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On 03/28/2020, after analyzing the interim analysis results, the study coordinator, in agreement
with the Data and Safety Monitoring Board (DSMB), decided to prematurely interrupt the study.
The decision to interrupt the study is due to futility.

The sample size calculation of the Trial was computed using an adaptive approach based on a two-
stage Group Sequential Design with an interim sample size reassessment. After reaching the
sample size for the interim analysis (i.e. n=40 patients enrolled who completed the study), the
treatment efficacy was evaluated in the Intent-to-Treat (ITT) population using the Z test statistics
in order to compare the prevalence of Withdrawal Syndrome (primary outcome measure) between
the two treatment groups. The conditional power (CP) was found to be 0.25, i.e. lower than 0.3,
which required a sample size reassessment. A sample size re-estimation assessment was equal to
308 patients. The DSMB was therefore consulted and a decision was made to early terminate the
trial for futility reasons.
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Study Start: August 30, 2018
Primary Completion: January 18, 2020
Study Completion: January 18, 2020

The Principal Investigator attaches the results of the interim analysis of the Trial published in the
indexed journal Pharmacotherapy.

Maria Cristina Mondardini MD
Principal Investigator

Bologna, 09/10/2022
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