
	 Supplemental Digital Content 3: Number and Percentage of Subjects with Adverse Events 
                                                                                                                                        

	MedDRA System Organ Class/
Preferred Term
	Varenicline
(N=97)
	Placebo
(N=101)
	p-Value1

	Any Adverse Event
	88    90.7%
	90    89.1%
	0.707c

	Blood and lymphatic system disorders
	
	
	

	-Overall-
	0    0.0%
	2    2.0%
	0.116f

	Anaemia
	0    0.0%
	1    1.0%
	

	Neutropenia
	0    0.0%
	1    1.0%
	

	Cardiac disorders
	
	
	

	-Overall-
	2    2.1%
	4    4.0%
	0.683f

	Bradycardia
	0    0.0%
	1    1.0%
	

	Bundle branch block right
	0    0.0%
	1    1.0%
	

	Palpitations
	1    1.0%
	2    2.0%
	

	Sinus tachycardia
	1    1.0%
	0    0.0%
	

	Ear and labyrinth disorders
	
	
	

	-Overall-
	2    2.1%
	3    3.0%
	1.000f

	Ear pain
	0    0.0%
	1    1.0%
	

	Hyperacusis
	0    0.0%
	1    1.0%
	

	Motion sickness
	1    1.0%
	0    0.0%
	

	Vertigo
	1    1.0%
	1    1.0%
	

	Eye disorders
	
	
	

	-Overall-
	3    3.1%
	3    3.0%
	1.000f

	Blepharospasm
	1    1.0%
	0    0.0%
	

	Diplopia
	1    1.0%
	0    0.0%
	

	Hypermetropia
	1    1.0%
	0    0.0%
	

	Ocular hyperaemia
	0    0.0%
	1    1.0%
	

	Photophobia
	0    0.0%
	1    1.0%
	

	Visual disturbance
	0    0.0%
	1    1.0%
	

	Vitreous floaters
	0    0.0%
	1    1.0%
	

	Gastrointestinal disorders
	
	
	

	-Overall-
	55    56.7%
	37    36.6%
	0.005c

	Abdominal discomfort
	3    3.1%
	0    0.0%
	

	Abdominal distension
	1    1.0%
	1    1.0%
	

	Abdominal pain
	3    3.1%
	2    2.0%
	

	Abdominal pain upper
	1    1.0%
	2    2.0%
	

	Constipation
	9    9.3%
	2    2.0%
	

	Dental discomfort
	1    1.0%
	3    3.0%
	

	Diarrhoea
	11    11.3%
	10    9.9%
	

	Dry mouth
	3    3.1%
	2    2.0%
	

	Dyspepsia
	3    3.1%
	3    3.0%
	

	Dysphagia
	1    1.0%
	0    0.0%
	

	Eructation
	2    2.1%
	0    0.0%
	

	Flatulence
	2    2.1%
	4    4.0%
	

	Gastroenteritis
	1    1.0%
	0    0.0%
	

	Gastrooesophageal reflux disease
	0    0.0%
	3    3.0%
	

	Nausea
	36    37.1%
	18    17.8%
	

	Reflux gastritis
	0    0.0%
	1    1.0%
	

	Retching
	3    3.1%
	0    0.0%
	

	Salivary hypersecretion
	1    1.0%
	0    0.0%
	

	Stomach discomfort
	1    1.0%
	1    1.0%
	

	Vomiting
	12    12.4%
	10    9.9%
	

	General disorders and administration site conditions
	
	
	

	-Overall-
	29    29.9%
	21    20.8%
	0.140c

	Chest pain
	0    0.0%
	6    5.9%
	

	Early satiety
	1    1.0%
	0    0.0%
	

	Fatigue
	14    14.4%
	11    10.9%
	

	Feeling jittery
	2    2.1%
	3    3.0%
	

	Gait disturbance
	1    1.0%
	0    0.0%
	

	Hangover
	1    1.0%
	0    0.0%
	

	Influenza like illness
	1    1.0%
	0    0.0%
	

	Irritability
	11    11.3%
	5    5.0%
	

	Malaise
	1    1.0%
	0    0.0%
	

	Oedema peripheral
	1    1.0%
	0    0.0%
	

	Pyrexia
	0    0.0%
	2    2.0%
	

	Immune system disorders
	
	
	

