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Our contact details

Im por t ant  Inform at ion

Reduced-Risk Products (“RRPs”) is the term we use to refer to products that 
present, are likely to present, or have the potential to present less risk of 
harm to smokers who switch to these products versus continued smoking. 

We have a range of RRPs in various stages of development, scientific 
assessment and commercialization. 

Because our RRPs do not burn tobacco, they produce far lower quantities of 
harmful and potentially harmful compounds than found in cigarette smoke. 



Heat ing Tobacco Rat her  t han Burning It
The Tobacco Heating System 2.2 (THS2.2, currently commercialized as IQOS in  >25 countrie s) is  
designed  and  has been  dem onstra ted  to : 
− Heat tobacco without com bustion
− Prese rve  e lem ents of the  taste , sensory experience , n icotine  de live ry p rofile  and  ritua l 

characte ristics of cigare tte s



PMI’s Scient if ic Assessm ent  Approach

4Source: Smith, M.R., et al., Evaluation of the Tobacco Heating System 2.2. Part 1: Description of the system and the scientific assessment program. Regulatory Toxicology and 
Pharmacology (2016). http://dx.doi.org/10.1016/j.yrtph.2016.07.006 

Post-Market Studies 
and Surveillance

Consumer Perception and Behavior 
Assessment

Clinical Trials

Systems Toxicology Assessment

Standard Toxicology Assessment

Reduced Risk in Laboratory Models

Reduced Exposure & Risk in Humans

Reduced Population Harm

Reduced Toxicity in Laboratory Models

Reduced Formation of Harmful and Potentially 
Harmful Constituents

Aerosol Chemistry and Physics

Product Design and 
Control Principles Absence of Combustion

Correct Understanding, Usage and impact in Different 
Populations
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Reduced Harm  /  Risk  Concept : What  We Need t o 
Dem onst rat e for  Tobacco Heat ing Syst em



Reduced Form at ion: Rat ionale and Result s

Source: Schaller et al.,(2016)  Evaluation of the Tobacco Heating System 2.2. Part 2: Chemical composition, genotoxicity, cytotoxicity, and 
physical properties of the aerosol. Regulatory Toxicology and Pharmacology, in press. (PMID: 27720919).
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THS2.2 THS2.2 produces an aerosol that contains on average 
90-95% lower  levels of  harm ful and pot ent ial ly 
harm ful chem icals t han a reference cigaret t e.

Health Canada list (total 47)

Smoke Constituents formed < 400°C

Smoke Constituents with established 
Biomarkers of Exposure

Smoke Constituents formed > 400°C

47

+2

+4

+5

Measured 54 harmful and potentially harmful 
constituents and 4 additional analytes using validated 
methods in accredited facilit ies, both internally and at 
an independent laboratory.

https://www.ncbi.nlm.nih.gov/pubmed/27720919


High Level Adverse Out com e Pat hway of  Cigaret t e Sm ok ing 

Non-Clin ical Evidence: Approach and Rat ionale

Chronic 
Cigarette 
Smoke 

Exposure

Molecular 
changes

Disruption of
Biological

Mechanism

Cell / Tissue
Changes

Physiological 
changes

Disease 
(CVD, COPD, 
Lung cancer)

Biological Networks – Systems Biology/ToxicologyAnalytical 
Chemistry Medicine

Population Harm

Public Health

Biomarkers of 
Exposure

• Proteomics
• Transcriptomics
• Genomics
• Lipidomics

• Oxidative stress
• Inflammation
• Cell death
• Cell proliferation

• Cytology
• Differential cell count
• Gross pathology
• Histopathology

• Body weights
• Plethysmography

• Lung Function
• Atherosclerotic Plaque 

formation



Non-Clin ical Evidence: Snapshot  of  Result s

Mechanist ic Evidence for  Reduced 
Harm  t o t he Lung

in sit u aor t ic arch 
plaque 

m easurem ent s 
(μCT)

Non-cl in ical Evidence for  Reduced 
Cardiovascular  Disease Risk  THS2.2 aerosol is over  

10 t im es less act ive 
t han reference 
cigaret t e sm oke in key 
m echanism s leading 
t o lung dam age.

In animal models, 
switching to THS2.2 
aerosol from cigarette 
smoke reduces levels 
of  cardiovascular  
disease r isk  m arkers 
t o levels sim ilar  t o 
t hose seen in a m odel 
of  sm ok ing cessat ion.



High Level Adverse Out com e Pat hway of  Cigaret t e Sm ok ing 

Cl in ical Evidence: Approach and Rat ionale

Chronic 
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Public Health

Biomarkers of 
Exposure:
• CO
• NNN
• NNK
• Benzene
• 1,3-Butadiene
• Acrolein
• Acrylonitrile
• 4-ABP
• B[a]P
• Pyrene
• 1-NA
• 2-NA
• ortho-Toluidine
• Ethylene Oxide
• Crotonaldehyde

• sICAM
• 11-DTX-B2
• 8-Epi-PGF2-α
• HDL

• White Blood Cell Count • Lung Function (FEV1)
• COHb
• Total NNAL

Population Impact 
Modeling

• Tobacco-re la ted  harm  and  d isease  is  not de fined  by a  
single  endpoin t or even  endpoin ts re flective  of a  single  
d isease  or b iologica l m echanism .

