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Almost Two Centuries in Market

• Copenhagen® Snuff Fine Cut 
has been in market since 1822

Copenhagen® Snuff Fine Cut (#GF1200194) was commercially marketed in the United States as of February 15, 2007. CC-4



Presents a Dilemma and an Opportunity 
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Scientific Evidence Supports Risks Reduction

CC-6

Smokeless tobacco use presents 
less risk of lung cancer



Adult Smokers Don’t Understand the 
Relative Risk of Smokeless Tobacco Products  

• More than 90% in FDA’s PATH survey say that smokeless 
tobacco products are just as harmful or more harmful than 
cigarettes

8.9% 63.8% 27.3%

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Smokeless
Tobacco

Less Harmful About the Same More Harmful

CC-7ALCS Analysis of PATH Wave 1 (Sept. ‘13 – Dec. ’14)



The Opportunity
• Providing accurate information to 

Adult Smokers results in a net 
benefit to the population as a whole, 
including users and nonusers

• The real-world impact could be 
much larger with sustained 
exposure over time
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42.8 Million
U.S. Adult
Smokers

Adult Dual Users Present Logical 
Harm Reduction Opportunity 
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6.6 Million
Adult Smokeless 
Tobacco (ST) Users

2.3 Million 
Adult Dual Users

Based on ALCS analysis of PATH Wave 1 data Sep 12, 2013 – Dec 14, 2014.
Cigarette smokers include those who report having smoked at least 100 cigarettes in their lifetime and now smoking every day or some days.  
Smokeless Tobacco users include  those who report having used ST at least 20 times in their lifetime and now using ST every day or some days.



Over Half of All Adult Smokers Are Interested 
in Reduced-Risk Tobacco Products

Based on ALCS analysis of PATH Wave 1 data Sept 12, 2013 – Dec 14, 2014; Response to question – “If a tobacco product made a claim that it was 
less harmful to health than other tobacco products, how likely would you be to use that product?”
Numbers may not foot due to rounding. 

18%
Very
Likely

37%
Somewhat 

Likely

27%
Very

Unlikely

19%
Somewhat 

Unlikely

55%

(~23 Million 
Adult Smokers)
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MRTPA Addresses Statutory Requirements (§911(g)(1))
• The candidate product, as it is actually used by consumers, will:

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

B. 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. 
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Consumer Communications Standard 
• The information provided to consumers must be:

Accurate

Not misleading 

Supported by scientific evidence 
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Claim Complements Public Health 
Prevention and Cessation Strategies 

Under FDA oversight, 
informing adult smokers 
about reduced-risk products 
will complement, not compete 
with, proven public health 
strategies focused on 
prevention and cessation
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FDA Recognition of Continuum of Risk

“[W]e must acknowledge that there’s a continuum of risk for nicotine 
delivery. That continuum ranges from combustible cigarettes at one end, 
to medicinal nicotine products at the other.”

“[W]e must also take a new and fresh look at the noncombustible side.”

“[P]olicies should account for changes that will move addicted smokers 
down that continuum of risk to…less harmful products.”

CC-15

(Directional: Not to scale)

Combustibles Non-Combustibles Medicinal Nicotine

Highest 
Risk 

Lowest 
Risk 

Dr. Scott Gottlieb
FDA Commissioner



Draws the attention of 
adult smokers

1

Proposed Claim

Desired single use behavior 3

Single disease focus
Neither states nor implies that the 
product presents no risk of lung 
cancer or other disease

2

IF YOU SMOKE,
CONSIDER THIS:

Switching completely to this product from 
cigarettes reduces risk of lung cancer.

CC-16
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Claim is for Adult Smokers

Adult Never-Users and Adult 
Smokers Planning to Quit         
did not show increased interest 
in the product



Claim is for Adult Smokers

• Correcting misperceptions 
will take time 

• Comprehensive campaign 
directed to adult smokers

CC-18



Claim is for Adult Smokers

• Correcting misperceptions 
will take time 

• Comprehensive campaign 
directed to adult smokers
Print advertising
Direct mail
Copenhagen® branded 

website
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Consumer Communications

Accompanied by the 
required rotational 

warnings

Limited to publications that 
meet the criteria of an 

“adult publication” under           
FDA’s definition

CC-20

Surgeon General’s Warnings

WARNING: This product can cause mouth cancer.

WARNING: This product can cause gum disease and tooth loss.

WARNING: This product is not a safe alternative to cigarettes.

WARNING: Smokeless tobacco is addictive.

Print Advertisements Federally Mandated Warnings



Consumer Communications

CC-21

Accompanied by the required 
rotational warnings

Limited to publications that 
meet the criteria of an “adult 

publication” under FDA’s 
definition

Print Advertisements

We verify consumers’ age
and

Certify that they are smokers 
and/or smokeless tobacco 

users before they can receive 
the communications

Direct Communications



UST Trade Programs and Youth Access Prevention
• Limit display of products to 

non-self-serve locations 
• Train store personnel who sell 

tobacco products using 
We Card® or equivalent training

• Place retail signage that 
prohibits underage sales and 
tells adults not to buy tobacco 
products for underage use

CC-22



CC-23

Long History of Product Use



Description of Copenhagen® Snuff

• Blend of 100% American-grown tobacco
• Water
• Salts
• Flavors

CC-24



Copenhagen® Snuff Use Patterns

• “Pinch” between lip and 
gum for ~ 30-40 minutes

• Average consumption about 
one half of a can per day 
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Copenhagen® Snuff Consumers

• Consumers of Copenhagen®

Snuff are, by and large:
Adult white males 
35 years of age and older

CC-26



Overview of Support for Authorization of Claim
•Claim is supported by the scientific evidence
•Meets statutory standard for a claim
•Represents an important first step towards solving the 

dilemma faced by adult smokers
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Authorizing the Proposed Claim 

• Provides adult smokers a 
reason to switch

• Offers facts to make an 
informed decision 



Scientific Evidence

Mohamadi Sarkar, M. Pharm, Ph.D., FCCP
Fellow, Regulatory Affairs
Altria Client Services



Comprehensive Scientific Review

CC-30

Inclusion

Original research, including secondary analyses 
and meta-analyses
Reports from authoritative bodies 
(e.g., U.S. Surgeon General, IARC, etc.)

