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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 BRITISH AMERICAN TOBACCO (INVESTMENTS) LIMITED OR ITS AFFILIATES (“BAT”). BAT 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. BAT 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 BAT IS RESPONSIBLE
FOR THE CONTENT OF REFERENCED SOURCES AND THE VIEWS EXPRESSED MAY NOT REPRESENT THE VIEWS OF THE
PRESENTER OR BAT. 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
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Tobacco Harm Reduction (THR) Initiative
Encourage adult smokers, who would otherwise continue to smoke, to switch to i
: scientifically substantiated alternatives with reduced risk profile :

__________________________________________________________________________

__________________________________________________________________________

Smokeless Products

. Tobacco and nicotine products that do not operate through a combustion

' process, and therefore do not produce smoke, and thereby emit fewer and lower
. humbers of toxicants as compared with combustible cigarettes

i Heated Tobacco Products (HTP) :
Tobacco rod is heated rather than combusted, which reduces the toxicant i
. content of the resulting aerosol as compared to cigarette smoke* :

__________________________________________________________________________

* Comparison with smoke from a scientific standard reference cigarette (approximately 9mg of tar) in terms of the average of the 9 harmful components the World Health Organization recommends to reduce in cigarette smoke
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Herbal Heated Products:

a new product category with potential to support THR

Herbal Heated Products (HHPSs)
HHP Tobacco-free, contains herbal material (such as a novel rooibos
substrate) with added nicotine and flavourings
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Herbal Heated Products: a new product category S A
with potential to support THR

Integrated Testing Approach

________________________________________________________________________________________

Supporting chemistry data was presented
in CORESTA Congress 2024 poster
STPOST65 by Olga Gozdzik!

_____________________________________________

Supporting tox data was presented in
CORESTA Congress 2024 talk ST07 by
Stela Bozhilova'

e ——————

1 BAT (Investments) Ltd., R&D Centre, Southampton, UK

This presentation is the property of BAT. Exclusively for discussion purposes.



-
Study objectives o AT

To assess abuse liability of a glo heating device with two varieties of rooibos substrate, and
one heated tobacco product through assessment of in-the-moment Product Liking (PL)
subjective measures over 4 hours after the start of Investigational Product (“IP") use

To assess plasma nicotine uptake over the first 4 hours after the start of IP use

To assess C,,.., and T, values for plasma nicotine uptake over 4 hours after the start of IP
use

To assess subjective measures (Product Effects [PE], Urge to Smoke [UTS], Overall Product
Liking [OPL] and Overall Intent to Use Again [OIUA]) over the 4 hours after the start of IP use
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Study Design

HTP/HHP variants
* glo Hyper X2 device
- HTP-Neo Redberry Click (1.7% nicotine)

- HHP-Veo Sunset Click (1.6% nicotine)
- HHP-Veo Scarlet Click (1.6% nicotine)

Combustible Cigarette
* Participants’ usual brand

Nicotine replacement therapy
(NRT) gum

* Nicorette® Mint 4 mg nicotine gum

Primary Endpoints

Secondary Endpoints .

AT

A BETTER TOMORROW

Study Population

=1 e EVE

In clinic

Characteristics
In-the-moment product liking + N=36

* Healthy adults 21-60 years
50:50 male:female

12 hrs

wash out period

Nicotine pharmacokinetics
Product effects
Urge to smoke HTPs users who also smoke

Overall product liking . 6-months use history
Overall intent to use again

Study Location
I - Verona, Italy

4 hrs

5, 1 '%'of dsdéa%vsg 11
15, 30, 45,90, 180 &
240 min

AUC

Tmax
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UB Cigarette
HTP-Redberry Click
HHP-Sunset Click
HHP-Scarlet Click
NRT gum
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« HTP/HHP variants show similar nicotine uptake patterns to UB cigarette
- HTP/HHP variants had lower peak concentration (C,.,) than UB cigarette
 NRT gum took longer time to reach peak concentration (T, .,) ~30 minutes
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HTP-
Redberry
Click

HHP-
Sunset
Click

HHP-
Scarlet
Click

UB
cigarette

Parameter

AUC 15

(minmemL) 153.5 (110.2)

112.1 (79.7)2>  111.8 (81.4)ab

AUC 249
(i L) 1054.4 (447.4)

Cmax

17.3 (14.9)
(ng/mL)

13.8 (12.3)2 13.7 (12.3)2 14.2 (10.2)

T

(min)

max

6.01° 5.02ab 5.02ab

LS means presented for AUC and C_,,; medians are presented for T,
B compared to HTP-Redberry Click

€ compared to HHP-Sunset Click

D compared to HHP-Scarlet Click

a significantly different compared to UB cigarette

b significantly different compared to NRT gum

114.7 (61.6)2

709.8 (310.8)>b 676.4 (301.4)2b 686.4 (263.8)2> 1423.3 (507.7)

<0.0018
<0.001¢
<0.001P

<0.0018
<0.001¢
<0.001P

0.5258
0.301¢
0.783P

<0.0018B
<0.001¢
<0.001P

0.0198
0.003¢
0.039P

<0.0018
<0.001¢
<0.001P

0.0328
0.011¢
0.082P

0.6298
0.001¢
0.034P

30.8 (16.8)

10.8 (3.4)

This presentation is the property of BAT. Exclusively for discussion purposes.




