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EXECUTIVE SUMMARY

This Safety Update Report (SUR) is compiled following some key principles of the
International Council for Harmonisation (ICH} guideline H2C (R2) and provides a
comprehensive and critical analysis of the safety profile of the Flectrically Ileated Tobacco
Product (EHTE)Y and the Tobacco Heating Dovice {THD), as purl of the Tobaceo Heating
Syatemn { THS) within the perind from 01-Jan-2020 te 31-Dec-2020¢{1Data Lock Point, 1D1.P).
The THS uses a "heat-nol-burn” technolegy that gencrates an acresol from heating tobaceo
rather than buming it. The EHTP is commercialized under the brand name Matlboro
HearSticks'* or HEETS'™ depending on the market and is to be used exclusively with anv
authorized version of the THD, commereialized under the brand name iQOS™,

The Development International Birth Date (DIB3D). which corresponds to the date of first
approval for conductiug & clinical stady for the THS, was 30-Apr-2013. The International
Rirth Date { 1B}, which corresponds to the date of the first market launch worldwide for the
TS, was 04-Nov-2014.

Up to the DLP of this SUR (31-Dee-2020% the THS had been marketed i 64 markets
worldwide: Alhania, Andorra, Armenia, Austria, Belarus, Bosnia & Herzegovina, Bulgaria,
Canada, Canary Islands, Colombia, Costa Rica, Croatia, Curacao, Cyprus, Czech Republie,
Denmark, Dommnican Republic, Estonia, France, Georgla, Germany, Greeee, Gualemala,
Hungaty, Indenesia, leracl, Italv, Japan, Jordan, Kazakhstan, Kvwait, Latvia. Lebanen,
Luthuama, Macedonta, Malayvsia, Maldives, Mexico, Moldova, Monaco, Monlencgro,
Netherlands, New Zealand, Palestine, Philippines. Poland, Portugal. Reunion, Romania,
Ruszia, Sawdi Avabia, Scrbia. Slovakia, Sloveaia, South Africa, Souih Kotes. Spain, Sweden,
Switzerland, Turkish Cyprus, Ukraing, United Avab Emirates, United Kingdom, and United
States,

No actions werc taken due to safery reascns by the competeat authorities or by PMI tor the
'THS products during the period covered by this report.

The Reference Satety informartion (RSI) used during the SUR reporting interval for clinical
studics und Post-Marketing Safety Surveillance was the Summuary of Product Information
{SP1) version 5.0 for TTIS {dated 02-Dec-2010}.

The: cstimated cumulative subiect exposure 1n chimical studies from the DIBD (20-Apr-2013)
until the DL of this SUR was 2,300 subjects. Cumulatively, 6,298 subjects were exposed to
EHTP variants in PMI-sponsored Pre-Market studics up to the DLP of this SUR. The Post-
Marketing exposure presented in number of units sold showed 15,463,879 for the reporting
period and 59.254.850 cumulatively for THD, and 76,308,678,080 for the reporting period
and 208,997 543,686 cumulatively for EHTD.

During the reporting interval, one PMI-sponsored clinical study was ongoing (P1-AAA-02-
JP}and two studies were closed (P1-OHS-01-JP and P1-EXC-01-EU).

During the reporting interval, no signals were open or closed.
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New information received during the reporting interval of this SUIR and cumulatively since
the IBD uwp uatil the DLP was ovaluated regarding the mmportant 1dentificd risks of
hypersensitivily, aceidental exposurce o produet by child, and buming scnsation as well as
the important potential risk of thermal burn and the exposure to the THS during preghancy
and lactation.

Of note, most of spontaneous reports received by PMI are not medically confirmed, i.e. they
were received divectly from consumers and not from heaith care professionals, The
evaluation of new mlvrmation as well as the cumulative analysis did nod show any change i
the safety profile of the TIIS. Nevertheless, PMI will continuz to evaluate all new safety
information.

‘T'aken together, the data presented in this SUR did not lead to any safety-related actions.
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1 INTRODUCTION

This Safety Update Report (SUR) is compiled following some key principles of the
International Council for Harmonisation (ICH) guideline E2C (R2) and provides a
comprehensive and critical analysis of the safety profile of the Electrically Heated Tobacco
Product (EH'TP) and the Tobacco Heating Device (THD), as part of the Tobacco Heating
System { THS) within the period of 01-Jan-2020 1o 31-Dec-2020 {Data Lock Point, DLP).

The THS uses a “heat-not-bum™ technofogy that generates an acrosol by heating tobacco
rather than burning it. This technology is part of the PMI Reduced-Risk Products (RRPs)
portfolio. The RRPs present, are likely to present, or have the potential to present less risk of
harm te smokers who switch to these produets versus continued smoking . The RRPs aim to
substantially reduce or eliminate the exposure to harmful and potentially harmful constituents
found in cigarette smoke, while providing nicotine delivery, taste, ritual, and a sensory
experience similar to cigarettes in order to offer an acceptable substitute to cigarette smokers
who would otherwise continue to smoke.

The THS has three distinet compenents that perform different funetions:! (i) the EHTPs,
which are made up of a tobacco plug, a hollow acetate tube, a polymer-film filter, a mouth
picce filter, and mouth-end papers; (ii) the holder into which the EHTPs are inserted and
which heats the tobacco material by means of an clectronically controlled heating blade; and
(iii) the charger that is used to recharge the THD. Product technical specifications and
constituents, as well as product user instructions, are described in the Summary of Product
Information (SP1) version 5.0 {Appendix 1) dated 02-Dec-2019 for THS.

The EHTP iz comimercialized under the brand name Marlboro HeatSticks or HEETS
depending on the market and is te be used exclusively with the THD, commercialized under
the brand name IQOS. The Development International Birth Date (DIBD), which
corresponds 1o the date of first approval for conducting a clinical study for the THS was 30-
Apr-2013. The International Birth Date (IBD), which corresponds to the date of the first
market launch worldwide for the THS, was 04-Nov-2014,
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2 WORLDWIDE MARKETING STATUS

The first commercial launch of THS was in Japan on 04-Nov-2014 (IBD). Up to the DLP of
this SUR {31-Dec-2020). the THS had been marketed in 64 markets worldwide: Albania,
Andorra, Armenia, Austria, Belarus, Bosnia & Herzegovina, Bulgaria, Canada, Canary
Islands, Colombia. Costa Rica, Creatlia, Curacao. Cyprus, Czech Republic, Denmark,
Dominican Republic, Estonia. France, Georgia, Germany, Greece, Guatemala, Hungary,
Indonesia, Isracl, Italy, Japan, Jordan, Kazakhstan, Kuwail, Latvia, Lebanon, Lithuania,
Macedonia, Malaysia, Maldives, Mexico, Moldova, Monaco, Montenegro, Netherlands,
New Zealand, Palestine, Philippines, Poland, Portugal, Reunion, Romania, Russia, Saudi
Arabia, Scrbia, Slovakia, Slovenia, South Africa, South Korea, Spain, Sweden, Switzerland,
Turkish Cyprus, Ukraine, United Arab Emirates, United Kingdom, and United States (U.5.).
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3 ACTIONS TAKEN IN THE REPORTING INTERVAL FOR SAFETY
REASONS

No actions were necessary for safety reasons by competent authoritics or by PMI for the

THS products during the period covered by this report.

Confidentiality Statement
Data and mformation contaned in this document are considered to constitute trade seorels and confidential
commercial infermation. and the legal protections provided to such trade scerets and confidential information
are hereby elaimed under the provisions of applicable law. Wo part of this decument may be publicly
disclosed without the writlen consent of Philip Maorris Products 5 A




Philip Morris Products SA. Safety Update Report Confidential

PMI_SURWV_2020_SURD! Finzl Page [Zof 141
RD_RC_80712% RISUR

4 CHANGES TO REFERENCE SAFETY INFORMATION

From 01-Jan-2020 onward, the SP1 version 5.0 for THS (dated 02-Dec-2019) (Appendix 1)
was used as Reference Safety Information (RSI) for all the clinical studies initiated in
countries where the THS is marketed under the brand name 1IQOS, as well as for Post-
Markcting Safety Surveillance,
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5 ESTIMATED EXPOSURE

51 Cumulative Subject Exposure in Clinical Studies

Up to the DLP of this SUR, a total of 12 PMI-spensored open-label randomized controlled
clinical studics had been completed, while one study remained ongeing.

The estimated cumulative subject exposure in clinical studies from the DIBD (30-Apr-2013)
until the DLP is based on the safety population and on the number of subjects randomized to
the EHTP, comparators or Smoking Abstinence (SA) in PMI-sponsored completed studies
and ongoing studies (enrollment/randomization schemes),

The inventory of all PMI-spensored chinical studies at DLP is presented in Table 3-1 below
and shows the Study Title, Study Status at DLP, Exposure Duration, and estimated Safety
Population as well as the number of subjects exposed to EHTP, Conventional Cigarcttes
{CC), Nicotine Replacement Therapy (NRT}, and SA. including the subjects exposed to the
THS but Not Randomized (NR).