Studies of smokeless tobacco products sold in the U.S.

Published in the English language

Exclusion

Studies of smokeless tobacco products sold in other 
countries than the U.S.
Studies of non-U.S. populations 
(e.g., Swedish snus epidemiology)

Published in a foreign language

Literature Review Protocol included inclusion/exclusion criteria 
based on published best practices1

1. IOM Report “Finding What Works in Health Care: Standards for Systematic Reviews” (IOM, 2011), the Cochrane Handbook for Systematic Reviews of Interventions 
(Cochrane Collaboration, 2011), and the PRISMA Statement (Moher et al., 2009). 

~6,500 publications

~1,000 
publications

Step 3
Identify 
claims



Review Covered Diverse Array of Health Topics
• Epidemiology
• Clinical
• Nonclinical
Tobacco or tobacco extracts
Specific tobacco constituents 

CC-31



Applicability of Epidemiology  

CC-32
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Moist Smokeless Tobacco Was the 
Predominant Form During Epidemiology Studies

CC-34

Unit volume of moist smokeless tobacco and loose leaf chewing tobacco derived from Maxwell Reports 1972-2011 
NHIS = National Health Interview Survey; NLMS = National Longitudinal Mortality Study; CPS-II = Cancer Prevention Study – II; NHEFS = NHANES-I Epidemiologic Follow-up Study
Black boxes represent the baseline periods for studies and black circles represent the end of follow-up period
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Copenhagen® Snuff Was One of the Major 
Products Consumed During Epidemiology Studies
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20
11

Unit volume of moist smokeless tobacco and loose leaf chewing tobacco derived from Maxwell Reports 1972-2011; UST volumes based on historical shipment data
NHIS = National Health Interview Survey; NLMS = National Longitudinal Mortality Study; CPS-II = Cancer Prevention Study – II; NHEFS = NHANES-I Epidemiologic Follow-up Study
Black boxes represent the baseline periods for studies and black circles represent the end of follow-up period



Multiple Lines of Evidence 

CC-36

In Vitro Studies Biomarkers 
of Potential Harm 

Epidemiological 
Evidence

Combustion 
Related HPHCs

Biomarkers 
of Exposure

TOTALITY OF THE 
EVIDENCE SHOWS:

Smokeless 
Tobacco

is less risky than 
Cigarettes Animal Studies



Smokeless Tobacco is Less Hazardous 
than Cigarettes – Public Health Consensus

CC-37

“[U]sers of smokeless tobacco products generally have lower risks for tobacco-related 
morbidity and mortality than users of combustible tobacco products such as cigarettes.”

Source: WHO Study Group on Tobacco Product Regulation (TobReg), The Scientific Basis of Tobacco Product Regulation, 
951 WHO Technical Reports Series (2008)

“On the continuum of risk, non-combustible tobacco products are more likely to reduce 
harm than a smoked form of tobacco for individuals who would otherwise be using 
conventional cigarettes.”

Source: Zeller, Hatsukami et al., The Strategic Dialogue on Tobacco Harm Reduction: a vision and blueprint for action in 
the US. Tobacco Control, 18(4), 324-332, 2009

“Spit or smokeless tobacco is a less lethal, but still unsafe, alternative to smoking.”

Source: American Cancer Society Website. “Health Risks of Smokeless Tobacco” (Last accessed Feb. 4, 2019)



Health Risk of Copenhagen® Snuff

Gary Harvey
Vice President and Principal Consultant
William E. Wecker Associates, Inc.



Key Questions 
• Do smokeless tobacco users have the same or lower lung 

cancer risks compared to current smokers? 
• Do smokeless tobacco users have the same or lower all-cause

and all-cancer mortality risks compared to current smokers? 

CC-39



Linked Mortality Analysis: Based on 
Nationally Representative Epidemiology

CC-40

National Health
Interview Survey

National Longitudinal
Mortality Study

Two nationally representative public health surveys linked to the National Death Index (2011 update)*

*Mortality outcomes available through linkage to the National Death Index (NDI) available from the National Center for Health Statistics
Third party trademarks, logos, images and other artwork are the property of their respective owners, are used for reference only, and are not intended to suggest any affiliation.

Survey Years

Total
Respondents

Smokeless
Tobacco Users

Based on the Current Population Survey

1987 – 2005
(intermittent)

154,391

3,006

1993 – 2005

210,090

3,492



Lung Cancer Mortality Risks
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NHIS NLMS



NHIS NLMS

Lung Cancer Mortality Risks
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NHIS NLMS

Lung Cancer Mortality Risks

CC-43



Lung Cancer Mortality Risks

CC-44Andreotti 2016 and Wynder 1977 included mortality and lung cancer “incidence”.

Smokeless Tobacco Users



Lung Cancer Mortality Risks

CC-45Andreotti 2016 and Wynder 1977 included mortality and lung cancer “incidence”.