	-Overall-
	3    3.1%
	5    5.0%
	0.721f

	Allergy to arthropod bite
	0    0.0%
	1    1.0%
	

	Hypersensitivity
	1    1.0%
	0    0.0%
	

	Multiple allergies
	1    1.0%
	1    1.0%
	

	Sarcoidosis
	1    1.0%
	0    0.0%
	

	Seasonal allergy
	0    0.0%
	3    3.0%
	

	Infections and infestations
	
	
	

	-Overall-
	21    21.6%
	16    15.8%
	0.295c

	Acute tonsillitis
	1    1.0%
	0    0.0%
	

	Carbuncle
	1    1.0%
	0    0.0%
	

	Eye infection
	1    1.0%
	0    0.0%
	

	Hepatitis C
	0    0.0%
	1    1.0%
	

	Herpes simplex
	1    1.0%
	2    2.0%
	

	Influenza
	2    2.1%
	0    0.0%
	

	Nasopharyngitis
	6    6.2%
	7    6.9%
	

	Rhinitis
	2    2.1%
	1    1.0%
	

	Skin infection
	0    0.0%
	1    1.0%
	

	Trichomoniasis
	1    1.0%
	0    0.0%
	

	Upper respiratory tract infection
	5    5.2%
	4    4.0%
	

	Urinary tract infection
	0    0.0%
	3    3.0%
	

	Viral infection
	1    1.0%
	0    0.0%
	

	Injury, poisoning and procedural complications
	
	
	

	-Overall-
	5    5.2%
	7    6.9%
	0.601c

	Ankle fracture
	0    0.0%
	1    1.0%
	

	Arthropod bite
	0    0.0%
	2    2.0%
	

	Gun shot wound
	1    1.0%
	0    0.0%
	

	Head injury
	0    0.0%
	1    1.0%
	

	Joint injury
	1    1.0%
	0    0.0%
	

	Post procedural headache
	1    1.0%
	0    0.0%
	

	Post procedural nausea
	1    1.0%
	0    0.0%
	

	Post procedural swelling
	1    1.0%
	0    0.0%
	

	Skin laceration
	2    2.1%
	3    3.0%
	

	Investigations
	
	
	

	-Overall-
	11    11.3%
	9    8.9%
	0.571c

	Alanine aminotransferase increased
	1    1.0%
	1    1.0%
	

	Aspartate aminotransferase increased
	1    1.0%
	1    1.0%
	

	Blood bilirubin increased
	0    0.0%
	1    1.0%
	

	Blood creatinine increased
	1    1.0%
	2    2.0%
	

	Blood iron increased
	0    0.0%
	1    1.0%
	

	Electrocardiogram abnormal
	2    2.1%
	1    1.0%
	

	Gamma-glutamyltransferase increased
	1    1.0%
	0    0.0%
	

	Heart rate increased
	1    1.0%
	1    1.0%
	

	Liver function test abnormal
	0    0.0%
	1    1.0%
	

	Neutrophil count decreased
	2    2.1%
	0    0.0%
	

	Urine colour abnormal
	0    0.0%
	1    1.0%
	

	Weight decreased
	3    3.1%
	2    2.0%
	

	Weight increased
	1    1.0%
	0    0.0%
	

	White blood cell count decreased
	1    1.0%
	0    0.0%
	

	Metabolism and nutrition disorders
	
	
	