Table 5-1 Cumulative Subject Exposure in Clinical Studies

Study Title Sudy | Exposure F"E:{;::m | EHTR | €C | NRT | sa | AR
ZRHR-PE-1-EU Closed | Single use 62 62 44 18 [i [
LZRHR-PK-L2-JP Closed Single nse i3 62 44 18 1} 3
LFHM-PE-05-1P Closed Sinple use 73 62 A4d 18 0 11
ZRHM-PE-06-US Closed Single use o4 62 44 1% 1] 2
ZRHR-REXC-03-EU Closed 5 Days 169 &0 41 0 39 H
ZRHR-REXC.04-1P Clused 5 Duys 16t &0 40 it 40 i
FRHM-REXA-OT-IP Cloaea 3 Maonths 173 T8 42 0 40 13
LRHM-REXA-08-US Closed 3 Maonths 163 K 41 it 39 |
| ZRHR-ERS-09-US Closed & Months | 1,039 A58 496 0 { 35 I
PL-ONS-01-0P2 Closed i Manths 179 B i3 ] i} 7
ZRHR-ERS-D5-EXT-UsS Closed Tt | =year 672% kL ELE) 0 { 0
PL-AAA-DLIP Ongoing | Up o 3-vears 49 16 17 0 1a 0
P1-EXC-01-ELI Closed | 3 Months 4 40 26 0 27 1
Total Exposure NA Na 2,300 1197 $64 71 01 | 114

"The everall safiety pepulation does oot sam up the wial of subjects in studics arms dee o PE/PD crossover stodics.
2Actual number of subjects enroled af the DLP.
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Study ZEHR-ERS-09-US-EXT is an extension of study ZEHR-ERS-09-1S, therelore, subjects in study ZRHR-ERS-09-
US-EXT are already included in study ZRHR-LRS-09-115,

The estimated cumulative exposure in clinical studies broken down by demographic factors
is shown in Table 5-2 below.

Table 5-2 Cumulative Subject Demographics in Clinical Studies

Demographics Total
Male 1308

Sex lemale 933
Taotal 2.251"
Cancasian (White) 12712
Asien (Japanese) 07
Black or Alrican American 275

Ruce MNative Hawaiian or Chher Pacilic Tslander 14
American Indiar or Alaska Native 7
Oher 26
Total 2,300

IThe total does not include ongoing studies,
*The subtotal includes the sciual number ol subjects enrolled in e ongoing studies at the TYLP (31-Dec-2020).

No studies have been perfornied by PMI to date in special populations such as paediatric
populations and/or pregnant/breastfeeding women.

Confidentiality Statement
Data and mformation contwned in this document are considered to constitute trade seorels and confidential
commetreial infermation. and the legal protections provided to such trade scerets and confidential information
are hereby claimed under the provisions of appliceble law. No part of this decument may be publicly
disclosed without the writlen consent of Philip Maorris Products 5 A




Philip Morris Products SA. Safety Update Report Confidential
PMI_SURV_2020_SURDL Finul Page 15 of 141

RD_RC_80712% SISUR

5.2 Cumuiative Participants Exposure from Passive Surveillance Pre-
Market Studies

Since May-2014, PMI has carried out and completed a total of eight pre-market studies: seven
Pre-Market studies, including Blend Tests (BT}, Whole Offer Tests (WOT), Commercial
Offer Test (COT), and one Perceplion and Behavior Asscssment (PBA) study.

The estimated Pre-Marketing exposure to the THS in these studies is based on the safety
population who was exposed to at least one EHTP variant, either Regular, Menthol, or both
Regular and Menthol.

The inventory of all PMI-sponsored Pre-Market studics at DLP of this SUR (31-Dec-2020),
including the Study Title, Study Status at DLP. Country. as well as the estimated Safety
Population and the number of subjects exposed to EHTP variants (THS Regular, Menthol,
both Regular and Menthol) is presented in Table 5-3 below,

Table 5-3 Cumnlative Exposure in Pre-Marketing Studies

EHTF Variant
Safety
Study Title Country | ToPulation | g ular | Menthol R 209 Study Status
N
® ™ ™ -

PI-BTI-IT Taly 1.047 836 T 0 Completed
PI-WET 2T Taly 643 292 310 al Completed
PL-WOT1-CH Switzerland SE0 344 236 0 Completed
P1-WOTI-DL Germany | 593 593 [} | 0 | Completed
PL-WOTL-KO South Korea L3le T4 354 238 Completed
PI-BTT-RU Russia 6l all [0 0 Completed
THS-PBA-IT-US | US 1,158 441 512 205 Completed
Pl COT DK Denmark 350 150 250 350 Completed
Total Exposure NA 6,298 4,191 1973 B34 KA

NeNumber ol subjects
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5.3 Cumuiative and Interval Consumer Exposure from Post-Marketing

Experience

It is difficult to estimate a proper “Defined Daily Dose™ to which consumers are exposed
because the daily dose varies depending on each consumer’s preference. Thus, the consumer
exposure to the THS from Post-Markceting experience is based on “In Market Sales,” which

represents the number of THDs and EHTPs that were sold to retailers.

Both the cumulative exposure and the interval exposure covering the reporting interval for
THD and EHTP is presented in Table 5-4 below.,

Table 5-4 Interval and Cumulative Consumer Exposure

Interval™ Cumulative
in) n)
THD 15,405,574 549,254,850
EHTP T, 308,678,080 208,897,543 686

n=number of units sold
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6 DATA IN SUMMARY TABULATIONS

6.1 Reference Information

The summary tabulations presented in Appendices 2a-2b-2¢ of this SUR were generated from
the PMI global safety database. The analysis of Adverse Events (AEs) was performed by
using the MedDRA (Medical Dictionary for Repulatory Activities) versions effective at the
time of AE processing (latest version used 23.1). MedDRA versions are updated every six
months and all AEs in the PMI global safety database arc re-coded accordingly.

The seriousness of the AEs corresponds to the seriousness assigned to events included in the
Individual Casc Safcty Reports (ICSRs} using the criteria established in ICH-E2A (Clinical
safety data management: Definitions and standards for expedited reporting).” When serious
and nen-serious ¢vents are included in the same ICSR, the individual seriousness per event
is reflected in the summary tabulations.

Of note, most of the spontancous reperts received by PMI are not medically confirmed, ic.
they are received from consumers directly and not from health care professionals.

6.2 Cumulative Summary Tabulations of Serious Adverse Events from
Clinical Studies

Cumulative summary tabulations of Serious Adverse Events (SAEs) received from all PMI-
sponsored clinical studies, from the DIBD (30-Apr-2013) until the DLP of this SUR (31-
Dec-2020) are presented in Appendix Za. The summary tabulations are presented by
MedDRA System Organ Class (SOC} for both the THS and the comparator arm CC.

The cumulative summary tabulations present 62 SAEs reported in 43 ICSRs. A total of 28
SAEs were reported in the THS arms, 27 SAFEs in the CC arm, and seven SAEs in the SA
arm.

The most represented SOCs in the THS arms were: Infections and infestations (n=7) and
Injury, poisoning and procedural complications (n=6). All but one SAE were assessed by
principal investigators and by PMI as having no causal relationship to THS use. The principal
investigator was unable to assess whether one SAE was related to THS use, This SAE
occurred in study P1-AAA-02-JP cntitled “A controlled, open-label, 3-arm parallel group,
multi-center study to evaluate the Abdominal Aortic Aneurysm (AAA) growth rate in adult
smoking patients randomized to either cigarette smoking or 1QOS use and to compare with
the AAA growth rate in patients who had stopped smoking.” This SAE is presented in Section
7.2 on Ongoeing Clinical Studies,
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6.3 Cumulative Summary Tabulations of Serious Adverse Events from
Pre-Market Studies

Cumulative summary tabulations of SAEs received from all PMI-sponsored Pre-Market
Studies up until the DLP of this SUR (31-Dec-2020} are presented in Appendix 2b. The
summary tabulations arc presented by MedDRA SOC for the THS.

The cumulative summary tabulations present 25 SAFEs reported in a total of 11 ICSRs. Neone
of the SAEs were assessed by the principal investigators or by PMI as causally related to
THS and in case of one SAE the assessment was not provided. The most represented SOCs
were Injury, poisoning and procedural complications {n=12) and Infections and infestations

(n=7).

6.4 Cumulative and Interval Summary Tabulations of Serious and
Non-Serious Adverse Events from Post-Marketing Experience

Cumulative and interval summary tabulations of AEs generated from the PMI global safety
database are presented in Appendix 2¢. The latest MedDRA version used for AE analysis
was 23.1. All SAEs and nen-serious AEs received [rom unsolicited sources (spontancous
Post-Marketing Safety Reports and literature review) within the interval covered by this SUR
and cumulatively from the 1BD {04-Nov-2014) arc presented in the summary tabulations
organized by MedDRA S0C.