Smokeless Tobacco Users



Lung Cancer Mortality Risks Among Former Smokers

CC-46

Former Smokers Using Smokeless Tobacco



All-Cause Mortality Risks

CC-47

NHIS NLMS

H
az

ar
d 

R
at

io



All-Cause Mortality Risks

CC-48

H
az

ar
d 

R
at

io

NHIS NLMS



Linked Mortality Sensitivity Analyses
• Men and women
• All races and white only
• Other causes of death beyond lung cancer, all-cause, 

and all-cancer
• Alternative model specifications and control variables
• None of these sensitivity analyses importantly impacted 

the conclusions

CC-49



All-Cause Mortality Risks 
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Smokeless Tobacco Users



All-Cancer Mortality Risks

CC-51

Never ST
Never Smoker

Never ST
Never Smoker

Current ST Current ST Current Smoker Current Smoker 



All-Cancer Mortality

CC-52Andreotti 2016 includes “Cancer incidence”, Lee 2009 includes “death” and “incidence”.

Smokeless Tobacco Users



Key Takeaways – Health Risk
• Smoking cigarettes dramatically increases the risks 

of lung cancer, all-cause mortality and all-cancer
• If current smokers quit smoking, then their risks are 

dramatically reduced
• Smokeless tobacco users’ risk of lung cancer is statistically 

significantly lower than that of current smokers

CC-53



Copenhagen® Snuff Claim Development and Testing

Stephanie Plunkett, Ph.D. 
Senior Director, Perception and Behavior Research
Altria Client Services



Presentation Overview
• Behavioral theory
• Claim development and testing 
• Claim comprehension and risk perception findings
• Impact of the claim on behavioral intentions 

CC-55



Presents a Dilemma and an Opportunity 
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Presentation Overview
• Behavioral theory
• Claim development and testing 
• Claim comprehension and risk perception findings
• Impact of the claim on behavioral intentions 
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Ajzen’s Theory of Planned Behavior 

CC-58

Attitude 
Toward 

the 
Behavior

Subjective
Norm

Perceived
Behavioral

Control

Intention Behavior

Adapted from Ajzen, 1985; Godin & Kok, 1996



Applied Theory of Planned Behavior and Switching 

CC-59

Preexisting beliefs about 
the health risks of the 
product

Social pressures of 
using the product or 
continuing to smoke 

Individual’s belief that 
they can successfully 
switch to smokeless

Desired Behavior 
Completely switching 
to Copenhagen® Snuff

Intentions

Attitude 
Toward 

the 
Behavior

Subjective
Norm

Perceived
Behavioral

Control

Adapted from Ajzen, 1985; Godin & Kok, 1996



Misperceptions of Smokeless Tobacco Health Risk 
Published Literature 

CC-60

Communicating accurate risk information is key



Presentation Overview
• Behavioral theory
• Claim development and testing 
• Claim comprehension and risk perception findings
• Impact of the claim on behavioral intentions 

CC-61



Claim Development Process and CCI Study Design

Phase 1
Modified Risk Claim DEVELOPMENT

DEVELOPMENT of Promotional Material

Qualitative study to 
develop proposed 

claim

Round 1
Qualitative study to 

further develop 
proposed claim

Round 2

CC-62

• Communicated that consumers knew they 
needed to stop smoking in order to reduce lung 
cancer risk 

• Consumers understood that there is risk with 
the use of Copenhagen® Snuff

Claim Requirements



Claim Development Process and CCI Study Design

Phase 1
Modified Risk Claim DEVELOPMENT

DEVELOPMENT of Promotional Material

Phase 2
Modified Risk Claim TESTING

TESTING of Promotional Material

Quantitative study 
to assess the 

comprehension and the 
effect of the claim on 
behavioral intentions

CCI Study
Qualitative study to 
develop proposed 

claim

Round 1 
Qualitative study to 

further develop 
proposed claim

Round 2 

CC-63



Claim Development Process and CCI Study Design

Phase 2
Modified Risk Claim TESTING

TESTING of Promotional Material

Quantitative study 
to assess the 

comprehension and the 
effect of the claim on 
behavioral intentions

CCI Study

CC-64

Phase 2 Key Questions

• Do participants correctly understand the claim?

• Do participants understand that using 
Copenhagen® Snuff still poses a health risk?

• Do participants change their behavioral 
intentions?



CCI Study Overview
• Quasi-randomized, controlled study design 
• 5,871 adult tobacco users and non-users from across the U.S. 
• Participants matched to the U.S. population using major 

demographic variables based on PATH study quotas
• Oversampled legal age to 24-year-old population 

CC-65



CCI Study Subgroups

CC-66

Adult Tobacco Users

Adult Smokers 
Not Planning 

To Quit

Adult Smokers 
Planning To 

Quit

Moist 
Smokeless 

Tobacco Users 
Dual Users 

Adult Non-Users

Former Users Never Users



• Pre-intentions
• Pre-risk perceptions

• General & Specific 
Diseases

• Total Health (Relative)

• Post-intentions
• Post-risk perceptions

• General & Specific 
Diseases

• Total Health (Relative)
• Post-comprehension (Test)

• Targeted

CCI Study Design

Test 
Condition

Control 
Condition

PRE-ASSESSMENT

Ad with
claim 
exposure

Ad without
claim 
exposure

POST-ASSESSMENT

• Sub-group quotas = PATH
• N=5,871
• N=400/sub-group/condition
• Over sample of LA-24

SCREENING
Demographics

Tobacco use
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Presentation Overview
• Behavioral theory
• Claim development and testing 
• Claim comprehension and risk perception findings
• Impact of the claim on behavioral intentions 
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Comprehension Question

Based only on the information shown in this ad, smokers who 
switch completely from cigarettes to Copenhagen® Snuff: 
 Increase the risk of lung cancer
 Reduce the risk of lung cancer
 Eliminate the risk of lung cancer
 Do not know

CC-69



Participants Comprehend the Claim

CC-70
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Based only on the information shown in this ad, smokers who switch completely from cigarettes to Copenhagen® Snuff: 
Increase the risk of lung cancer, Reduce the risk of lung cancer, Eliminate the risk of lung cancer, Do not know.



