ﬂ U.S. FOOD & DRUG
ADMIMISTRATION

Technical Project Lead {TPL) Review:
SE0001909, SE0001912, and SE0001919

SE0001909: Kayak Fine Cut Wintergreen

Product Sub-Category Loose Moist Snuff
Package Type Flastic can and lid
Package Qu antity 1.2 ouncas
Tobacco Cut Size B4
Characterizing Flavor Wintergraen

[SEONO01917: Kayak Long Cut Grape

Product Sub-Category Loose hoist Snuff
Package Type Flastic can and Iid
Pad-:a;E CQu antity 1.2 ounces
Tobacco Cut Size (by(4y
Cluractﬁizing, Havor Grape

SE0DO1919: Kayak Pouches Wintergreen

Product Sub-Categorny Fortioned Mokt snuff
Package Type Plastic can and lid
Package Quantity 0.82 cunces
Portion Count 15 pouches
Portion Mass 1.6 grams/pouch
Portion Length 35 mm

Portion Width 21 mirm

Portion Thickness & mm

Tobacco Cut Size b4y
Characterizing Favor Wintergraan
Additional Proaperty Fine Cut

Comman Attributes of SE Reports

Applicant Swisher International inc.
Report Type Provisional
Product Category Smokeless Tobacoa Products

mendation
| Issue Substantially Equivalent [5E) orders,
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TFL Review for SEDDOL09, SELOD1912, and SE0G01919

Technical Project Lead (TPL};
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Kenneth M. Taylor, Ph.D.
Chemistry Branch Chief
Division of Product Science

Signatory Declsion:

E Concur with TPL recommendation and basis of recommendation

[l Concur with TPL recommendation with additional comments [see separate mema)

O Do not concur with TPL recommendation (see separate memao)

Digitally signed by Matthew R. Holman -5
Date: 2018.10.22 09:43:18 -04'00'

MMatthew B Holman, Ph.D.
Director
Ciffice of Science
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TFL Review for SECOQLR0%, SE0001%1Z, and SEDOO1913

1. BACKGROUND

1.1. PREDICATE TOBACCO PRODUCTS
The applicant submitted the following predicate tobaceo products:

EE0001909: Kayak Fine Cut Wintergreen
Product Mame Eayak Fine Cut Wintergreen
Product Sub-Category Loose Maoist Snuff
Package Type Plastic can and lid
Package Quantity 1.2 ounces
Tobacco Cut Size (b))
Characterizing Flavor Wintergreen
BEOD01912; Kayak Long Cut Grape
Product Mame Kayak Long Cut Peach
Product Sub-Category Loose Moist Snuff
Fackage Type Flastic can and lid
Package Quantity 1.2 ounces
Tobacco Cut Size {b) 4}
Characterizing Flavor Peach
5E0001919: Kayak Pouches Wintergreen
Product Name Silverado Wintergreon Pouches
Product Sub-Category Portioned Molst Snuff
Package Type Plastic can and lid
Package Cluantity .82 cunces
Portion Count 15 pausches
Fortion Mass 1.6 grams/pouch
Portion Length 35 mm
Portion Width 21 rmm
Portion Thickness & mm
Tobacco Cut Size _
Characterizing Flavor Wintergreen
Additional Property Fine Cut

The predicate tobacoo products are loose and portioned moist snuff smokeless tobacoo
products manufactured by the applicant.

1.2. REGULATORY ACTIVITY RELATED TO THIS REVIEW

On March 32, 2001, FDA received three SE Reports [SEOODT909, SEODO1912 and SE0ODI19)
from Swisher international Ine, (Swisher) and subsequently issued Acknowledgment letters on
August 30, 2001, On buly 11, 2012, FDA received unsolicited amendments (SED0O4ETT and
SEQOEEE0) for SE0001909 and SEDQ01912 containing environmental assessments, On January
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TFL Review for SEDDOL0E, SELOD1912, and SE0G01919

28, 2013, FDA received an unsolicited amendment (SEQDD6S07) for SEOONLI1LS containing an
environmental assessment. On April 29, 2013, FDA issued Advice/ Information Request (A1)
letters for all 5E Reports. On May 21, 2003 and May 24, 2013, FDA recefved the applicant’s
responses to the Afl letters (SEQODE598, SEODO3612 and SEQO0BGLE) for SEODO1909, SECO0191:2
and SEQDD1919. On September 12, 2013, FDA conducted a telecon to request the applicant
confinm the package sires for all of the SE Repaorts. On September 16, 2003, FDA received an
amendment (SED009303) containing the requested information. On October 8, 2013 and
October 9, 2013, FDA received unsolicited amendments (SEQDOSEET, SEQOIEGE90 and
SEOQO9897) for SECQ01909, SEQO01912 and SEM01919 containing proof of grandfathered status
for the predicate products.

