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Aim Conclusions

This simulation study aims to analyze how different strategies to handle clinical trial dropout impact the model- For continuous (FEV1) data:

based meta-analysis (MBMA) models of continuous and event data.
v" The IPD models showed advantages in dealing with dropout compared to AD models,

BaCkground regardless of including a dropout model or not.
* Dropout in clinical trial results in missing data, which may impact analyses with MBMA. v AD models were biased under the conditions of RD and ID but not CRD
 Dropout classification:

e Completely random dropout (CRD): dropout does not depend on observed or unobserved variables
of relevance

v' Adding dropout-relevant covariates in MMRM analysis may improve AD model
estimation.

e Random dropout (RD): dropout depends on observed variables, but not unobserved variables For RTTE (exacerbation) data:

v" IPD model and IPD-dropout model performed well under the conditions of no-dropout

* Informative dropout (ID): dropout depends on unobserved variables
and CRD, but were more biased under RD and ID.

* The simulated data types used in this study followed the COPD MBMA model*:
Continuous data — Forced Expiratory Volume in 1 sec (FEV1): v' AD (exacerbation rate) was biased under the conditions of RD and ID but not CRD.

* Individual-patient-level data (IPD)
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Results: impact of dropout on models of continuous data Results: impact of dropout on models of RTTE data

Table 2. SSE results of RTTE models

Table 1. Stochastic simulation and estimation (SSE) results of continuous FEV1 models . . . . .
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Fig 3. Exacerbation rates on AD level by simulation (boxplot, 20 times) compared to the true
value (cross) under the conditions of No dropout, CRD, RD and ID.

The above table shows the relative differences (%) in parameters compared to the true values. Underlined values indicate
student t-test p<0.01. Colors range from red to blue, representing small to large values, respectively. TH: theta, typical
value; OM: omega, variance of inter-individual variability; SlI: sigma, variance of residual error. TH_FF and TH_VIL are the
typical values of drug effects of FF and VIL, respectively. Parameter definitions are same for the following figures/tables.
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