General Harm Question

How harmful do you think using Copenhagen® Snuff is to a 
person’s health?
 Very harmful
 Moderately harmful
 Not at all harmful

CC-71



Participants Understand 
Copenhagen® Snuff is Not Risk-Free

7% 6% 6% 4% 6% 6% 12% 8%
14% 11% 2% 1% 4% 2%

93% 94% 94% 96% 94% 94% 88% 92%
86% 89%

98% 99% 96% 98%
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How harmful do you think using Copenhagen® Snuff is to a person’s health? – Not at all harmful, Moderately harmful, Very harmful CC-72

ASPQ 
(n=406)

ASNPQ
(n=398)

Dual Users
(n=422)

MST Users
(n=432)

Former Users
(n=402)

Never Users
(n=402)

Total
(n=2462)

        



General and Specific Diseases Risk Question

CC-73

How likely is it that these things will happen to a person who 
only uses Copenhagen® Snuff daily?

0% Extremely Unlikely to 100% Extremely Likely

 Lung cancer
 Nicotine addiction
 Discolored teeth or decay

 Negatively impacts health
 Mouth cancer
 Hearth disease/heart attack
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We realize you may not know the answer to each question, but please give your best answer. 
Looking at the same list, how likely is it that these things will happen to a person who only uses Copenhagen® Snuff daily? 
0% Extremely Unlikely  10% 20% 30% 40% 50% 60% 70% 80% 90% 100% Extremely Likely.
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(n=398)

Dual Users
(n=422)
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Never Users
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Test - PostTest - Pre
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We realize you may not know the answer to each question, but please give your best answer. 
Looking at the same list, how likely is it that these things will happen to a person who only uses Copenhagen® Snuff daily? 
0% Extremely Unlikely  10% 20% 30% 40% 50% 60% 70% 80% 90% 100% Extremely Likely.
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ASNPQ
(n=398)

Dual Users
(n=422)
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(n=432)

Former Users
(n=402)

Never Users
(n=402)

Test - PostTest - Pre



Proposed Modified Risk Claim
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Copenhagen® Snuff vs. Smoking Cigarettes
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• Tobacco users and non-users correctly understand the claim 
• After viewing the claim, users and non-users continue to 

believe Copenhagen® Snuff poses risk to health
• The claim shows potential to help correct misperceptions of 

lung cancer risk in Adult Smokers Not Planning to Quit

CC-78

Key Takeaways – Comprehension and Perceptions



Presentation Overview
• Behavioral theory
• Claim development and testing 
• Claim comprehension and risk perception findings
• Impact of the claim on behavioral intentions 
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• Pre-intentions
• Pre-risk perceptions

• General & Specific 
Diseases

• Total Health (Relative)

• Post-intentions
• Post-risk perceptions

• General & Specific 
Diseases

• Total Health (Relative)
• Post-comprehension (Test)

• Targeted

CCI Study Design

Test 
Condition

Control 
Condition

PRE-ASSESSMENT

Ad with
claim 
exposure

Ad without
claim 
exposure

POST-ASSESSMENT

• Sub-group quotas = PATH
• N=5,871
• N=400/sub-group/condition
• Over sample of LA-24

SCREENING
Demographics

Tobacco use
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Behavioral Intentions Assessed 

CC-81

Intentions

Try Use Dual Use Switch Quit 
Smoking

Quit All 
Tobacco

Purchase



Intention to Use Measure

CC-82

I would consider using Copenhagen® Snuff more than once.

I expect to use Copenhagen® Snuff.

It is likely that I will regularly use Copenhagen® Snuff in the next 6 months.

Copenhagen® Snuff will be my regular brand of dip/snuff in the next 30 days.

Strongly 
disagree

(1)

Disagree

(2)

Somewhat 
disagree

(3)

Agree

(5)

Strongly
agree

(6)

Somewhat 
agree

(4)



Behavioral Intentions Results
• Significant difference in Intention to Use among 

Adult Smokers Not Planning to Quit
• No other significant differences in behavioral intentions 

were observed

CC-83



Likelihood of Behavior Measure 

CC-84

Positive 
Behavioral Intent 

Intention to 
Purchase
Right Now 

Future Behavior 
Measure



Likelihood of Behavior Metric

Positive behavioral intent

>3.5 Composite score

Intention to purchase right now
(Yes/No scale)

Strongly 
disagree

(1)

Disagree

(2)

Somewhat 
disagree

(3)

Agree

(5)

Strongly
agree

(6)

Somewhat 
agree

(4)

and

CC-85



Relative Impact

Adult Tobacco Use Behavior
Change in Likelihood of Behavior*

(Relative Impact Factor)

