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FOR DISCUSSION PURPOSES ONLY

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 LEGALLY 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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Tobacco Harm Reduction i1s Central to Our e

Company’s Vision

To provide adult consumers
with a wide range of
acceptable and potentially less
risky alternatives*

To reduce the health
impact* of our
business

*Based on the weight of evidence and assuming a complete switch from
cigarette smoking. These products are not risk free and are addictive.
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Core Principles of Tobacco Harm Reduction

INLTITETE OF

“...[tobacco] harm reduction refers to
mMinimizing harms, decreasing total morbidity
and mortality, without completely eliminating
tobacco and nicotine use.”

linstitute of Medicine. 2001. Clearing the Smoke: Assessing the Science Base for Tobacco Harm
Reduction. Washington, DC: The National Academies Press. https://doi.org/10.17226/10029
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Modern Oral Background

Oral tobacco products range from traditional smokeless tobacco to modern oral products that
contain nicotine derived from tobacco and synthetic nicotine.

Modern oral pouched products are similar in size and shape to pouched snus but contain purified
nicotine and an inert filler material, but no tobacco leaf. The nicotine, extracted and purified from
tobacco leaf, is >99% pure. “

Nicotine pouch products have substantially reduced levels of a number of harmful and potentials
harmful chemicals (HPHCs), which are believed to be the primary cause of smoking-related
diseases.

These studies evaluated elements of abuse liability including subjective effects and physiological
measures (pharmacodynamics [PD]) and plasma nicotine uptake (pharmacokinetics [PK]) during
and following ad libitum use of the study investigational products (IPs) by generally healthy
smokers.



: ' EYNOILDSY
Study Investigational Products el v

Velo Pouch Cool Mint
e 4 mg, 8 mg, and 10 mg nicotine

Study 2: Velo Mini Pouch Products (400 mg)

Velo Mini Pouch Cool Mint
e 4 mg &8 mg nicotine

Velo Mini Pouch Modern Traditions
e 4 mg &8 mg nicotine

Comparator Products (both studies)

High AL: Usual Brand combustible cigarette (UB CQC)

Low AL: Nicorette® White Ice Mint 4 mg nicotine gum
(NRT gum)
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Key Inclusion and Exclusion Criteria

4 )

Generally healthy male or female, 21 to 60 years . D .
Y Y old ' Y Presence of any clinically significant disease,

including diabetes, HIV, hepatitis B or C, or other
illness or condition that would render the subject

ECO =10 ppm and <100 ppm at Screening & not eligible for study participation.
Check-in . )

Smokes =10 CPD (filtered menthol or non-
menthol) for at least 6 months prior to Screening

Positive urine cotinine test at Screening

Agrees to an in-clinic confinement for the study
duration

v
v
X
2 ¢

Willing to use study product during the study
period

( Response at Screening to FTND Question 1 (“How\
soon after you wake up do you smoke your first
cigarette?”) is either “Within 5 minutes” or “6-30 CPD: Cigarettes per day

\ minutes” ) FTND: Fagerstrém Test for Nicotine Dependance




AEVYNOILLDS)

Objectives and Endpoints
Study Objectives:

Assessment of Pharmacodynamic (Subjective and Physiological) & Pharmacokinetics

measures of Modern Oral nicotine pouches

Subjective Measures Pharmacokinetics

Physiological
Measures

Product Liking (PL) Max. plasma nicotine
AUEC, E concentration

max
C
Product Effects (PE) —

AUEC, E, ..

Blood Pressure

Time to reach C
Urge to Smoke (UTS) T

AUEC, E,..

Overall Product Liking (OPL)
E

maXx

max

Heart Rate

Total Nicotine Uptake

overall PL AUC
Overall Intent to use Again (OIUA)

=

overall IUA
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Combined Study Design Overview

Check-In/
Enroliment/ .
Randomization Study 2:

End of Study/

| @ @ @ @ § @
B HY mi Es m§ WS ms

Screening ~45 days

Study Days: 1 2 3 4 5 6 7 8

Randomized, cross-over IP use

Study 1:
End of Study/
Discharge

- Product Acclimation Period/Usual Brand ad libitum use
- 12-hr Tobacco/Nicotine Abstinence