On December 3, 2016, FOA issued a Notification letter informing Swisher that scientific review
for these 5E Reparts was expected to begin on lanuary 23, 2017, On January 23, 2017, FDA
received an amendment (SE0013344) for all SE Reports in response to the Motification letter,
FDA issued a Preliminary Finding (Pfind) letter on April 6, 2017 because the applicant had not
uniguely identified the new and predicate tobacco products. On May 5. 2017, FDA received the
applicant’s response to the Pfind letter (SE0014077). On May 6, 2017, FDA received responses
to the Office of Compliance and Enforcement’s (OCE's) predicate eligibility request {3E0014119),
On September 25, 2017, FDA issued an A/ letter. On October 20, 2017, FDA received the
applicant’s request for a 90-day extension to respond ta the September 25, 2017 A1 letier
[SEOD14386). On Movember 2, 2017, FDA issued an Extension Request Granted letter, extending
the applicant’s time to respond to February 22, 2018. On February 22, 2018, FDA received the
applicant’s response to the Septermber 25, 2017 A7 ketber (SEGD14550). On May 3, 2018, FDA
issued a Pfind letter. On May 22, 2018, FDA received the applicant’s request for an 8-month
extension to respond to the Plind letter [SEQD14730), On June 5, 2008, FDA issued an Extension
Request Denied letter, denying the &-month extension request. On June 20, 2018, FDA received
the applicant’s amendment in response to the May 3, 2018 Pfind letter (SEC014784). The
amendment is considered late as it was received by FOA after the due date of response, June 2,
2018, had passed. Because FDA issued the Extension Request Denied letter three days after the
Pfind letter response due date, FDA decided to accept the late amendment and include it as part
of the next round of review,

Product Name 5E Report Amendments

SEQDO4GTY
SEOQ0B598
SEQDO9RDI
SEQOO988T
SEQD13844
Eavak Fire Cut Wintergreen SEQDO1909 SEQ01A07T
SEO014119
SEO014386
SEO014550
SEQD14730
SEO014784
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TFL Review for SEDDOL0E, SELOD1912, and SE0G01919

Produect Name SE Report Amendments

SED004680
SEODO8612
SEQDOSEDS
SED009890
SEQDL3ES4
Kayak Long Cut Grape SE0001912 SED014077
SEDD14119
SEOD14386
SEDD14550
SEDD14730
SEOD14784

SECDOGS0T
SEQO08616
SEDDCOREDS
SEDOOISI7
SEOD13844
Kayak Pouches Wintergreen SE0001919 SEOD14077
SEOD14119
SEDD14386
SEQ014550
SEOD14730
SED014784

1.3. SCOPE OF REVIEW

This review captures all regulatory, compliance, and scientific reviews completed for these
SE Reports.

2. REGULATORY REVIEW

Regulatory reviews were completed by Stephanie Durkin on &pril 29, 2013 and by laime Gohealla on
S-Eptemher 11, 2018,

The final reviews conclude that the SE Reports are administratively complete,
3. COMPLIANCE REVIEW
The Office of Compliance and Enforcement (OCE) completed reviews to determine whether the

applicant established that the predicate tobacco products are grandfathered products [i.e., were
commercially marketed as of February 15, 2007). The OCE reviews dated June 7, 2017 and
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TFL Review for SECOOL20%, SECO0IH1Z, and SEDOO191H

June 9, 2017, conclude that the evidence submitted by the applicant is adequate o demonstrate
that the predicate tobacon prodicts are grandfathered and, therefore, are eligible predicate tobacoo
products,”

4. SCIENTIFIC REVIEW
Scientific reviews were completed by the Office of Science (05) for the following disciplines:
4.1. CHEMISTRY

Chemistry reviews were completed by Youbang Liu on August 4, 2017, April 10, 2018, and
August 3, 2018,