Cigarette Smokers Switching to Copenhagen® Snuff 1.21

Cigarette Smokers Transitioning to Dual Use 1.16

Dual Users Switching to Copenhagen® Snuff 1.06

Former Smokeless Tobacco Users Relapsing to 
Copenhagen® Snuff 1.00

Never Users Initiating with Copenhagen® Snuff 0.80

*Results not statistically significant. CC-86



Key Takeaways
• Consumers understand that using Copenhagen® Snuff poses 

risks to health and are not misled
• Data indicate a favorable response to the claim
• It will take time and repeated reinforcement of this message 

for adult smokers to switch completely to Copenhagen® Snuff

CC-87



Population Impact

Ryan Black, Ph.D.
Director, Regulatory Affairs 
Altria Client Services



Presentation Overview
• Gateway
• Youth use
• Population modeling
• Postmarket surveillance
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Presentation Overview
• Gateway
• Youth use
• Population modeling
• Postmarket surveillance
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Gateway Effect 

• Concern that individuals who do not already use tobacco will start 
using a less hazardous tobacco product, like Copenhagen® Snuff, 
and switch to a more harmful tobacco product, like cigarettes

CC-91

Smokeless 
Tobacco Use

No Tobacco 
Use

Cigarette 
Smoking
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Pre Post scores for test group only.
No statistically significant difference

Claim Did Not Increase Likelihood of Use
Adult Never Users
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Claim Did Not Increase Likelihood of Use
Adult Never Users Legal Age to 24
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Presentation Overview
• Gateway
• Youth use
• Population modeling
• Postmarket surveillance
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Youth Use

Youth should not use any tobacco product.  
Reduced-risk messages should not influence 

youth to use Copenhagen® Snuff 
or any other tobacco product.

CC-95



Understanding Youth Use

CC-96

• Relied on publically available resources including:
Government data 
─ National Survey on Drug Use and Health
─ Monitoring the Future
─ FDA’s PATH Study

Published literature 



Prevalence of Youth ST Use Stable to Declining
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CC-97
As represented by the dotted line, smokeless tobacco use question modified with the inclusion of snus in the definition of smokeless tobacco in 2015.
Adapted from National Survey on Drug Use and Health Behavioral Health Trends Report (2015), Detailed Tables (2016-18) 

Percentages Reporting Past 30-Day Smokeless Tobacco Use by Age Group (NSDUH)



Youth Use of Copenhagen® Snuff is Very Low

CC-98*Copenhagen® Snuff is based on past 30 day, non-light users (10+ use occasions), ALCS analysis of PATH Wave 1

U.S. Youth 
12-17 Years Old

~0.02% of youth report 
use of Copenhagen® Snuff*

1.4% of youth report past 30-day 
use of smokeless tobacco



Exposure To Claim Did Not Impact Youth 
Susceptibility To Use (El-Toukhy et al., 2018) 
• 480 youth (13-17 year olds) randomized to receive one message 

by risk claim and by product type

• Researchers found that the lower risk claim had no effect on 
susceptibility to use among youth

CC-99
El-Toukhy, S., Baig, S. A., Jeong, M., Byron, J. M., Ribisl, K. M. & Brewer, N. T. (2018). Impact of modified risk tobacco product claims on beliefs of US adults and 
adolescents. Tobacco Control 0, 1-8. Doi:10.1136/tobaccocontrol-2018-054315

Risk Claim

• Less harmful than cigarettes
• As harmful as cigarettes, or 
• No statement (control)

Product Type

• Heat-not-burn
• E-vapor
• Snus



Presentation Overview
• Gateway
• Youth use
• Population modeling
• Postmarket surveillance
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Population Models
• Predict outcomes within a population under changing dynamics
• Rely in part on empirical data in addition to estimates and 

assumptions, informed by evidence
• Shed light on trends, not intended to predict future outcomes 

with numerical precision

CC-101



Model Validation
• Developed and validated the cohort model 
Used best practices as described by 
─ Institute of Medicine (IOM)
─ International Society of Pharmacoeconomics and Outcomes Research 

(ISPOR)
─ Society for Medical Decision Making (SMDM)

CC-102



Benefit/Risk 

Modeling the Impact on the Population

Linked Mortality
Risk of using

smokeless tobacco relative 
to  cigarette smoking 

CCI Study
Changes in product use 

patterns due to the modified 
risk claim  

CC-103



Model Inputs
• Male population defined by the U.S. Census data 
• Tobacco use patterns informed by systematic literature review 

published by public health scientists including FDA research 
scientists

• Risk of exclusive smokeless tobacco use relative to cigarette 
smoking estimated from the Linked Mortality Analyses

CC-104



Modeling Framework: Multiple Cohort Approach

ST User
Dual User

Former
ST User

Never
Tobacco 

User

Cigarette
Smoker

Former
Dual User

CC-105
Base case transition rates largely informed by Tam J., Day H.R., Rostron B.L., Apelberg B.J. A systematic review of transitions between cigarette and smokeless tobacco 
product use in the United States. BMC Public Health. 2015;15:258 

Base Case – World As Is Today

Former
Cigarette
Smoker



Modeling Framework: Multiple Cohort Approach

ST User
Dual User

Former
ST User

Former
Cigarette
Smoker

Never
Tobacco 

User

Cigarette
Smoker

Former
Dual User
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Base Case – World As Is Today

Blue Arrows = Modified Transitions

ST User
Dual User

Former
ST User

Former
Cigarette
Smoker

Former
Dual User

Modified Case – Future World

Never
Tobacco 

User

Cigarette
Smoker

1

2

3

4

5

Base case transition rates largely informed by Tam J., Day H.R., Rostron B.L., Apelberg B.J. A systematic review of transitions between cigarette and smokeless tobacco 
product use in the United States. BMC Public Health. 2015;15:258 



Adult Male Transition Rates

CC-107

Tobacco Use Transition

Base Case
Transitions*

(From the Literature)

Modified Case
Transitions*

(Adjusted from CCI Study)