- 4-hr Test Session: Pharmacodynamics/Pharmacokinetics Assessments

TIMEPOINTS (mins)*

ASSESSMENTS | -5** | 0*** 5 8 10 15 20 25 30 35 40 60 | 120 | 240
SUbJ.ECt'V? - X X X X X X X X X X X *Relative to start of product use
Physiological **Baseline assessment
Pharmacokinetic | X X X X X X X X X X X X X **Start of product use




L : EVNOILDS)
Participant Demographics REYRNSLD

Characteristic Study 1 Velo Pouch (n = 41) Study 2 Velo Mini Pouch (n = 43)

Age (years) 424 +170.3 40.6 + 8.1
Weight (kg) 82.8 + 211 94.3+227
Height (cm) 171+ 81 174 +10.6
BMI (kg/m3) 283+6.6 31.0£6.7
Gender

Male 26 (63.4%) 33 (78.7%)
Female 15 (36.6%) 10 (23.3%)
Ethnicity

Hispanic/Latino 14 (34.1%) 0

Not Hispanic/Latino 27 (65.9%) 43 (100%)
Race

White 32 (78.0%) 28 (65.1%)
Black/African American 8 (19.5%) 14 (32.6%)
Multiple/Other 1(2.4%) 1(2.3%)
Smoking Status

Number of years smoked 209125 239+ 8.4
Cigarettes smoked per day 158 +55 18.0 £ 6.9
FTND score 6.3+1.6 5914
Smokers who also used ST 9 (22.0%) 19 (44.2%)

BMI: Body Mass Index FTND: Fagerstrom Test for Nicotine Dependence, n: number of participants, ST: smokeless tobacco; Data: mean + SD




Pharmacokinetic Results
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Baseline Adjusted Plasma Nicotine Concentration Rttt

verses Time
Study 1: Velo Pouch (600 mg)
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EE Study 2: Velo Mini Pouch (400 mg)
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: ; ; & K 'f ————— 1
LR cigarette —— Yelo Pouch Cool M, d mig —— %elo Fouch Cocl Mini, 8 mg g ¥ 24 —
Velo Pouch Cool Mmt, 12 mg == HWET gom, 4 mg nicotmes ;1:

D310 20 30 40 G 12d 240
Time since product inmigiion (manies)

LB cigaretie —— Vilo Mim Poach Cool Mink, B mpg == Veks My Pouch Coal Mt 4 mg

= Velo Mim Pouch, Moden Tradimsons, 8 mg Vb Mini Powch Modermn Traditions, 4 mg
UB: Usual Brand = NRT pum, 4 mg

NRT: Nicotine Replacement Therapy
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Plasma Nicotine Pharmacokinetic Results AEYNSLD

Study 1: Velo Pouch AL Study 2: Velo Mini Pouch AL
AUCq 5 20.32b S50 46.82b 268.6 202°0 16.8a.b 7.4
(ng x
min/mL)
AUC 5.0 805.62P 1305.72:0 1763.1P 1680.5 6482 7918 1304.02P 714.32 1221.52b 881.1 804.4
(ng X
min/mL)
Crnax 6.62p 10.52p 14.82b 275 52 5 OF 9.4b 5.22 9.0b 10.8 59
(hg/mL)
Tax (Min)  35.02 35.02 3512 51 35.0 40.0° 40.02 39.02 39.02 7.0 395

Least-squares mean data; T, Mean data; Significantly different (p<0.05) from UB cig (a) or NRT gum (b). C,.x maximum baseline-adjusted plasma

nicotine concentration, T,,,,time to reach C,,,
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Product Liking

Product Liking Questionnaire
At this moment, how much do you like the product?

OO0OOO0D0O0O0O0ooag
0 1 6 7 10

2 3 4 5 8 9
Strongly Neither like Strongly
dislike nor dislike like
Study 1: Velo Pouch (600 mg) Study 2: Velo Mini Pouch (400 mg)
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5 10 15 20 25 30 60 90 120 150 180 210 240 5 10 15 20 25 30 60 90 120 150 180 210 240
Time (min) o Time (minutes)
. . . - igarette —e— NRT, 4 mg nicotine
-o— UB Cigarette Velo Pouch Cool Mint, 4 mg nicotine Velo I\%ni Pouch Cool Mint 4§rlng nicotine
—o— NRT, 4 mg nicotine —+— Velo Pouch Cool Mint, 8 mg nicotine —— Velo Mini Pouch Cool Mint, 8 mg nicotine