The final chemistry review conclisdes that the new tobacoo produscts have different
characteristics related to product chemistry compared to the corresponding predicate tobacco
products, but the differences do not cause the new tobacco products to raise different
questions of public health, The review identified the following differences;

« SEOOO1912
- BB% Increase in acetaldehyde
= 11% increase im MMM

o  SEOO01919
- 313% increase in the preservative, (S

= 146% increase in NNEK

Whether the higher amounts of [EISIN . acetaldebyde, NNMN, NNEK cause the new
tobaceo products to raise different questions of public health were deferred to the toxicology

review,

Therefore, the differences in characteristics between the new and comespoending predicate
tobacco products do not cause the new tobacco products to raise different questions of public
health from a chemistry perspective.

4.2. EMGINEERIMNG

Engineering reviews were completed by James Roche on August 8, 2017, by Rashele Moore on
April 10, 2018, and by Drew Katherine on August 3, 20187,

The final engineering review did not identify any differences in characteristics betwesn the new
and corresponding predicate tobacoo products that could cause the new tobacco products to
raise different guestions of public health fram an engineering perspective,

“hddendum reviews were completed on August 29, 2008 to incleds characterzing Aavor for the predicate products; the
conchusions in thesa addendum reviews did not differ from that in the original June 7, 2037 and June 9, 2017 reviews,

“an addendum to the enginesring reviews an Dctober 12, 2018 corects portion mass target spacification and range limits
walues for SEQOOIG1S,
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TFL Review for SECOOL20%, SECO0IH1Z, and SEDOO191H

Therefore, the differences in characteristics between the new and corresponding predicate
tobacco products do not cause the new tobacco products to raise different guestions of public
health related to product engineering.

4.3. MICROBIOLOGY

Microbiology reviews were completed by Win Lin, on August 7, 2017 and by David Craft on
April 13, 348 and August 7, 2018,

The final microbialogy review concludes that the new tobacee products have different
characteristics related to product microbiology compared to the correspanding predicate
tobacea products but the differences da not cause the new tebacco products to raise different
questions of public health, The review identified the following differences:

«  SEOOO1S09
- 11% increase in NNN at beginning of product storage
- 3% decrease in NN at end of product storage
- Greater decrease (28 vs 19%) in NNN during complete product storage time

« SEOO0191:
- Increases In preservatives, I

= Removal of - as a humectant

- Increases in humectants, [ G

- Increases in NMNM (115%) and NNE [ 755) at beginning of product storage

= Increases in NN {55%) ard RME (3%2) at end of product storage

= A 1% decrease in MNN compared to a 4% increase during complete product storage
time; greater decrease (9% v 53] in NNE

«  SEIOOIS1S

- Remaval of the preservative, (BT

- increase in the preservative, [ERESE

-- decrease in the humectant water

- Increasesin humectants, [ EEGEG—

- Increases in NN ( 2%) and NNE {73%) at the beginning of product storage

- Increases in NMNMN (B%) and NHE (10%5) at the end of product storage

= 2% increase in NNN compared to a decrease of 3% during complete product storage
tirne; kesser decrease [10% vs 12%) in NHE

The new tobacco product in SEDD01909 has an 11% increase in NNN at the beginning of product
storage time compared to the corresponding predicate product, The increase is not a concern
because at the end of storage time, NNM decreased 3% in the new tobacen product and also
decreased more {283 vs. 19%] during the complete storage time of B in comparisan to
the corresponding predicate product. The new tobaceo products in SE0O01912 and SEDD01919
showed changes in preservatives and humectants, both of which could potentially affect the
microbial growth and affect the accumulation of tobacco specific nitrosamines [TSHNAs) in the
final tobacco product during storage. For SEQO00191 2, the NNMN and NNE levels of the new
tobaceo product were higher than the corresponding predicate tobacco product at the
beginning {11 and 7%, respectively] and end (5 and 3%, respectively) of product storage time.
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TFL Review for SECOOL20%, SECO0IH1Z, and SEDOO191H

Howewver, these increases are not a concern because during the complete storage time of
BRI . the new tobacco product had a 1% decrease in NNN and a % decrease in NNK. For
SECQO1S19, the HMNM and NHE levels of the new tobacco product were higher than the predicate
tobaceo product at the beginning [2 and 755, respectively) and end [6 and 109, respectively) of
product storage time, However, this is not of concern because over the complete storage time
of SRS the new tobacce product showed a minor {2%) increase in NNH and a 9% decrease
i MME.