The definition of “spontancous report™ is derived from ICH E2C (R2) Guidance, and refeors
to an unsolicited communication by a health care professional, or consumer to a competent
authority, marketing authorization holder or other organization (c.g. Regional
Pharmacovigilance Centre, Poison Control Centre) that describes one or more suspected AEs
in an individual (e.g., consumer) who was using or exposed to the THS and is not derived
from a study or any organized data collection systems where AE reporting is actively sought,
Most of the spontancous reports received by PMI are not medically confirmed, 1.¢. they were
received directly from consumers and not via health care professionals.

-

> Interval summary tabulations of non-serious AEs and SAEs from post-marketing
experience show 77,328 AEs (1,355 serious and 75,973 non-serious) from 45,244
ICSRs. The most represented SOCs (=5%) were: Respiratory, thoracic and
mediastinal disorders (29.58%, n=22,872, 185 serious and 22,687 non-serious),
Gastrointestinal disorders (15.55%, n=12,024, 68 serious and 11,956 non-serious),
Injury, poisoning and procedural complications (12.44%. n=9,623, 32 serious and
9,591 non-serious). Nervous system diserders (11.73%, n=9,071, 114 serious and
8,957 non-serious), General disorders and administration site conditions (11.01%,
n=8,516, 62 scrious and 8,454 non-serious), and Product issues (10.61%, n=8,206, all
non-serious).

The most frequently reported AEs (=5%) were: Cough (8.89%, n=6,878, 20 serious
and 6,858 non-serious), Thermal burn (7.79%, n=6.023, four serious and 6,021 non-
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scrious), Headache (6.20%. n=4,797, 15 serious and 4,782 non-scrious), and
Oropharvngeal pain (5.25%. n=4.,063, 13 serious and 4,050 non-serious).

Out of the total 1,355 SAEs, the most frequently reported (=5%) were:
Hypersensitivity (25.24%, n=342) and Angina pectoris {17.12%, n=232).

As discussed in sections 15.3.1.1 and 15.4.1.1, Hypersensitivity is a known important
identified risk for THS products. For cases of Angina pectoris, the reported verbatim
were “heart pain”. “cardiac pain”, “stinging pain in the heart”™, “piercing pain in the
heart”, “stabbing or feeling/pain/sensation in the heart”, corresponding to the
MedDRA coding “Angina pectoris”. None of these cases of Angina pectoris were
medically confirmed. Tn most of these cases, the consumer’s medical history was not
provided. The mean age of the consumers was 33.3 vears. The mean and the median
period between the start of THS and the start of the event was 51.78 days and six
days. respectively. Out of these 232 events, three events of Angina pectoris led to
hospitalization. Considering the verbatim reported, the mean age of the consumers,
and the fact that most of the cases did not lead to hospitalization, it is very likely that
these cases refer to chest pain or chest discomfort. Chest pain and chest discomfort
arc expected AEs with the use of NRT (¢.g. Summary of Product Characteristics for
Nicorette” 15mg Inhalator, McNeil Productsy® with a frequency categorized as
uncommon (=171 000, <1/100},

> Cumulative summary tabulations of non-serious AEs and SAEs from post-marketing
experience show 177,376 AEs (3,041 serious and 174,335 non-serious) from 97,831
ICSRs. The most represented SOCs (>5%) were: Respiratory, thoracic and
mediastinal disorders (26.32%, n=46,685, 500 serious and 46,185 non-serious),
Gastrointestinal disorders (17.99%, n=31,914, 193 serious and 31,721 non-serious),
Injury, poisoning and procedural complications (12.71%, n=22,541, 114 serious and
22,427 non-serious}), General disorders and administration site conditions (11.95%,
1=21,197, 145 serious and 21,052 non-serious), Nervous system disorders (11.03%,
n=19.571, 260 serious and 19,311 non-sericus), and Product issues (10.25%,
n=18.1%89, all non-serious).

The most frequently reporred AEs (=5%) were: Cough (7.73%, n=13,704, 47 serious
and 13,657 non-serious), Thermal burn (7.40%, n=13,126, 15 serious and 13,111 non-
serious), Headache (5.58%, n=9.905, 32 serious and 9,873 non-serious), and Device
physical property issuc (5.03%, n=8,915, all non-scrious).

Of the total 3,041 SAFs reperted, the most frequently reported {>5%) were:
Hypersensitivity (21.70%, n=660) and Angina pectors {15.03%, n=457).

As discussed in seetions 15.3.1.1 and 15.4.1.1, Hypersensitivity is a known important
identitied risk for THS products. For cases of Angina pectoris, the reported verbatim
were “heart pain”, “cardiac pain”, “stinging pain in the heart™, “piereing pain in the
heart”, “stabbing feeling/pain/sensation in the heart”. corresponding to the MedDRA
coding “Angina pectoris™. None of these cases of Angina pectoris were medically
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confirmed. In most of these cases. no consumer’s medical history was provided. The
mean age of the consumers was 34.0 vears. The mean and the median period between
the start of THS and the start of the event was 33.41 days and three days, respectively.
Of these 457 cvents. cight events of Angina pectoris led to hospitalization.
Considering the verbatim reported, the mean age of the consumers, the short median
latency, and the fact that most of the cases did not lead to hospitalization, it is very
likely that these cases refer to chest pain or chest discomfort, Chest pain and chest
discomfort are cxpected AEs with the use of NRT (¢.g. Summary of Product
Characteristics for Nicorette™ 15mg Inhalator, McNeil Products)® with a frequency
categorized as uncommon (=1/1,000, <1/100).
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7 SUMMARY OF SIGNIFICANT SAFETY FINDINGS FROM
CLINICAL STUDIES DURING THE REPORTING INTERVAL

7.1 Completed Clinical Studies

Two PMI-sponsored clinical studies (P1-OHS-01-JP and P1-EXC-01-EU) have been
completed for THS products during the period covered by this SUR,

» Study P1-OHS-01-IP is a six-month randomized, controlled. open-label, 2-arm
parallel group, multicenter study that evaluates the effect on oral health status of
smokers who have generalized chronie periodontitis and their response to mechanical
periedontal treatment after switching from cigarette smoking to the THS.

Safety results: In this study, the product use category for each subject was determined by
caleulating the average use of each product over the entire study duration and reported as a
monthly average. Subjects who used less than 30 HeatSticks and more than 30 cigarettes per
month were classified as cigarette users. Similarly, subjects who used more than 30
HeatSticks and less than 30 cigarettes per month were classified as THS users. For subjects
who used more than 30 HeatSticks and smoked more than 30 cigarettes per month, they were
classified as dual users. All other product used patterns were classified under the “other”
category. The overall Safety Set contained 179 enrolled subjects (70 subjects in THS users,
91 subjects in cigarette users, 17 subjects in dual users, and one subject in “other” user). In
this study, scven subjects who were enrolled but NR were considered to be in the cigaretic
users group.

Atotal of 121 AEs was reported in 79 of 179 subjects (44.1%). The AE incidents in the THS
ugers (31 of 70 subjects, 44.3%) and the cigarette users (34 of 91 subjects, 37.4%) were
comparable, The AE incidents in the dual users (13 of 17 subjects, 76.5%) was higher than
those in THS and cigarctte users. Overall, the most common AEs by SOC were
Gastrointestinal disorders [reported by 14 of 70 subjects (20.0%) in THS uscrs, 18 of 91
subjects (19.8%) in cigarette users, and four of 17 subjects (23.5%) in dual users] and
Infections and infestations [reported by 15 of 70 subjects (21.4%) in THS users, 13 of 91
subjects (14.3%) in cigarette users, and six ol 17 subjects (35.3%) in dual users]. All other
AEs by SOC were reported in <10% subjects overall. The most common AEs by Preferred
Terms (PT) were dental carics [reported by six of 70 subjects (8.6%) in THS uscrs, 12 of 91
subjeets (13.2%0) in cigarctic users, and three of 17 subjeets (17.6%0) in dual users] and viral
upper respiratory tract infection [reported by eight of 70 subjects (11.4%) in THS users, five
of 91 subjects (5.5%) in cigarette users, and two of 17 subjects (11.8%) in dual users]. All
other AEs by PT were reported in <5% of subjects overall.

Two SAEs (back pain and jaw cyst) were reported in cigarette users, while no SAEs were
reported in other groups (THS users, dual users, and “other™ user).
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The majority of AEs during the study were assessed as mild in severity®. A total of six
subjects experienced moderate AEs: periodontitis (n=1 subject) in THS users: pyrexia (n=1
subject), influenza (n=2 subjects). back pain (n=1 subject} in cigarette users; periodontitis
(n=1 subjeet) in dual users, There were no AFs assessed as severe and no AEs that led to
subject discontinuation from the study. No deaths were reported in this study.

