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Reference: 

a. Research Report: “Does menthol attenuate the effect of bupropion among African 
American smokers?”  Society for the Study of Addiction to Alcohol and Other Drugs, 
No. 98, February 2003, pp. 1387-1393, by Dr. Kolawole S Okuyemi, et al. 

b. Clinical Study: “Sustained-Release Bupropion for Smoking Cessation in African 
Americans.”  Journal of the American Medical Association, July 2002, Vol 288, No 4, 
pp. 468-474, by Jasjit S. Ahluwalia, Kari Jo Harris, Delwyn Catley, et al. 

 
 
Background 
 On June 22, 2009, President Obama signed into law the Family Smoking Prevention and 
Tobacco Control Act, which gives the Food and Drug Administration the power to further 
regulate the tobacco industry.  One element of the law imposes new warnings and labels on 
tobacco packaging, with the goal of discouraging minors and young adults from smoking.  The 
bill bans flavored cigarettes, including cloves, cinnamon, candy, and fruit flavors, with a special 
exception for menthol cigarettes.  There is a need to investigate possible health hazards of 
smoking menthol cigarettes as well as cessation (quitting) efforts.     
 
The Tobacco Products Scientific Advisory Committee (TPSAC) provisioned under the bill is to 
submit a recommendation on menthol cigarettes to the United States Secretary of Health and 
Human Services no later than March 23, 2012.  The intent of this CRE assessment is to consider 
the merits and shortfalls of the study as well as present the reader with topics for further 
discussion and investigation. 
 
The report at reference (a) was identified for review and public discussion due to its focus on the 
efficacy of medication on menthol smokers among African Americans.  The researchers 
presented the following primary results: 

 At the 6-week follow-up point, non-menthol cigarette smokers (younger than 50 years 
old category) were more likely to quit smoking than menthol cigarette smokers; 

 At the 6-week follow-up point, when data was separated by treatment, non-menthol 
cigarette smokers (younger than 50 years old category) who received the bupropion pill, 
were more likely to quit smoking than menthol cigarette smokers; 

 
The researchers concluded “African American menthol smokers had lower smoking cessation 
rates after 6 weeks of treatment with [the] bupropion-SR [medicated pill], thereby putting 
menthol smokers at greater risk from the health effects of smoking.”  
 
The reader should be aware that data used for this report “…derived from a [previous] study 
(reference (b)) which was not designed to test whether menthol smokers have lower quit rates 
than non-menthol smokers.” [p. 1392] “The parent (previous) study was a double-blind, placebo-
controlled, randomized trial of 600 African American smokers.” [p. 1388] So, both the patient 
and the administrator of medications did not have knowledge of the type of treatment they were 
receiving/administering (the placebo (a fake pill) vs. bupropian SR).  All smokers had the 
following characteristics: at least 18 years of age, smoked at least 10 cigarettes a day and were 
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interested in quitting within the next 30 days. The following timeline generally illustrates the 7-
week clinical study plan: 
 
Week 0 Weeks 1-2 Weeks 3-6 Month 6 
 150 mg bupropion 

(1/day), or 
 Placebo (1/day) 
 Individuals 

established target 
quit date 

 150 mg bupropion 
(2/day), or 

 Placebo (2/day) 
 Assessments/  

counseling at 
clinic (wk 1) 

 150 mg bupropion 
(2/day), or 

 Placebo (2/day) 
 Assessments/ 

counseling at 
clinic (wks 3 & 6) 

E
nd of T

rial 

 Assessment 
at clinic. 

 End of 
study 

 
 
The CRE conducted a limited assessment which comprised a review of the report, the primary 
clinical study, and internet research of the bupropion drug.   
 
Under the Data [Information] Quality Act, the FDA is prohibited from using any information 
from a third-party, such as TPSAC, unless it meets the requirements of the DQA.  CRE has 
reviewed the study by Okuyemi et al., and has identified the following shortcomings, which if 
valid after outside peer review, would deem it non-compliant with the DQA.  CRE is requesting 
public comment for the material set forth herein.  
 
Summary of Findings and Issues 
 
Class sizes within the sample should be the same in order to avoid biased results. 
 
