sesgo mas complejo: QUIPS - Dominio relacionado con estudio confirmatorio
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Avances o propuestas para superar los retos

- Clasificacion adecuada de estudios prondstico (indexacion)

- Core-outcome sets: consistencia, comparabilidad, estandarizar resultados

- Estandarizacion de factores clave de ajuste (validez analisis, sintesis de evidencia)
- Uso de IA en busquedas, seleccion ( proyecto con epistemonikos, eppi reviewer, )

- Estandarizacién GUIAS, checklists y herramientas ( = modelos pronéstico TRIPOD, PROBAST)
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