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Köln, den 21.06.2019

Ralf Bender
Ressort "Medizinische Biometrie"

Liefern Kausalmodelle Belege für 

kausale Zusammenhänge?

− Einführung −

IQWiG im Dialog 2019
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IQWiG im Dialog 2018
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 4 Attribute zur Definition von Estimands
 5 Strategien zur Auswahl eines Estimands

Estimands
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Estimands

Im Rahmen der Nutzenbewertung als primäre 
Analyse geeignet:

 1. Treatment-Policy-Strategie

 2. Composite-Strategie

Nur geeignet für Sensitivitätsanalysen oder 
ergänzende Analysen:

 3. Hypothetische Strategie

 4. Principal-Stratum-Strategie

 5. While-on-Treatment-Strategie
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Estimands

Zitate aus dem ICH E9 (R1) Addendum:
 "Randomised trials are expected to be free from

baseline confounding ..."

 Principal-Stratum-Strategie:
"In contrast, estimation of a treatment effect from any
analysis where membership is based on intercurrent
events on the assigned treatments is liable to
confounding ..."

 While-on-Treatment-Strategie:
"… so that the treatment effect would be confounded

with patient characteristics that affect the subjects’
propensity to switch to rescue medication. An appropriate
analysis needs to account for this confounding …"
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"Real World" Data

U.a.:

Designs und Methoden der kausalen Inferenz für
Beobachtungsstudien
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Kausalmodelle
 Strukturgleichungsmodelle
 Jöreskog (1978): LISREL
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Kausale Zusammenhänge?

 Liefert die Anwendung von Kausalmodellen 
Belege für kausale Zusammenhänge?

 Bei RCTs für Estimands jenseits von ITT?
 Bei Beobachtungsstudien?
 Nur unter bestimmten Bedingungen?
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Beispiel: Bevacizumab

 "Real-World“-Evidence-Studie
 Epidemiological Strategy & Medical Economics 

(ESME)-Programm
 Französisches Netzwerk von Krebszentren
 1/3 aller Krebsfälle in Frankreich 

 Analyse der HER2-negativen metastatischen 
Brustkrebspatientinnen bei Paclitaxel-
Erstlininientherapie mit (Kombinationsgruppe) 
oder ohne Bevacizumab (Paclitaxel-Gruppe)

 Vergleich Kombination vs. Paclitaxel

 Endpunkte: Overall Survival, PFS
Delaloge et al. (2016):

Annals of Oncology 27, 1725-1732
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Beispiel: Bevacizumab

In the multivariate analysis, OS
adjusted on major prognostic 
factors was longer for the 
combination group than for the 
paclitaxel group, with the median 
survival times of 27.7 months 
(95% CI 25.7–29.0) and 19.8 
months (18.3–21.0), respectively 
(HR 0.672; 95% CI 0.601–0.752)

Conclusion:
 Whether the observed difference 

is linked to the treatment itself, to 
prescription bias, or to a mixed 
effect of both cannot be 
ascertained

 Based on the present study, 
data cannot support extension 
of current use of bevacizumab in 
MBC
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Beispiel: Bevacizumab

In the multivariate analysis, OS
adjusted on major prognostic 
factors was longer for the 
combination group than for the 
paclitaxel group, with the median 
survival times of 27.7 months 
(95% CI 25.7–29.0) and 19.8 
months (18.3–21.0), respectively 
(HR 0.672; 95% CI 0.601–0.752)

Conclusion:
 Whether the observed difference 

is linked to the treatment itself, to 
prescription bias, or to a mixed 
effect of both cannot be 
ascertained

 Based on the present study, 
data cannot support extension 
of current use of bevacizumab in 
MBC

?
Was soll das Ganze dann?
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IQWiG im Dialog 2019
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