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___________________________________________________________________________________ 

Memorandum 
To: Members, Tobacco Products Scientific Advisory Committee (TPSAC) 
From: Matthew R. Holman, Ph.D., Director, Office of Science, Center for Tobacco Products, 

United States Food and Drug Administration 
Subject: Overview of the FDA Briefing Document for February 6-7, 2019 discussion of U.S. 

Smokeless Tobacco Company LLC MRTPAs for its Copenhagen Snuff Fine Cut moist snuff 
tobacco product (FDA Submission Tracking Number MR0000108) 

 

Introduction  
We would like to thank the TPSAC members in advance for their efforts to provide recommendations to 
FDA on the Modified Risk Tobacco Product Application (MRTPA) submitted by U.S. Smokeless Tobacco 
Company LLC (USSTC). 

On March 20, 2018, FDA received an MRTPA from USSTC, which states that USSTC is seeking orders 
under Section 911(g)(1) of the Federal Food, Drug, and Cosmetic Act (FD&C Act) for its Copenhagen® 
Snuff Fine Cut tobacco product. See Appendix A for additional information on the statutory 
requirements for Modified Risk Tobacco Products (MRTPs). 

The applicant describes Copenhagen Snuff Fine Cut as a loose, non-portioned, fine cut moist snuff 
smokeless tobacco product. The applicant states that a pinch of the product is intended to be placed 
into the mouth between the cheek or lip and gum. The user typically holds the product in the mouth, 
expectorates the “juice” produced during use, and removes the product from the mouth after use. 
Some users swallow the “juice” produced during use instead of spitting (Section 3.2 of the MRTPA). 

FDA evaluates all information and statements on the proposed label, labeling, and advertising submitted 
by the applicant as part of the agency’s scientific review.  As part of its evaluation of the MRTPA, FDA is 
reviewing the following modified risk claim: “IF YOU SMOKE, CONSIDER THIS: Switching completely to 
this product from cigarettes reduces risk of lung cancer.”  In addition to determining whether the 
proposed modified risk claim is scientifically accurate and consumers understand it, FDA must assess, 
when determining whether to issue an order, whether the product, as it is actually used, will reduce the 
risk to individual users of the tobacco product and benefit the population as a whole, taking into 
account both tobacco users and non-users.   

As described below, the focus of the TPSAC meeting will be the evidence related to the modified risk 
claim and relative health risks of the product, consumer understanding and perceptions of the modified 
risk claim, and the impact of a modified risk marketing order on product use. 
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Draft Topics for TPSAC Discussion  

FDA is reviewing the scientific information submitted in the MRTPA to determine whether the statutory 
requirements for authorization provided in Section 911 of the FD&C Act have been met. The evidence 
submitted by the applicant includes data from chemical analyses of the product; toxicological evidence; 
a study of consumer understanding, perception, and behavioral intentions; a pharmacokinetic study of 
the product’s abuse liability and subjective effects; epidemiological evidence; and other scientific 
information. FDA is also reviewing public comments submitted in accordance with Section 911(e). 

FDA intends to raise the following matters for discussion with TPSAC. 

Evidence related to the modified risk claim and relative health risks of the 
product 

The proposed label and advertising submitted in the MRTPA contains the modified risk claim: “IF YOU 
SMOKE, CONSIDER THIS: Switching completely to this product from cigarettes reduces risk of lung 
cancer.” FDA will present the nonclinical, clinical, and epidemiological evidence used to assess the 
scientific accuracy of this statement. TPSAC will be asked to discuss the extent to which the proposed 
modified risk claim is scientifically accurate. 

Consumer understanding and perceptions of the label, labeling, and advertising 

The applicant submitted sample label and advertisements for Copenhagen Snuff Fine Cut with the 
proposed modified risk claim. An online study was conducted to test consumer understanding and 
perceptions of the proposed modified risk claim. FDA will present results from the consumer study and 
will ask TPSAC to discuss potential implications of the proposed modified risk claim on consumer 
understanding and perceptions.  

Likelihood of use of the proposed MRTP 

FDA will present data from several observational studies to describe characteristics of smokeless 
tobacco users, patterns of use among users of Copenhagen products, and transitions from cigarette 
smoking to exclusive use of smokeless tobacco. FDA will also present pharmacokinetic and subjective 
effects data from the applicant’s clinical study that was used to evaluate abuse liability. In addition, FDA 
will present results from the applicant’s consumer study to assess the likelihood that cigarette users will 
switch to Copenhagen Snuff Fine Cut when presented with modified risk information. TPSAC will be 
asked to discuss the potential users and use behaviors with respect to the proposed modified risk 
tobacco product. 

The following sections provide a summary and assessment of the evidence provided in the MRTPA 
relevant to the foregoing topics. For a list of all research studies and data submitted by the applicant, 
please see Appendix B. 
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HPHCs in Copenhagen Snuff Fine Cut Compared to Cigarettes 

The combustion involved in cigarette smoking generally contributes to a higher number of HPHCs, 
including carcinogens, in cigarettes than in smokeless tobacco. For example, aromatic amines, volatile 
hydrocarbons, carbonyls, carbon monoxide, hydrogen cyanide, hydrazine, phenols, heterocyclic 
aromatic amines, and epoxides found in cigarettes may not be present in smokeless tobacco. Of the 93 
HPHCs identified by FDA, 65 were shown to be present in tobacco and 91 were shown to be present in 
mainstream cigarette smoke.   

The applicant did not provide a direct side-by-side comparison of the HPHC levels in Copenhagen Snuff 
Fine Cut with any specific comparator cigarette product(s). Because Copenhagen Snuff Fine Cut is non-
portioned and cigarettes are portioned products, FDA compared the levels of HPHCs between the two 
types of tobacco products based on potential daily intake (i.e., one tin per day (34.02 g) compared to a 
“heavy smoking” level of 20 cigarettes per day [CPD]1,2).  Section 3.2 of the MRTPA shows that one tin 
per day (34.02 g) represents the 90th percentile of use for the Copenhagen Snuff Fine Cut product, which 
has been described as the “health-protective” level for chemical exposure evaluations.3- 5 Data for 
International Organization for Standardization (ISO) and Canadian Intense (CI) mainstream cigarette 
smoke yields are based on reported HPHC levels in the top 50 selling U.S. cigarettes according to an FDA-
CDC collaborative study.6- 8  

Compared to the potential daily intake calculated from the mean published values for ISO/CI smoking of 
combustible cigarette products, there were relative decreases in the potential daily intake of some 
HPHCs (i.e., acetaldehyde, formaldehyde), and relative increases (~325-5,700-fold) in arsenic, 
benzo[a]pyrene (B[a]P), cadmium, n-nitrosonoricotinine (NNN), 4-(methylnitrosamino)-1-(3-pyridyl)-1-
butanone (NNK), and nicotine for the Copenhagen Snuff Fine Cut product.  

It is important to note that differences in portal of entry effects, differences in extraction rates, 
differences in toxicant absorption and distribution through the body, and differences in metabolism can 
affect the toxicity of HPHCs introduced through different routes of exposure. Differences in user 
exposure routes between cigarettes and Copenhagen Snuff Fine Cut can affect the overall toxicity of the 
HPHCs present in Copenhagen Snuff Fine Cut relative to cigarettes. Therefore, it is unclear how relative 
differences in HPHC intake levels between Copenhagen Snuff Fine Cut and cigarette smoke translate 
into differences in exposure levels and, ultimately, disease risk. Differences in health risk between 
Copenhagen Snuff Fine Cut and cigarettes are discussed in the nonclinical, clinical, and epidemiological 
summaries in Section I.B. 

HPHCs in Copenhagen Snuff Fine Cut Compared to Other Smokeless Tobacco 
 
The overall differences in HPHCs among smokeless tobacco products are influenced by factors such as 
tobacco growing conditions, tobacco type, curing conditions, storage conditions, and moisture content. 
In general, moist snuff primarily comprises dark air-cured (which typically includes burley tobacco) and 
dark fire-cured tobacco that has been fermented and has a moisture content typically near 50%. 
Swedish snus typically consists of low-nitrosamine tobacco that has been air-cured, moistened, ground, 
and heat-treated. Dry snuff consists of fermented or pasteurized fire-cured tobacco and has a moisture 
content less than 10%. Loose leaf is generally made from air-cured, cigar-leaf tobacco and has moisture 
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levels higher than 15%. Smokeless tobacco products containing fired-cured tobacco produce higher 
levels of polycyclic aromatic hydrocarbons (PAHs) (e.g., B[a]P) while elevated moisture content can 
impact NNN and NNK levels.9- 11 In general, the levels of tobacco-specific nitrosamines (TSNAs), 
specifically NNN, in moist snuff have trended downward since 2004.11 
 
Table 2 shows HPHC levels of Copenhagen Snuff Fine Cut compared to other marketed moist snuff, dry 
snuff, loose leaf, and Swedish snus smokeless tobacco products.  
 
According to the published literature, some HPHC levels for Copenhagen Snuff Fine Cut are similar to 
those of other currently marketed smokeless tobacco products. However, Copenhagen Snuff Fine Cut 
has increased levels of the following HPHCs: 
 
• Acetaldehyde (85% higher than dry snuff)12  
• Arsenic (9%-122% higher than moist snuff, dry snuff, and loose leaf)12  
• B[a]P (90%-3,243% higher than moist snuff, dry snuff, and loose leaf)12-14  
• Cadmium (46%-165% higher than moist snuff, dry snuff, loose leaf, and Swedish snus)11-14  
• NNN (113%-427% higher than loose leaf and Swedish snus)11-14 
• NNK (98%-349% higher than loose leaf and Swedish snus)12-14  
• Total nicotine (4%-102% higher than other moist snuff, loose leaf, and Swedish snus)11-14  
• Free nicotine (460%-9,700% higher than dry snuff and loose leaf)12,14  
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claim (IF YOU SMOKE, CONSIDER THIS: Switching completely to this product from cigarettes reduces risk 
of lung cancer.”). The nonclinical and clinical evidence relies heavily on published literature. For 
epidemiological evidence of health risks and comparisons to other tobacco product use, the applicant 
relies on its own analyses of longitudinal studies as well as published literature. While some of the 
evidence submitted is product-specific (i.e., data collected on Copenhagen Snuff Fine Cut), most 
submitted evidence relies on data from the product category of moist snuff or smokeless tobacco.  