One AE {cough) out of the 121 AEs was reported as related fo investigational product in dual
users, while no related AE were reported in other groups (THS users, cigarette users, and
“other™ user).

A total of 13 AEs related to study procedures were reported in 11 of 179 subjects (6.1%).
Most of these AEs were considered related to dental examinations and/or treatments. Overall,
the most common Aks related to study procedures by SOC were Gastrointestinal disorders
[reported by four of 70 subjects (5.7%) in THS users, two of 91 subjects (2.2%) in cigarette
users, and one of 17 subjects (5.9%) in dual users], all other AEs by SOC were reported in
<2% subjects overall. The most common AEs related to study procedures by PT were
gingival pain [three subjects; THS users, cigarette users, and dual users (one subject cach)],
sensitivity of teeth [two subjects; THS and cigarette users (one subject each}], toothache (two
subjects; THS users), gingivitis [two subjects; THS and dual users (one subject cach)], and
hyperacsthesia [two subjects; cigarette and dual users (one subject cach)]. All other AEs
related to study procedures were reported by one subject in total,

Safety conclusions: THS was well tolerated by study participants. Two SAEs were reported
in cigarette users, while no SAEs were reported in other groups {THS users, dual users, and
“other™ user). There were no severe AEs and no AEs that led to subject discontinuation from
the study. Only one AE related to investipational product was reported in dual users. There
were no significant difference in the incidence of AEs related to study procedures between
THS users and cigarette users.

» Smudy P1-EXC-01-EU is a randomized, controlled, open-label, 4-arm parallel group
study to evaluate the effect of switching from cigarctic smoking to the use of THS in
healthy adult current smokers on exercise capacity and trainability.

Safety results: The overall Safety Set contained 94 enrolled subjects (26 subjects to the
Cigarette arm, 25 subjects 1o the THS-1 arm, 15 subjects to the THS-2 arm, 27 subjects to
the SA arm and one subject who was cnrolled but NR). Among the randomized subjects, nine
subjects discontinued the study prematurely: two subjects cach in the cigarette, THS-2, and
SA arms, and three subjeets in the THS-1 arm. Reasons for discontinuation were lost to
follow-up (n=2 suhjects}. physician decision (n=3 subjects), withdrawal by subject (n=1
subject), non-compliance with study procedures (n=1 subject) and other (n=1 subject).

U The AE intensity is assessed by the investigator fellowing the grades provided in the study protocol:

o Mild: The AE was casily tolerated and did not interfere with daily activity.

e Moderate: The AE interfered with daily activity, but the patient was still able to fanction,

®  Severe: The AE was incapacitatimg and required medical intervention.
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Overall, 116 AEs occurred in 60 of the 94 subjects (63.8%), i.c., in 15 subjects of the
Cigarette product use group (68.2%), 14 subjects of the THS-1 product use group (63.6%),
eight subjects of the THS-2 product use group (61.5%), 18 subjects of the SA group (75.0%),
and five of the “other” product use group (41.7%). The most frequently reported AEs by SOC
were Infections and Infestations, experienced by 27 (28.7%) subjects, followed by
Musculoskeletal and Connective Tissue Disorders, experienced by 14 (14.9%) subjects, and
Investigations and Nervous Systemn Disorders, expericnced by nine (9.6%) subjects,
respectively. By PT, the most frequent AEs were nasopharyngitis [20 subjects (21.3%)],
headache [seven subjects (7.4%)] and back pain [seven subjects (7.4%)]. Increased blood
triglycerides, procedural pain and cough were observed in five subjects (5.3%) cach.

Two subjects experienced SAEs. One subject in the SA group (4.2%) experienced
adenocarcinoma of the colon that required hospitalization and was classified as other
medically important serious event. The other subject in the THS-2 product use group (7.7%)
experienced uterine leiomyoma and ovarian cyst that required hospitalization.

Overall, 47 (50%) subjects reported 67 AEs of mild intensity® and 30 (31.9%) subjects
reported 49 AHs of moderate intensity. No severe AE was reported, and no AE led to study
discontinuation. No deaths occurred during the study,

Most AEs resolved without action taken (e.g., discontinuation of the product, temporary
interruption, change in dose or frequency, continuation without any changes, ete.) (36 AEs
in 20 subjects, 21.3%) or no action was applicable (75 AEs in 41 subjects, 43.6%). Product
use was stopped due to two AEs in one subject (1.1%) or reduced due to three AEs in one
subject (1.1%)}. Five ABEs in four subjects (4.3%) required procedures., and for four AEs in
three subjects (3.2%), other action was taken.

The majerity of AEs (n=107) were assessed as not related to the use of the investigational
product (cigarette or THS) and nine AEs in seven subjects {7.5%) were assessed as related,
including six events (diarrhea, nausea, vomiting, dry skin, gingival bleeding and acne} in six
subjeets of the THS-1 product use group (18.2%) and three cvents (headache and two cvents
of gingival bleeding) in three subjects of the THS-2 product use group (23.1%). In the
Cigarette product use group, no related AFs were observed.

Ten AEs in scven subjects (7.4%) were reported as related to study procedures: three AEs
{extrasystoles, dizziness and dyspnea} in two subjects in the Cigarette product use group
{9.1%), and five AEs (constipation, tooth disorder, coccydynia, sleep disorder and pruritus)
in four subjects in the SA group (16.7%]). and two AEs (2 events of constipation) in one
subject (8.3%) in the “other” product use group.

* The AE intensity is assessed by the investigator fellowing the grades provided in the study protocol:

o Mild: The AE was casily tolerated and did not interfere with daily activity.

e Moderate: The AE interfered with daily activity, but the patient was still able to function,

®  Severe: The AE was incapacitatimg and required medical intervention.

Confidentiality Statement

Data and mformation contwned in this document are considered to constitute trade seorels and confidential
commetreial infermation. and the legal protections provided to such trade scerets and confidential information
are hereby elaimed under the provisions of applicable law. Wo part of this decument may be publicly
disclosed without the writlen consent of Philip Maorris Products 5 A




P'hilip Morris Procucts SA. Safety Update Report Confidential
PMI_SURV_2020_SURDL Finul Page 24 of 141

RD_RC_80712% SISUR

Safety conclusions: Overall. THS was well tolerated. Three SAEs assessed as not related to
investigational product were reported in this studyv. No severe AEs were observed. and no
subject was discontinued from the study due to an AE. Adverse events were mild to moderate
and mostly not related to the investigational product or study procedures.

There were few clinically significant findings in safety laboratory parameiers reported as
AEs, and no medically relevant changes in vital sign and electrocardiography parameters,
physical examination, and spirometry measurements, Self-reported cough assessments
showed a reduced need to cough, most pronounced in the THS product use groups and the
SA group, at the end of study participation based on self-reporting.

7.2 Ongoing Clinical Studies

One PMI-sponsored clinical study (P1-AAA-02-JP) was ongoing for the THS during the
period covered by this SUR,

Study P1-AAA-02-JP is a controlled, open-label, 3-arm parallel group, multi-center study to
evaluate the AAA growth rate in adult smoking patients randomized to either cigarette
smoking or THS use and to compare the AAA growth rate in patients who had stopped
smoking. In total, 13 SAEs have been reported in seven subjects up to 31-Dee-2020.

Five SAEs in two subjects have been reported in THS arm {Death, Cardio-respiratory arrest,
Pulmonary oedema, Patella fracture and Atrial fibrillation). The cvents of Death, Cardio-
respiratory arrest and Pulmonary oedema occurred in the same subject and were considered
by the principal investigator as unable to be assessed as having a causal relationship to THS
use. while the sponsor assessed them as not related to THS use. The events of Patella fracture
{that ocewrred as well in the same subject mentioned above) and Atrial fibrillation were
asscssed as not related to THS usce by both the principal investigator and the sponsor. The
fatal case is further described below,

Two SAEs in two subjects have been reported in Cigarette arm (Inflammatory pseudotumour
and Tarsal tunnel syodrome) and assessed as not related to Cigareite by both the principal
investigator and the sponsor. Six SAEs in three subjects were reported in smoking cessation
arm (two SAEs of Large intestine polyp, one SAE of Enteritis, Peripheral arterial occlusive
discasc. Inguinal Hernia and Appendicitis) where the assessment of causal relationship to the
products is not applicable.

