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Adverse events occurring in placebo-controlled phase II and III trials of vareniclinea

  Adverse event, % 
Study  
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bGonzales et al.[34]  
Varenicline 1 mg bid 
Bupropion SR 150 mg bid 
Placebo 

 
349 
329 
344 

 
28.1 
12.5 
8.4 

 
15.5 
14.3 
12.2 

 
14.0 
21.9 
12.8 

 
10.3 
5.5 
5.5 

 
6.0 
5.8 
5.8 

 
5.4 
7.0 
3.8 

 
5.7 
4.3 
2.9 

 
 
 
 

 
 
 
 

 
5.7 
4.0 
3.8 

 
 

 
 

 
5.7 
5.2 
5.2 

 
 

    
6.0 
5.2 
5.8 

     
6.6 
8.8 
5.5 

           

cJorenby et al.[35]  
Varenicline 1 mg bid 
Bupropion SR 150 mg bid 
Placebo 

 
343 
340 
340 

 
29.4 
7.4 
9.7 

 
12.8 
7.9 
12.6 

 
14.3 
21.2 
12.4 

 
13.1 
5.9 
3.5 

 
6.4 
7.4 
7.1 

 
9.0 
6.5 
1.5 

 
5.8 
2.1 
2.4 

 
7.3 
3.8 
6.5 

 
5.5 
2.9 
3.5 

 
4.7 
6.8 
2.6 

 
5.2 
2.1 
1.8 

 
4.4 
5.3 
3.8 

           
5.5 
7.6 
3.2 

           

dAubin et al.[37]  
Varenicline 1 mg bid 
NRT 21 mg/day 

 
376 
370 

 
37.2 
9.7 

 
19.1 
9.7 

 
21.3 
19.2 

 
11.7 
8.4 

 
7.4 
3.5 

 
8.2 
2.4 

 
5.9 
1.4 

 
5.6 
2.4 

   
6.1 
1.1 

   
6.4 
1.4 

 
5.9 
2.7 

 
5.9 
1.1 

 
5.6 
1.1 

 
 

                

eTonstad et al.[36]  
Initial 12 weeks, open label 

Varenicline 1 mg bid 
12-week extended treatment, randomised 

Varenicline 1 mg bid 
Placebo 

 
 
1927 
 
602 
604 

 
 
33.5 
 
1.2 
0.7 

 
 
15.8 
 
2.8 
2.0 

 
 
19.6 
 
2.7 
2.8 

 
 
14.3 
 
1.0 
0.0 

 
 
 

 
 
8.7 
 
0.0 
0.5 

 
 
12.1 
 
0.3 
0.0 

 
 
8.4 
 
1.5 
1.8 

 
 
6.9 
 
1.5 
1.0 

    
 
7.5 
 
4.8 
5.3 

     
 
5.0 
 
2.7 
4.5 

                

bTsai et al.[38]  
Varenicline 1 mg bid 
Placebo 

 
126 
124 

 
43.7 
11.3 

 
 

 
15.1 
13.7 

 
5.6 
0.8 

 
 

 
7.1 
2.4 

      
5.6 
2.4 

       
7.9 
6.5 

               

bWang et al.[40]  
Varenicline 1 mg bid 
Placebo 

 
165 
168 

 
29.1 
11.9 

 
5.5 
4.2 

 
6.1 
3.0 

 
 

 
14.5 
10.7 

               
5.5 
5.4 

  
 

 
9.1 
7.7 

 
6.1 
3.0 

 
 

 
7.3 
2.4 

        

dNakamura et al.[39]  
Varenicline 1 mg bid 
Varenicline 0.5 mg bid 
Varenicline 0.25 mg bid 
Placebo 

 
156 
155 
153 
154 

 
24.4 
9.7 
7.2 
7.8 

 
10.3 
11.6 
10.5 
2.6 

    
7.7 
7.7 
8.5 
5.2 

       
35.9 
51.0 
43.1 
38.3 

 
 

 
0.6 
4.5 
8.5 
0.6 

 
 

 
7.7 
5.8 
2.0 
6.5 

   
 