Nonclinical Evidence 

To support its MRTPA, the applicant provided over 100 nonclinical study references from scientific 
literature. Of these, 59 were related to the applicant’s claim regarding lung cancer. The applicant 
provided published literature that it suggests addresses long-term exposure,25-31 genotoxicity,32-43 
carcinogenicity,25-29,32,44-54 modulating carcinogenicity,25-29,33,46-67 immunotoxicology,26,68,69 
inflammation,70-83 oral toxicity and dental issues,84-110 cardiovascular effects,25,31,111 and reproductive/
developmental toxicities31,112-117 associated with the use of Copenhagen Snuff Fine Cut.  Of these 
publications, one uses Copenhagen Snuff Fine Cut specifically, and five use a product labeled as 
“Copenhagen Snuff”. It is unclear whether “Copenhagen Snuff” is the same as the Copenhagen Snuff 
Fine Cut under review or another Copenhagen product. The remainder of the references used a variety 
of commercial brand smokeless tobacco products (defined and undefined) or research tobacco 
products. Such studies did not directly test the potential of Copenhagen Snuff Fine Cut to induce 
toxicities that may then be compared to never use, other smokeless tobacco products, or cigarettes. 
Additionally, most of the submitted studies did not provide a direct comparison among smokeless 
product categories or a comparison of smokeless tobacco to cigarette smoke, with few exceptions. 

Lung Cancer Risk 

Nonclinical studies have found an association between arsenic, B[a]P, formaldehyde, NNN and NNK and 
lung cancer (see Table 3). Assuming 100% extraction of the listed constituents in the candidate 
smokeless tobacco product, there is an increase in the potential daily oral intake of lung carcinogens, 
including arsenic, B[a]P, NNN, and NNK, with the Copenhagen Snuff Fine Cut product compared to the 
corresponding levels under both ISO and CI smoking regimens for a composite of combustible cigarette 
products on the market.  However, due to variables such as route of exposure (i.e., oral vs. inhalation), 
extraction profile of different HPHCs from the product, absorption of HPHCs through the buccal mucosa, 
and others, the net exposure from HPHCs due to use of Copenhagen Snuff Fine Cut may be lower than 
exposure to these same HPHCs from cigarette smoking. The applicant did not provide any information 
specific to its product that would allow calculation of user exposure and the resulting comparative lung 
cancer risk.  Additionally, published manuscripts provided by the applicant either do not relate to the 
assessment of lung cancer risk, do not use Copenhagen Snuff Fine Cut, or have issues that prevent the 
extrapolation of the data to this product and the assessment of lung cancer risk. 

Other Health Risks 

The HPHCs found in Copenhagen Snuff Fine Cut are known carcinogens in a variety of tissues, 
developmental and reproductive toxicants, cardiovascular toxicants, and immunotoxicants. The 
toxicological hazards associated with these HPHCs are described in Table 3. 

10 
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Findings of significantly higher levels of these biomarkers suggest that smokers have an elevated 
inflammation and immune response compared to smokeless tobacco users. No significant differences in 
inflammatory response were observed between smokeless tobacco users and non-tobacco users. 

Epidemiological Evidence 

No long-term epidemiological data are available pertaining to the use of Copenhagen Snuff Fine Cut in 
particular. Instead, the applicant summarized evidence from the published literature and conducted 
original analyses of Federal datasets of the health risks associated with smokeless tobacco use to draw 
inferences regarding the risk for tobacco-related diseases related to Copenhagen Snuff Fine Cut. The 
applicant states this published data is relevant to the product under review because: (1) moist 
smokeless tobacco was the primary form of smokeless tobacco used in the U.S. at the time of these 
studies; (2) USSTC products generally, and specifically Copenhagen Snuff Fine Cut, held large market 
shares at the time of the studies; and (3) the product has not changed since the time of the studies, with 
the exception of a decrease in TSNAs.  

Figure 1 presents the market share volume of USSTC in the moist smokeless tobacco and chewing 
tobacco product categories, along with relevant studies of the health effects of smokeless tobacco 
products from 1972 to 2011. USSTC appears to account for the majority of market share of moist 
smokeless tobacco prior to 1985, and according to data provided by the applicant in MRTPA Appendix 2-
3-2, USSTC products accounted for between 70-90% of the total moist smokeless tobacco market from
1985 to 2005 and between 55-68% of the market from 2005 to 2016 (Figure 2). According to Figure 2,
Copenhagen Snuff Fine Cut accounted for between 37-44% of the total moist smokeless tobacco market
share from 1985 to 1996 and a lower percentage (between 19-36%) from 1997 to 2006.

Figure 1. USSTC Volume within Moist Smokeless Tobacco (MST) and Chewing Tobacco Category (1972-
2011) and Study Periods of Prospective Studies of the Health Effects of Smokeless Tobacco Products 
(Source: MRTPA Section 2.3) 
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Figure 2. Contribution of Copenhagen Snuff Fine Cut to USSTC’s Market Share, 1985-2016 (Source: 
MRTPA Section 2.3) 

The use of epidemiological evidence from the published scientific literature to support a regulatory 
submission has several implications. The peer-reviewed and published studies presented in the 
application on the health risks of U.S. smokeless tobacco products reflect the products that were on the 
market and being used by study participants at the time the studies were conducted, and are not 
necessarily the same product that is the subject of this application. However, the market data presented 
above indicate that the candidate product accounted for between nearly 20-45% of the moist smokeless 
tobacco market in the time periods studied (1985-2005), and there is some evidence to suggest that 
harmful TSNA levels may have been higher in the time period of the published studies than in 
Copenhagen Snuff Fine Cut. 

Data Sources 

National Health Interview Survey (NHIS) and National Longitudinal Mortality Study (NLMS) 

The National Health Interview Survey (NHIS) is a nationally representative, cross-sectional household 
interview survey of the amount, distribution and effects of illness and disability collected by the U.S. 
Census Bureau for the National Center for Health Statistics (NCHS), which is part of the Centers for 
Disease Control and Prevention (CDC).  In MRTPA Section 7-4-1-3, the applicant provides analyses of 
NHIS data from 1986-2009, which NCHS linked to death record certificates from the National Death 
Index with vital status follow-up through December 31, 2011.  

The National Longitudinal Mortality Study (NLMS) is based on data from the Current Population Surveys 
(February 1978, April 1980, August 1980, December 1980, September 1985), Annual Social and 
Economic Supplements (March 1973-March 2011) and a subset of the 1980 Census combined with 
death certificate information to identify mortality status and cause of death. In MRTPA Section 7-4-1-3, 



FDA Briefing Document: February 6-7, 2019 Meeting of TPSAC on 
MRTPA MR0000108 from U.S. Smokeless Tobacco Company 

14 

the applicant states that it used the NLMS public use file, which is based on the 1993-2005 Current 
Population Survey Tobacco Use Supplements (CPS-TUS) and five years of follow-up for each respondent. 

For most of the health risks and comparisons, the applicant relied on a combination of the applicant’s 
own analyses of linked mortality data from the NHIS and NLMS as well as the published literature. 

In the applicant’s linked mortality analyses, the applicant adjusts for gender, race, age, education, family 
income, tobacco use, and health status in both NHIS and NLMS. The applicant also adjusts for body mass 
index (BMI) in the NHIS analyses, but this information was not available in NLMS. CPD was available in 
the NHIS analyses but not the NLMS analyses. Adjusting for health status could lead to possible over-
adjustment,179 since poor health status could be a direct effect of tobacco use. 

Additionally, in both the published literature and the linked mortality analyses, the data available do not 
always present direct statistical comparisons to address the comparisons described below. Although not 
always a proxy for statistical significance,180 FDA examined the magnitude of ratio measurements and 
notes where confidence intervals overlap or do not overlap. Furthermore, it is important to note that 
overlapping confidence intervals or lack of significance is not proof that the two groups are the same; 
other factors such as power and sample size can affect the width of a confidence interval.181 

Although no formal power analysis was run, the number of smokeless tobacco users and deaths among 
smokeless tobacco users in the linked mortality analyses is relatively small. For example, an examination 
of lung cancer deaths among smokeless users reveals that there were just three deaths from lung cancer 
in NLMS and eight deaths from lung cancer in NHIS. Some authors suggest that a sample size of at least 
10 events per variable in the smallest group is desirable.182,183 

Published Scientific Literature 

In addition to analysis of observational studies, the applicant included epidemiological evidence from 
published studies of patterns of smokeless tobacco use and associated health risks. While most of the 
evidence presented was submitted by the applicant, additional peer-reviewed studies, omitted from the 
applicant’s literature review or published after that review was conducted, are included. The estimates 
from these more recent studies are generally consistent with the summary risk estimates produced from 
published meta-analyses. 