The SAEs “Death”, “Cardio-respiratory arrest” and “Pulmonary oedema” were considered
by the principal investigator as unable to be assessed as having a causal relationship to THS
use., These SAEs concerned a 7i-vear-eld male Japancse subject with relevant ongoing
discases of AAA (as per inclusion eriteria in the study protocol) and arterial hypertension.
Relevant concomitant medications included amlodipine and wvalsartan since 2016 for
hypertension and ketoprofen since 2017 {or lumbar pain. Information on smoking habits was
not provided. On 30-Nov-2018, the subject was randomized to the THS arm of study P1-
AAA-02-]P. On 09-Sep-2019. the subject fell and broke his patella, and on 19-Sep-2019 had
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open reduction and internal fixation under lumbar anesthesia (SAE “Patella fracture™). On
28-Jan-2020, the subject underwent a planned electrocardiogram examination {in the context
of the study) that was assessed within normal ranges by the principal investigator. On 19-
May-2020, blood pressure and heart rate were measured in the context of the study and were
considered within normal ranges. On 04-Nov-2020, the Chinical Research Coordinator called
the subject and confirmed that he had no significant change in physical condition. On 08-
Nov-2020, the subject went out of the house and later was found lving down. Further
information revealed that the subject had experienced a cardiopulmonary arrest and was
urgently transported to a nearby hospital. [is death was confirmed at the hospital. The
autopsy image showed a dominant oedema in the lungs. Rupture of the AAA was not
confirmed based on autopsy image. The principal investigator could not asscss the causal
relationship with THS use.

Company comment: The findings from autopsy image showed a dominant cedema in the
lungs. Taking into consideration that four days before his death, the study coordinator called
the subject and no change in physical condition was reported during the call and that on the
day of his death (08-Nov-2020), the subject left the house and later was found lying down,
the sponsor considered that the subject experienced an acute pulmonary oedema. The most
common type of acute pulmonary oedema is cardiogenic pulmonary oedema. The most
common causes of cardiogenic pulmonary oedema are acute mvocardial infarction/ acute
coronary syndrome, hypertensive erisis, acute pulmonary embolism, obstructive valvular
disease, and acute arrhythmia. Taking into consideration that no valvular discase was
reported in the medical history, it is most unlikely that the subject experienced an obstructive
valvular disease. Simularly, it is unlikely that THS would have been the cause of an acute
arrhythmia, taking into consideration that the subject was randemized to the THS arm almost
two years before his death and that the last electrocardiogram done in the context of the study
{28-Jan-2020) was considered normal by the principal investigator. Finally, it is unlikely that
THS would have been the cause of acute myocardial infarction/ acute coronary syndrome,
hypertensive crisis. or acute pulmonary embolism, taking into consideration the subject's
medical history of AAA and hypertension and the smoking history (as per inclusion criteria
in this study). For acute myocardial infarction/ acute coronary syndrome, hypertensive crisis
and acute pulmonary embolism. the sponsor considered that the subject's medical history and
smoking history provide a reasonable explanation. For those reasons mentioned ahove, the
sponsor considered that there was no reasonable causal relationship between SAEs (“Death”,
“Cardio-respiratory arrest”, “Pulmonary oedema”} and THS use. The SAE of “Patella
fracture” was considered as having no reasonable causal relationship to THS use by both the
principal investigator and the sponsor.

7.3 Long-term Follow-up in Clinical Studies

No long-term follow-up information was received by PMI during the period covered by this
SUR.
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8 SUMMARY OF SIGNIFICANT SAFETY FINDINGS FROM
PASSIVE SURVEILLANCE PRE-MARKET STUDIES DURING THE
REPORTING INTERVAL

8.1 Completed Passive Surveillance Pre-Market Studies

No PMI-sponsored Pre-Market Studics were completed for the THS during the period
covered by this SUR.

8.2 Ongoing Passive Surveillance Pre-Market Studies

No PMI-sponsored Pre-Market Studies were engoing for the THS during the period covered
by this SUR.
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9 [INFORMATION FROM OTHER CLINICAL TRIALS AND
SOURCES

One non-PMI sponsored clinical trial was ongoing for the THS during the period covered by
this SUR: a five-year cohort observational clinical study to assess possible harm-reduction
cffeets of the THS in comparison with combustible cigarctics.

This study is being conducted by the Academy of Preventive Medicine of Kazakhstan.

The goal of this study is to evaluate whether the presence of respiratory symptoms, functional
exercise incapacity, and exacerbation rate across time are the same between the exposure and
the control groups through hypothesis testing,

A total of 1,200 participants were recruited: 800 in the CC arm and 400 in THS arm. A total
of 43 SAEs in 23 subjects were reported in THS arm. Among these 43 SAEs, the seriousness
criteria were fatal in three SAEs (Cardiac failure acute, Myocardial ischemia, Completed
suicide). life-threatening in one SAR (Acute myocardial infarction). hospitalization in 37
SAEs, and two SAE were classified as important medical events. None of these SAEs were
assessed as related to THS. The fatal SAEs Cardiac failure acute and Myocardial ischemia
occurred in the same subjects: a S6-vear-old male consumer with medical history of
significant alcohol beverage consumption and 40-year smoking history consisting of 26
cigarettes per day. No concomitant medication was reported. Six months after enrollment in
the study, the subject was found dead at a party, after having consumed a large amount of
alcohol. An autopsy was performed, and the official result indicated that the cause of death
was acute cardiovascular failure due to ischemic heart disease. These two fatal SAEs were
considered not related to THS. The fatal SAE of Completed suicide occurred in a 51-year-
old male with no reported medical history, seven months after enrollment in the study. The
family was not cooperative in clarifying the situation and refused to provide the autopsy
report. The principal investigator concluded that this SAE was considered not related to THS.

The life-threatening SAE (Acute myocardial infarction) occurred in a 49-year-old male
subject with medical history of hypertension, obesity, and 40-year smoking history consisting
of 20 cigarettes per day. The SAE started 11 months after enrollment in the study and was
reported to have reselved with sequelac, This SAE was considered not related to THS.
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10 NON-CLINICAL DATA

Ne safety findings concerning the nen-clinical use of the THS became available during the
reporting interval of this SUR from PMI-sponsored studies.
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11 LITERATURE

The PubMed and Embasc databases were sereened [or publications conlaining new salcty
information associated with the THS products published during the reporting interval from
01-Jan-2020 to 31-Dec-2020 inciusive. The literature research was performed on 08-Jan-
2021 using the following search strings:

v PubMed: “igos[All Fields] OR (Morris, Philip[Full Author Name] AND
"electronic”"[All Fields] AND ("nicotine”[MeSH Terms] OR "nicotine™[All Fields])
AND "delivery"[All Ficlds] AND (systern[All Ficlds] OR "deviee"[All Ficlds]) OR
"heat-not-burn"[All Fields] OR "heated"[All Fields] AND ("tobacco"[MeSH Terms|
OR "tobacco"[All Fields] OR "tobacco products” [ MeSH Terms] OR ("tobacco"[All
Fields] AND "products"[All Fields]) OR "tobacco products"[All Fields])y”

» Embhase: iqos, AND 'heat not burn,' AND heated AND tohacco, AND philip AND
morris, AND [1-1-2020)/sd NOT [1-1-2021 'sd

A total of 150 publications were retricved and analyzed. Out of them, three articles include
safety related information and are presented below.

The first article by Tajiri et al. ! reported a case of acute eosinophilic pneumonia (AEP) in a
47-year-old female patient in Japan. Acute cosinophilic pneumonia is an acute respiratory
illness characterized by diffuse pulmonary infiltrates and pulmonary eosinophilia. The
pathogenesis and cthology of AEP remain poorly understood, but there may be some
correlation between the AEP onset and prior mhalational exposure, such as to cigarette
smoke. In this case, the patient has been diagnosed with asthma eight months ago and treated
with inhaled corticosteroid and a long-acting p2-agonist. Four months later, the patient, who
had been a smoker for 27 years, had switched from CCs to heated tobacco products (HTPs).
The patient developed a non-preductive cough shortly after starting to use HTP.
Nevertheless, the patient continued using HTPs. The cough worsened despite further asthma
treatment. The patient then develeped a fever and general malaise. Two months later, the
patient was found to have an abnormal chest X-ray shadow al a medical check-up. A chest
computed tomography performed one and a half months later revealed lung abnormalities.
Two weeks later, the patient was hespitalized and diagnosed with AEP. The patient improved
after treatment with oral prediiselone. No relapse was observed after the cessation of HTP
smoking and the initiation of oral corticosteroid treatment. The authors state that AEP was
potentially indueced by switching from CC smoking to using HTP as the cough, low-grade
fever, and chest radiographic abnormalities developed soon after the change in smoking
habits; however, no specific single additive or substance in cigarctie smoke has been
determined to be responsible for causing AEP. This case has been captured in the PMI global
safety database as ICSRs retrieved through the literature screening although it is unknown if
the patient was using THS. Acule cosinophilic pneumonia was considered by PMI as a new
signal in Jan-2019 and refuted in Dec-2019. Since any initiation or re-initiation in tobacco
could pose a risk of developing AEP, a causal association between exposure to THS use and
AEDP cannot be excluded as THS contains tobacco. Given that THS is intended for current
smokers who would otherwise continue smoking and that the occurrence of AEP is very rare,
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the risk for individual IQOS users is considered negligible especially with current cigarette
smokers who switch to THS use.

