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Smoking remains a major risk factor for NCD-related mortality in b‘lv{
Latvia O
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Tobacco Harm Reduction \’4

A Complement to Current Approaches

Smoking-Related Diseases
Smoking is addictive and causes a number of serious
diseases

Almost

1, OOO, OOO’ Oow NuTt‘?seg:tfir?]r:toeI:jetr;at almost1 billion people worldwide

will continue to smoke in the foreseeable future®

Smoke-Free Alternatives
Latvia (2020): e Offering smoke-free alternatives to adult smokers is a
Smoking prevalence = 24%** sensible, complementary addition to existing tobacco control
strategies

*Source: WHO 2021. Global report on trends in prevalence of tobacco use 2000-2025, fourth edition (last accessed: June 7th, 2022)
** 2020 Smoking prevalence (population aged 15-64) Source: Disease prevention and control center-Latvia-Health Statistics database -Statistikas dati | SPKC 3



https://www.who.int/publications/i/item/9789240039322
https://www.spkc.gov.lv/lv/statistikas-dati
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Successful Harm Reduction Requires That Current Adult Smokers Be Offered a Range of
Reduced-Risk Products So That Consumer Acceptance Can Be Best Fulfilled

Source: Adapted from Clive Bates’ presentation to E-Cigarette Summit (19 November 2013)
A



Nicotine
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Nicotine Is Not the Primary Cause of Disease ,\.’4
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Nicotine ... is not what makes tobacco use so deadly.

Tobacco and tobacco smoke contain thousands of chemicals. It is this mix
of chemicals—not nicotine—that causes serious disease and death in
tobacco users, including fatal lung diseases, like chronic obstructive

pulmonary disease (COPD) and cancer.
US FDA Website (Accessed: 10 April 2021) .

“ 4 out of 10 smokers and ex-smokers wrongly think nicotine causes most of the
smoking-related cancers, when evidence shows nicotine actually carries

minimal risk of harm to health. ,,
Public Health England Website (Accessed: 10 April 2021)



https://publichealthmatters.blog.gov.uk/2020/03/05/8-things-to-know-about-e-cigarettes/
https://www.fda.gov/tobacco-products/health-information/nicotine-addictive-chemical-tobacco-products
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authorities as harmful or potentially harmful
("HPHC")"

. . X
Understanding Combustion P
Tobacco Combustion

Ignition
Oxygen c @ Heat 0 m
: Fuel Oxidizer Energy Smoke
Combustion E (Tobacco) (O, in air) (Heat & light) & Ash
6,000+ constituents identified in cigarette smoke
Fuel of which have been identified by public health
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PMI’s Portfolio of Smoke-Free Alternatives {Q‘
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Heated Tobacco Products Nicotine-Containing Products
Electrically Heated Tobacco Products Nicotine Salt Products

Tobacco Heating System Pin-Based Heating Nicotine Salt Powder
(THS) System (PHS) System (NPS)

4 B
E-Vapor Products \
MESH Vaping System (MVS) Oral Nicotine Products
Aerosol Heated Tobacco
Products - Nicotine Pouches

Aerosol Heating
Tobacco System (AHTS)

The products depicted are subject to ongoing development and therefore the V|sua|s are illustrative and do not necessarily represent the latest stages of product development.
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Population Harm
Reduction

Switching

Individual Risk
Reduction

Successful Harm Reduction Requires That Current Adult Smokers Be Offered a Range of
Reduced-Risk Products So That Consumer Acceptance Can Be Best Fulfilled

Source: Adapted from Clive Bates’ presentation to E-Cigarette Summit (19 November 2013)
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Smoking Cessation Is the “Gold Standard” for Risk Reduction \”4
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Point of 'n“n"n"n'

Intervention

How different?
* In predominant users
* In dual/poly users

Disease Risk

et

T

Source: Adapted from Institute of Medicine (2012), Scientific Standards for Studies on Modified Risk Tobacco Products. SFP: Smoke-free product) "Conceptual depiction for illustration purposes only. The
accumulation of disease risk and the reduction upon cessation and switching to a smoke-free product follow different trajectories for specific diseases." 9
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How close?