Several general considerations regarding the epidemiological evidence are presented below. The 
information on disease risks pertains to smokeless tobacco products generally—including products 
referred to in the literature as chewing tobacco, snuff, dip, or spit; the applicant did not present, nor is 
FDA aware of, long-term epidemiological studies pertaining to Copenhagen Snuff Fine Cut. In addition, 
much of the available U.S. evidence on smokeless tobacco and disease risk relies on three cohorts: First 
National Health and Nutrition Examination Survey (NHANES-I) Epidemiologic Follow-up Study 
(NHEFS),188 the Cancer Prevention Study (CPS)-I, and CPS-II. 184,187 Finally, other than adverse pregnancy 
outcomes, the available literature generally focuses on the health effects studied in male smokeless 
tobacco users. 
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results of the individual cohort studies examining the risk of lung cancer mortality in smokeless tobacco 
users compared to non-users are mixed. Henley and colleagues187 found no association in CPS-I, and no 
association was found among males in the NHANES I 20-year follow-up (NHEFS).188 However, an 
association was found in CPS-II187 and the Agricultural Health Study,189 and three deaths were found 
among females in NHEFS (HR: 9.1, 95%CI=1.1-75.4).188 As this study only measured smokeless tobacco 
use at one time point, we cannot rule out that these women later transitioned to cigarette smoking; 
Accortt and colleagues suggest that the results could be due to outcomes experienced by a small 
number of subjects having large sample weights.188 

Smokeless Tobacco Use Compared to Cigarettes 

MRTPA Section 6.1.2.1 examines the health risks associated with smokeless tobacco use compared to 
cigarette smoking. In the applicant’s linked mortality analysis, the hazard ratio for lung cancer mortality 
in current cigarette (never smokeless tobacco) users compared to never tobacco users in NLMS was 
significantly elevated (HR: 11.52, 95%CI=8.74-15.19). This is slightly lower than the mortality risk 
estimates for U.S. smokers compared to never smokers based on findings from the CPS-II and presented 
in the 2014 U.S. Surgeon General’s Report.190 According to CPS-II, among current smokers, the relative 
risk for lung cancer mortality is 23.26 among males and 12.69 among females. 

However, the linked mortality analysis and CPS-II risk estimates for lung cancer mortality from cigarettes 
compared to never smokers are both higher than the hazard ratios among smokeless users compared to 
never users from the linked mortality analyses and systematic reviews discussed above and in Table 4.   

No direct comparison between mortality risks for current smokeless tobacco compared to current 
cigarette smokers was presented in the application, and FDA is not aware of existing publications that 
directly compare risks for lung cancer among smokeless-only users vs. cigarette-only smokers.  

Switching from Cigarettes to Smokeless Tobacco Use 

MRTPA Section 6.1.4.1 examines the health risks associated with switching from cigarette smoking to 
smokeless tobacco use. The applicant’s NLMS analyses for lung cancer mortality show that the hazard 
ratios were lower in NLMS for complete switchers and quitters compared to never users than for 
continued smokers compared to never users; however, the confidence intervals overlapped (complete 
switchers: HR=5.34, 95%CI=2.04-14.02; quitters: HR=5.65, 95%CI=4.33-7.38); continued smokers: 
HR=11.52, 95%CI=8.74-15.19) (see Table 4).  

A study published by Henley et al.184 relied on CPS-II cohort participants to estimate mortality risks for 
male former exclusive cigarette smokers who switched to exclusive U.S. smokeless tobacco products at 
the time of or after quitting exclusive cigarette smoking (i.e., “switchers”). To our knowledge, this is the 
only study that examined disease risk associated with sequential product use (details on this study are 
provided in Appendix C).184  

In Henley et al.,184 after twenty years of follow-up, men who switched completely from cigarettes to 
smokeless tobacco experienced a significantly greater risk of dying from lung cancer compared to those 
who quit all tobacco (HR=1.46, 95%CI: 1.24-1.73), after accounting for smoking exposure and other 
factors. Switchers also had higher rates of death from lung cancer than never users (HR=5.61; CI not 
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referent. Doing so facilitates comparisons to the relative risks for switchers (vs. former smokers) from 
Henley et al.184 

While the evidence presented in Thun et al.191 and Henley et al.184 suggests that the greatest health 
benefits are achieved by quitting all tobacco, relative to quitters, lung cancer risk among men who 
completely switched from cigarettes to smokeless tobacco was substantially lower than the risk among 
continuing smokers, particularly among men who continued smoking for at least ten additional 
years.184,191  

Dual Use of Cigarettes and Smokeless Tobacco 

MRTPA Section 6.1.5 examines the health risks associated with using the product in conjunction with 
other tobacco products, specifically cigarettes. The applicant presents the hazard ratios for both dual 
users compared to never users and dual users compared to current smokers. In NLMS, the hazard ratios 
were similarly elevated (based on confidence interval overlap) for dual users compared to never users 
(HR=11.46, 95%CI=3.31-39.64) and for current smokers compared to never users (HR=11.52, 
95%CI=8.74-15.19). When comparing dual users to current smokers, no significant differences were 
seen in NLMS (HR=1.19, 95%CI=0.35-4.09) or the NHIS restricted use data (HR=1.06, 95%CI=0.57-1.97).   

MRTPA Section 6.1.5 cites two analyses that examined the association between incident lung disease192 
and lung cancer mortality188 using NHEFS data. For lung cancer, mortality risks were similarly elevated 
(based on confidence interval overlap) for dual users (ever smokeless tobacco and current smokers, 
HR=33.9, 95%CI=8.0-143.7) and current exclusive smokers (HR=24.7, 95%CI=8.3-73.5, respectively) 
where the common referent group was non-tobacco users.188 

Analyses of the Agricultural Health Study show that lung cancer risks for ever U.S. smokeless tobacco 
users who currently smoked were lower than the risks of lung cancer among exclusive smokers 
(HR=0.50, 95%CI=0.27-0.92, n=14 cases).189  

Related to dual use behaviors is the potential for smokers to cut back on cigarettes and use smokeless 
tobacco but without completely quitting smoking. Health outcomes associated with this use pattern 
were not addressed by the applicant. 

Epidemiological studies evaluating disease risk associated with reductions in smoking intensity have 
been inconsistent. For example, some studies have observed significant reductions in lung cancer risk 
associated with >50% reduction in CPD.193,194 However, other studies did not observe a change in disease 
or mortality risk with reduction in smoking intensity.195-198 The lack of consistent findings may be due, in 
part, to variations in definitions of smoking reduction, differences in the dose-response relationship by 
disease endpoint, and the potential for smoking compensation among self-reported reducers across 
published studies. 

Moist Snuff Compared to Other Smokeless Tobacco Product Use 

MRTPA Section 6.1.2.2 reviews evidence from the published literature examining mortality outcomes in 
chewing tobacco users compared to never users and snuff users compared to never users.187,199 No 
linked mortality analyses completed by the applicant assessing risks by sub-types of smokeless users are 

18 
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presented. The only study to examine the risk of death from lung cancer by smokeless subtype was 
conducted by Henley and colleagues.187  In CPS-II, two lung cancer deaths among current snuff users 
(HR=2.08, 95%CI=0.51-8.46) and 12 deaths among current chew users (HR=1.97, 95%CI=1.10-3.54) were 
observed.187 Swedish snus has not been associated with lung cancer.186

Other Health Risks 

The applicant’s linked mortality analysis showed no significant differences between smokeless tobacco 
users and non-users. Hazard ratios for select linked mortality analyses in current smokeless users 
compared to never users and cigarette smokers compared to never users are presented in Table 4. In 
general, the magnitude of the point estimates was lower for smokeless users than cigarette smokers, 
and the point estimates for switchers and quitters generally fell between smokeless users and cigarette 
users. However, as discussed above, the number of deaths among smokeless tobacco users is small; for 
all cause-mortality there were fewer than 50 deaths among current smokeless tobacco users who never 
smoked, and the sample may be underpowered to detect a difference. 

In the literature, the 2012 IARC monograph “Personal Habits and Indoor Combustions” concluded that 
there was sufficient evidence to indicate the carcinogenicity of smokeless tobacco in humans and 
further stated that smokeless tobacco causes oral cancer, esophageal cancer and pancreatic cancer.159 

One meta-analysis reports an association between smokeless tobacco and fatal myocardial infarction 
and stroke,200 and data on all-cause mortality from individual studies are mixed.187 188,199 Lastly, while 
there is relatively little information on smokeless tobacco use among U.S. women, several studies from 
Sweden have found an association between smokeless tobacco use and adverse pregnancy 
outcomes.201- 203 With regard to the literature on switchers and dual users, similar to the lung cancer 
results, Henley et al.184 found that, compared to quitters, switchers had higher rates of death from heart 
disease, oral cancer, stroke and all causes, but that the magnitudes of the point estimates were 
generally lower than those for current smokers (see Table 5). 

Two studies found no evidence of differences in disease risk in snuff users compared to chew users.187,199 
However, epidemiological studies have observed differences in risks associated with U.S. smokeless 
tobacco product use compared with Swedish snus product use,185,204,205-207 which may be due to the 
generally lower levels of HPHCs, such as TSNAs, found in Swedish snus products.  

C. Summary and Conclusions

Relative Health Risks 

The applicant tested its proposed MRTP for nine HPHCs that have previously been identified by FDA as 
present in smokeless tobacco products. The evidence provided by the applicant, coupled with 
information from the published literature, suggests that Copenhagen Snuff Fine Cut has higher levels of 
some HPHCs (arsenic, B[a]P, cadmium, nicotine) and lower levels of other HPHCs (acetaldehyde, 
formaldehyde, NNN, NNK) than the average of other moist snuff products. Additionally, Copenhagen 
Snuff Fine Cut has elevated levels of some HPHCs (nicotine, arsenic, B[a]P, cadmium) compared to dry 
snuff as well as several HPHCs (nicotine, arsenic, B[a]P, cadmium, NNN, NNK) compared to loose leaf 
tobacco products.  As compared to Swedish snus products, Copenhagen Snuff Fine Cut has higher levels 
cadmium, NNN, NNK, and nicotine. In comparison to cigarettes, Copenhagen Snuff Fine Cut has higher 
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potential daily intake levels of several HPHCs (arsenic, B[a]P, cadmium, NNN, NNK, nicotine) and lower 
levels of other HPHCs (acetaldehyde, crotonaldehyde, formaldehyde) than mainstream cigarette smoke. 
Oral exposure to the HPHCs found in Copenhagen Snuff Fine Cut are associated with cancer, 
developmental and reproductive effects, cardiovascular effects, and immunological effects. The HPHCs 
that are elevated in Copenhagen Snuff Fine Cut compared to the average of other tobacco products are 
carcinogenic and are also associated with neurological, hematological, gastrointestinal, hepatic, renal, 
respiratory, and cardiovascular toxicities. However, a number of variables such as route of exposure, 
portal of entry effects, differences in toxicant absorption and distribution through the body, and 
differences in metabolism, make it difficult to determine the effect of relative differences in HPHCs on 
disease risk specifically as compared to cigarettes. No nonclinical studies were conducted to test the 
potential of Copenhagen Snuff Fine Cut, specifically, to induce toxicities that may then be compared to 
never use, other smokeless tobacco products, or cigarettes. 

