
Supplemental Digital Content 5: Adverse Events by Smoking Status

	Number (%) of Adverse Events Occurring in at least 5% of Patients in a Treatment Groupa by Smoking Status                                                                                                                 

	

	 
	Smokers (n=78) 
	 
	Non-smokers (n=120)

	 
	Varenicline
	Placebo
	p-valueb
	 
	Varenicline
	Placebo
	p-valueb

	MedDRA Preferred Term
	(n=37)
	(n=41)
	
	 
	(n=60)
	(n=60)
	

	Headache
	9    24.3%
	16    39.0%
	0.165
	 
	17    28.3%
	14    23.3%
	0.532

	Nausea
	11    29.7%
	10    24.4%
	0.596
	 
	25    41.7%
	8    13.3%
	<.001

	Abnormal dreams
	11    29.7%
	5    12.2%
	0.055
	 
	16    26.7%
	7    11.7%
	0.037

	Agitation
	5    13.5%
	7    17.1%
	0.663
	 
	7    11.7%
	9    15.0%
	0.591

	Insomnia
	6    16.2%
	5    12.2%
	0.610
	 
	9    15.0%
	7    11.7%
	0.591

	Fatigue
	5    13.5%
	2    4.9%
	0.247
	 
	9    15.0%
	9    15.0%
	1.000

	Vomiting
	4    10.8%
	5    12.2%
	1.000
	 
	8    13.3%
	5    8.3%
	0.378

	Diarrhea
	3    8.1%
	4    9.8%
	1.000
	 
	8    13.3%
	6    10.0%
	0.570

	Somnolence
	1    2.7%
	6    14.6%
	0.111
	 
	5    8.3%
	7    11.7%
	0.543

	Anxiety
	2    5.4%
	2    4.9%
	1.000
	 
	7    11.7%
	6    10.0%
	0.769

	Dizziness
	2    5.4%
	2    4.9%
	1.000
	 
	9    14.5%
	4    6.7%
	0.241

	Arthralgia
	1    2.7%
	2    4.9%
	1.000
	 
	8    13.3%
	5    8.3%
	0.378

	Irritability
	5    13.5%
	2    4.9%
	0.247
	 
	6    10.0%
	3    5.0%
	0.491

	Back pain
	1    2.7%
	4    9.8%
	0.362
	 
	5    8.3%
	5    8.3%
	1.000

	Depression
	4    10.8%
	5    12.2%
	1.000
	 
	3    5.0%
	1    1.7%
	0.619

	Nasopharyngitis
	0    0.0%
	2    4.9%
	0.495
	 
	6    10.0%
	5    8.3%
	0.752

	Constipation
	1    2.7%
	0    0.0%
	0.474
	 
	8    13.3%
	2    3.3%
	0.095

	Hostility
	2    5.4%
	2    4.9%
	1.000
	 
	4    6.7%
	2    3.3%
	0.679

	Rash
	1    2.7%
	5    12.2%
	0.204
	 
	2    3.3%
	1    1.7%
	1.000

	Upper respiratory tract infection
	2    5.4%
	2    4.9%
	1.000
	 
	3    5.0%
	2    3.3%
	1.000

	Dysgeusia
	4    10.8%
	0    0.0%
	0.046
	 
	2    3.3%
	1    1.7%
	1.000

	Chest pain
	0    0.0%
	3    7.3%
	0.242
	 
	0    0.0%
	3    5.0%
	0.244

	a Multiple occurrences of a specific adverse event for a patient were counted once in the frequency for that adverse event.

	

	b Group prevalence rates were tested for significance via chi-square or Fisher’s exact tests.


When AEs occurring in at least 5% of patients in a treatment group were further stratified by baseline smoking status, only the prevalence rates of nausea, dysgeusia, and constipation differed as a function of smoking status. Among non-smokers, nausea was significantly more prevalent in the varenicline group than in the placebo group (41.7% vs. 13.3%, respectively, p<.001), yet, among smokers, the rates were comparable (29.7% vs. 24.4%, respectively, p=0.60). Conversely, dysgeusia among smokers was more prevalent in the varenicline group than in the placebo group (10.8% vs. 0%, respectively, p=0.046), but the rates were comparable among non-smokers (3.3% vs. 1.7%, respectively, p=1.00). No statistically significant differences were found between the treatment groups on rates of constipation in either smokers or non-smokers. Although it was non-significant, a trend was observed in non-smokers in the varenicline group, which had higher rates of constipation than those in the placebo group (13.3% vs. 3.3%, p=0.095). Those rates were comparable among the smokers (2.7% vs. 0%, p=0.47). The prevalence of abnormal dreams between treatment groups did not differ as a function of smoking status.
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