The second article by Chaaban® is a systematic review on AEP associated with non-cigaretie
smoking preducts, A search in PubMed database showed 12 cases with a median age of 20
(15-60). Exposures included marijuana smoking (n=5}, waterpipe usage (n=2), heat-not-burn
cigarettes (HNBCs} use (n=2), electronic cigarette (EC) use (n=2) and synthetic cannabinoid
use (n=1). Cases associated with illicit drug use were excluded. A recent change in smoking
habits was reported in 50% of patients. Presenting symptoms were dyspnea (91.6%), cough
{66.6%), fever (66.6% ) and chest pain (25%}. Among all patients, 90% had leukocytosis on
presentation, but only 16.6% had peripheral eosinophilia. Concerning treatment and
outcome, two patients (16.6%)} did not require respiratory support, two patients (16.6%)
required supplemental oxygen therapy, one patient {8.3%) was treated with non-invasive
positive pressure ventilation, five patients (41.6%) required invasive mechanical ventilation,
and two patients required extracorporeal membrane oxygenation. All patients received
corticosteroids  with varying regimens with five of them (41.6%) receiving oral
corticosteroids. All patients responded to steroid therapy with no relapses reported. The
authors concluded that AEP is reported not enly with use of traditional cigarettes but also
with use of waterpipe, marijuana and HNBCs. The discase has a similar presentation and
clinical course to AEP associated with cigarette smoking and other exposures. This review
is limited by the number of patients and quality of data available that comes mainly from
case reports. Clinical, radiological, and laboratory details might have been omitted. Also,
reporting bias cannol be excluded as the exposure is sometimes not disclosed by patients.
Two cases concerning use of heat-not-burn, both reported in Japan, presented a 20-year-old
male patient’ and a I6-vear-old male patient.” These cases were identified in articles
published before the reporting period of this SUR and discussed in SUR covering period of
01-Jan-2018 to 31-Dec-2018. Acute cosinophilic pneumonia was considered by PMI as a
new signal in Jan-2019 and refuted in Dee-2019. Since any initiation or re-initiation in
tobacco could pose a risk of developing AEP. a causal association between exposure to THS
use and AEP cannot be excluded as THS contains tobacco. Given that THS is intended for
current smokers who would otherwise continue smoking and that the occurrence of AEP is
very rare. the risk for individual 1QOS users is considered negligible especially with current
cigarette smokers who switch to THS use.

The last article by Chung ct al.* aims to evaluate the health offect of novel tobacco products
on asthma and allergic rhinitis (AR}. The results were obtained from a large survey data on
Korean middle and high school students (60,040 participants). In order to compare the
combined effects of CC, ECs, and HTP use en current allergic diseases, the participants were
classified into 18 groups based on the product used and smoking status (current, former, and
never)., Of all participants, 6.7%, 2.7%, and 2.9% were current CC, current ECs, and cver
HTP users, respectively. Current CC and ever HTP use were significantly associated with
current asthma and AR in adjusted models. Current ECs showed association with current AR
but the association with asthma disappeared in the adjusted model. Among 18 groups, the
groups including current CC use showed higher risk of current AR and asthma than never
HTP, never EC, and never CC group. The odds ratio of current asthma cspeeially increased
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more in those who used ECs and/or HTP with CC concurrently than those in the never HTP-
never EC-current CC user group. The authors conclude that using ECs and/or HTP in
adolescents might enhance the adverse effect of CC on AR and asthma. As remarked by the
authors, various cnvironmental factors such as air pollution, tobacco smoke, and chemicals
can cause upper and lower airway inflammation. Morcover, even though studies on HTP and
chronic airway diseases are less common than EC, several studies have reported airway
toxicity associated with HTP. Thercefore, both EC and HTP have the potential to cause and
aggravate AR and asthma through airway inflammation or toXicity as shown in this study.
Additionally, as discussed by the authors, EC and HTP increased the risk of asthma only
when combined with CC in this study suggesting that certain chemical compounds in EC or
HTP could act as the adjuvant that strengthens the adverse effects of CC on allergic discascs.
On the other hand, HTP showed the stronger additive effect combined with CC on asthma
but not on AR in this study. Although this study had a large representative sample, the authors
themselves reported several limitations including the status of tobacco product usc that was
only identified by “ever™ or “never” use. The authors could not know whether the participant
used HTP currently. Similarly, the definition of former users in CC and EC included
everything from participants who used CC or EC once in a life time to previous heavy smoker
who quit a month age and the former users of CC and EC could be very heterogencous.
Finally, the results of a cross-sectional survey cannot confirm causality due to the limitations
of such a design, i.c., the study design is missing the longitudinal aspect. These study
limitations render inadequate the conclusion that the authors draw from this study.

The review of the recently published articles concerning THS products did not identify any
new safety concerns.
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12 OTHER PERIODIC REPORTS

Ne other periodie reports have been prepared for the THS by PMI during the period covered
by this SUR.
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13 LATE-BREAKING INFORMATION

Ne potentially important safcty findings concerning THS products were identificd after the
DLP (31-Dec-2020% and until the date of release of this SUR.
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14 OVERVIEW OF SIGNALS: NEW, ONGOING OR CLOSED

PMI conducts periedic and ad-hoc safety signal detection activities of current safety data
within its global safety database. The sources of safety data within the global safety database
include spontaneous reports, published literature. and clinical and other studies with medical
oversight (safcty data from clinical and other studics captured in the global safcty databasc
include only SAEs).

The three key steps in PMI's signal detection process are:

1. Initial signal detection: the identification of a new potential signal during the
assessment of studies spensored by PMI (PMl-sponsored Clinical and Passive
Surveillance Pre-Market Studies) and during the assessment of information derived
from unsolicited sources such as: literature monitoring, call centres. poison centres,
PMI-sponsored social media platforms/local and global websites, and AEs reported
by PMI employees.

2. Signal validation: verification of the existence of a new potential causal association
or a new aspect of a known association, with justification for further analysis.

3. Signal assessment: thorough investigation of the validated signal, including the
preparation of a Signal Evaluation Report.

During the reporting interval, no signals were open or closed.
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15 SIGNAL AND RISK EVALUATION

151 Summary of Safety Concerns

A summary of the safety concerns at the beginning of the reporting interval of this SUR is
presented in Table 15-1 below. New information reccived during the period covered by this
SUR (01-Jan-2020 to 31-Dec-2020} has been evaluated regarding: a) three important
identified risks of Hypersensitivity, Accidental exposure to product by child, and Burning
sensation; b) one important potential risk of Thermal burn; ¢) as well as about missing
information regarding exposurc to the THS during pregnancy and lactation,

Table 15-1 Summary of Safety Concerns-New Information at the Beginning of the
Reporting Interval

Search criteria for Risk | Interval Retrieved AEs within Safery

Risk Assessmoent Database

Important Hypersensitivity Standardised MedDRA 2,486 AEs retrieved:
Identified Ciery (SMQ))
Risks Hypersensitivity Most reported AEs (=1%):
{ Narrow)
- Hypersensitivity, n=849

- Rash, n=592

- Rash macular, n=215

- Pharyngeal swelling, n=205
- Lip swelling, n=118

- Gingival swelling, n=87

- Urticaria. n=76

- Swaollen tongue, n=37

- Swelling face, n=28

- Bronchospasm, n=27

- Mouth swelling, n-27

Accidental Selected PTs: 884 ALs retrieved:
cxposurs fo

product by child - Acvidental exposure to

product by child; - Aceidental exposure to product by

- Accidental exposure to child, n=884
product packaging by Co-reported AEs representing at least
child; 1% of the total:
- Accidental exposure to
produst - Vomiting, n=119
I N - Cough, n=19
Sdlected 2go groups: - Irritability, n=19
- Adolescent - Pallor. n=15
- Child - Nausea, n=11
- Infant - Retching, n=9
- Neonate - Asthenia, n=8

- Sommolence, n=T
""""""""" - Malaise, n=5

- Months - Mood altered, n=3

- Years - Hiccups, n=3
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Search criteria for Risk
Agsessment

Interval Retrieved AEs within Safety

Risk
1 Database

- Listless, n=4

- Salivary hypersecretion, n=3
- Pyrexia, n=3

- Fatigue, n=3

- Crying, n=3

Customized search of
MedDRA I'Ts and Lowest

Buming sensation 1,742 AEs retrieved:

Leved Terms (L1150

- Burning sensation, n=308

- Burning sensation mueosal, n=17
- Bkin burning sensation, n=3

- Oral discomfort®, n=1,214

- Burning sensation
- Buming sensation

) glilc-]iiqi::‘ninsst:‘nc'llinn {only the following selected LLTx
- Oral discomfort (c:nly under the PT Oral discomfort are

the following LLTx are

included in the risk

assessment):

- Burning coreer of
iR

- Burning lips

- Burning mouth

- Burning aval
sensation

- Lip bursing senvalion
of

- (pal hot feeling

- Oral mucosal bering
sensation)

inchaded in the risk assessment:

- Lip burning sensation of,
n=r&3

- furning lips, 0 171

- Durning mowth, n=137

- Burning orval sensation, n=63

- Crad mucosal burning
Semsafion. n=33

- Ural fiod feeling, n=23)

* note that the totul number of AEs under the
PT Oal discomfort is 1.357 out of which 1.214
were meluded in the risk assessment.