Current smoker  ST 1.4% 1.7%

Current smoker  Dual user 
(ST + cigarettes) 3.2% 4.0%

Dual user  ST 17.4% 18.4%

Former ST  ST 1.8% 1.8%

Never user  ST 1.6% 1.5%

4

5

1

2

3

*Five year transition rates
Base case transition rates largely informed by Tam J., Day H.R., Rostron B.L., Apelberg B.J. A systematic review of transitions between cigarette and smokeless tobacco 
product use in the United States. BMC Public Health. 2015;15:258 



Adult Male Transition Rates

CC-108

*Five year transition rates
Base case transition rates largely informed by Tam J., Day H.R., Rostron B.L., Apelberg B.J. A systematic review of transitions between cigarette and smokeless tobacco 
product use in the United States. BMC Public Health. 2015;15:258 

Tobacco Use Transition

Base Case
Transitions*

(From the Literature)

Modified Case
Transitions*

(Adjusted from CCI Study)

Current smoker  ST 1.4% 1.7%

Current smoker  Dual user 
(ST + cigarettes) 3.2% 4.0%

Dual user  ST 17.4% 18.4%

Former ST  ST 1.8% 1.8%

Never user  ST 1.6% 1.5%

4

5

1

2

3



Modeling Framework: Multiple Cohort Approach

ST User
Dual User

Former
ST User

Former
Cigarette
Smoker

Never
Tobacco 

User

Cigarette
Smoker

Former
Dual User

CC-109

ST User
Dual User

Former
ST User

Former
Cigarette
Smoker

Former
Dual User

Base Case – World As Is Today Modified Case – Future World

Never
Tobacco 

User

Cigarette
Smoker

Blue Arrows = Modified Transitions

Base case transition rates largely informed by Tam J., Day H.R., Rostron B.L., Apelberg B.J. A systematic review of transitions between cigarette and smokeless tobacco 
product use in the United States. BMC Public Health. 2015;15:258 



Modeling Framework: Multiple Cohort Approach

ST User
Dual User

Former
ST User

Former
Cigarette
Smoker

Never
Tobacco 

User

Cigarette
Smoker

Former
Dual User

CC-110

Base Case – World As Is Today

Approximately 93,000 premature deaths prevented over the 60 years 
following claim authorization

Modified Case – Future World

ST User
Dual User

Former
ST User

Former
Cigarette
Smoker

Former
Dual User

Never
Tobacco 

User

Cigarette
Smoker



Robust Findings from Sensitivity Analyses
• Concurrently vary: 
Change in rate of Never Tobacco Users initiating on smokeless tobacco (Initiation)
Change in rate of Cigarette Smokers switching to smokeless tobacco (Switching)

• All other transition rates kept the same as those in the Modified Case scenario

CC-111
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Presentation Overview
• Gateway
• Youth use
• Population modeling
• Postmarket surveillance
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Proposed Postmarket Surveillance Program Scope

• Postmarket studies (e.g., cross-
sectional and longitudinal cohort 
studies)
 Transitions among tobacco users
 Initiation/cessation
 Risk perceptions
 Awareness of modified risk communication

Surveillance

CC-113



Proposed Postmarket Surveillance Program Scope

• Postmarket studies (e.g., cross-
sectional and longitudinal cohort 
studies)
 Transitions among tobacco users
 Initiation/cessation
 Risk perceptions
 Awareness of modified risk communication

• Refining population modeling input 
parameters

CC-114

Surveillance



Proposed Postmarket Surveillance Program Scope

• Postmarket studies (e.g., cross-
sectional and longitudinal cohort 
studies)
 Transitions among tobacco users
 Initiation/cessation
 Risk perceptions
 Awareness of modified risk communication

• Refining population modeling input 
parameters

CC-115

Surveillance
• Adverse event reporting
 Consumer Response Center
 Clinical studies
 Literature reviews
 FDA Adverse Events Reporting System/

Health and Human Services Safety Portal



Proposed Postmarket Surveillance Program Scope

• Postmarket studies (e.g., cross-
sectional and longitudinal cohort 
studies)
 Transitions among tobacco users
 Initiation/cessation
 Risk perceptions
 Awareness of modified risk communication

• Refining population modeling input 
parameters
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Surveillance
• Adverse event reporting
 Consumer Response Center
 Clinical studies
 Literature reviews
 FDA Adverse Events Reporting System/

Health and Human Services Safety Portal

• Literature reviews
 Health effects
 Risk perceptions
 Patterns of use
Misuse/abuse/tampering



Proposed Postmarket Surveillance Program Scope

• Postmarket studies (e.g., cross-
sectional and longitudinal cohort 
studies)
 Transitions among tobacco users
 Initiation/cessation
 Risk perceptions
 Awareness of modified risk communication

• Refining population modeling input 
parameters

• Adverse event reporting
 Consumer Response Center
 Clinical studies
 Literature reviews
 FDA Adverse Events Reporting System/

Health and Human Services Safety Portal

• Literature reviews
 Health effects
 Risk perceptions
 Patterns of use
Misuse/abuse/tampering

• Monitoring and secondary analyses 
of national survey data

CC-117

Surveillance



Conclusion

Jose Luis Murillo, J.D. 
Senior Vice President, Regulatory Affairs
Altria Client Services



Copenhagen® Snuff MRTPA Summary 
• Proposed claim is truthful, accurate and substantiated by 

scientific evidence

• Copenhagen® Snuff is significantly less harmful than cigarettes

• Switching completely from cigarettes to Copenhagen® Snuff 
reduces the risk of lung cancer

