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Observed 7-day point prevalence abstinence at the e nd of treatment (week 12) according to baseline Cli nical Global Impression – 
Severity score in the schizophrenia spectrum disord ers subcohort 
 
 CGI-S,a schizophrenia spectrum disorders subcohort (N=348)  

 Normal, not at all ill 
n=17 

Borderline, mentally ill  
n=121 

Mildly ill 
n=155 

Moderately ill 
n=55 

 n % n % n % n % 

7-day PPA at week 12 6  35 18 15 23 15 12 22 

CGI-S, Clinical Global Impression – Severity; PPA, point prevalence abstinence. 
a Possible CGI-S scores range from 1–7 with higher scores indicating more severe illness. 



 
Incidence of moderate and severe neuropsychiatric a dverse events among all treated participants 
 
   Schizophrenia spectrum disorders subcohort No psych iatric disorders cohort 

 All  
n=386 

Varenicline 
n=95 

Bupropion 
n=96 

NRT  
n=99 

Placebo  
n=96 

All  
n=3,984 

Varenicline 
n=990 

Bupropion 
n=989 

NRT  
n=1,006 

Placebo  
n=999 

   % % % % % % % % % % 

Primary composite 
neuropsychiatric  
adverse event endpoint  

          

Observed incidence  6 6 6 5 6 2 1 2 2 2 

Estimated endpoint* 5  5  6  4  6  1  <1  1  2  2  

      95% CI 2.95–7.67 –.38–9.48 1.99–10.97 –.56–8.11 1.64–11.21 .61–2.08 –.78–1.41 .36–2.61 .91–3.21 .33–2.71 

Observed components ≥1% 
in any treatment group*  

          

      Anxiety <1 0 0 1 0 <1 0 <1 0 <1 

      Depression <1 1 0 0 1 <1 <1 0 0 0 

      Agitation 1 2 2 1 1 1 1 1 2 1 

      Aggression 1 2 0 0 2 <1 <1 <1 <1 <1 

      Delusions <1 1 0 1 0 <1 0 0 <1 0 

      Hallucinations 1 2 2 1 0 <1 <1 0 0 0 

      Mania <1 0 1 0 1 <1 0 <1 <1 <1 

      Panic <1 0 1 1 0 <1 0 <1 <1 <1 

      Paranoia <1 1 0 0 1 <1 0 <1 0 0 

      Psychosis 1 1 1 2 1 <1 0 0 <1 0 



      Suicidal ideationa <1 0 1 1 0 <1 0 <1 <1 <1 

Observed events of severe 
intensity only 

1 1 0 2 1 <1 <1 <1 <1 <1 

Observed components of 
severe intensity only and 
≥1% in any treatment group 

          

      Anxiety <1 0 0 1 0 <1 0 <1 0 <1 

      Depression <1 1 0 0 1 <1 <1 0 0 0 

Events           

      Serious adverse events <1 1 0 1 0 <1 0 <1 <1 <1 

      Resulting in permanent 
treatment discontinuations 

2 2 1 2 1 <1 <1 <1 <1 <1 

      Serious or severe 
adverse event, or leading to 
treatment discontinuations 
or interventions 

2 2 1 2 2 <1 <1 <1 <1 1 

C-SSRSb            

Suicidal ideation 2 1  2  2  3 <1 <1  <1  <1  <1 

Suicidal behavior <1 0 0 0 1 <1 0 <1  <1 <1 

CI, confidence interval; C-SSRS, Columbia Suicide Severity Rating Scale NRT, nicotine replacement therapy. 
a Incidence of suicide, suicidal behavior, feeling abnormal, homicidal ideation, hostility was <1% in any treatment group. 
b Possible C-SSRS scores range from 2–25, with a higher number indicating more intense ideation and greater risk. 
*p<.001 for schizophrenia spectrum subcohort vs. no psychiatric disorders cohort. 



Participant disposition (CONSORT) 

 

 

 

aParanoid schizophrenia (n=261), schizoaffective disorder (n=87), residual schizophrenia (n=25), 
undifferentiated schizophrenia (n=13), disorganized schizophrenia (n=3), and catatonic schizophrenia 
(n=1). 



 

Treatment comparisons for 7-day point prevalence ab stinence at end of treatment 
(week 12) and end of follow-up (week 24) 
 

 

 

For treatment comparisons, treatment group (varenicline, bupropion, NRT, placebo), cohort 
(schizophrenia spectrum disorders, no psychiatric disorders), treatment by cohort interaction, region 
(US or non-US), and region by cohort interaction were included in the model. 
CI, confidence interval; NRT, nicotine replacement therapy (transdermal nicotine patch); OR, odds 
ratio. 



 

Observed continuous abstinence rates at each study visit in those with schizophrenia 
spectrum disorders 
 

 

 

NRT, nicotine replacement therapy (transdermal nicotine patch). 



 

Odds ratios for continuous abstinence for weeks 9–1 2 for variables included in the 

model  

 

 

 

Model terms included: treatment group (varenicline, bupropion, NRT, placebo), cohort (schizophrenia 
spectrum disorders, no psychiatric disorders), treatment by cohort interaction, region (US, non-US), 
race (White, Black, Other), age, BMI, FTCD score, cigarettes per day in the past month, and duration 
of smoking. 
 
BMI, body mass index; CI, confidence interval; FTCD, Fagerström Test for Cigarette Dependence; 
NRT, nicotine replacement therapy (transdermal nicotine patch); OR, odds ratio. 



 

Treatment-emergent neuropsychiatric adverse events in relation to 7-day point 
prevalence abstinence status with varenicline, bupr opion, NRT, and placebo in a) the 
schizophrenia spectrum disorders subcohort and b) t he no psychiatric disorders 
cohort 
 



 



 



 

Period for ascertainment of neuropsychiatric adverse events was during 12 weeks of treatment and 
≤30 days after last dose. Each row represents an individual participant who experienced a moderate 
to severe neuropsychiatric adverse event; a white diamond indicates the week in which the 
neuropsychiatric adverse event occurred. Study medication was initiated in week 1. 
 
Abstainer was defined as self-report of no cigarettes in the past 7 days and expired carbon monoxide 
≤10 parts per million at that visit; partial abstainer was defined as abstinent for >2 days in the past 7 
days; smoker was defined as smoking for the past 7 days. 
 
NRT, nicotine replacement therapy (transdermal nicotine patch). 
 
a Multiple neuropsychiatric adverse events recorded at clinic visit. 


