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FOR DISCUSSION PURPOSES ONLY S

PRESENTATIONS ARE INTENDED FOR INFORMATIONAL PURPOSES ONLY. STATEMENTS OF FACT AND OPINIONS EXPRESSED ARE THOSE
OF THE PRESENTER ONLY, AND ARE NOT NECESSARILY THE OPINIONS, POSITIONS OR POLICIES OF REYNOLDS AMERICAN INC. OR ITS
AFFILIATES (“REYNOLDS"). REYNOLDS DOES NOT ENDORSE OR APPROVE, AND ASSUMES NO RESPONSIBILITY FOR THE CONTENT,
ACCURACY OR COMPLETENESS OF THE INFORMATION PRESENTED. THESE MATERIALS MAY PRESENT CONCEPTS, EXECUTIONS, IDEAS
AND THEMES THAT ARE NOT LEGCALLY PERMISSIBLE (EITHER IN WHOLE OR IN PART) OR ACCEPTABLE IN CERTAIN JURISDICTIONS, OR
WHICH MAY INFRINGE THIRD-PARTY RIGHTS. THIS PRESENTATION MAY CONTAIN REFERENCES TO LAWS AND REGULATIONS THAT MAY
CHANGE OVER TIME AND SHOULD BE INTERPRETED IN THAT CONTEXT.

THIS PRESENTATION IS INTENDED FOR SCIENTISTS AND POLICYMAKERS. WE ENCOURAGE PERSONS INTERESTED IN TOBACCO HARM
REDUCTION TO CONSIDER ALL POINTS OF VIEW AND SOURCES OF INFORMATION. REYNOLDS DOES NOT MAKE HEALTH CLAIMS
REGARDING ITS BRANDS. NOTHING CONTAINED HERE SHOULD BE MISCONSTRUED TO THE CONTRARY. TO THE EXTENT THAT THIRD-
PARTY SOURCES ARE REFERENCED, NEITHER THE PRESENTER NOR REYNOLDS IS RESPONSIBLE FOR THE CONTENT OF REFERENCED
SOURCES AND THE VIEWS EXPRESSED MAY NOT REPRESENT THE VIEWS OF THE PRESENTER OR REYNOLDS. NO TOBACCO PRODUCT IS
SAFE, ALL TOBACCO PRODUCTS CONTAINING NICOTINE ARE ADDICTIVE. YOUTH SHOULD NEVER USE TOBACCO. SMOKERS WHO ARE
CONCERNED ABOUT THEIR HEALTH SHOULD QUIT.

THE TOPICS, CONCEPTS AND OTHER INFORMATION DISCUSSED HEREIN ARE NOT FINAL, ARE SUBJECT TO CHANGE AND/OR
CANCELLATION AND MAY BE FOR ILLUSTRATIVE OR THEORETICAL PURPOSES ONLY. NO DEFINITIVE PLANS OR COMMITMENTS SHOULD
BE INFERRED FROM THESE MATERIALS AND ANY PROPOSED PLANS OR COMMITMENTS ARE SUBJECT IN ALL RESPECTS TO APPLICABLE
INTERNAL REVIEW AND GOVERNANCE REQUIREMENTS AND LAWS AND REGULATIONS IN RESPECTIVE JURISDICTIONS.
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Background

This study was designed to assess changes in Biomarkers of Exposure to certain
tobacco- and tobacco smoke toxicants when smokers switch to exclusive use of
one of five Velo nicotine pouch products.




The Velo Nicotine Pouch
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Velo Pouch

Nicotine Levels

4 mg
8 mg
10 mg
12 mg

Pouch Size (total pouch
weight)

= Slim: 600 mg
= Mini: 400 mg

Nicotine Grade

= Tobacco-derived pharmaceutical-
grade nicotine

Pouch Ingredients

= Powdered mix of cellulose, water,
flavor concentrate, and other
ingredients

= 20 Velo Pouch per container




Study Design
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Biomarkers of Exposure Endpoints

To quantitatively assess changes in biomarker of exposure (BoE) endpoints in cigarette
smokers switched exclusively to Velo Investigational Products (IP) use compared to
continued usual brand (UB) cigarette smoking over a 5-day in-clinic period

BoE Matrix Associated Toxicant BoE Matrix Associated Toxicant
NNAL Urine NNK 2-AN Urine 2-AN
NININ Blood NININ HMPMA Urine Crotonaldehyde
Total NNN Urine NNN CEMA Urine Acrylonitrile
S-PMA Urine Benzene 3-OH-BJ[a]P Urine Benzo[a]pyrene
MHBMA Urine 1,3-butadiene 1-OHP Urine Pyrene
3-HPMA Urine Acrolein T-Neg* Urine Nicotine
4-ABP Urine 4-ABP COHb =][elele Carbon monoxide
1-AN Urine 1-AN

Validated methods for measurement of BoE have been established, and consistent differences have been demonstrated between smokers and non-
tobacco users

*Total Nicotine Equivalents: molar sum of nicotine, cotinine, 3-hydroxycotinine and their glucuronides



Study Design

Screening
Visit

-28 days m

Trial Period (Velo Mini Pouch Cool Mint, 8 mg; Velo Pouch
Smooth, 10 mg; Velo Pouch Cool Mint, 12 mg)

Velo Pouch IP Use (Groups 1-5); UB Cigarette Smoking (Group 7)

UB Cigarette Smoking (All Groups)

m 24-hour urine collection; Blood Collection
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End of
Study

Post-randomization on Day 1:

* Groups 1-5: ad libitum assigned Velo use + three required
use periods per day
(~11:00 a.m., 3:00 p.m., and 7:00 p.m.)