• In  the  absence  of ep idem iologica l evidence , a set  of  
m arkers t hat  are ef fect ed by sm ok ing, are l inked t o 
sm ok ing-relat ed disease and are reversible af t er  
sm ok ing cessat ion are required.



Clinical Evidence: Reduced Exposure
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THS2.2 vs. Cigare tte Cessa tion  vs. Cigare tte

Note : These  da ta  a lone  do not represen t a  cla im  of reduced  risk. Source : PMI Research  and  Deve lopm ent; Registe red  on  clin ica ltria ls.gov: NCT 01970995

Leve ls of exposure  to  harm ful and  poten tia lly harm ful chem ica ls 
when  sm okers switch  to  THS2.2 approach t he levels observed 
in t hose who quit  sm ok ing dur ing t he st udy



Clinical Evidence: Favorable Changes in 
Sm oker ’s Healt h Prof i le in a 3-Mont h St udy

These studies measured the 
levels of 6 clinical risk 
markers closely associated 
with cardiovascular and lung 
disease. 

Measurements of these 
markers in smokers who 
switched to THS2.2 showed 
that the m ajor it y of  
benef icial ef fect s t hat  
were seen in t he sm ok ing 
cessat ion arm  were 
preserved.

Disease 
Mechanisms

Expected 
Direction of 

Change
Effect of 

Cessation

Effect of 
Switching to 

THS2.2
Direction 
of Change

Lipid Metabolism
(HDL-C)

Increase 6.4 mg/dL 4.5 mg/dL Same direction as 
cessation

Inflammation
(WBC)

Decrease -0.40 109/L  -0.57 109/L  Same direction as 
cessation

Airway 
Impairment

(FEV1)
Increase 1.93% pred 1.9% pred Same direction as 

cessation

Endothelial 
Dysfunction

(sICAM-1)

Decrease 10.9 %  8.7 %  Same direction as 
cessation

Oxidative Stress
(8-epi-PGF2α)

Decrease 5.9 %  12.7 %  Same direction as 
cessation

Clotting
(11-DTX-B2)

Decrease 19.4 %  9.0 %  Same direction as 
cessation

Note : These  da ta  a lone  do not represen t a  cla im  of reduced  risk. 
Source : PMI Research  and  Deve lopm ent; Registe red  on  clin ica ltria ls.gov: NCT 01970995



Effect  on Tobacco
Use Behavior  Am ong 
Adult  Sm okers

Ef fect  on Tobacco
Use Init iat ion Am ong 
Adult  Non-Sm okers

Ef fect  on Consum er
Underst anding and 
Percept ions

Designed t o m easure Risk  Percept ion, 
Com prehension and Int ent ion t o Use in a 
Pre-Market  Set t ing: 

Adult  Consum er  Percept ion and Behavior : 
Approach and Result s

• Non-int ended audiences express 
negligible int ent ion t o use

• Adult  sm okers cor rect ly 
underst and t he t est ed reduced r isk  
com m unicat ion 

• Adult  sm okers cor rect ly 
underst and t hat  THS2.2 is not  
w it hout  r isk and is not  an 
alt ernat ive t o quit t ing

• Adult  sm okers react  posit ively t o 
t he THS2.2 proposit ion and express 
sizeable int ent ion t o use



Avoiding Unint ended Consequences: Dual Use, 
Never  Sm okers and Form er  Sm okers
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Switz. Russia Italy Romania Portugal Japan

Converted
(≥ 95% IQOS)

Predominant
(70%-95% IQOS)

December 2016
Adult Smoker Conversion Rates (%)

Note: Switz. is Switzerland
Source: Switzerland / Russia / Italy / Romania / Japan IQOS User Panels

High rat es of  IQOSpurchasers who have 
eit her  fu l ly or  predom inant ly conver t ed 
t o t he product

Negligible int erest  f rom  unint ended 
audiences

Results from  our first launch  m arke ts show
non-sm okers and  form er sm okers a re  not 
purchasing the  product in  la rge  num bers



Avoiding Unint ended Consequences: Pr inciples 
for  Engagem ent  w it h Consum ers

The data indicate that THS2.2 (IQOS) has the  poten tia l to  p rovide  a  risk reduction  benefit for adu lt 
sm okers re la tive  to  the  sta tus quo – continued  sm oking.  We are  com m itted  to  responsib le  
com m ercia liza tion  to  ensure  the re  is  an  overa ll benefit to  public hea lth .  Our p rincip les a re :

Offer  t he product  t o adult  sm okers who want  t o cont inue enjoying t obacco product s
• do not offe r the  p roduct to  people  who have  never sm oked  or who have  qu it sm oking.

Suppor t  adult  sm okers in t heir  conversion journey t hrough educat ion and guidance

Com m unicat e accurat ely and clear ly t o adult  sm okers
• the  p roduct is  not  an alt ernat ive t o quit t ing. The  best choice  for consum ers concerned  about 

the  hea lth  risks of sm oking is  to  qu it tobacco products a ltoge the r.
• to  experience  the  benefit of the  p roduct, adu lt sm okers should  sw it ch t o it  com plet ely and  

abandon  cigare tte s pe rm anently.
• The  product is  not  r isk  f ree or  a safe alt ernat ive t o cigaret t es, bu t it is  a  m uch  be tte r choice  

than  sm oking



Source: Phil ip Mor r is Int ernat ional
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