-¥ Velo Mini Pouch Modern Traditions, 4 mg Nicotine
-- Velo Mini Pouch Modern Traditions, 8 mg nicotine

-+ Velo Pouch Cool Mint, 12 mg nicotine
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Product Liking

Study 1: Velo Pouch AL Study 2: Velo Mini Pouch AL
AUEC | c 54 1297.02 1259.73 1250.92 1919.7 1306.9 1026.52 1031.92 1049.43 1071.62 1885.2 118.0
Erax oL 6.72 6.72 6.72 93 7.1 5.82 5.72 6.4 6.2b 9.4 6.5

Least-squares mean data; Significantly different (p<0.0042 [Study 1]; p<0.0031 [Study 2]) from UB cig (a). AUEC;| 5,0 PL for 5-240 minutes after product
use; E .« p. the maximum PL effect after product use



Urge to Smoke

Score

Urge to Smoke
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OO0
0

No urge

1 2 3 4

O
5

Urge to Smoke Questionnaire
How strong is your current urge to smoke your usual brand cigarette?

O O

O O

6

7

O 00

9 10
Extremely strong

urge

Study 1: Velo Pouch (600 mg)

I L] I L] I L] LAJ L] I L] I L] I L] I L] I L] I L] I
0 5 10 15 20 25 30 60 90 120 150 180 210 240

Time (min)
Velo Pouch Cool Mint, 4 mg nicotine

—— Velo Pouch Cool Mint, 8 mg nicotine
-+ Velo Pouch Cool Mint, 12 mg nicotine

-e- UB Cigarette

—=— NRT, 4 mg nicotine

Urge to Smoke

Score

Study 2: Velo Mini Pouch (400 mg)

0 5 10 15 20 25 30 60

I T I T I T I T I T I T LAJ T I T I T I T I T I T I T I
90 120 150 180 210 240

Time (min)
-o— NRT, 4 mg nicotine

-eo- UB Cigarette
Velo Mini Pouch Cool Mint, 4 mg nicotine

—+— Velo Mini Pouch Cool Mint, 8 mg nicotine

=¥ Velo Mini Pouch Modern Traditions, 4 mg nicotine

-=- Velo Mini Pouch Modern Traditions, 8 mg nicotine
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ETTER TOMORROW

Urge to Smoke

Study 1: Velo Pouch AL Study 2: Velo Mini Pouch AL
AUEC 1505 91.52 81.72 84.6°2 67.2 94.8 104.42 104.22 109.52 108.32 66.7 103.0
AUEC 155040 1779.7 1624.0° 1616.0P 1667.6 1843.3 1818.02 1769.2 1935.2ab 1848.12 1692.2 1759.7
E i Uts 5.72 4.92P 4.7° 3.8 6.1 6.12 5.72 6.5 6.2 3.1 5.9

Least-squares mean data; Significantly different (p<0.0042 [Study 1]; p<0.0031 [Study 2]) from UB cig (a) or NRT gum (b). UTS: Urge to Smoke; AUEC 1<
05 UTS at 15 min after product use; AUEC ;15 o540 UTS at 240 min after product use; Ei, uts Minimum UTS score
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Positive Product Effects AEYNOLD

Positive Product Effect Questionnaire
Rate the degree to which you feel positive effects of the product at this moment
OO0 000000000 aQg
0 1 2 3 4 5 6 7 8 9 10

l. feel no | feel extremely
positive effects positive effects

Study 1: Velo Pouch (600 mg) Study 2: Velo Mini Pouch (400 mg)
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5 10 15 20 25 30 60 90 120 150 180 210 240 w5200 2 30 60090 120 150 180 210 240
Time (min) Time (min)
-e- UB Cigarette Velo Pouch Cool Mint, 4 mg nicotine -o- UB Cigarette —e= NRT, 4 mg nicotine
—- NRT, 4 mg nicotine — Velo Pouch Cool Mint, 8 mg nicotine Velo Mini Pouch Cool Mint, 4 mg nicotine

—— Velo Mini Pouch Cool Mint, 8 mg nicotine
=¥ Velo Mini Pouch Modern Traditions, 4 mg nicotine
-=- Velo Mini Pouch Modern Traditions, 8 mg nicotine