 
5.8 
3.2 
4.6 
5.8 

    
3.2 
2.6 
5.9 
6.5 

         

bWilliams et al., 52 weeks[49]

Varenicline 1 mg bid 
Placebo 

 
251 
126 

 
40.2 
7.9 

 
 

 
19.1 
9.5 

 
22.7 
7.1 

 
7.6 
4.8 

 
12.4 
7.1 

 
12.4 
9.5 

  
13.1 
2.4 

  
6.8 
1.6 

     
10.8 
2.4 

   
5.2 
3.2 

 
13.5 
9.5 

 
6.0 
2.4 

         
6.8 
6.3 

 
7.2 
5.6 

 
6.4 
4.8 

 
6.8 
4.0 

 
6.0 
4.0 

bNiaura et al., flexible dosing[43]

Varenicline 0.5–2.0 mg/day 
Placebo 

 
157 
155 

 
13.4 
5.2 

 
15.9 
12.9 

 
21.7 
11.0 

      
6.4 
1.9 

    
5.1 
1.3 

   
 

 
 

 
5.1 
3.9 

 
 

 
15.9 
9.7 

  
7.0 
4.5 

    
 

 
5.1 
4.5 

 
5.7 
1.9 

 
5.1 
3.9 

     

fOncken et al.[33]  
Varenicline 1.0 mg bid titrated 
Varenicline 1.0 mg bid nontitrated 
Varenicline 0.5 mg bid titrated 
Varenicline 0.5 mg bid nontitrated 
Placebo 

 
129 
124 
129 
124 
121 

 
34.9 
41.9 
16.3 
22.6 
14.9 

 
22.5 
24.2 
19.4 
27.4 
17.4 

 
37.2 
21.8 
20.9 
33.9 
11.6 

 
19.4 
16.9 
11.6 
16.9 
5.0 

  
10.9 
10.5 
4.7 
6.5 
2.5 

 
10.1 
11.3 
8.5 
15.3 
5.8 

  
14.7 
9.7 
6.2 
8.9 
7.4 

       
11.6 
13.7 
7.8 
16.1 
4.1 

        
9.3 
10.5 
5.4 
5.6 
1.7 

 
 

         

fNides et al., 7 weeks[32]

Varenicline 1 mg bid 
Varenicline 1 mg qd 
Varenicline 0.3 mg qd 
Buproprion SR 150 mg bid 
Placebo 

 
125 
126 
126 
126 
123 

 
52.0 
37.3 
17.5 
21.4 
18.7 

 
24.0 
27.0 
27.0 
30.2 
26.8 

 
35.2 
27.0 
19.8 
45.2 
22.0 

 
15.2 
11.1 
7.9 
11.9 
8.1 

  
5.6 
6.3 
6.3 
13.5 
4.1 

 
 

  
8.8 
6.3 
7.9 
11.1 
7.3 

       
15.2 
14.3 
8.7 
11.1 
7.3 

  
12.0 
13.5 
11.9 
11.1 
9.8 

 
8.0 
10.3 
14.3 
7.1 
5.7 

 
12.0 
14.3 
25.4 
15.9 
25.2 

  
10.4 
7.9 
10.3 
7.1 
8.1 

 
5.6 
8.7 
3.2 
11.9 
5.7 

           

 



aTreatment was for 12 weeks except where otherwise indicated. Each row lists the incidence of adverse events reported in the primary publication for that 
study. A blank cell indicates no adverse event was reported under that terminology in the publication. 
bThe incidence of an adverse event was reported if ≥5% in the varenicline group and more frequent than in the placebo group. 
cThe incidence of an adverse event was reported if ≥5% in either the varenicline or bupropion SR group and more frequent than in the placebo group. 
dThe incidence of an adverse event was reported if ≥5% in any treatment group. 
eThe incidence of an adverse event in the open-label study was reported if ≥5%. In the double-blind extension, the incidence of an adverse event was 
reported if ≥5% in the varenicline group and more frequent in the varenicline group than the placebo group. 
fThe incidence of an adverse event was reported if ≥10% in any treatment group, including placebo. 
 
bid = twice daily; Bupropion SR = sustained-release bupropion; qd = once daily 
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