Therefore, the differences in characteristics between the new and corresponding predicate
tobacco products do not cause the new tobacco products to raise different guestions of public
health from a microbiology perspective,

4.4. TOXICOLOGY

Toxicology reviews were completed by Guy Lagaud on August 11, 2017, April 23, 2018, and
August 07, 2018,

The final toxicology review concludes that the new tobacco products have different
characteristics related to toxkcology compared to the corresponding predicate tobacoo products,
but the differences do not cause the new tobacco products to raise different questions of public
health, The review identified the following differences:

o SEOOO01909
- 11% increase im MMM

- Increase in a permeation enhancer ingredient [T

« SEQO01912
- Increases of 626, 28% and 2501% in the respective amounts of [ENEEEENEGEGEE

= 11% increase in MMM
- BB% increase in acetaldehyde

- Increase in (S
- Increase in (S A
- Increases in permeation enhancer ingredients (LI

«  SE(001919

- Removal of the preservative [ERERD

- 146% increase in NHNK
- 313% increase in the preservative [
(LT

- Increase in

- Increases in permeation enhancer ingredients (SRS
.

The toxicology review determined that the increases in acetaldebyde [SEOQO01913) and NN
{SEQOO1909 and SEODD1912) and NMNE [SEDODTS19) in the new tobacco products do not present
a concern, For acetaldehyde, the amount present in the new tobacco product is 41-fold less
than the no-ohserved-adverse-effect-level [NOEL) for food. Stability studies provided by the
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TFL Review for SECOOL20%, SECO0IH1Z, and SEDOO191H

applicant for all of the 5E Reports did not show, despite initial increases at the beginning, any
significant differences in the amounts of NNK and NNE between the new and predicate tobacoo
products during the complete storage time to cause different questions of puldic health. The
stability studies and marginal differences in the amounts of NNKN and NNE during product
storage also show that removal of the preservative (BB is not a concem. The
increased amounts of [ENEENN (complex ingredient] in
the new tobacco product for SEDDO01912 are not a concern because these ingredients are still
less than average daily intake levels seen in food products. The increases in [EEIN for
the new tobaceo products in SEM01912 and SEO0OT1919 are at amounts less than toxicity valises

for (BRI recommended by the Joint FAQ/WHC Expert Committee on Food Additives
[JECFA) and are not a concern, Similarly, the amount of propyl paraben in the new tobacon
product for SEON01912 is below published toxicity levels and is not a concern. The very large

increase (313%) in another preservative, [EISIE . in the new tobacco product for
SEG01919 is less than the NOEL in short term animal studies and is therefore not a concern.
Finally, the new tobacco products have increases in several permeation enhancers, The increase
in [EREE isnat a concern because It is present in amounts that are 32-fold less
than the lowest level that has been observed for permeation enhancement, Similarly,
P denatured s not a concern because JECFA has not specified limitd#bns and
it i less than concentrations that have been shown to affect NMN permeability. The increase in

ENE i offset by the absence of B, 2 more effective permeation enhancer, In
the new tobacco products compared to the corresponding predicate tobacco products.

Therefore, the differences in characteristics between the new and corresponding predicate

tobacco products do not cause the new tobacco products to raise different guestions of public
health from a toxicology perspective.

5. ENVIRONMENTAL DECISION

Under 21 CFR 25.35(a), issuance of 3E orders under section 910{a) of the FDEC Act for these
provisional S5E Reports is categonically exclidded and, therefore, marmally does not reguire the
preparation of an environmental assessment (EA} or an environmental impact statement. FOWA has
considersd whether there are extraordinary creumstances that would require the preparation of an
EA and has determined that none exist.

