EXECUTIVE SUMMARY

The Lower-Risk Nicotine Use Guidelines (LRNUG) present the current state of evidence on tobacco/nicotine products, highlighting modifiable behaviours that can
help reduce the negative health outcomes associated with tobacco/nicotine product use. They have been designed to guide people who use, or are thinking about
using nicotine, on how to lower the risk associated with various nicotine products. The products covered in the Guidelines include heated tobacco products,
smokeless tobacco (chew and snus), waterpipes, and e-cigarettes/vapes.

METHODOLOGY: Search strategy and execution were developed by the Centre for Addiction and Mental Health and the Centre for Effective Practice. A
comprehensive literature search for systematic reviews published between January 2014 and October 2019 was performed in MEDLINE, Psycinfo, Cochrane
Database of Systematic Reviews, and Embase, with a focus on nicotine products (e-cigarettes, waterpipe, smokeless tobacco, heat-not-burn) and
selected health outcomes (cancer, CVD and stroke, respiratory health, addiction, cessation, reproductive health). A supplemental search to identify
additional Clinical Practice Guidelines (CPGs) published from 2014 to 2019 was also performed.

Quality assessment employed the AGREE Il (Appraisal of Guidelines for Research and Evaluation) instrument for CPGs, and the AMSTAR instrument for systematic
reviews. Due to the limited nature of e-cigarette study methodology, the use of the full AMSTAR instrument would have resulted in a prohibitively small pool of
systematic reviews. Therefore, a rapid AMSTAR, using 2 key metrics (comprehensive literature search and assessment of scientific quality of included studies), was
used to enable the inclusion of many well-done studies that nonetheless would not pass the high bar of the full AMSTAR criteria, while excluding less rigorously
performed reviews. The full list of references included in Guideline development is available below in Table 1.

GUIDELINE DEVELOPMENT MEETING: The Guideline Development Group (GDG) consisted of nicotine experts from across Canada, chosen for their
expertise in the field and diversity of perspectives (see below for full list of GDG members). All members of the GDG submitted GIN-inspired Conflicts of
Interest declarations at two separate time points throughout the process.

On November 18-9, 2019, the GDG convened for an in-person meeting in which fourteen voting members gathered to assess the quality of the literature; draft
evidence-based recommendations on the use of the different products; and vote to confirm the final language to be used in the recommendations. Using a
facilitated consensus-building approach, the group drafted and finalized ten evidence-based recommendations, supported by group consensus on the quality of the
evidence base and the strength of each recommendation. Summary statements and additional considerations were drafted at this meeting and confirmed post-
gathering via electronic communication.

Feedback from the GDG highlighted the fact that limiting the inclusion criteria to only systematic reviews resulted in an evidence gap for new e-cigarette literature.
To address this gap, an updated literature search was conducted targeting high-quality RCTs on e-cigarettes published between 2015-2020. Quality of included
RCTs was assessed using the Cochrane Risk of Bias Tool 2.0 (RoB tool) (Sterne et al 2019).

Results from this supplemental search were mapped to determine support of, or opposition to, the recommendations developed by the GDG. A secondary ‘up-to-
the-moment’ search was conducted in January 2021 to ensure that the recommendations were supported by available literature up to that date. A secure,
anonymous electronic voting tool was used in March 2021 by the GDG to vote on necessary changes to the recommendations, including level of evidence and
strength of the recommendation.
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Table 1. Supporting evidence for guideline development, by product
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