While no long-term epidemiological studies pertaining specifically to Copenhagen Snuff Fine Cut exist, 
observational studies and published literature provide epidemiological evidence on the health effects 
associated with smokeless tobacco. Similar to findings in the published literature, the applicant’s linked 
mortality analysis of the restricted-access NHIS and public-use NLMS datasets found slightly elevated 
but non-significant associations between current smokeless tobacco use (compared to never use) and 
lung cancer among never smokers.185-189 While evidence presented in Thun et al.191 and Henley et al.184 
suggests that the greatest health benefits are achieved by quitting all tobacco, lung cancer risk among 
men who completely switched from cigarettes to smokeless tobacco was substantially lower than the 
risk among continuing smokers, particularly among men who continued smoking for at least ten 
additional years. 

The applicant’s linked mortality analysis showed no significant differences between smokeless tobacco 
users and non-users for all-cause mortality, all malignant neoplasms or specific malignant neoplasms, 
mortality due to heart disease or Alzheimer’s disease, diabetes mellitus, influenza, pneumonia or 
nephritis/nephrosis. Other studies report an association between smokeless tobacco use and all-cause 
mortality, fatal myocardial infarction and stroke, oral cancer, prostate cancer, pancreatic cancer, and 
adverse pregnancy outcomes. Indeed, the 2012 IARC monograph concluded there was sufficient 
evidence in humans to indicate the carcinogenicity of smokeless tobacco and further stated that 
smokeless tobacco causes oral cancer, esophageal cancer and pancreatic cancer.  

In the linked mortality analyses, exclusive cigarette smokers (compared to never users) have higher 
rates of all-cause mortality and all-cancer mortality than smokeless tobacco users (compared to never 
users). Evidence from U.S. studies suggests that health risks for dual users are generally similar to the 
risks for exclusive smokers. Evidence on risks associated with cutting back on cigarettes without 
complete cessation, while limited, generally has not indicated a significantly decreased risk of death or 
disease from smoking reduction compared with continued cigarette smoking unless smokers cut back 
substantially on their smoking. Furthermore, results from epidemiologic studies suggest different cancer 
risk between U.S. smokeless tobacco and Swedish snus.186 The differences seen in the epidemiologic 
literature may be due to the lower level of nitrosamines and other HPHCs in Swedish snus than in U.S. 
smokeless tobacco products, and as mentioned above, the HPHC levels in Copenhagen Snuff Fine Cut 
are higher than those seen in Swedish snus.  
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Scientific Accuracy of Modified Risk Claim 

Despite the higher levels of certain HPHCs in Copenhagen Snuff Fine Cut compared to cigarette smoke, 
epidemiological evidence demonstrates that risks of lung cancer are substantially elevated among 
exclusive cigarette smokers (compared with never users) and risks are elevated but much lower among 
former smokers who switched to smokeless tobacco at the time of or after quitting exclusive cigarette 
smoking (i.e., “switchers”) (compared to never tobacco users).  Evidence presented in Thun et al.191 and 
Henley et al.184 suggests that, although the greatest health benefits are achieved by quitting all tobacco, 
lung cancer risk among men who completely switched from cigarettes to smokeless tobacco was 
substantially lower than the risk among continuing smokers. Furthermore, although arsenic, B[a]P, NNN, 
and NNK have been noted to potentially cause lung cancer from oral exposure in nonclinical animal 
models, lung cancer has not been conclusively linked to exclusive smokeless tobacco use in 
epidemiological studies, and in individual studies that did show an association, the magnitude of risk 
was lower than that seen among cigarette smokers. Although the epidemiological evidence is not 
product-specific, Copenhagen Snuff Fine Cut constituted a significant proportion of the moist smokeless 
tobacco market during the time periods studied. Based on the evidence described above, the proposed 
modified risk claim “IF YOU SMOKE, CONSIDER THIS: Switching completely to this product from 
cigarettes reduces risk of lung cancer” appears to be scientifically accurate. 

In addition to determining whether the proposed modified risk claim is scientifically accurate and 
understandable to consumers, FDA must assess, when determining whether to issue an order, whether 
the product, as it is actually used, will reduce the risk to individual users of the tobacco product and 
benefit the population as a whole, taking into account both tobacco users and non-users. An assessment 
of consumer understanding and perceptions, as well as the potential impact of the proposed claim on 
use behavior, is described below.  

II. CONSUMER UNDERSTANDING AND PERCEPTIONS
This section describes consumer perceptions of smokeless tobacco without modified risk information, 
presents the applicant’s proposed communication of the modified risk claim through the product’s label, 
labeling, and advertising, and assesses the applicant’s Claim Comprehension and Intentions (CCI) Study 
conducted to evaluate understanding of the proposed modified risk claim and the effect of the 
statement on risk perceptions of Copenhagen Snuff Fine Cut. 

A. U.S. Consumers’ Perceptions of Smokeless Tobacco Risk 
Almost all U.S. tobacco users and non-users perceive smokeless tobacco as harmful. In 2012-2013, 93% 
of U.S. smokeless tobacco users perceived smokeless tobacco as harmful and 90% perceived it as 
addictive.208 A study including youth and young adults found that 37% of respondents reported that 
smokeless tobacco use causes lung cancer (37%) even though lung cancer has not been conclusively 
linked to exclusive smokeless tobacco use.209 Tobacco users generally believe that smokeless tobacco is 
less harmful and addictive than do non-users.208,210 

Several nationally representative surveys ask U.S. adults to rate the harm of using smokeless tobacco 
relative to smoking cigarettes and show that most U.S. adults (74-90%) rate smokeless tobacco as 
equally or more harmful than cigarettes or other combusted products.211-214 These studies also find that 
a minority of U.S. adults (7-12%) rate smokeless tobacco as less harmful than cigarettes or other 
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strategies. FDA notes, however, that the applicant’s planned advertising and promotions include non-
targeted marketing techniques that may expose youth non-users to advertisements containing modified 
risk information (e.g., display outside retail outlets, behind the checkout counter). 

C. USSTC Study of Consumer Understanding & Perceptions
Purpose 

The applicant submitted a quantitative study examining consumer comprehension of the proposed 
modified risk claim and the effects of the claim on behavioral intentions and risk perceptions regarding 
Copenhagen Snuff. The study used a quasi-experimental, pretest-posttest design where consumers were 
assigned to one of two study conditions: viewing an advertisement with the modified risk claim (test) or 
without it (control). The applicant describes four study objectives: (1) to describe the percentage of 
participants assigned to the test condition who correctly comprehended the modified risk claim; (2) to 
measure changes in behavioral intentions (i.e., intentions to try, intentions to use, intentions to quit 
smoking, intentions to quit tobacco, intentions to dual use, intentions to switch) following exposure to 
an advertisement for Copenhagen Snuff (see Section III for results); (3) to compare participants’ risk 
perceptions of Copenhagen Snuff  to their risk perceptions of other types of tobacco products, nicotine 
replacement therapy (NRT), and quitting; and (4) to examine the distribution of participants’ risk 
perceptions of Copenhagen Snuff in terms of risk for specific diseases and health outcomes, as well as 
poor health outcomes generally, both before and after viewing an advertisement for Copenhagen Snuff.  

Methods 

The applicant generally assigned participants to conditions randomly, but also considered quotas in 
assignment to balance demographic variables between conditions and across tobacco user groups. 
While the applicant describes the study design as quasi-experimental, most participants were randomly 
assigned to a condition. When quotas for a specific condition were met, participants were placed into a 
condition without random assignment. For any given participant, if the quota for his/her particular 
demographic characteristics was full in one condition, the participant would be assigned to the other 
condition. If the quota in the other condition was full as well, the participant would be released. The 
study was conducted entirely online. Participants completed a pretest, viewed the advertisement for as 
long as they wanted, and then completed a posttest. Each posttest question screen provided a link to 
the advertisement, allowing participants to revisit the advertisement as many times as they wished 
while completing the posttest. The product shown in these advertisements was named Copenhagen 
Snuff, rather than Copenhagen Snuff Fine Cut. Participants were randomized to view advertisements 
containing one of the four Surgeon General’s warnings for smokeless tobacco. There was no 
manipulation check to determine whether participants saw and paid attention to the advertisement or, 
in the test condition, to the modified risk claim.  

Measures 

Risk perceptions 

The pretest and posttest survey instruments included measures of risk perceptions. Risk perceptions 
assessed included risk to total health as well as for specific diseases including mouth cancer, lung cancer, 
heart disease/heart attack, nicotine addiction, and discolored teeth/decay. With three exceptions, the 
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applicant provided evidence of validity, either in a validation study it sponsored or by citing the PATH 
Study.  