Time
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The Difference between THS Aerosol & Cigarette Smoke \”4

. .
.......

Aerosol Chemistry & Physics

Water and glycerin
form 90% of aerosol

Water and glycerin
form 50% of smoke

mass mass
Toxicant levels
Toxicants — reduced by >90-

95% on average

Does not
generate carbon-
Generates carbon- based solid
based solid particles particles
Free radicals
Free radicals are not

= quantifiable
(Cigarette Smoke) ( THS Aerosol )

THS = Tobacco Heating System; Source: Ghosh, 2014 (DOI: 10.2478/cttr-2014-0008)
T - g
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Reduced Formation of Toxicants B
Aerosol Chemistry & Physics
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8 ( THS )
0% Air )
Carcinogens Carcinogens Cardiovascular Repiratory Toxicants  Reproductive &
(IARC Group 1) (FDA) Toxicants (FDA) (FDA) Developmental
Toxicants (FDA)
Number of Toxicants 17 94 12 45 1
THS = Tobacco Heating System; Health Canada’s Intense Smoking Regime; Comparison on a per-stick basis (excluding nicotine) »

*Analysis of the FDA-93 Harmful or Potentially Harmful Constituents included more than 93 individual compounds because the FDA-93 includes some classes or isomers
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Reduced Exposure — Carbon Monoxide (COHb) Rl
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Clinical Assessment (in Smokers Who Would Otherwise Continue to Smoke Cigarettes)

HPHCs Are Drastically Reduced Exposure Is Significantly Reduced
In THS Aerosol After Switching to THS
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Source: Schaller, 2016a (DOI: 10.1016/j.yrtph.2016.10.001); Haziza, 2019 (DOI: 10.1093/ntr/ntz013) 15
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https://doi.org/10.1093/ntr/ntz013
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Reduced Exposure b\»‘

Clinical Assessment (in Smokers Who Would Otherwise Continue to Smoke Cigarettes)
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Sources: Bottom: REXA-07-JP (NCT01970995) — Ludicke, 2018 (DOI: 10.1093/ntr/ntx028); Top: REXA-08-US (NCT01970995) — Haziza, 2019 (DOI: 10.1093/ntr/ntz013) 16



https://doi.org/10.1093/ntr/ntz013
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Reduced Exposure b{‘

Clinical Assessment (in Smokers Who Would Otherwise Continue to Smoke Cigarettes)
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Switching to THS achieves

R almost 95% of the reduction
I achieved by smoking - - (Cigarettes)
| abstinence
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Sources: Bottom: REXA-07-JP (NCT01970995) — Ludicke, 2018 (DOI: 10.1093/ntr/ntx028); Top: REXA-08-US (NCT01970995) — Haziza, 2019 (DOI: 10.1093/ntr/ntz013) 17



https://doi.org/10.1093/ntr/ntz013
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Individual Risk
Reduction

Successful Harm Reduction Requires That Current Adult Smokers Be Offered a Range of

Population Harm
Reduction

| ©

Smokers
Switching

Reduced-Risk Products So That Consumer Acceptance Can Be Best Fulfilled

Source: Adapted from Clive Bates' presentation to E-Cigarette Summit (19 November 2013) 18
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Progress toward Commercialization of Smoke-Free Products \"

. .
"""""

Launched in Key Cities or Nationwide in 71 Markets*

The Number of Users of THS Stands at 19 Million, of Whom
13.2 Million (70%) Have Stopped Smoking”

*Status as of June 30th, 2022. Numbers exclude Russia and Ukraine, which had an additional 4.8 million users as of December 31st, 2021. the number of users are PMI eS&rted with mepshredn@ M| Q2 2022 19
Earnings Report
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In-Market Sales Volumes ® \4
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Japanese Tobacco Product Sales Volumes (Billions of Sticks)