• Tobacco users and non-users understand Copenhagen® Snuff  
is not risk-free

• Population benefit is expected with authorization of the claim

CC-119



Presents a Dilemma and an Opportunity 

CC-120



Over Half of All Adult Smokers Are Interested 
in Reduced-Risk Tobacco Products

18%
Very
Likely

37%
Somewhat 

Likely

27%
Very

Unlikely

19%
Somewhat 

Unlikely

CC-121

18%
Very
Likely

37%
Somewhat 

Likely

27%
Very

Unlikely

19%
Somewhat 

Unlikely

55%

(~23 Million 
Adult Smokers)

Based on ALCS analysis of PATH Wave 1 data Sept 12, 2013 – Dec 14, 2014; Response to question – “If a tobacco product made a claim that it was 
less harmful to health than other tobacco products, how likely would you be to use that product?”
Numbers may not foot due to rounding. 
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Proposed Claim Can Begin Correcting Misperceptions 



Additional Experts Available for Questions

CC-123

Michael Fisher, Ph.D. Senior Principal Scientist
Altria Client Services

Simeon Chow, Ph.D. Vice President
Altria Client Services 

Kenya Blake Senior Director
U.S. Smokeless Tobacco Co. 

Yezdi Pithawalla, Ph.D. Senior Director
Altria Client Services 

Ed Largo, Ph.D. Director
Altria Client Services 

Tim Danielson, Ph.D. Senior Principal Scientist
Altria Client Services
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Intention to Use Copenhagen® Snuff 
Adult Tobacco Users

I would consider using Copenhagen® Snuff more than once. I expect to use Copenhagen® Snuff. It is likely that I will regularly use Copenhagen® Snuff in the next 6 months. 
Copenhagen® Snuff will be my regular brand of snuff/dip/smokeless tobacco in the next 30 days. 6=Strongly Agree, 5=Agree, 4=Somewhat Agree, 3=Somewhat Disagree, 
2=Disagree, 1=Strongly Disagree. Composite Score calculated by averaging across the four measures, at the individual level. 

*Statistically significant difference between test and control (ANCOVA)
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Likelihood Behavior Measures - ASNPQ
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Intention to Use, Switch & Dual Use Copenhagen® Snuff
Table of P-Values 

After Bonferroni adjustment, p-values <0.008 were considered to be statistically significant. 

ASPQ ASNPQ
Dual 

Users
MST 

Users
Former 
Users

Never 
Users

Tobacco 
Users 
LA-24

Tobacco 
Non-Users 

LA-24

Intention to use 0.133 0.002 0.742 0.460 0.243 0.149 0.803 0.533

Intention to switch 0.553 0.049 0.281 - - - 0.972 -

Intention to dual use 0.635 0.109 0.563 - - - 0.789 -

CM-118



Copenhagen® Snuff is Relevant to Adult Smokers

129
Based on ALCS analysis of PATH Wave 1 data Sep 12, 2013 – Dec 14, 2014.
Cigarette smokers include those who report having smoked at least 100 cigarettes in their lifetime and now smoking every day or some days.  
Smokeless Tobacco users include  those who report having used ST at least 20 times in their lifetime and now using ST every day or some days.
*Former Smokers are defined as having smoked 100+ cigarettes but not currently smoking every day or some days.

Dual Users

Former 
Smokers

Balance

Copenhagen® Snuff Users

• Among the 460K Copenhagen® Snuff users:
380K were exclusive users

─140K were former adult smokers*
80K were dual users

DM-34



Believability by Incoming Beliefs on Lung Cancer

r=-0.278, p<0.05

• The majority (68%) of respondents who did not find the ad believable came in perceiving 
the risk of lung cancer from using Copenhagen® Snuff to be 100% (Extremely Likely)

Copenhagen Snuff: Lung Cancer Risk (Pre) and Ad Believability Cross tabulation

Total

0% 
Extremely 
Unlikely

%
10%

%
20%

%
30%

%
40%

%
50%

%
60%

%
70%

%
80%

%
90%

%

100% 
Extremely 

Likely
%

Q164. This ad 
is believable

Strongly 
Disagree 7.3% 2.0% 2.2% 1.8% 5.0% 8.1% 5.6% 4.2% 7.5% 8.3% 48.0% N=496

Disagree 5.0% 4.4% 3.3% 6.8% 8.3% 13.6% 7.1% 8.6% 9.8% 10.9% 22.2% N=338

Neither Agree
Nor Disagree 10.1% 5.9% 7.3% 5.7% 8.3% 15.6% 7.4% 7.7% 6.3% 5.7% 20.1% N=795

Agree 13.7% 12.5% 8.7% 9.2% 6.7% 13.6% 6.0% 7.7% 6.1% 5.5% 10.2% N=963

Strongly 
Agree 21.7% 9.1% 6.5% 4.1% 2.3% 9.1% 3.8% 5.6% 5.9% 8.5% 23.5% N=341

Total N=2933

CM-92



Oral Cancer Mortality Risks
Smokeless Tobacco Risk Ratios

HR-28



HPHC Data vs STP Category – TSNAs

TSNAs

Copenhagen® Snuff
Mean (± 95% CI)

2014-2015 MST Market 
Survey

Mean Range (min - max)

2014 MST Market Survey
Copenhagen® Snuff 

Mean

2015 MST Market Survey
Copenhagen® Snuff 

Mean
ng/gram (as-is)