- Velo Pouch Cool Mint, 12 mg nicotine
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Positive Product Effects AEYNOLD

Study 1: Velo Pouch AL Study 2: Velo Mini Pouch AL
AUEC pgposs.  1048.0° 960.12 1009.92 1420.0 8657 852.82 836.92 778.53b 857.22 1403.0 1002.6
240
E nax PEpos 6.52 6.52 6.62 9.0 6.2 5.62 5.5 5.5 5.42 8.9 59

Least-squares mean data; Significantly different (p<0.0042 [Study 1]; p<0.0031 [Study 2]) from UB cig (a) or NRT gum (b). PE: Product
Effects, AUECpepos 5240 PE Positive from 5-240 min after product use; E,., pepos Maximum PE positive score
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Negative Product Effects AEYNOLR

Negative Product Effect Questionnaire
Rate the degree to which you feel negative effects of the product at this moment

OO0 O000O00O0O0a0
o 1 2 3 4 5 6 7 8 9 10

| f_eel no | feel extremely
negative effects negative effects

Study 1: Velo Pouch (600 mg) Study 2: Velo Mini Pouch (400 mg)
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5 10 15 20 25 30 60 90 120 150 180 210 240 5 10 15 20 25 30 60 90 120 150 180 210 240
Time (min) Time (min)
-e- UB Cigarette Velo Pouch Cool Mint, 4 mg nicotine -o- UB Cigarette - NRT, 4 mg nicotine
—e— NRT, 4 mg nicotine —+— Velo Pouch Cool Mint, 8 mg nicotine Velo Mini Pouch Cool Mint, 4 mg nicotine
—¥- Velo Pouch Cool Mint, 12 mg nicotine —+— Velo Mini Pouch Cool Mint, 8 mg nicotine

-¥ Velo Mini Pouch Modern Traditions, 4 mg nicotine

Velo Mini Pouch Modern Traditions, 8 mg nicotine
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Negative Product Effect

Study 1: Velo Pouch AL Study 2: Velo Mini Pouch AL
AUEC pgpegs. 334.0 387.0 398.2 334,77 259.8 4014 517.1% 4497 372.6 301.0 4242
240
Emax PEneg 2.9 32 3.9b 35 2.2 2.9 33 32 32 2.6 2.6

Least-squares mean data; Significantly different (p<0.0042 [Study 1]; p<0.0031 [Study 2]) NRT gum (b). PE: Product Effects, AUECpgeqg5.240
PE Negative from 5-240 min after product use; E, 5y peneg Maximum PE negative score
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Overall Product Liking and Intent to Use Again REYN2LRS

Study 1: Velo Pouch AL Study 2: Velo Mini Pouch AL
overall IUA 5.0° 4.7° 4.28 4.03b 4.0b 3.52b 3.7ab
Eoverall pL 6.52 6.0 5.32 8.6 5.7 492 4.8 4.62b 4330 9.0 56
Overall Product Liking Questionnaire Overall Intent to Use Again Questionnaire

Overall, how much did you like the product? Rate the degree to which you would like to use the product again

OO 000000000 O 000 O0ODQOOoOoOoOaoOg g
o 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 9 10

Strongly Neither Strongly
dislike like nor dislike like Not at all Very much

Least-squares mean data; Significantly different (p<0.0042 [Study 1]; p<0.0031 [Study 2]) from UB cig (a) or NRT gum (b). IUA: Intent to use
again, PL: Product liking



Summary and
Conclusions
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Summary

Nicotine uptake parameters of Velo Pouches and Mini Pouches increased with higher levels of
nicotine and were generally similar across product flavors at the same nicotine level.

Compared to UB Cigarettes, Velo Pouches and Mini Pouches had:
significantly lower scores of PL endpoints and Positive PE O
generally similar Negative PE scores
significantly higher UTS during the first 15 minutes of product use
Compared to NRT gum, Velo Pouches and Mini Pouches had: . A
similar scores for PL endpoints and Positive PE
generally similar negative PE scores >

generally lower UTS parameters
UTS with use of Velo Pouches slightly decreased with increasing nicotine levels of the product.

Velo Pouches and Mini Pouches were well-tolerated; no SAEs or deaths reported; no unexpected
AEs and AEs were similar to those observed with commercially-available FDA-approved NRT

gum.
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