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HYPOTHESIS:
The main hypothesis is that high dose BUP (32mg) delivered over 30-60 minutes will be safe and well
tolerated and that participants in the high dose initiation arm will have at least a 15% increased
proportion engage in comprehensive addiction care by 7-days post ED visit than those receiving
standard initiation.

PROJECT DESCRIPTION (Include design, methodology, data collection, techniques, data analysis to be
employed and evaluation and interpretation methodology)

Study Description: Fentanyl positive patients in withdrawal coming to the emergency department (ED)
are a highly vulnerable population. This project, involving two distinct clinical trials, tests whether
initiation to a higher than currently recommended buprenorphine (BUP) initiation dose is safe and
can improve the proportion of patients who engage in comprehensive addiction services within 7-days
of initiation. Trial 1 is a head-to-head comparison of the safety, tolerability and feasibility of high dose
BUP initiation (32 mg). The study involves two cohorts, (1) a 12mg cohort (standard) to determine
baseline data and (2) a 32 mg (high dose) cohort. If the 32mg is intolerable, a 24 mg dose may be
evaluated. Trial 2 is a small pilot multicenter randomized, double blinded, clinical trial in 80
participants (randomized 1:1) that will provide preliminary information on efficacy with the primary
outcome being engagement in comprehensive addiction treatment 7-days post BUP initiation. In
collaboration with NIDA, we have determined that there must be a minimum increase in engagement
in comprehensive addiction treatment of 15% at 7-days in the high dose initiation group to justify a
larger future clinical trial (predefined margin). Objectives: Previous retrospective studies have
demonstrated the safety and tolerability of high dose BUP initiation, but systematic prospective studies
are lacking. Furthermore, high dose BUP initiation has not been examined for clinical efficacy with
regard to engagement in comprehensive addiction care post-initiation compared to standard initiation
protocols. Thus, the primary objectives of the two trials described in this protocol are to: Trial 1:
Prospectively determine the safety, tolerability and feasibility of high dose BUP initiation in a single
ED as assessed by the number of treatment-related adverse events grade 3 or above, precipitated
withdrawal events, or respiratory depression events. The main hypothesis is that high dose BUP (32mg)
delivered over 30-60 minutes will be safe and well tolerated. Trial 2: To compare the effectiveness of
high dose BUP initiation from Trial 1 to standard dose BUP initiation on the primary outcome of
engagement in comprehensive addiction treatment at 7-days. The main hypothesis is that participants
in the high dose initiation arm will have at least a 15% increased proportion engage in comprehensive
addiction care by 7-days post ED visit than those receiving standard initiation.
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WHAT WILL THE STUDENT LEARN FROM THIS EXPERIENCE?

The student will learn about clinical research trials, including screening, enrollment, informed
consent, and follow-ups. They will gain insight into the structure, processes, and ethical considerations
of clinical trials, understanding how medical research is conducted, including the phases of trials,
protocols, and data collection. Volunteering in a clinical setting also offers the opportunity to
collaborate with researchers, healthcare providers, and patients. Cross-disciplinary teamwork is a vital
skill that will benefit students in any future career. Additionally, students will learn about opioid use
disorder, medications for opioid use disorder, and harm reduction techniques. They will have the
chance to interact with patients, gaining valuable experience in patient care and the importance of
clear communication and empathy. Through this experience, students will not only enhance their
technical and scientific knowledge but also develop crucial skills like communication, attention to
detail, and documentation—skills that are essential for their future careers in healthcare or research.
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