—
In-the-moment product liking o AT

A BETTER TOMORROW

At this moment, how much do you like the product?
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AUECp, 5.240

100 150 uB HTP-Redberry HHP-Sunset HHP-Scarlet uB HTP-Redberry HHP-Sunset HHP-Scarlet NRT
Cigarette Click Click Click u Cigarette Click Click Click gum

Time (minutes) Study IP Study IP

—e—  UB Cigarette HHP-Sunset Click —e— NRTgum asignificantly different (p<0.05) compared to UB cigarette
—e— HTP-Redberry Click ~—e—  HHP-Scarlet Click b significantly different (p<0.05) compared to NRT gum

* Product liking for HTP/HHP variants was significantly lower than UB cigarette and significantly higher than
NRT gum
« Maximum effect for HTP/HHP variants was significantly lower than UB cigarette and similar to NRT gum
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Urge to smoke (UTS) o AT
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How strong is your current urge to smoke your usual brand cigarette?
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uB HTP-Redberry HHP-Sunset HHP-Scarlet NRT
Click Click Click um

100 150 Cigarette g

uB HTP-Redberry HHP-Sunset HHP-Scarlet uB HTP-Redberry HHP-Sunset HHP-Scarlet NRT
Cigarette Click Click Click gul Cigarette Click Click Click gum

) . Study IP Study IP Study IP
Time (minutes)

—e— UB Cigarette HHP-Sunset Click —e— NRTgum asignificantly different (p<0.05) compared to UB cigarette
—e&—  HTP-Redberry Click —e&—  HHP-Scarlet Click

« UTS parameters for HTP/HHP variants were more similar to NRT gum than to UB cigarette during the first 15 minutes of

product use (not significant)
» Effect of minimum UTS for HTP/HHP variants was significantly greater than UB cigarette but similar to NRT gum
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Positive effects (PE) and negative effects (NE) o AT
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Rate the degree to which you feel positive Rate the degree to which you feel negative
effects of the product at this moment effects of the product at this moment
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UB HTP-Redberry HHP-Sunset HHP-Scarlet uB HTP-Redberry HHP-Sunset HHP-Scarlet
Click Click Click

B HTP-Redberry HHP-Sunset HHP-Scarlef NRT uB HTP-Redberry HHP-Sunset HHP-Scarlet NRT .
Click Clicl Click Cigarette u Cigarette Click Click Click

Cigarette Cigarette Click Click Click gum

Study IP Study IP Study IP Study IP

asignificantly different (p<0.05) compared to UB cigarette asignificantly different (p<0.05) compared to UB cigarette
b significantly different (p<0.05) compared to NRT gum

« Both overall maximum PEs for HTP/HHP variants were similar to NRT gum but significantly lower than UB cigarette
« Maximum negative PEs for HTP/HHP variants were significantly lower than NRT gum and significantly higher than UB

cigarette, except for HTP (E ., was similar to UB cigarette)
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Rate the degree to which you would like to
Overall, how much did you like the product? use the product again
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uB HTP-Redberry HHP-Sunset HHP-Scarlet NRT uB HTP-Redberry HHP-Sunset HHP-Scarlet NRT
Cigarette Click Click Click gum Cigarette Click Click Click gum

Study IP Study IP

asignificantly different (p<0.05) compared to UB cigarette asignificantly different (p<0.05) compared to UB cigarette
b significantly different (p<0.05) compared to NRT gum b significantly different (p<0.05) compared to NRT gum

« Overall product liking for HTP/HHP variants were significantly lower compared to UB cigarette and higher than NRT gum
« Overall intent to use again for HTP/HHP variants were significantly lower compared to UB cigarette, HTP-Redberry Click
and HHP-Scarlet Click overall intent to use again were significantly higher than NRT gum
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HTP-Redberry
Click
(n [%]) a

UB cigarette
Parameter (n [%]) a

No. of adverse events 4(11.8)7

No. of pre-IP adverse
events

No. of TEAEs 4(11.8)7

No. of TEAESs related to
IP

No. of TEAEs by severity
Mild 2(59)2
Moderate 2(5.9)4
Severe

N/A

HHP-Sunset

(n[%]) a
3(9.1)6

3(9.1)6

2 (6.1)4

3(9.1)6

HHP-Scarlet
Click
(n[%]) a

NRT gum Total
(n[%]) a (n[%]) a

3(9.4)3 10 (27.8) 17
N/A 1(2.8)1*
3(9.4)3 9 (25.0) 16

2 (6.3) 2 4(11.1)6

2(6.3)2 6 (16.7) 10
1(3.1) 1 3(8.3)5

TEAE = treatment emergent adverse event; IP = investigational product; n = no. of participants with AE; a = number of adverse events
* One serious adverse event (one participant): Salpingitis, reported after screening but before enroliment therefore unrelated to IP use

« Majority of AEs were mild in severity, commonly reported AEs: cough, nausea, and headache

« AEs expected for a nicotine pouch study
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The abuse liability profile of the studied glo heating device and HHP variants fell between
that of participants’ UB cigarette and a commercially-available NRT gum

This study indicates the evaluated glo heating device with HHP variants may provide
2 consumers with a level of nicotine similar to that provided by combustible cigarettes, but
e with a lower abuse liability profile. The studied glo device with HHP variants may provide a
satisfactory complete alternative to cigarettes for adult cigarette smokers who would
otherwise continue to smoke.

The studied glo heating device and HHP variants were well-tolerated, the adverse
event profile was similar to that commonly observed during clinical studies of tobacco-
or nicotine-containing products
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Ydu & Queétions?

Correspondence: linsey haswell@bat.com
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