Claim comprehension and believability 

At posttest, participants assigned to the test condition also responded to measures assessing 
comprehension and believability of the modified risk claim. Comprehension was assessed via a single 
measure that asked participants: “Please look at this ad again. Regardless of what you believe to be true, 
please answer the question based on the information shown in this ad. Based only on the information 
shown in this ad, smokers who switch completely from cigarettes to Copenhagen Snuff:” Participants 
completed this statement by selecting one of the following response options: Increase the risk of lung 
cancer, Reduce the risk of lung cancer, Eliminate the risk of lung cancer, or Do not know. Claim 
believability was assessed via a single measure wherein participants assigned to the test condition were 
asked the extent to which they agreed with the statement, “This ad is believable.” Participants 
responded to this question using a 5-point scale with the following response options: Strongly disagree, 
Disagree, Neither disagree nor agree, Agree, or Strongly agree. The applicant did not provide reliability 
or validity information for either the claim comprehension measure or the believability measure, and 
these measures were not included in the measure validation study (PBI-Val-Study) submitted by the 
applicant. 

Sample 

Participants were recruited via mall intercept, telephone solicitation, or email solicitation. A quota 
sampling approach was used, with quotas derived from PATH Wave 1. The study employed a non-
probability sample of 5,871 adult participants, composed of a main study sample of 4,927 participants 
and a separate oversample of 944 young adult participants. Participants in the main sample were 
categorized to one of the following tobacco user subgroups: adult smokers planning to quit (ASPQ), 
adult smokers not planning to quit (ASNPQ), dual users, moist smokeless tobacco users, former users, 
and never users. The oversample of young adults included participants of the minimum legal age to 
purchase tobacco up to age 24. These participants were categorized to one of two tobacco user 
subgroups: tobacco users and tobacco non-users.  

Findings 

Comprehension 

A majority of consumers who viewed the proposed modified risk claim were able to correctly answer a 
multiple-choice question assessing comprehension of its meaning (see Figure 4). This was true across all 
tobacco user subgroups, as well as among consumers with low health literacy: 55-70% were able to 
correctly respond that the claim stated that smokers who completely switch from cigarettes to 
Copenhagen Snuff would reduce their risk of lung cancer. A relatively small proportion of consumers – 
approximately 6% – misinterpreted the claim to mean that switching to Copenhagen Snuff would 
eliminate the risk of lung cancer. Among young adults, approximately 61% of tobacco users and 57% of 
tobacco non-users answered the claim comprehension question correctly. 
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Figure 4. Comprehension of Proposed Modified Risk Claim (Source: MRTPA Section 2.3) 

Believability 

Claim believability was variable across user groups. On a scale of 1-5, mean believability scores were 
lowest among young adult tobacco non-users (mean=2.63), and highest among dual users of moist snuff 
and cigarettes (mean=3.74).  

Risk Perceptions 

The applicant examined consumers’ perceptions of risk associated with using half a can of Copenhagen 
Snuff daily. The applicant compared these perceptions with consumers’ perceptions of the risks 
associated with smoking 15 cigarettes daily, using half a can of other smokeless products daily, using 
NRT, quitting all tobacco, and never using tobacco products. Mean risk perception scores for these 
behaviors at posttest are shown in Table 6. While these means were provided without tests of statistical 
significance, the magnitude of differences between means in the test and control conditions appears 
small. 

Question: Based only on the information shown in this ad, smokers who switch completely from cigarettes to Copenhagen 
Snuff… Response Options: Increase the risk of lung cancer. Reduce the risk of lung cancer. Eliminate the risk of lung cancer. Do 
not know. 
ASPQ=adult smokers planning to quit; ASNPQ=adult smokers not planning to quit; MST=moist smokeless tobacco  
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than without, the proposed claim only significantly affected risk perceptions in one group: among young 
adult non-users of tobacco, viewing the proposed claim decreased perceptions of overall health risk 
from using Copenhagen Snuff. While statistically significant, the magnitude of this decrease was small, 
with a decrease in the mean risk score of 1.1 points on a 100-point scale.  

In terms of risk perceptions of Copenhagen Snuff compared to other products within the same product 
class, the majority of participants assigned to the test condition perceived Copenhagen Snuff and other 
dip/snuff products as posing an equal risk to health at posttest. This was true across all tobacco user 
groups, among young adults, among those with low health literacy, and among those with adequate 
health literacy. Among dual users and moist smokeless tobacco users—populations of great interest 
when considering the potential health effects of product switching within the product class—66% and 
75%, respectively, perceived Copenhagen Snuff and other dip/snuff products as posing an equal risk to 
health, while 15% and 9%, respectively, perceived Copenhagen Snuff as more risky to health than other 
dip/snuff products at posttest. Fourteen percent of dual users and 13% of moist smokeless tobacco 
users assigned to the test condition perceived Copenhagen Snuff to be less risky to health than other 
dip/snuff products at posttest. 

In addition to the main study analyses, the applicant provided an additional post-hoc analysis (Table 7) 
showing that, among those who viewed the advertisement with the proposed claim, a significantly 
greater proportion of young adult non-users of tobacco and former users reported decreased 
perceptions of lung cancer risk from using Copenhagen Snuff compared to their counterparts who saw 
the same advertisement without the proposed claim. The main study analyses examining lung cancer 
risk perceptions, which were more methodologically robust than the post-hoc analysis, did not show 
statistically significant results. The post-hoc analysis also showed that a significantly greater proportion 
of young adult non-users of tobacco who viewed the advertisement with the proposed claim reported 
decreased risk perceptions of overall health risk from using Copenhagen Snuff compared to their 
counterparts who saw the same advertisement without the proposed claim. This result is consistent 
with the more robust main study analyses of risk perceptions. Taken together, these results suggest that 
the claim may slightly reduce risk perceptions among young adult non-users, who are more susceptible 
to tobacco marketing and more likely to initiate tobacco product use. 
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The applicant conducted an online study of adult tobacco users and non-users to assess comprehension 
of the proposed claim and impact of the claim on risk perceptions. A majority of participants, including 
those with low literacy, correctly responded that the claim stated that smokers who completely switch 
from cigarettes to Copenhagen Snuff would reduce their risk of lung cancer. In general, the applicant’s 
research showed that the modified risk claim did not significantly change consumers’ risk perceptions 
regarding use of Copenhagen Snuff, either in absolute terms or relative to the risks posed by smoking 
cigarettes, using other smokeless tobacco products, using NRT, quitting all tobacco use, or never using 
tobacco products. This was true across all tobacco user groups, including adult smokers not planning to 
quit, adult smokers planning to quit, moist snuff tobacco users, dual users of moist snuff and cigarettes, 
former tobacco users, and never tobacco users. These null results appear valid, as the study used 
acceptable measures of risk perceptions and appeared to have adequate statistical power to detect 
small effect sizes. Study findings also suggest that, even after exposure to the proposed claim, 
consumers understand that using Copenhagen Snuff poses risks to health. The applicant did not assess 
how consumers perceive the health risks associated with partially switching from combusted cigarettes 
to Copenhagen Snuff Fine Cut.  

The applicant did not submit data or analyses of how its proposed claim may affect youth perceptions of 
Copenhagen Snuff Fine Cut. The applicant did, however, oversample young adults in the CCI Study and 
analyzed their results separately. At this time, FDA does not have sufficient information to know 
whether the claim’s effects among youth would be different than those observed among young adults. 

III. LIKELIHOOD OF USE AND IMPACTS TO THE POPULATION
This section uses observational studies and the applicant’s clinical study to describe patterns of use of
Copenhagen products and smokeless tobacco in the absence of modified risk information. The section
then presents and assesses findings from the applicant’s CCI Study designed to examine changes in
intentions to use Copenhagen Snuff Fine Cut when participants are presented with the proposed
modified risk claim.

A. Use of Smokeless Tobacco without Modified Risk Information
Data Sources 

Population Assessment of Tobacco and Health (PATH) Study 

The PATH Study is a large, nationally representative longitudinal study of tobacco use and health among 
adults and youths in the U.S. Wave 1 data collection was conducted from September 12, 2013 to 
December 14, 2014; Wave 2 interviews were conducted approximately one year later from October 23, 
2014 to October 30, 2015.   

Altria Client Services (ALCS) Tracking Study 

The ALCS Tracking Study is an ongoing, nationally representative, mixed mode survey used to measure 
tobacco use prevalence among adult respondents. The ALCS Tracking survey enrolls approximately 
2,400 adults per month, and the data provided in this application relies on 24 months of data prior to 
August 2017. The ALCS tracking study also includes information on smokeless tobacco form (loose fine-
cut, loose-long cut, pouch) and brand. This application included respondents who reported using both 
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the Copenhagen brand as their regular brand and “Fine Cut” as their regular form (referred to as 
“Copenhagen Fine Cut”).  

Claim Comprehension and Intentions Study (CCI) 

The applicant conducted a quasi-experimental study examining consumer comprehension of the 
proposed modified risk claim and the effects of the claim on behavioral intentions and risk perceptions 
regarding Copenhagen Snuff. The study methods are described in more detail in Section II.C. 

The CCI Study employed pretest and posttest survey instruments that included measures of behavioral 
intentions. Behavioral intentions assessed include intentions to try, use, dual use, and switch to 
Copenhagen Snuff; intentions to purchase Copenhagen Snuff; intentions to quit smoking; and intentions 
to quit all tobacco. With three exceptions, the applicant provided evidence of validity, either in a 
validation study it sponsored or by citing the PATH Study. For the measures of intentions to smoke 
cigarettes, intentions to use other nicotine products, and one measure of intentions to purchase, the 
applicant did not provide validity information; however, these measures had face validity and did not 
raise concerns. 

In the population model submitted by the applicant, behavioral intentions inputs derived from the CCI 
Study are used as proxies for likelihood of use. 

Altria Client Services LLC (ACS) Clinical Study 

The applicant conducted a 7-day, within-subject laboratory study that compared the nicotine 
pharmacokinetics and subjective effects of a test moist snuff tobacco product “produced to the identical 
specifications as for the Copenhagen Original Fine Cut Snuff product marketed on or before February 
2007” (referred to as “test moist snuff product” below) with participants’ usual brand of cigarettes and 
Nicorette Fresh Mint nicotine polacrilex gum (4 mg).  