The following A5.7s have been excluded from
the risk assessment:

= Cvad discomjors fn=68)

= Lip discomfort n=51)

- Diiscomfort in mouth (n=27}
= (vl caviny discomifors fe=5i

Important Thermal burn
Potential

Risks

Customized scarch of

- Adrway burns

- Burmn oral cavity

- Burns first degree

- Burmns second degree
- Burns third degree

- Burns fowrth degree
- Thermal burn

= Thermal burns of eve

T.819 AEs retrieved:

Thermal burn, n=6,027
Burn eral cavity, n=1,726
- Burns sccond degree, n=46
- Adrway burmns, n=16

Burns first degree, n=4
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Risk

Search criteria for Risk
Agsessment

Interval Retrieved AEs within Safety
Databuse

Pregnamcy and
lactation

Missing
Information

MedDRA SOC:

- "Pregnancy, puerperium
and perinatal conditions”

MedDRA SMQs
(Narrow

- "MNeonatal exposures via
breast milk”

= "Pregnancy, labour and
debivery complications
and sk factors (excl.
abortions and stillhirth)*

- "Foetal disorders”

- "Functienal lactation
disorders”

- Weonatal disorders”

- "Normal pregnancy
conditions and outeomes”

S"Termination of
pregnancy and risk of
abortien”

I5 AEs retrieved:

- Exposure during pregnancy, n=9

- Maternal exposure during
pregnancy, n=4

- Maternal exposure during breast
feeding, n—1

- Moming sickness, n=1

Co-reported AEs:

- Nausea, n=4

- Cough, n=2

- Thermal burn, n=2

- Dyspepsia, n=2

- Malaise, n=2

- Oral discomfort, n=1

- Product physical issue, n=1

- Oropharyngeal pam, n=1

- Iypertension, n=1

- Gastrointestinal disorder, n-1

- Accidental exposure to product,
n=1

- Oropharyngeal discomfort, n=1

- Product complaint, n=1

- Device difficult to use, n=1

- Dizziness, n=1

- Dysphonia, n=1

15.2 Signai Evaluation

No signal was closed during the reporting period.
15.3 Evaluation of Risks and New Information

15.3.1 New information on Important ldentified Risks

15.3.1.1 Hypersensitivity

A search covering the period from 01-Jan-2020 up to the DLP of this SUR was performed in
the global safety database to retricve all the hypersensitivity-related events with THS use.
The electronic search included non-serious AEs and SAEs from solicited and unsolicited
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sources and was carried out using the MedDRA SMQ Hypersensitivity (narrow scope). The
latest MedDRA version used was 23.1.

A total of 2,486 AEs of hypersensitivity-related events with THS use (395 serious and 2,091
non-serious) were received in 2,097 ICSRs. The most reported AEs (>1%) were:
Hypersensitivity (34.15%. n=849, 342 serious and 307 non-serious), Rash (23.81%, n=592,
eight serious and 584 non-serious}), Rash macular (8.65%, n=215, two serious and 213 non-
serious), Pharyngeal swelling (8.25%, n=203, one serious and 204 non-serious), Lip swelling
{4.75%, n=11%, one serious and 117 non-serious), Gingival swelling (3.50%, n=87, one
serious and 86 non-serious), Urticaria (3.06%, n=76, one serious and 75 non-serious),
Swollen tongue (1.49%, n=37, all non-serious), Swelling face (1.13%, n=28, all non-serious),
Bronchospasm {1.09%, n=27, two sericus and 25 non-serious), and Mouth swelling (1.09%,
n=27, all non-serious).

The most reported SAEs (=1%) were: Hypersensitivity (86.58%, n=342, 198 resolved or
resolving, 100 with unknown outcome, and 44 not resolved), Angioedema (4.05%, n=16,
eight resolved or resolving, seven with unknown outcome, one not resolved), Oropharyngeal
blistering (2.28%, n=9, four with unknown outcome, three not resolved and two resolved),
Rash (2.03%, n=8, seven resolved or resolving, and one not resolved), and Larvngeal oedema
{1.01%, n=4, two not resolved, and two with unknown outcome).

As per the current RS1 Laryngeal oedema and Oropharyngeal blistering are unlisted, whercas
Hypersensitivity, Rash, and Angioedema are listed.

The AEs belonging to the MedDRA SMQ Hypersensitivity represented 3.21% (2,486
/77,328) of the total AEs received during the period covered by this SUR.

During the reporting interval of the current SUR, the number of cases under the MedDRA
SMQ Hypersensitivity per one million users was estimated to be 150.86. This calculation is
based on the number of cases falling under the MedDRA SMOQ Hypersensitivity and reported
during the reporting interval of this SUR {n=2,097). The calculation also includes the number
of uscrs during this peried, which is cstimated to be 13,9 million (based on EHTP PMI's
sales data and the assumption that a consumer uses 15 HeatSticks per day during the reporting
interval of this SUR). Taking into consideration an under-reporting of 90% specific to a
spontancous AE reporting system,” the reporting frequency rate for cases falling into the
MedDRA SMQ Hypersensitivity was estimated to be 0.15 per 100 users, following
correction for under-reporting. Based on the RSI for nicotine replacement therapies (such as
Summary of Product Characteristics for Nicorette® 15mg Inhalator, McNeil Products)’,
Hypersensitivity is a common (=1/100, <1/10) AE. The estimated reporting frequency rate
(after correction for under-reporting) for cases falling under the MedDRA SMQ
Hypersensitivity for the THS is therefore considered not to be higher than what is already
known for nicotine replacement therapics.

The evaluation of new information received during the SUR reporting interval does not
support a revision of the risk characterization of Hypersensitivity at this peint. PMI will
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continue to perform regular review of hypersensitivity-related cvents in the context of its
ongoing evaluation of new safety information for the THS.

15.3.1.2  Accidental exposure to preduct by Child

A search covering the reporting interval of this SUR was performed in the global safety
database to retrieve AFs related to accidental exposure to the EHTP by children. The
clectronic search included non-serious AEs and SAEs of Accidental exposure to the THS
product by children from solicited and unsolicited sources (PTs: Accidental exposure to
product by child, Accidental exposure to product packaging by child, and Accidental
exposure). The selected age groups were adolescent, child, infant. and neonate. The selected
age units were months and years.

A total of 884 events of Accidental exposure to product by child (five scrious and 879 non-
serious) were received in 884 ICSRs. A total of 290 AEs were co-reported, out of which four
were assessed as serious including Choking (n=2), Unresponsive to stimuli (n=1} and Altered
state of consciousness (n=1). Two events of Cheking were reported in two ICSRs concerning
neonates. Co-reported events in these two cases included Respiratory disorder, Vomiting and
Cough. In both cascs, the children Ingested a part of EHTP. No medical intervention was
deemed necessary. At the time of reporting, the outcome of the cvents was unknown. The
event of Unresponsive to stimuli concerned a one-year-old child who accidentally ingested
EHTP. Following the accidental exposure, the child experienced an additional event of
Vomiting. No medical intervention was deemed necessary. The outcome of the events was
unknown. The last scrious event of Altered state of consciousness concerned a one-year-old
child who ingested three EHTPs. The child experienced additional events of Vomiting and
Hiccups, and was transported to the hospital where she exhibited signs of Mydriasis and
Paller. The patient underwent stomach pump and was treated with activator TV, The outcome
of the events was unknown.

In 77.83% of ICSRs reporting Accidental exposure to product by children, no health-related
events were co-reported (No adverse event, n=088). In the remaining cases, there were co-
reported events with all non-serious AEs being the most frequent (>1%): Vomiting (41.03%,
n=119}, Cough (6.55%, n=19), kritability (6.55%, n=19}. Pallor (5.17%, n=15}, Nausca
{3.79%, n=11), Retching (3.10%. n=9), Asthenia (2.76%, n=8}, Somnolence (2.41%, n=T),
Malaise (1.72%, n=5), Mood altered (1.72%, n=5}, Hiccups (1.72%, n=35}, Listless (1.38%,
n=4}, Salivary hypersecretion {1.03%, n=3}, Pyrexia (1.03%, n=3}, Fatigue {1.03%, n=3),
and Crying (1.03%. n=3}. Vomiting, Pallor, and Nausea may be signs and symptoms of mild
nicotine intoxication, which may potentially occur upon the accidental ingestion of EHTP.