6. CONCLUSION AND RECOMMENDATION

The following are the key differences in characteristics between the new and corresponding
predicate tobacoo products:

«  SECD01S05
- Increases irf SIS 2 permeation enhancer
= 11% increase in MR at beginning of product storage
- 3% decrease in NNN at end of product storage
- Greater decrease (28 vs 19%] in NNN during complete product storage time

« SE0001912
- Increases of 6%, 28% and 2501% in the respective amounts of [N .
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TFL Review for SECOOL20%, SECO0IH1Z, and SEDOO191H

({complex ingredient)
- Increases im NNN {11%%) and NNE [7%) at beginning of product storage
- Increases in NNM {5%) and NNE {3%] at end of product storage
- 1% decrease in MNN [vs 4,8% increase) during complete product storage time,
- Greater decrease (9% vs 5%) in NNE during complete product storage
- 68% increase in acetaldehyde
- Increzse in | NG
- Increases in preservatives (B ESIR
- Increases in permeation enhancer ingredients [EEIRS

- Remaval of JEIE a5 a humectant

- Increases in the humectants (S

« SE0O01919
- Remaval of (SIS == = preservative
- 146% increase in NNE
= Increases in MMM (25) and NHE {75 at the beginning of product storage
- Increases in NNN (E5%) and NNE (1054 at the end of product storage
= 2% increase in MMM compared to a decrease of 3% during complete product storage
time
- & comparable decrease (105 va, 12%) in NNE during complete product storage
- 313% increase in (SN s a presenvative
- Increase in [EEEHEEEG—————
- Increases in permeation enhancer ingredients [ENEIND
I

-. decrease in water as a humectant

- Increases in humectants ST

The applicant has demonstrated that these differences in characteristics da not cause the new
tobacco products to raise different questions of public health. Both microbiology and toxicology
reviews conclude that based on stability studies, the differences in NNN and NHE between the new
and corresponding predicate tobacoo products are minor and do not cawse a concern,  Similarly, the
increase in acetaldehyde in the new product is not a concern because the amount present is 41-fold
less than the NOEL for food, The Increased amounts of (SIS
D in the new tobacco product for SE0001912 are not a concern because
the amounts of these ingredients are still less than average daily intake levels seen in food products,
The increases in [EISIN for the new tobacco products in SE00019132 and SEQ001919 are at
amounts bess than toxicity values for (BRI recommended by the Joint FAD/WHO Expert
Committee on Food Additives [JECFA) and are not a concern. Similarky, the amount of _

in the new tebacco product for SE0001912 i below published tovicity levels and is not a
concern, Finally, the new tobacco prodiscts bave increases in several permeation enhancers, The
increase in _ is not a concern because it is present in amounts that are 32-fold
less tham the lowest level that has been observed for permeation enhancement. Similarly,

D is not a concern because JECFA has not specified limitatior$and it

less than concentrations that have been shown to affect HMN permeability. The increase in
[EREEN s offset by the absence of [EE. @ more effective permeation enhancer, in the
new tobacco products compared to the corresponding predicate tobacco products. There are
Increases in somwe humectants, buk these are affset by removal of other hisnectants, As noted in

Page 11 of 12



TF_ ROyl Ber SERGOL0CD, TEDODID L, ang SEQC,7.]

the microbiology teview, changes in preservatives and hurmeekaints can affert rrocrabial actoeity,
Howeswer, based ory [ SHa levels measared from the stabiliby studies, microbial aclivity appears 1o be
unafferted bey the change in preservabives and humectants of the new babacen praducts. Therefore,
the dilfererces in characterishics belween the new and correspunding predicate products do not
cause the new tobacco products bo raise ditterent questions of public health.

The predicate tobacca praducts mest statutory raquireraents because it was determined that they
are grandfathered produrts e, were crommercially marksted in the Linited States ather than

e lusmely in besl markets g al Tebruary 15, 2000/,

In adshition, all of e scienbific reviews canclude thal The dilferenes between e rewsy and
corresponding predicate tobacco products are such that the new tobacce products do not raize
ahiferent questions of public health, | oancwr wilh these reviews ansd recomemend thal Sk ander
letters be iscued.

Berause the propuosed aclun is meuing SE orders for the provisional SE Beports, s 9 class of aclun
that is cakegorically excluded under L CFR 25.55(a]. FNA has cansideres] whether there are
exlracndingry orcumslances that would sequire The preparational anoemwironrnentd| assessonent
and has determined that none exist. Therefere, the proposed acticn dacs not requirc preparakion
al an erwrranrre nlal assessriient or gn enviranrental onpact slalement

LE arder letters shauld be issued for the new tohacoa prodocts in SECOO0TE00, SROON1012, and
SEOCO19T9, gy wlenfies] on the cover page of 1his ey,
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