Participants in this study were 24 smokers (≥ 10 menthol or non-menthol CPD for at least 1 year) aged 
21-65 years who were non-daily users of “original,” “natural,” “regular,” or similarly flavored moist snuff
tobacco products (≥ 20 uses during lifetime, but not used every day in previous 30 days) with no use of
Nicorette Fresh Mint gum in the previous 3 months.

Stage 1: Participants were randomized to the sequence of products they would receive on Days 1-3. On 
each day, participants received one of the three study products, and they were permitted to use the 
product ad libitum for 4 hours. Craving was assessed with the Questionnaire on Smoking Urges-Brief 
(QSU-B) within 5 minutes before use and immediately after the 4-hour ad libitum use period. Other 
subjective effects were assessed with a Modified Cigarette Evaluation Questionnaire (mCEQ) 
immediately following the ad libitum use period. Stage 1 was followed by a 1-day washout period on 
Day 4. 

Stage 2: Participants were randomized to the sequence of products they would receive on Days 5-7. 
They received one of the three study products and were instructed to use the product under prescribed 
use conditions. Venous blood samples were collected for plasma nicotine analysis at 5 minutes prior to 
prescribed use of each product and 5, 7.5, 10, 15, 20, 25, 30, 35, 40, 50, 60, 120, and 180 minutes after 
the onset of prescribed use. Craving and withdrawal were assessed with the Tobacco/Nicotine 
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Withdrawal questionnaire 5 minutes prior to product use and 5, 15, 30, and 60 minutes after the onset 
of product use. Other subjective effects were also assessed 5, 15, 30, and 60 minutes after the onset of 
product use with the Direct Effects of Product questionnaire.  

Data from this study provide evidence of how the abuse liability of the test moist snuff product 
compares to the abuse liability of cigarettes and an FDA-approved cessation aid in cigarette smokers 
following brief periods of exposure to the study products.  

Current Use of Smokeless Tobacco/Copenhagen 

In 2017, approximately 2.1% of U.S. adults were current users of any smokeless tobacco product, with 
prevalence higher among males (4.0%) than females (0.2%).219 From 2002 to 2014, prevalence of past 
30-day smokeless tobacco use increased slightly for adults aged 18-25 years (4.8% to 5.6%) and 
remained stable for adults aged >26 years (3.2% to 3.0%).217 In Wave I of the PATH Study, prevalence of 
any smokeless tobacco was 2.9% (2.7-3.1) and use of non-pouched snus smokeless tobacco was more 
common among males, non-Hispanic whites, adults living in nonurban areas, and adults aged 25-49 
years.218  According to the applicant, 1.9% of adult current established users (defined as: “has ever used 
the product fairly regularly and now uses every day or some days”) aged 18-24 years used Copenhagen 
Snuff as their last brand used or usual brand, compared to 9.4% of adult established users aged 25 and 
older. In the PATH Study, Copenhagen Snuff users used moist smokeless tobacco an average of 28.0 
days (CI: 26.9-29.1) in the past month, and in the ALCS Tracking Study, Copenhagen Fine Cut users used 
moist smokeless tobacco 26.3 days in the past month. In the PATH Study, 20% (12.0-31.5) of 
Copenhagen Snuff users used cigarettes in the past 30 days, and in the ALCS Tracking study, 19% of 
Copenhagen Fine Cut users used cigarettes in the past 30 days.

Current use of smokeless tobacco among youth is relatively low (high school students 5.5% [CI: 4.2-7.0], 
middle school students 1.9% [CI:1.5-2.4]).219 Data from Monitoring the Future 2015 found that 1.7% of 
12th graders reported first using smokeless tobacco in 12th grade, and 2.6% of 12th graders first reported 
using smokeless tobacco in 11th grade.220 Some studies have suggested that youth who use smokeless 
tobacco products may be more likely to initiate tobacco products that present higher levels of individual 
risk (i.e., combustible cigarettes),221-226 while other studies in youth and young adults have found no 
association.227- 229 Copenhagen (no sub-brands specified) was a common brand used by youth users in 
the National Survey on Drug Use and Health (NSDUH), but the applicant’s analysis of PATH Wave 1 Study 
data found that only 1.5% of 12-17-year-old past 30-day non-light smokeless tobacco users (those who 
reported using smokeless tobacco more than ten times in their lifetime and last used smokeless tobacco 
within the past 30 days) used a “Copenhagen Snuff” product as the type of Copenhagen brand usually or 
most recently used. When expanding the analysis to any Copenhagen product, FDA found that 40.8% 
(CI: 32.8%-49.3%) of 12-17-year-old past 30-day non-light users reported Copenhagen as their usual or 
most recent brand used.  

Transitions from Cigarette Smoking to Exclusive Smokeless Tobacco Use 

Under current real-world conditions (i.e., in the absence of a modified risk claim), observational studies 
from the peer-reviewed literature have examined transitions from cigarette smoking to exclusive 
smokeless tobacco use. For example, Tam and colleagues published a systematic review that examined 
the proportion of tobacco users and non-users who transition between four tobacco use states over 
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time: never use, exclusive smokeless use, exclusive smoking, and dual use.225 In this study, authors 
reported that the proportion of adult users demonstrating switching behaviors from exclusive smoking 
to exclusive smokeless tobacco use was low (0%-1.4%), with transitions from exclusive smoking to dual 
use of cigarettes and smokeless tobacco being slightly more common (0.1%-3.2%).225  Compared to rates 
of switching from exclusive smoking to exclusive smokeless tobacco use, transitions from exclusive 
smokeless tobacco use to exclusive smoking also appeared to be more common (0.9%-26.6%), although 
significant variability in these estimates exists, and other studies have found similar proportions of users 
moving from exclusive smokeless tobacco to cigarette smoking as from cigarette smoking to exclusive 
smokeless tobacco.230 Additionally, published analyses from the National Adult Tobacco Survey (NATS) 
found that among recent former cigarette smokers (quit smoking within the past year), complete 
switching from cigarette smoking to smokeless tobacco in the past year was low (4.6% in 2012-2013, 
4.5% in 2013-2014).231 Similarly, data from the 2010-2011 Tobacco Use Supplement of the Current 
Population Survey (TUS-CPS) found that quitting one form of tobacco and switching to the other was 
infrequent (1.2% for cigarettes to smokeless tobacco vs. 1.4% from smokeless tobacco to cigarettes).230    

Dual Use of Smokeless Tobacco/Copenhagen Snuff Fine Cut and Cigarettes 

Nineteen percent (CI not given) of past 30-day “Copenhagen Fine Cut” consumers in the ALCS Tracking 
Study and 20% (95%CI=12-31%) of past 30-day “Copenhagen Snuff” users in the PATH Study reported 
past 30-day use of cigarettes. These estimates for the percent of past 30-day cigarette use in 
Copenhagen users are lower than the percent of overall moist smokeless tobacco users (total category) 
who used cigarettes in the past 30 days (30% [CI not given] in the ALCS tracking study), 40% (95%CI=36-
43%) in the PATH Study. In the PATH Study, dual Copenhagen Snuff users report smoking 11.0 cigarettes 
(95%CI=5.6-16.3) on days they smoked cigarettes, and the total number of cigarettes smoked on days 
cigarettes were smoked in the overall moist smokeless tobacco group was 16.2 (95%CI=13.7-18.7); 
however, the number of cigarettes smoked by non-smokeless tobacco users was not presented for 
comparison, nor was the number of days cigarettes were smoked among moist smokeless tobacco or 
non-moist smokeless tobacco smokers.  

In MRTPA Section 6.3.5, the applicant states that it expects some period of multiple tobacco product use 
to occur, “even among adult smokers who are committed to transitioning to exclusive use of the 
candidate product.” The applicant notes that data from longitudinal studies show that more male dual 
users switch to exclusive smokeless tobacco (17.4%)225,232 compared to exclusive smokers switching to 
exclusive smokeless tobacco use (1.4%).225,232 However, the applicant fails to note that in that same 
study showing that 17.4% of male dual users switched to exclusive smokeless use,225,232 27.0% switched 
from dual use to exclusive cigarette smoking and an additional 44.3% remained dual users over a 4-year 
follow-up period.  Zhu and colleagues also found that there was more movement from dual use to 
smokeless tobacco than from exclusive cigarettes to smokeless tobacco;233 however, like Wetter et al. 
2002,232 they found that a higher percentage of dual users switched to cigarettes (37.0% [23.2-53.4%]) 
than to smokeless tobacco (4.9% [0.9-23.1%]), and nearly half of dual users remained dual users at 1-
year follow-up (45.0% [29.7-61.3%]).233 

Pharmacokinetic and Subjective Effects 

In the absence of data on the long-term usage patterns of a tobacco product, abuse liability data 
collected under conditions of brief exposure, including nicotine pharmacokinetic and subjective effects 
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data, can help predict likelihood of product use. Nicotine is the primary addictive constituent of tobacco 
products.234-237 Therefore, exposure to nicotine is an important factor to consider when evaluating the 
abuse liability of a tobacco product. In addition to the amount of nicotine absorbed from a tobacco 
product, the speed at which it is absorbed may also affect abuse liability. Research suggests that the rate 
of increase in plasma drug concentration influences abuse liability, such that a faster rate of increase 
results in greater abuse liability.238- 240 Furthermore, self-reported subjective effects, such as drug 
“liking”, have face validity and are some of the most sensitive and reliable measures of abuse liability.241 

In USSTC’s ACS Clinical Study, the applicant compared the nicotine pharmacokinetics and subjective 
effects of the test moist snuff product with participants’ usual brand of cigarettes and an FDA-approved 
cessation aid in cigarette smokers. 

