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1 Rationale for Choice of Comparators 
ZYN is a non-heated, tobacco-free, smoke-free, and spit-free nicotine pouch for oral use and 
with an appearance similar to Swedish snus products. The product is intended for adult tobacco 
and nicotine consumers. Use of ZYN does not involve any inhalation of smoke or vapor. ZYN 
comes in 10 different flavors (Cool Mint, Peppermint, Spearmint, Wintergreen, Coffee, 
Cinnamon, Citrus, Smooth, Chill, and Fresh) and two nicotine strengths (3 and 6 mg per pouch). 
ZYN is intended to be used under the upper lip for up to 60 minutes and is then discarded. 
Therefore, exposure to HPHC’s only involves those that are taken up through the oral, mucous 
membranes or extracted to the saliva that is subsequently swallowed.  
In the absence of other relevant Food and Drug Administration (FDA) guidance documents, the 

Premarket Tobacco Product Applications for Electronic Nicotine Delivery Systems (ENDS) 

Guidance for Industry (June 2019) (FDA PMTA ENDS Guidance 2019) is relied on for this 
PMTA because the guidance can be applied to a smokeless nicotine product, such as ZYN. In 
addition, this application is also reflective of the proposed rule for PMTAs (FDA Proposed Rule 
2019). 
In terms of health effects, a reasonable comparator to ZYN is cigarettes as cigarette smoking 
accounts for the vast majority of tobacco-related morbidity and pre-term mortality in the US and 
by far represent the most commonly used tobacco product on the US market.  
In the PMTA ENDS Guidance, the FDA recommends that a new product be compared to an 
existing product within the same category. In this PMTA, comparisons are made with two 
different smokeless tobacco products: moist snuff and Swedish snus. 
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Table 1 Reasons for Inclusion in the Analytical Battery of Testing 

Analyte CASRN Reason for Inclusion 
Health Risk 

(FDA/HPHCs) 
Product Specific Requirements 

External/Internal 
Arsenic CA, CT, RDT 

 - 
Benzo[a]anthracene CA, CT 
Benzo[a]pyrene 

CA 

Benzo[b]fluoroanthene CA, CT 
Benzo[c]phenanthrene CA 
Benzo[k]fluoroanthene CA, CT 
Benz[j]aceanthrylene CA 
Beryllium CA 
Cadmium CA, RT, RDT 

 - 

Chromium CA, RT, RDT 
Chrysene CA, CT 
Coumarin Banned in food 

Crotonaldehyde CA 
Cyclopenta[c,d]pyrene CA 
Dibenzo[a,h]anthracene CA 
Dibenzo[a,e]pyrene CA 
Dibenzo[a,h]pyrene CA 
Dibenzo[a,i]pyrene CA 
Dibenzo[a,l]pyrene CA 

 - 
Ethyl carbamate CA, RDT 
Formaldehyde CA, RT 

 - 
Indeno[1,2,3-cd]pyrene CA 
Lead CA, CT, RDT 

Mercury CA, RDT 
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fully consistent with the standard. Over the following years, the maximum level of TSNA was 
lowered in steps as improved tobacco growing and curing standards were introduced. 
Traditionally, snus was made from a selection of tobacco varieties, typically including a large 
proportion of fire cured tobacco. This resulted in relatively high levels of polycyclic aromatic 
hydrocarbons (PAHs) in the finished product. During the 1990s, use of fire-cured tobacco was 
phased out for General Snus as well as for all other snus brands produced by Swedish Match. 
Fire-cured tobacco adds a distinct flavor, but the traditional flavor characteristics were preserved 
using food-approved flavorings. As of May 2002, fire cured tobacco has not been in use in the 
production of any snus brand by Swedish Match, including General Snus. 
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