Supplemental Digital Content 2: Analytic Sample Note

On September 11, 2012 (2.5 months after study data lock), the trial Sponsor (NIAAA) was informed that one study patient entered and completed the trial twice at two different sites. The patient was randomized to the varenicline group at both sites. Because the Sponsor does not have access to the identified data, the discovery was made serendipitously, via a NIAAA contractor who had the identified data and was using them to contact study patients for a related follow-up study. The contractor informed the Sponsor on the day of discovery.

This individual’s participation at the two sites was concurrent (i.e., overlapping) for several weeks. Moreover, the Timeline Followback drinking data provided by the patient was inconsistent for many of the overlapping days; and although the patient reported taking the study medication at both sites, a one-time analyte assay of the study medication indicated lack of compliance (at both sites). Thus, the Sponsor has reason to believe that the patient intentionally provided invalid data. 

Consequently, in order to avoid bias in the reported results, all results are presented in this study using a modified intention-to-treat sample, excluding this patient (both occurrences) from analysis because the validity of the self-reported outcomes are questionable. 
Consistent with International Conference on Harmonization (ICH)
 guidelines regarding the handling of outliers, we re-ran all analyses, this time including the patient. Results were similar with and without the patient. For example, in both cases the primary efficacy outcome, weekly percent heavy drinking days, was significantly lower in the varenicline group compared with the placebo group:

· Without patient: (varenicline=37.9 vs. placebo=48.4; difference=10.5; p=0.02; d=0.31)

· With patient: (varenicline=37.2 vs. placebo=48.7; difference=11.5; p=0.01; d=0.33)

Furthermore, although the patient noted 1 adverse effect (AE) at each site (Fatigue and Agitation), his/her inclusion in the safety analyses continued to yield no significant difference between the varenicline and placebo group in these AEs (Fatigue: varenicline=15.2% vs. placebo=11.9%, p=0.37; Agitation: varenicline=13.1% vs. placebo=15.8%, p=0.59).
In addition, one patient withdrew from the study on day 8. This patient did not provide outcome data (e.g., drinking and craving data) but did report experiencing several AEs. 

Efficacy analyses were performed on a modified intention-to-treat (mITT) population that included all randomized patients who took at least one dose of medication and provided valid post-randomization outcome data (n=197). Baseline and safety analyses were performed on patients who took at least one dose of medication (n=198).
�International Conference on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for Human Use (ICH). ICH Harmonised Tripartite Guideline: Statistical Principles for Clinical Trials E9, Current Step 4 version dated 5 February 1998.
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