Peak plasma nicotine concentration (Cmax) was not significantly different between the test moist snuff 
product and usual brand cigarette conditions, but it was higher in the test moist snuff product condition 
than the nicotine gum condition. Area under the curve from 0 to 180 minutes (AUC0-180min) was 
significantly higher in the test moist snuff product condition relative to the usual brand cigarette and 
Nicorette gum conditions. Thus, overall exposure to nicotine was higher following one prescribed 
administration of the test moist snuff product relative to one prescribed administration of Nicorette 
gum or participants’ usual brand cigarettes. Plasma nicotine data reported in the scientific literature 
were comparable to those observed in the clinical study.242,243  

The rate of increase in plasma nicotine concentration as expressed by the median time to peak plasma 
nicotine concentration (Tmax) was much longer in the test moist snuff (30.5 minutes) and Nicorette gum 
(37.5 minutes) conditions than the usual brand cigarette condition (7.5 minutes). Therefore, nicotine 
was absorbed more rapidly from usual brand cigarettes than from Nicorette gum or the test moist snuff 
product. Taken together, these plasma nicotine data suggest that the test moist snuff product may have 
lower abuse potential than usual brand cigarettes and similar or greater abuse potential than Nicorette 
gum. However, abuse liability is not determined based solely on plasma nicotine data.  

Differences in some subjective effects measures were also reported between study conditions. For 
example, the pre-product-use visual analog scale (VAS) score of “urges to smoke” on the 
Tobacco/Nicotine Withdrawal questionnaire showed a non-significant trend with greater suppression of 
smoking urges following usual brand cigarette smoking relative to use of the test moist snuff product. In 
addition, maximum VAS scores for the question, “Is the product pleasant right now?” on the Direct 
Effects of Product questionnaire administered during prescribed use were significantly lower for the test 
moist snuff product and Nicorette gum than usual brand cigarettes. In general, the largest differences in 
subjective effects ratings were observed between the usual brand cigarette condition and the other two 
study conditions, such that subjective effects ratings were often significantly higher for cigarettes than 
the test moist snuff product or Nicorette gum on questionnaires administered during prescribed use and 
ad libitum use. Differences in subjective effects were less robust between the test moist snuff product 
and Nicorette gum, such that subjective effects ratings were often higher (but not statistically 
significantly higher) for the test moist snuff product than Nicorette gum, or ratings were similar for 
these two products. Taken together, the subjective effects data from this study suggest that the abuse 
potential of the test moist snuff product is lower than that for usual brand cigarettes and similar to or 
higher than the abuse potential of Nicorette gum among cigarette smokers who are non-daily users of 

33 
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smokeless tobacco under conditions of brief exposure. Although limited, evidence from the scientific 
literature supports the findings from the ACS Clinical Study.243,244  

Evidence from the ACS clinical study suggests that the abuse liability of the test moist snuff product may 
be lower than that of usual brand cigarettes and higher than that of Nicorette gum in cigarette smokers, 
and these findings suggest that exclusive cigarette smokers may be unlikely to switch to exclusive use of 
Copenhagen Snuff Fine Cut. However, several study limitations should be noted. First, participants in 
this study were exposed to the study tobacco products under controlled conditions for a very brief 
duration. No abuse liability outcomes of the test moist snuff product were measured following extended 
use (i.e., weeks or months of use) in participants’ natural environments. Thus, it is unclear whether the 
abuse liability outcomes associated with the test moist snuff product would change under such 
conditions. Second, measures of dependence were not evaluated in the ACS Clinical Study. Third, 
participants in this study were cigarette smokers (≥ 10 CPD) with previous experience using moist snuff 
tobacco products (≥ 20 uses during lifetime, but not used every day in the previous 30 days). Therefore, 
it is unclear how results from this study would generalize to daily smokeless tobacco users, nonsmokers, 
former smokers, or smokers with no history of moist snuff use. 

B. Potential Impact of Modified Risk Claim on Intentions to Use

The applicant’s CCI Study assessed the effect of the proposed modified risk claim on consumers’ 
intentions to use Copenhagen Snuff. The product shown in the tested advertisements was named 
Copenhagen Snuff, rather than Copenhagen Snuff Fine Cut. 

Current Tobacco Users 

The applicant assessed behavioral intentions to try, use, dual use, and switch to Copenhagen Snuff; quit 
smoking; and quit all tobacco via a series of analyses of covariance (ANCOVAs) that assessed differences 
in behavioral intentions after consumers viewed an advertisement either with or without the proposed 
claim (Table 8). Intentions to use Copenhagen Snuff were higher among adult smokers not planning to 
quit who viewed the advertisement with the claim compared to those who viewed the advertisement 
without the claim. However, intentions to try, dual use, and switch to Copenhagen Snuff did not differ 
significantly between those who viewed the advertisement with vs. without the claim. This makes the 
increase in intentions to use among this group difficult to interpret, as it is unclear how such use would 
occur if not in the context of trying, dual using, or switching to Copenhagen Snuff. 
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C. Population Modeling

MRTPA Section 6.5 presents the applicant’s ALCS Cohort Model modeling approach and a quantitative 
assessment of the potential population health impact of a marketing order for Copenhagen Snuff Fine 
Cut. The modeling approach incorporates a compartmental model to represent transitions between 
tobacco-use states. The product categories in the model are cigarettes and moist smokeless tobacco. 
Results for moist smokeless tobacco are then scaled by Copenhagen Snuff Fine Cut’s market share of 
this product category to produce specific estimates for the candidate product. This quantitative 
assessment looks specifically at the U.S. male population, given that males represent the overwhelming 
majority of U.S. smokeless tobacco users. Transition probabilities between these states come from 
values presented in studies cited in a review by Tam and colleagues.225 The effect of the proposed 
modified risk claim on tobacco use behavior is estimated based on findings from the CCI Study (see 
Section III.B). The model uses mortality data derived from the Kaiser Permanente Medical Care Program 
Study.  The applicant calculated the excess relative risk (ERR) of smokeless tobacco use compared to 
cigarette smoking using Cox proportional hazards models applied to National Health Interview Survey – 
Linked Mortality Files (NHIS-LMF) data (6.5.6.1). The applicant estimated the ERR of current smokeless 
tobacco users compared to that of current cigarette smokers to be 0.09 and the ERR of former 
smokeless tobacco users compared to that of former cigarette smokers to be 0.04.  MRTPA Section 7.4.2 
provides additional information about the model.   

Applicant’s Findings 

The applicant presents results in terms of comparisons between the Base Case scenario (includes 
existing tobacco product use behaviors for cigarettes and moist smokeless tobacco products) and the 
Master Case, a particular version of the Modified Case scenario (includes behaviors for cigarettes and 
moist smokeless tobacco products with the proposed claim) that represents what the applicant thinks 
are the most likely estimates for each of the transition probabilities.    

Using the single cohort approach with a cohort of one million males, the applicant finds that there 
would be a difference of 1,120 survivors (95% Credible Interval = 958, 1301) at age 73 years between 
the Master Case scenario and the Base Case scenario. The difference between the two scenarios in 
terms of person-years lived would be 32,856 years. 

The applicant performed sensitivity analyses for seven important tobacco use transitions. In each case, 
the applicant changed the probability of that transition to its value in the Master Case while keeping all 
other transition probabilities at their values in the Base Case scenario. The applicant found that the 
transition producing the greatest benefit was cigarette smokers switching to exclusive moist smokeless 
tobacco use with a difference of 425 additional survivors at age 73 compared to the Base Case (95% 
Credible Interval = 366, 489), followed by non-smokers who would otherwise initiate smoking initiating 
moist smokeless tobacco use instead (393 additional survivors, 95% Credible Interval = 343, 442) and 
cigarette smokers transitioning to dual cigarette and moist smokeless tobacco use (282 additional 
survivors, 95% Credible Interval = 210, 363).  The transition producing a significant detriment was 
cigarette smokers who would have otherwise quit smoking switching to moist smokeless tobacco use 
(63 fewer survivors, 95% Credible Interval = 26, 99).        
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The applicant performed similar sensitivity analyses for the same seven transitions in which it allowed 
the percent change in the transition probabilities between the Base Case and Modified Case scenarios to 
vary from 0 to twice the value used in the Master Case scenario. Results were similar to those in the 
previous sensitivity analyses, although the credible intervals were wider.         

The applicant then implemented a time-staggered, multiple cohort approach to extend the results from 
the single cohort model to the U.S. native-born male population over time. The applicant estimated that 
there would be 93,323 more survivors between the ages of 0 and 84 years in this population in the 
Master Case scenario compared to the Base Case scenario in 2075, 60 years after potential authorization 
of the modified risk claim.     

The applicant then scaled this estimate by Copenhagen Snuff Fine Cut’s current market share of 8% (6.5, 
7.6) to estimate the effect of the modified risk claim for the specific candidate product.  The applicant 
estimated that authorization of the proposed claim for Copenhagen Snuff Fine Cut would result in 7,500 
additional survivors in the U.S. native-born male population after a follow-up period of 60 years.   

Assessment of the Applicant’s Approach 

The applicant presents a population modeling approach to assess the potential effect of authorization of 
a modified risk claim for Copenhagen Snuff Fine Cut. The modeling approach uses a compartmental 
model that includes transitions between tobacco use states. The tobacco product use categories 
included in the model are cigarettes and moist smokeless tobacco. Tobacco use states in the model 
include never, current, former, and dual use of these products. Key data inputs in the model are 
summarized in Table 10. 

The compartmental model includes relevant tobacco use transitions for the population. Data inputs 
include results from the scientific literature and publicly available national health survey data linked for 
mortality follow-up. Specific evaluation of the analysis of NHIS-LMF and CCI Study data is discussed in 
other sections of the review of the application.   