	-Overall-
	6    6.2%
	6    5.9%
	0.942c

	Alcohol intolerance
	1    1.0%
	0    0.0%
	

	Decreased appetite
	4    4.1%
	3    3.0%
	

	Food craving
	1    1.0%
	0    0.0%
	

	Gout
	0    0.0%
	1    1.0%
	

	Increased appetite
	0    0.0%
	2    2.0%
	

	Musculoskeletal and connective tissue disorders
	
	
	

	-Overall-
	17    17.5%
	17    16.8%
	0.897c

	Arthralgia
	9    9.3%
	7    6.9%
	

	Back pain
	6    6.2%
	9    8.9%
	

	Bursitis
	1    1.0%
	0    0.0%
	

	Intervertebral disc protrusion
	0    0.0%
	1    1.0%
	

	Joint sprain
	0    0.0%
	2    2.0%
	

	Myalgia
	2    2.1%
	0    0.0%
	

	Neck pain
	0    0.0%
	1    1.0%
	

	Osteoarthritis
	1    1.0%
	0    0.0%
	

	Nervous system disorders
	
	
	

	-Overall-
	43    44.3%
	49    48.5%
	0.555c

	Disturbance in attention
	4    4.1%
	2    2.0%
	

	Dizziness
	11    11.3%
	6    5.9%
	

	Dysaesthesia
	0    0.0%
	1    1.0%
	

	Dysgeusia
	6    6.2%
	1    1.0%
	

	Exaggerated startle response
	1    1.0%
	0    0.0%
	

	Headache
	26    26.8%
	30    29.7%
	

	Hyperaesthesia
	1    1.0%
	0    0.0%
	

	Hypersomnia
	0    0.0%
	1    1.0%
	

	Hypoaesthesia
	0    0.0%
	1    1.0%
	

	Lethargy
	1    1.0%
	0    0.0%
	

	Memory impairment
	2    2.1%
	1    1.0%
	

	Migraine
	0    0.0%
	1    1.0%
	

	Neuralgia
	0    0.0%
	1    1.0%
	

	Paraesthesia
	2    2.1%
	2    2.0%
	

	Psychomotor hyperactivity
	0    0.0%
	1    1.0%
	

	Restlessness
	1    1.0%
	1    1.0%
	

	Sinus headache
	1    1.0%
	1    1.0%
	

	Somnolence
	6    6.2%
	13    12.9%
	

	Tremor
	1    1.0%
	0    0.0%
	

	Psychiatric disorders
	
	
	

	-Overall-
	57    58.8%
	44    43.6%
	0.032c

	Abnormal dreams
	27    27.8%
	12    11.9%
	

	Agitation
	12    12.4%
	16    15.8%
	

	Alcohol problem
	1    1.0%
	0    0.0%
	

	Alcohol withdrawal syndrome
	1    1.0%
	1    1.0%
	

	Anxiety
	9    9.3%
	8    7.9%
	

	Apathy
	2    2.1%
	0    0.0%
	

	Confusional state
	1    1.0%
	2    2.0%
	

	Depressed mood
	3    3.1%
	3    3.0%
	

	Depression
	7    7.2%
	6    5.9%
	

	Early morning awakening
	0    0.0%
	1    1.0%
	

	Emotional distress
	1    1.0%
	0    0.0%
	

	Frustration
	2    2.1%
	0    0.0%
	

	Hallucination
	0    0.0%
	1    1.0%
	

	Hallucination, visual
	0    0.0%
	1    1.0%
	

	Hostility
	6    6.2%
	4    4.0%
	

	Hypoactive sexual desire disorder
	1    1.0%
	0    0.0%
	

	Insomnia
	15    15.5%
	12    11.9%
	

	Libido decreased
	3    3.1%
	1    1.0%
	

	Libido increased
	0    0.0%
	1    1.0%
	

	Middle insomnia
	1    1.0%
	1    1.0%
	

	Nervousness
	4    4.1%
	0    0.0%
	

	Nicotine dependence
	1    1.0%
	0    0.0%
	

	Nightmare
	3    3.1%
	0    0.0%
	

	Paranoia
	1    1.0%
	1    1.0%
	

	Sleep disorder
	4    4.1%
	1    1.0%
	

	Stress
	2    2.1%
	1    1.0%
	

	Suicidal ideation
	0    0.0%
	2    2.0%
	

	Renal and urinary disorders
	
	
	

