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* RCTs mainstay of drug efficacy and safety information for regulators &
HTA bodies

* Value of RWD increasingly acknowledged
* transform, accelerate and de-risk decision making
* improve efficiency in design and conduct of trials
* increase public health
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Areas of decision-making for which registries can

be useful
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However: Rare tumour

The comparisons of XXXXX efficacy endpoints to external control data
were not pre-specified in the study protocol. They were entirely defined in
a SAP addendum, finalised after the data cut-off date of the pivotal single-
arm trial. In this situation, it cannot be excluded that several aspects of
planned analyses (historical data sets and selection criteria, endpoint
selection and definition, propensity score weighting/matching methods
and associated covariates, planned statistical models and adjustment...)
could be at least partially data-driven. The lack of pre-specification is a
clear limitation of these external control comparisons. Moreover, it is
highly likely that relevant prognostic factors (known or unknown) were not
accounted for and may have biased the estimates of external control
comparisons.
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ADNI cohort
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Figure 80. Event rate of time to worsening to next stage under Weibull distribution

Source: Data on file.

Table 104. Proportion of patients converting to the next stage of disease

Lecanemab 10 mg/kg
Month Biweekly Placebo ADNI
42 51.1% 65.4% 64.7%
60 66.3% 80.1% 79.4%

Source: Data on file.

“This analysis illustrates how the
treatment effect observed with LECI10-BW
at 18 months translates to a 5-year period
of treatment and follow-up, demonstrating
increasing benefit of treatment over time
and a clinically relevant delay in disease
progression with preservation of cognition
and function relative to PBO.”



ADNI cohort — external cohorts — many caveats

“There are uncertainties on the long-term efficacy, since the placebo-
controlled data are limited to 18 months with further data from the OLE
period up to 36 months. A formal statistical comparison between LEC10-
BW and the Alzheimer s Disease Neuroimaging Initiative (ADNI) natural
history cohort at 36 months could not be performed. However, the
trajectories of the PBO in study 301 Core and ADNI natural history
cohort for the first 18-month period were almost overlapping. The

presented information beyond 18 months are based on extrapolation
using unverifiable models and assumptions. Moreover, ADAS-COG and
ADCS-MCI-ADL are not available for the ADNI cohort. Missing data in
the ADNI cohort is considerable (60% in the restricted population).

Thus, treatment effect estimates at 36 months may be biased.”

10 https://www.ema.europa.eu/en/documents/assessment-report/legembi-epar-public-assessment-report_en.pdf



Conclusion

Registry-based RWD can complement trial data
- describe natural history
- clinical context (all AD patients targeted)
- long-term safety & efficacy
Need for:
- Adverse events of special interest monitoring (e.g., ARIAs, ICH, ...)
- Clinical outcomes (CDR-SB, disease stageing, ...)
- Risk factors (APOE status, ...)
Studies in registries to
- pre-planned, early interaction with EMA
- registy study registered in EMA RWD catalogue
- state-of-the-art design, e.g., use TTE framework, HARPER protocol
- registries in EMA RWD catalogue, Qualification Procedure
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Questions?
p.mol@cbg-meb.nl / p.g.m.mol@umcg.nl
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