The applicant estimated use transition probabilities using inputs derived from the CCI Study. Specifically, 
use transition probabilities were estimated using the relative percent difference in responses to 
composite measures of intentions to use, dual use, switch, and purchase Copenhagen Snuff from pretest 
to posttest between the test and control conditions among male participants only. The CCI Study report 
did not provide analyses separately for male participants, and it is therefore not known whether the 
relative percent differences used to estimate transition probabilities represent statistically significant 
differences. However, both the moist smokeless tobacco and dual user groups in the CCI Study were 
approximately 96% male. As analyses were performed separately for these groups, these analyses 
provide some information regarding behavioral intentions among males. The CCI Study showed that the 
proposed modified risk claim did not significantly affect behavioral intentions, with the exception of a 
small but statistically significant increase in intentions to use among adult smokers not planning to quit. 
As previously noted, this finding is difficult to interpret given the absence of significant differences in 
intentions to try, dual use, or switch to Copenhagen Snuff among adult smokers not planning to quit. 
The CCI Study did not find any other statistically significant differences in behavioral intentions between 
the test and control conditions, including among the predominately male moist smokeless tobacco and 
dual user groups. Therefore, the relative percent differences used in the model to estimate use 
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The applicant’s research found little evidence that the proposed modified risk claim would increase use 
of the product among consumers who may benefit from switching to the product or among those who 
may be harmed by initiating tobacco use with the product. Overall, adding the modified risk claim to the 
advertisement did not significantly change consumers’ behavioral intentions to try, use, dual use, or 
switch to Copenhagen Snuff; quit smoking cigarettes; or quit using all tobacco. These findings were 
consistent across all tobacco user groups tested. The null results appear credible, as the study used 
acceptable measures of behavioral intentions and appeared to have adequate statistical power to 
detect small effect sizes. While self-reported behavioral intentions are an imperfect predictor of actual 
future behavior, the applicant’s research provides little evidence that the proposed claim would increase 
use of the product among adult consumers.  

The applicant did not submit data or analyses of how its proposed claim may affect youth intentions to 
use Copenhagen Snuff Fine Cut. The applicant did, however, oversample young adults in the CCI Study 
and analyzed their results separately. In the scientific literature, evidence regarding the effect of 
modified risk information on youth is sparse. We identified one study of sufficient methodological 
quality that assessed the effect of modified and relative risk information on youth. El-Toukhy and 
colleagues found that the provision of modified risk information to youth resulted in a small, statistically 
significant reduction in risk perceptions, but did not affect susceptibility to using the product.246 At this 
time, FDA does not have sufficient information to know whether the claim’s effects among youth would 
be different than those observed among young adults. 

The applicant presented results from a computational model that estimated a relatively small net 
population health benefit from market authorization of the proposed modified risk claim. The applicant 
projected that there would be approximately 7,500 additional survivors in the U.S. native-born male 
population 60 years following authorization of the claim. However, results are dependent on inputs for 
health risks from NHIS-linked mortality data and consumer behavior from the CCI Study.
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Appendix A:  Statutory Requirements for Modified Risk Tobacco 
Products (MRTPs) and Overview of FDA Review Process 

The Federal Food, Drug, and Cosmetic Act (FD&C Act) defines “modified risk tobacco product” (MRTP) as 
any tobacco product that is sold or distributed for use to reduce harm or the risk of tobacco-related 
disease associated with commercially marketed tobacco products [Section 911(b)(1)]. This means any 
tobacco product:  

1) the label, labeling, or advertising of which represents, either implicitly or explicitly, that:
a) the tobacco product presents a lower risk of tobacco-related disease or is less
harmful than one or more other commercially marketed tobacco products;
b) the tobacco product or its smoke contains a reduced level of a substance or presents
a reduced exposure to a substance; or
c) the tobacco product or its smoke does not contain or is free of a substance;

2) the label, labeling, or advertising of which uses the descriptors “light”, “mild”, “low”, or
similar descriptors; or
3) for which the tobacco product manufacturer has taken any action directed to consumers
through the media or otherwise, other than by means of the tobacco product’s label, labeling,
or advertising, after June 22, 2009, respecting the product that would be reasonably expected to
result in consumers believing that the tobacco product or its smoke may present a lower risk of
disease or is less harmful than one or more commercially marketed tobacco products, or
presents a reduced exposure to, or does not contain or is free of, a substance or substances.
[Section 911(b)(2)]

Before an MRTP can be introduced into interstate commerce, an order from FDA under Section 911(g) 
must be issued and in effect with respect to the tobacco product, and if the proposed modified risk 
tobacco product is also a new tobacco product, it must comply with the premarket review requirements 
under section 910(a)(2).    

To request a Section 911(g) order from FDA, a person must file a modified risk tobacco product 
application (MRTPA) under Section 911(d). The MRTPA should include, among other things, information 
about the various aspects of the tobacco product as well as information to enable FDA to assess the 
impacts of the proposed MRTP on individual health outcomes and population-level outcomes, such as 
initiation or cessation of tobacco product use. In March 2012, FDA published a draft guidance for public 
comment, entitled “Modified Risk Tobacco Product Applications,” which discusses the submission of 
applications for an MRTP under Section 911 of the FD&C Act and considerations regarding studies and 
analyses to include in an MRTPA (https://www.congress.gov/111/plaws/publ31/PLAW-111publ31.pdf).  

Section 911(g) of the FD&C Act describes the demonstrations applicants must make to obtain an order 
from FDA. Sections 911(g)(1) and (2) of the FD&C Act set forth two alternative bases for FDA to issue an 
order.  
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Risk Modification Order: FDA shall issue an order under Section 911(g)(1) of the FD&C Act (risk 
modification order) only if it determines the applicant has demonstrated that the product, as it is 
actually used by consumers, will:  

• Significantly reduce harm and the risk of tobacco-related disease to individual tobacco users; 
and  

• Benefit the health of the population as a whole, taking into account both users of tobacco 
products and persons who do not currently use tobacco products.  

 
FDA may require, with respect to tobacco products for which risk modification orders are issued, that 
the product comply with requirements relating to advertising and promotion of the tobacco product 
(Section 911(h)(5) of the FD&C Act).  
 
Exposure Modification Order: Alternatively, for products that cannot receive a risk modification order 
from FDA under Section 911(g)(1) of the FD&C Act, FDA may issue an order under Section 911(g)(2) of 
the FD&C Act (exposure modification order) if it determines that the applicant has demonstrated that:  
 

• Such an order would be appropriate to promote the public health;  
• Any aspect of the label, labeling, and advertising for the product that would cause the product 

to be a modified risk tobacco product is limited to an explicit or implicit representation that the 
tobacco product or its smoke does not contain or is free of a substance or contains a reduced 
level of a substance, or presents a reduced exposure to a substance in tobacco smoke;  

• Scientific evidence is not available and, using the best available scientific methods, cannot be 
made available without conducting long-term epidemiological studies for an application to meet 
the standards for obtaining an order under section 911(g)(1); and  

• The scientific evidence that is available without conducting long-term epidemiological studies 
demonstrates that a measurable and substantial reduction in morbidity or mortality among 
individual tobacco users is reasonably likely in subsequent studies.  

 
Furthermore, for FDA to issue an exposure modification order, FDA must find that the applicant has 
demonstrated that:  
 

• The magnitude of overall reductions in exposure to the substance or substances that are the 
subject of the application is substantial, such substance or substances are harmful, and the 
product as actually used exposes consumers to the specified reduced level of the substance or 
substances;  

• The product as actually used by consumers will not expose them to higher levels of other 
harmful substances compared to similar types of tobacco products on the market, unless such 
increases are minimal and the reasonably likely overall impact of product use remains a 
substantial and measurable reduction in overall morbidity and mortality among individual 
tobacco users;  

• Testing of actual consumer perception shows that, as the applicant proposes to label and 
market the product, consumers will not be misled into believing that the product is or has been 
demonstrated to be less harmful or presents or has been demonstrated to present less of a risk 
of disease than one or more other commercially-marketed tobacco products; and  
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• Issuance of the exposure modification order is expected to benefit the health of the population 
as a whole, taking into account both users of tobacco products and persons who do not 
currently use tobacco products.  

 
In evaluating the benefit to health of individuals and of the population as a whole under Sections 
911(g)(1) and (g)(2) of the FD&C Act, FDA must take into account:  
 

• The relative health risks the MRTP presents to individuals;  
• The increased or decreased likelihood that existing tobacco product users who would otherwise 

stop using such products will switch to using the MRTP;  
• The increased or decreased likelihood that persons who do not use tobacco products will start 

using the MRTP;  
• The risks and benefits to persons from the use of the MRTP compared to the use of smoking 

cessation drug or device products approved by FDA to treat nicotine dependence; and  
• Comments, data, and information submitted to FDA by interested persons.  

 
Once an MRTPA is submitted, FDA performs preliminary administrative reviews to determine whether to 
accept and file it. In general, after filing an application, FDA begins substantive scientific review. As part 
of this scientific review, FDA will seek and consider public comments on the application as well as 
recommendations from the FDA Tobacco Products Scientific Advisory Committee (TPSAC). FDA intends 
to review and act on a complete MRTPA within 360 days of FDA filing an application. An order 
authorizing an MRTP refers to a specific product, not an entire class of tobacco products (e.g., all 
smokeless products).  
 
An FDA order authorizing an MRTP is not permanent; it is for a fixed period of time that will be 
determined by FDA and specified in the order. To continue to market an MRTP after the set term, an 
applicant would need to seek renewal of the order and FDA would need to determine that the findings 
continue to be satisfied. Also, if at any time FDA determines that it can no longer make the 
determinations required for an MRTP order, FDA is required to withdraw the order. Before FDA 
withdraws an MRTP order, it will provide an opportunity for an informal hearing as required under the 
law. 
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Appendix B: Tabulated Index of USSTC Research Studies and Data 
Submitted in MRTPA (Source: MRTPA Section 2.3) 
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Key Findings Summarized in 
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Parameters, and Outcomes 
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Postmarket Surveillance: 
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