» Group 6: ho tobacco- or nicotine-containing product use

* Group 7: ad libitum UB cigarette smoking + three
required use periods per day

(~11:00 a.m., 3:00 p.m., and 7:00 p.m.)

Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials




Study Design: Products and Key IE Criteria  "5"N0%2S’

Key Inclusion/Exclusion Criteria:

= 21-60 years of age, smoke an

average of 10 cigarettes per day
for at least 6 months;

= Females who were pregnant,
breastfeeding or intended to

S become pregnant during the
Tobacco and Nicotine Product (TNP)
; study were excluded
Abstinence

Group 6

Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials




Results
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Demographic Results AEYNOLDS

Gender Distribution Race Distribution

() Others

= Majority of participants were male

60.4% Male  39.6% Female | = Roughly equal number of African American/Black and
White participants

= Average age ~40 years

= Majority of participants were Menthol UB Cigarette
Smokers

Average 37.9 years
Menthol @ Non-Menthol

Age Usual Brand Cigarette

Completed subjects (N = 194)

Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials



Median % Change from Baseline: NNAL AEYNOLDS’
and NNN

Velo Mini Pouch Cool Mint, 4 mg
Velo Mini Pouch Cool Mint, 8 mg

Velo Pouch Smooth, 10 mg
Velo Pouch Cool Mint, 12 mg

Velo Mini Pouch Smooth, 8 mg
Tobacco and Nicotine Abstinence
Continued UB Cigarette Smoking

Data are for the per-protocol population.
Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials




Median % Change from Baseline : VOCs AEYNOLDS’
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Velo Mini Pouch Cool Mint, 4 mg
Velo Mini Pouch Cool Mint, 8 mg

Velo Pouch Smooth, 10 mg
Velo Pouch Cool Mint, 12 mg

Velo Mini Pouch Smooth, 8 mg
Tobacco and Nicotine Abstinence
Continued UB Cigarette Smoking

* Statistically significant (p<0.05)

Data are for the per-protocol population.
Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials




Median % Change from Baseline: Aromatic PsEYnoLps”
Amines

Velo Mini Pouch Cool Mint, 4 mg
Velo Mini Pouch Cool Mint, 8 mg

Velo Pouch Smooth, 10 mg
Velo Pouch Cool Mint, 12 mg

Velo Mini Pouch Smooth, 8 mg
Tobacco and Nicotine Abstinence
Continued UB Cigarette Smoking

*****

*

™
% Statistically significant (p<0.05)

Data are for the per-protocol population.
Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials




Median % Change from Baseline: PAHs AEYNOLDS”

Velo Mini Pouch Cool Mint, 4 mg
Velo Mini Pouch Cool Mint, 8 mg

Velo Pouch Smooth, 10 mg
Velo Pouch Cool Mint, 12 mg

Velo Mini Pouch Smooth, 8 mg
Tobacco and Nicotine Abstinence
Continued UB Cigarette Smoking

Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials

Data are for the per-protocol population.




Median % Change from Baseline: T-Neqg REYNOLDS”
and COHDb

Velo Mini Pouch Cool Mint, 4 mg
Velo Mini Pouch Cool Mint, 8 mg

Velo Pouch Smooth, 10 mg
Velo Pouch Cool Mint, 12 mg

Velo Mini Pouch Smooth, 8 mg
Tobacco and Nicotine Abstinence
Continued UB Cigarette Smoking

* Statistically significant (p<0.05)

Data are for the per-protocol population.
Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials




Additional Findings

@ Investigational

Product Use Behavior
= Across all Velo IPs, subjects used on
average 6-8 per day

= Subjects used Velo IPs for
approximately 30-34 minutes
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=| Safety Results

v —

A total of 32 subjects (15.8%) reported
an Adverse Event ("AE") during the
study—10 subjects (5.0%) prior to
randomization and 22 subjects
(10.9%) after randomization

Most frequent AE reported:
Headache

Most AEs were mild in severity and
resolved by end of study

Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials
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Summary and Conclusion RRErC

1 Among the five Velo IP user groups, BoE significantly reduced compared to
== continued use of UB cigarettes

v, Participants generally tolerated the Velo IPs well during the study

As expected, Nicotine exposure (T-Neq) was maintained among subjects who
continued smoking, as well as those in Velo groups

Switching completely to Velo IPs significantly lower toxicant exposure, supporting its
potential as a reduced-risk alternative to smoking

Exclusively for discussion purposes. Should not be copied or shared without prior consent. Not intended as promotional materials
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