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BIOFLOW-V

Bayesian Analysis
of prospective, multi-center, randomized controlled trial (BIOFLOW-V)

combined with prospectively collected data from two historical
randomized trials (BIOFLOW-II and BIOFLOW-IV]

Conclusions

= Orsiro demonstrated unequivocal non-inferiority to Xience' for the outcome of Target Lesion Failure (TLF)
at 12 months (Bayesian posterior probability 100%)

= There is a strong trend towards superiority of Orsiro in TLF at 12 months
(Bayesian posterior probability 96.9%)

s The expected TLF rate is reduced by absolute 2.6% with Orsiro compared to Xience

= The present study represents the first large, randomized trial to demonstrate improved outcomes of any
DES over Xience, establishing a new benchmark for DES

Study design

. . . BIOFLOW-V (2:1 RCT) BIOFLOW-II (2:1 RCT) BIOFLOW-IV (2:1 RCT)

Pooled analysis including patients 1,334 randomized 452 randomized 579 randomized
level outcome of BIOFLOW-II, 884 Orsiro 298 Orsiro 387 Orsiro
BIOFLOW-IV and BIOFLOW-V. 450 Xience 154 Xience 192 Xience
Endpomts 12-month clinical 12-month clinical follow-up
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Statistical methods

= Bayesian Analysis

= A Bayesian probability of >97.5%
results in proven non-inferiority

Bayesian ITT population
2,208 randomized; 1,466 Orsiro; 742 Xience

Non-inferiority/superiority analysis of TLF at 12 months employing Bayesian approach

Bayesian Analysis
The study design and benefits of a Bayesian approach are published by the American Heart Journal®:

“While the traditional frequentist framework for clinical trials emphasizes separate results from

individual studies, Bayesian methods provide a formal method to synthesize prior data with new data.
When appropriate data are available, this methodology may facilitate a more efficient study, by permitting
potentially smaller sample sizes in the prospectively conducted study, potentially greater safety due to
knowledge of historical outcomes, and potentially greater precision with primary endpoints.”
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Primary endpoint at 12 months (Bayesian ITT population)
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Bayesian posterior probability on TLF at 12 months

= Non-inferiority

Orsiro performs non-inferior to Xience.
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Interpretation

There is 100% confidence that the difference in TLF at 12 months is smaller than 3.85% (pre-defined
non-inferiority margin) demonstrating unequivocal non-inferiority. The estimated treatment effect of
Orsiro is a reduction of TLF by absolute 2.6%.

= Superiority (post-hoc)

Orsiro is superior to the control group.

Xience performs at least equal to Orsiro.
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Interpretation
A post-hoc superiority analysis showed a 96.9% probability of Orsiro being superior to the control group,
meaning that the TLF rate of Orsiro is smaller than the one of the control group.
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