	-Overall-
	2    2.1%
	1    1.0%
	0.097f

	Haematuria
	1    1.0%
	0    0.0%
	

	Micturition urgency
	0    0.0%
	1    1.0%
	

	Pollakiuria
	1    1.0%
	0    0.0%
	

	Urinary hesitation
	1    1.0%
	0    0.0%
	

	Reproductive system and breast disorders
	
	
	

	-Overall-
	3    3.1%
	3    3.0%
	1.000f

	Dysmenorrhoea
	0    0.0%
	1    1.0%
	

	Erectile dysfunction
	1    1.0%
	0    0.0%
	

	Menorrhagia
	1    1.0%
	0    0.0%
	

	Menstruation irregular
	1    1.0%
	0    0.0%
	

	Pruritus genital
	0    0.0%
	1    1.0%
	

	Vulvovaginal dryness
	0    0.0%
	1    1.0%
	

	Respiratory, thoracic and mediastinal disorders
	
	
	

	-Overall-
	7    7.2%
	8    7.9%
	0.851c

	Cough
	2    2.1%
	2    2.0%
	

	Nasal congestion
	4    4.1%
	4    4.0%
	

	Pharyngolaryngeal pain
	3    3.1%
	3    3.0%
	

	Productive cough
	1    1.0%
	0    0.0%
	

	Respiratory tract congestion
	1    1.0%
	0    0.0%
	

	Sneezing
	0    0.0%
	1    1.0%
	

	Upper respiratory tract congestion
	0    0.0%
	1    1.0%
	

	Skin and subcutaneous tissue disorders
	
	
	

	-Overall-
	11    11.3%
	15    14.9%
	0.465c

	Acne
	1    1.0%
	1    1.0%
	

	Alopecia
	0    0.0%
	1    1.0%
	

	Dermatitis contact
	0    0.0%
	2    2.0%
	

	Dry skin
	0    0.0%
	2    2.0%
	

	Ecchymosis
	0    0.0%
	1    1.0%
	

	Erythema
	1    1.0%
	0    0.0%
	

	Hyperhidrosis
	1    1.0%
	0    0.0%
	

	Increased tendency to bruise
	0    0.0%
	1    1.0%
	

	Night sweats
	1    1.0%
	0    0.0%
	

	Pruritus
	1    1.0%
	2    2.0%
	

	Rash
	3    3.1%
	6    5.9%
	

	Seborrhoeic dermatitis
	1    1.0%
	0    0.0%
	

	Skin burning sensation
	0    0.0%
	1    1.0%
	

	Skin lesion
	0    0.0%
	1    1.0%
	

	Skin odour abnormal
	1    1.0%
	0    0.0%
	

	Swelling face
	1    1.0%
	0    0.0%
	

	Surgical and medical procedures
	
	
	

	-Overall-
	4    4.1%
	2    2.0%
	0.438f

	Alcohol detoxification
	0    0.0%
	1    1.0%
	

	Tooth extraction
	3    3.1%
	0    0.0%
	

	Weight loss diet
	1    1.0%
	1    1.0%
	

	Vascular disorders
	
	
	

	-Overall-
	2    2.1%
	3    3.0%
	1.000f

	Flushing
	0    0.0%
	1    1.0%
	

	Hot flush
	0    0.0%
	1    1.0%
	

	Hypertension
	2    2.1%
	1    1.0%
	


Notes: Percentages are based on the total number of subjects, as given in the column heading. Multiple occurrences of a specific adverse event for a subject are counted once in the frequency for the adverse event. Likewise, multiple occurrences of adverse events within a specific preferred term for a subject are counted once in the frequency for the preferred term.
1 f Fisher’s exact test

c Chi square
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