The authors of this secondary study acknowledged the inherent limitation in that the primary 
study sample was predominantly menthol smokers.  Indeed, the 600 subjects comprised of 471 
menthol smokers and only 129 non-menthol smokers.  The primary objective of the secondary 
study was to test (prove) the hypothesis that menthol smokers are less likely to quit.  While it is 
reasonable to expect that several menthol smokers will be unable to quit smoking, the roughly 4-
to-1 ratio of menthol smokers to non-menthol smokers likely resulted in an inflated/lop-sided 
comparison.  The authors concluded that “…having a larger sample of non-menthol smokers in 
the study is unlikely to change factors that were found to be significant in this study.” [p. 1392]   
 
This conclusion should be supported by data analysis. 
 
Future studies of this nature should select a sample size that has equal, or near equal, classes (e.g. 
menthol smokers, non-menthol smokers). 
 
What should be the most meaningful milestone for assessing cessation results, 6 weeks or 6 
months? 
 
The researchers computed statistics for reported cessation (quit smoking) responses at week 6 
(28% menthol smokers vs. 42% non-menthol smokers) as well as month 6 (21% menthol 
smokers vs. 27% non-menthol smokers).  The following graph illustrates these reported 
statistics: 
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Only the cessation results of week 6 were found to be statistically significant and in line with the 
researcher’s hypothesis: that menthol smokers are less likely to quit. [p. 1388] The researchers 
reported cessation rates at 6 months were lower for menthol smokers, but not statistically 
significant.  Therefore, over the extended period (6 months) of the study, one cannot support the 
claim that menthol smokers are less likely to quit.  Indeed, the researchers acknowledged there 
could be a number of reasons that could explain the near equal cessation rate at the 6 month 
mark, including delayed quitting among menthol smokers or higher relapse among non-menthol 
smokers. 
 
Is age a factor in cessation rates? 
 
The TPSAC is studying the effects of smoking on young adults.  This study included two age 
categories: younger than 50 years, and 50 years or older.  Researchers used a logistic regression 
model and included the variables: smoker type along with age to conclude that “among those 
younger than 50 years, non-menthol smokers were more likely to quit smoking [by a 2-to-1 
ratio].” 
This study result may have been different if the smoking class sizes were the same.  
 
Are the data and statistical models transparent? 
 
Unlike previous studies that the CRE has assessed, the data for this study was not publically 
available for independent verification of results.  The CRE has submitted a request for data in 
separate correspondence.  The CRE reviewed the primary clinical study (reference b) and 
discovered interesting facts such as the rather large attrition rate of participants: of the original 
600 smokers who initially agreed to participate in the study, only 470 (78.3%) participated at 
week 6 and 411 (68.5%) at month 6.  This attrition parameter underscores the human factors 
challenge in such studies. 
 
The researchers used a logistic regression model to conclude the relationship between menthol 
smoking and abstinence rates.  Logistic regression models are becoming increasingly useful for 
researchers to use since they allow a comparison between variables that include discrete data (i.e. 
abstinence rates would be considered as discrete data since it is a counted measure).  The 
researchers reported that the regression modeling was only used for Week 6; results were 
inconclusive for month 6. 
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Future studies should include transparency and completeness of such models (i.e. the error 
component alone can be used by modelers to compensate for unexplained behavior/factors). 
 
Request to Author for Background Data 
 
Dear Dr. Okuyemi, 
 
My name is Jim Tozzi, I am a member of the Center for Regulatory Effectiveness, a nationally 
recognized clearinghouse for methods to improve the federal regulatory process.  The The CRE has two 
paramount goals: (1) To ensure that the public has access to data and information used to develop 
federal regulations, and (2) To ensure that information which federal agencies disseminate to the public is 
of the highest quality. 
 
We are studying the possible adverse health effects that may result from the use of tobacco additives, 
such as menthol.  We came across two of your studies which both reference data from an earlier clinical 
trial titled, ““Sustained-Release Burping for Smoking Cessation in African Americans.”  Journal of 
the American Medical Association, July 2002, Vol 288, No 4, pp. 468-474, by Jasjit S. 
Ahluwalia, Kari Jo Harris, Delwyn Catley, et al. 
 
We would like to know if I can have access to the data from the above listed report. 
 
Your assistance would be greatly appreciated. 
 
Respectfully, 
 
Jim Tozzi 
Center for Regulatory Effectiveness 
 


