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by combining Al, real-world data, and Digital Twins (DTs)
with Synthetic Control Arms. Key challenge of this study:
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« Digital Twin Generator’: a Neural Boltzmann Machine

_ _ _ Validating a DT control arm is not a modelling problem alone:
trajectory model plus a Welibull survival model.

the method only matters if trial sponsors will use it and
regulators will accept it. IHI's public-private structure brings

95% bootstrap. clinical data access, trial expertise and regulatory dialogue
« Evaluation of the results: 1) Estimate agreement: the into a single consortium.

RCT HR falls within the emulation’s 95% CI.
2) Regulatory agreement: the emulation HR has the CAREER IMPACT .
same direction (before or after 1) as the RCT HR

3) Laboratory tests’ trajectories of DTs are used as
negative and positive controls.

« HR = observed treated + control twin-expected events;

GENz-trials showed me the value of bringing causal ML and
EHR expertise together with clinical trial, industry, and
regulatory perspectives. This collaboration helped me

m understand how Digital Twm—basgd synthetlc controls are
shaped not only by methodological choices, but also by
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