PMI Sales Estimates
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Prevalence of Tobacco Use in Japan ﬁ ’\”‘
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National Health and Nutrition Survey

Japanese Adult (= 20 years) Tobacco Use Prevalence

25 National Health and Nutrition Survey
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Source: https://www.pmi.com/sustainability/case-studies/can-innovative- products like-igos-accelerate-the-decline-of-smoking 21
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Real-World Ecological Study

Interrupted Time Series Analysis

Hospitalization Rate Over Time
Japan Medical Data Center (JMDC) Study - All Hospital Records

COPD (Broad) Hospitalizations IHD Hospitalizations
2.5% 4 5.5% -
2017 Cut Point . 2017 Cut Point —@— Pre-HTP

p : —@— Post-HTP
ﬁ © 5.0% A
E‘ 2.0% - %4‘5% i
] 2
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g

T T T T T T T T T T T T T T 3.5%
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1.5% T T T T T T t T T T T T T
2014 2015 2016 2017 2018 2019 2020

COPD = Chronic Obstructive Pulmonary Disease; IHD = Ischemic Heart Disease. HTP = Heated Tobacco Products. Model: adjusting for age and sex - other
confounding factors that could influence hospitalization rates have not been fully analyzed. This is an ecological study looking at temporal associations and not
designed to assess causality and is subject to the inherent limitations of ecological analyses.

Source: JMDC all event data (Data available on http://www.jmdc.co.jp/en/ 27Apr2021) 22



http://www.jmdc.co.jp/en/
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Study Results | Tobacco Relapse/Re-initiation (2019) Lk

IQOS™ USER SURVEY
Smoking Status at Time of THS Initiation (%)

LR il —

1.0%/_1.5% 0.9% /_0.9% 0.9% /_1.5%

| |

\\

B Smokers

M Ex-smokers, <12
months (relapse)

M Ex-smokers, >12
months (re-initiation)

Source: P1-PMX-01-JP, P1-PMX-02-IT, P1-PMX-03-DE 23
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Youth and never-smoker initiation of THS @l
Prof. Yoneatsu Osaki “Nationwide survey on smoking and e' BA @A
@ drinking behaviors” shows low youth initiation with heated s e
tobacco products, no “gateway to smoking” for younger

generation.

Bundeszentrale
fiir
gesundheitliche

BZgA “Alcohol survey 2019 and trends” shows heated tobacco Aufklarung
products are not initiation products for minors.

Addiction Suisse “Health Behavior in School-aged Children”
shows low youth use of heated tobacco products.

The U.S. FDA, in its decision on /IQOS commercialization in the
U.S., concluded based on PMI's data from Japan, Italy, and the
U.S. that “Available data, while limited, also indicate that few
non-tobacco users would be likely to choose to start using /QOS,

including youth.”

PMISCIENCE

24
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Smoke-free products: an opportunity for public health? ,( 4
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Conclusions:

v

v

Totality of evidence indicate to the direction that: Switching to THS completely, while not risk-free, is a
better choice for adults who would otherwise continue smoking.

Majority of THS users no longer smoke cigarettes

. Non-smokers and ex-smokers rarely initiate or re-start tobacco or nicotine use with THS
Almost every THS user has a history of tobacco or nicotine use

. Published literature indicates a low prevalence of THS use in youth

Decline of smoking prevalence has accelerated in Japan since introduction of HTPs

U.S FDA authorized the commercialization of THS as a MRTP with reduced-exposure claims
(commercializing the product with such information is expected to “promote public health.”)

