Supplementary Methods
Here we describe in detail the search procedures and inclusion/exclusion criteria for original studies in this narrative review. See Table 1 for search strings.
Table 1: Search string and number of returned articles for each search criterion. 
	Search String
	Number of returned articles

	(nicotine) AND carcinogenesis
	97

	(nicotine replacement therapy) AND cancer
	260

	(nicotine) AND cardiovascular
	641

	((nicotine) AND acute toxicity) AND cardiovascular
	6

	(nicotine) AND acute toxicity
	55

	(nicotine) AND chronic exposure
	255

	(nicotine) AND thrombosis
	23

	(nicotine) AND pregnancy outcomes
	246

	(nicotine) AND pregnancy
	693

	(nicotine) AND fertility
	24



Searches were filtered for human studies and studies published in the last 10 years using PubMed side-bar filters. Full lists of all papers as well as those screened at each stage are provided in the accompanying Excel file. For numbers of articles included/excluded, please see Fig 1.
Inclusion criteria were: Articles in English, original articles demonstrating effects of nicotine exposure, original articles using mammalian models, original articles directly related to the four topics outlined in the review, peer reviewed original articles.
Original articles investigating nicotine exposure through nicotine replacement therapies in humans were prioritized to limit confounding from other substances. E-cigarette exposure and exposure from the use of Swedish snuff (snus) in humans were also included. Articles investigating nicotine through exposure to tobacco smoke were generally excluded, or included if they showed relevant nicotine-only based data. Articles investigating the effects of nicotine as a pesticide were excluded. 
[bookmark: _GoBack]For the cardiovascular topic, extensive data was found in humans and therefore it was deemed unnecessary to include animal or cell topics. For carcinogenesis, an extensive review by Haussman and Farriss in 2016 covered the field of nicotine exposure in relation to carcinogenesis in animal models. No additional papers were found that contradicted the conclusions of this review. It was therefore deemed unnecessary to describe any of these original articles in more detail.
For several topics (thrombosis, inflammation and atherosclerosis, carcinogenesis, metastasis, fertility and fetal neurological effects) some lack of data in both human and animal model made it imperative to include some cell-based articles. These were selected if they were of particular relevance to the human or animal studies described. 
The reference list of articles and reviews were scanned for additional inclusion candidates, including those published prior to 2009. JTI databases and collections were also scanned for papers that may have been missed from both PubMed searches and citation lists.
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Fig. 1: Flow diagram of article inclusion.
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