NNK 472 (88.3) 97 - 1751 831 381

NNN 1746 (73.8) 552 - 5222 2403 1523

Copenhagen® Snuff Data Source: Section 7.1, N= 35 replicates (5 lots each with 7 replicates)
Market Survey 2014-2015 Data Source: https://digitalmedia.hhs.gov/tobacco/static/mrtpa/RJR/6_RESEARCH/5%20Section%206.1.5%20-%20Chemistry_Redacted.pdf
Market surveys to determine the HPHC content of U.S. smokeless tobacco products were conducted in 2014 and 2015
Twenty-two moist snuff products were sampled in 2014 representing a total of 68% of the moist snuff market share.
Twenty-nine moist snuff products were sampled in 2015 representing a total of 72% of the moist snuff market share. PO-67



Past 30-Day Smokeless Tobacco Use Among Youth 
NSDUH, YRBS, MTF
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National Survey on Drug Use and Health (NSDUH): https://www.samhsa.gov/data/report/2017-nsduh-annual-national-report
Note: For smokeless tobacco, 2015 and prior years’ data are not comparable due to methodological changes in 2015 - snus combined into measure.
Youth Risk Behavior Survey (YRBS): https://www.cdc.gov/healthyyouth/data/yrbs/pdf/2017/ss6708.pdf
Note: For smokeless tobacco, 2017 and prior years’ data are not comparable due to methodological changes in 2017. Beginning in 2017 snus and dissolvable tobacco were combined into  the smokeless measure.
Monitoring the Future (MTF): http://monitoringthefuture.org/data/18data/18drtbl7.pdf
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https://www.samhsa.gov/data/report/2017-nsduh-annual-national-report
https://www.cdc.gov/healthyyouth/data/yrbs/pdf/2017/ss6708.pdf
http://monitoringthefuture.org/data/18data/18drtbl7.pdf


Past 30-Day Smokeless Tobacco Use 
Among Middle School and High School Students (NYTS)

https://www.cdc.gov/mmwr/volumes/67/wr/mm6722a3.htm
2015 and prior years data are not comparable due to changes in reporting in 2015. In 2015  smokeless tobacco includes chewing tobacco/snuff/dip, snus, and 
dissolvable tobacco. Prior to 2015, smokeless tobacco included only chewing tobacco/snuff/dip.
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All-Cancer Mortality Risks From Smokeless 
Tobacco and Snuff

HR-122Andreotti 2016 includes “Cancer incidence”.



Diseases of the Heart Mortality Risks

HR-167



Round 2 Specific Language Exploration
Prefix Phrases:
1A Using this product instead of
1B Using this product as an alternative to
1C Switching completely
1D Exclusive use
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Mortality Risks Among Current Smokers
Lung Cancer, All-Cancer and All Causes in NHIS and NLMS

HR-143



Mortality Risks Among Former Smokers
Lung Cancer, All-Cancer and All Causes in NHIS and NLMS

HR-142



Lung Cancer Mortality Risks
NLMS

See Figure 11, Advisory Committee Briefing Materials
USSTC MRTPA for Copenhagen® Snuff Fine Cut STN MR0000108 

HR-27



Results: Time-staggered Multiple Cohort 

Age Group (y)

Mean Premature Deaths 
Prevented

(Base Case)

Mean Premature 
Deaths Prevented 
(Modified Case)

Difference in Premature Deaths 
Prevented in the Year 2075

(Modified - Base)
0-4  (2075) 11,659,500 11,659,500 0
5-9 (2070) 11,503,227 11,503,227 0
10-14 (2065) 11,343,808 11,343,808 0
15-19 (2060) 11,384,863 11,384,863 0
20-24 (2055) 11,210,354 11,210,354 0
25-29 (2050) 10,975,342 10,975,495 153
30-34 (2045) 10,691,192 10,691,665 473
35-39 (2040) 10,397,394 10,398,367 973
40-44 (2035) 10,099,412 10,101,332 1,920
45-49 (2030) 9,783,564 9,787,295 3,731
50-54 (2025) 9,348,637 9,355,425 6,788
55-59 (2020) 8,747,530 8,757,301 9,771
60-64 (2015) 8,038,615 8,050,922 12,307
65-69 (2010) 7,676,364 7,691,177 14,813
70-74 (2005) 6,873,894 6,889,508 15,614
75-79 (2000) 5,759,539 5,774,009 14,470
80-84 (1995) 4,749,605 4,761,915 12,310
Total Premature Deaths Prevented in the Base vs. Modified Case 160,242,840 160,336,163 93,323

PM-27



Time-staggered Multiple Cohort Approach
By the end of the 

follow-up

Age Group (y)
0 - 4
5 - 9

10 - 14

70 - 74
75 - 79
80 - 84Cohort 1

Cohort 2

Cohort 3

0 5 10Simulation 
Year

70 75 80

Cohort 15

Cohort 16

Cohort 17

PM-26



Risk Perceptions – Populations of Interest

Negatively 
impacts health

Mouth cancer

Lung cancer

Heart disease/ 
heart attack

Nicotine addiction

Discolored teeth 
or decay

Total Users
(n=1658)

Total Non-Users
(n=804)

Low Health 
Literacy (n=217)

Normal Health 
Literacy 
(n=2716)

LA-24 Users
(n=419)

LA-24 Non-
Users (n=401)

67

68

49

58

72

72

68

69

50

59

73

72

We realize you may not know the answer to each question, but please give your best answer. Looking at the same list, how likely is it that these things will happen to a 
person who only uses Copenhagen® Snuff daily?  0% Extremely Unlikely  10% 20% 30% 40% 50% 60% 70% 80% 90% 100% Extremely Likely.
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Would-be Quitter to ST Sensitivity Analysis
(Not Modified by CCIS)

Transition Rate, % Difference in Premature Deaths Prevented

0 94,680

5 (Modified Case) 93,323

10 91,966

20 89,251

50 81,109

100 67,539
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