Continuous monitoring of product use will help avoiding unintended consequences




OTHERS HAVE A ROLE:
GOVERNMENTS
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Science in support of policy for Smoke-Free Products 1,4 4
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AJPH
Balancing Consideration of the Risks * Not risk-free but likely far less harmful than smoking
and Benefits of E-Cigarettes
o . e, ot e D S by 1 Doty s 10 v 20 : : :
éﬁgi'ﬁi’i;méw, PhD, Nancy A Rigotti, MD, Gt;lryE. Swan, PhD, Kenneth E. Warner, PhD, and Robert West, PhD o Clga rette S m O kl ng d eC| | n ed at u n p reced e nted ra te

° Dual use does not have comparable benefit but may be
necessary for some smokers to transition from smoking

° Frequent vaping most common in current or former smokers

_______________________________________________________________________________________________________

“We believe the potential lifesaving benefits of e-cigarettes for adult smokers
deserve attention equal to the risks to youths.”

“While evidence suggests that vaping is currently increasing smoking cessation,
the impact could be much larger if the public health community paid serious
attention to vaping’s potential to help adult smokers, smokers received
accurate information about the relative risks of vaping and smoking, and
policies were designed with the potential effects on smokers in mind.”

AnalyteEusays  Foer Roviwsd  Bupeurrat @

https://ajph.aphapublications.org/doi/10.2105/AJPH.2021.306416



https://ajph.aphapublications.org/doi/10.2105/AJPH.2021.306416

More governments are recognizing the potential of Smoke-Free

products

1=

Greece
Tobacco harm reduction integrated into tobacco control

Nicotine strategy recognizes benefits of non-combusted
strategy
Law amended to allow science-based claims for novel

products .
Process for authorizing scientifically-substantiated claims
products

e

Philippines | | Switzerland
Separate regulatory framework established for Vaporized S 9 ey el desheied) caesaries and (healklk
warnings for HTPs, e-cigs and nicotine pouches

Nicotine and Non-Nicotine Products
* Differentiated
* Science-based claims allowed for novel products




The U.K. | “The Smokefree 2030 goal”

= 2014 UK Government’s initial proposal to regulate e- S

- cigarettes as medicines is overridden by EU TPD )
=2015  Public Health England advises that vaping is 95% Lonaras o smoketres

:— Iess harmful A Tobacco Control Plan for England

22017 English Tobacco Control Plan

= 2019 MoH will announce new policies with new

| I ° ° 1 h
: Ieg|5|at|0n to follow (2022 - 2023) i 4. Backing evidence based innovations to support quitting i
n * Independent review of tobacco control measures | We are committed to evidence-based policy making, so we aim to: !
m [ . . L . . N . |
: «  Office for Health Disparities (new PH E) will publish its i . E:rI:qpeople to quit smoking by permitting innovative technologies that minimise the risk of i
n latest evidence review including HnB i o o _ _ l
L . e Maximise the availability of safer alternatives to smoking. |
- * New Tobacco Control Plan expected in 2023 ~ seeoommmm !
|
|
|
|
|
|
|
|
Source: Smoke-free generation: tobacco control plan for England - GOV.UK (www.gov.uk) 29



https://www.gov.uk/government/publications/towards-a-smoke-free-generation-tobacco-control-plan-for-england

New Zealand | “The Smokefree 2025 goal”

= 2011 NZ Government adopts plan to reduce smoking

. prevalence to below 5% by 2025 ‘SkaEfrEE,
- ROTERROR
=2017  MoH statement that vaping products are less NEWZERLAND
= harmful and can contribute to reaching 2025 goal EEE
= 2020 Law establishes a “risk-proportionate” framework

= » “Strike a balance between making sure vaping products are

- available for smokers who want to use them as a harm

- reduction tool and ensuring these nicotine products aren’t ‘G et
- marketed or sold to children.”

- * Implementing regulations for packaging reinforce

. differentiation

= 2021 MoH releases , focused on )
= making less accessible

. and less appealing

. * Implement retail reduction 2024 (licensing scheme)

E * Implement low nicotine 2025

* Implement smokefree generation 2027




THANK YOU FOR YOUR ATTENTION.

Questions?
Answers.
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