The evaluation of the new information received during the SUR reporting interval does not
support a revision of the risk characterization of Accidental exposure to product by child.
PMI will continue to perform regular review of accidental exposure by children related events
in the context of its ongoing evaluation of new safery information for the THS.
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15.3.1.3  Buming sensation

A search covering the period from 01-Jan-2020 up to the DLP of this SUR was performed in
the global safety database to retrieve data related to this risk. The electronic search included
all SAEs and non-scrious events from solicited and unsolicited sources.

The fellowing sclected MedDDRA PTs were part of the search criteria: Burning scnsation,
Burning sensation mucosal. Skin burning sensation. and Oral discomfort. Only a selected list
of LLTs under the PT Oral discomfort were included in the analysis, namely: Burning corner
of mouth, Burning lips, Burning mouth, Burning oral sensafion, Lip burning sensation of,
Oral hot feeling, and Oral mucosal buriing sensation. The other LLTs (Discomford in inowih,
Lip discomfort, Oral cavity discomgfort, Gral discomiort) were excluded being considered out
of scope for this risk asscssment, The clectronic search included all non-serious AEs and
SAkEs events from all sources for the THS.

A total of 1,742 AEs (two serious and 1,740 non-serious) were received in 1,710 1CSRs. The
retrieved AEs among the selected PT list were: Burning sensation (n=508, one serious and
507 non-serious), Burning sensation mucosal (n=17, all non-serious), and Skin burning
sensation (n=3, all non-scrious). The AEs retrieved among the selected LLTs under the PT
Oral discomfort were: Lip burning sensation of (n=783, onc serious and 782 non-scrious),
Burning lips (n=171, all non-serious), Bvrring month (n=137, all non-serious), Burning oral
sensation (n=63, all non-serious), Chal mucosal burning seasation (n=35, all non-serious),
and Oral hot feefing (n=235, all non-sericus). Of note, the total number of AEs under the PT
Oral discomfort was 1,357, out of which 1,214 were included in the risk assessment. The
LLTs excluded from the risk assessment were: (hal discomfort (n=60), Lip discomfort
(n=51), Discomfart in mouth (n=27), and Oral caviry discomfort (n=5).

Two scrious cases were identified. The first one concerned a 30-year-old consumer that
experienced events of Buring sensation along with Chest discomfort. Both events were
asscssed as scrious as they led to hospitalization. The details concerning the burning
sensation including the location of the burning sensation was not provided. Both cvents were
not resolved. The second case concerned an 83-vear-old consumer that experienced events
of Oral discomfort (LLT Lip buraing sensaiion of) along with Product physical issuc. The
consumer reported that the “cigarette makes his lips beiling hot”. The event of Oral
discomfort was considered as serious as it led to hospitalization. No treatment was
administered due to the event. 'The use of the products was not stopped. The event of Oral
discomfort was reported as not resolved.

Information regarding these cases is scarce {or at least two main reasons: i) because PMI is
not able to contact consumers that do not provide affirmative consent to be contacted by the
Company; ii) due te data privacy restrictions in several countries. Consequently, a thorough
root cause analysis could not be performed.

The evaluation of the new information received during the SUR reporting interval does not
support a revision of this risk characterization art this point. PMI will continue to perform
regular review of related events in the context of its ongoing evaluation of new safety
information for the THS,
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15.3.2 New information on Imporant Potential Risks
15.3.2.1  Thermal burn

A search covering the period from 01-Jan-2020 up to the DLP of this SUR was performed in
the glebal safety database 1o retricve data related to thermal bumns while using the THS. The
electronic search included all non-serious AEs and SAEs and from solicited and unsolicited
sources for the THS.

The scarch eriteria included a list of sclected MedDRA PTs as follows: Airway burns, Bumn
oral cavity, Burns first degree, Burns second degree, Burns third degree, Burns fourth degree,
Thermal burns of eye, and Thermal burn.

A total of 7,819 AEs (five scrious and 7,814 non-serious) were received in 7,567 1CSRs:
Thermal burn (n=6,027, four scrious and 6,023 non-serious), Burn oral cavity (n=1,726, onc
serious and 1,725 non-serious), Burns second degree (n=46. all non-serious), Airway bums
{n=16, all non-serious), and Burns first degree (n=4, all non-serious).

There were five serious cases identified, four reporting a serious event of Thermal bum and
one concerning an event of Burn oral cavity. All events were assessed as scrious as they
involved hospitalization. The reported events concerned laryngeal mucosa, lips, throat,
tongue and throat, and the burnt area was not specified in one case. In four out of five cases,
the patient underwent a treatment. The event outcome was reported as resolved for two
events, resolving for two events and was unknown for the remaining event.

In about 74.38% of cases, the consumer reported the oral cavity (including mouth, lips, and
tongue) as the body site affected. In about 5.69% of the cases, the reported body site were
fingers and/or hands.

Information regarding these cases is scarce for at least two main reasons: i) because PMI is
not able to contact consumers that do not provide affirmative consent to be contacted by the
Company; ii) due to data privacy restrictions in several countries. Consequently, a thorough
root cause analysis could not be performed.

The evaluation of the new information received during the period covered by this SUR does
not support an update of the characterization of the risk of Thermal burn. PMI will continue
to perform regular review of the Thermal burn events upon the THS use to ensure the ongoing
evaluation of new safety information.

15.3.3 Update on missing information

15.3.3.1  Pregnancy and Lactation

A search covering the peried from 01-Jan-202 to the DLP of this SUR was performed in the
global safety database to retrieve data related to pregnancy and lactation. The electronic
search for pregnancy reports included all non-serious AEs and SAEs from solicited and
unsolicited sources and was carried out under the MedDRA SOC “Pregnancy, pucrperium
and perinatal conditions" and the following MedDRA SMQs (Narrow): "Neonatal exposures
via breast milk", "Pregnancy. labour and delivery complications and risk factors (excl.
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abortions and stillbirth)”, "Feetal disorders”, "Functional lactation disorders”, "Nconatal
disorders", "Normal pregnancy conditions and outcomes”, "Termination of pregnancy and
risk of abortion™.

A total of 15 pregnancy related non-serious AHs were received in 15 1CSRs: Exposure during
pregnancy (n=9), Maternal exposure during pregnancy (n=4), Maiernal exposure during
breast feeding {n=1), and Morning sickness {n=1).

The co-reported AFs included Nausea (n=4). Cough (n=2), Thermal burn {n=2), Dyspepsia
(n=2), Malaise (n=2), Oral discomfort (n=1)}, Product physical issue (n=1), Oropharyngeal
pain (n=1), Hypertension (n=1}, Gastrointestinal disorder (n=1}. Accidental exposure to
product (n=1), Oropharvngeal discomfort {n=1), Product complaint (n=1), Device difficult
to use (n=1), Dizziness (n=1), and Dysphonia (n=1), all non-serious cvents.

The information received on the risk associated to the exposure during Pregnancy and
lactation to the THS during the reporting interval did not bring new insights on this matter.
PMI will continue to perform regular review of these events to assure the ongoing evaluation
of new safety information.

15.4 Characterization of Risks

15.4.1 Important Identified Risks
15.4.1.1 Hypersensitivity

Worldwide, the prevalence of allergic diseases has increased substantially in the last few
decades."""'One possible reason for such an increase may be the changing exposure to known
and unknown risk factors'* such as smoking. An increased risk of allergic discases among
individuals exposed to tobacco smoke is biologically plausible as smoking is known to
facilitate sensitization to perennial indoor allergens, such as those caused by furry animals,
as well as to some eutdoor allergens such as pollen.'® Smoking augments nasal responses to
allergen in atopic subjects and increases IgE, immunoglobulin G4, and postallergen
histamine levels in nasal lavage fluid.'*'* Tobacco smoke has a number of harmful effects
on the immune system.'® e.g. on humoral and cellular immunity. The putative direct effect
of tobacco smoke on the skin is unclear,” but smoke might directly impair skin-barrier
function via the effects of reactive oxygen species on keratinocytes.'™!” Several studies have
assessed the association between smoking exposure and allergic diseases.” Nicotine
replacement therapies based on nasal inhalation of nicetine also showed Hypersensitivity as
acommon (=1/100, <1/10) undesirable effect (e.g. Nicorette Inhalator). A recently published
survey performed on Korean middle and high school students, suggested that both EC and
HTP have the potential to cause and aggravate AR through airway inflammation or toxicity.®

The SPI version 5.0 dated 02-Dec-2019, mentions that Hypersensitivity events may occur in
users of the THS, in particular those with a past medical history of an allergic condition, such
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as food, pet. or dust allergies. In casc of signs and symptoms that may indicate a scrious
allergic event, users should stop using the THS and contact their physician immediately.

To characterize this risk, a cumulative scarch from the IBD (04-Nov-2014) to the DLP of
this SUR was performed in the global safety database to retrieve hypersensitivity-related
events with THS product use. The electrenic search for Hypersensitivity included all non-
serious AFs and SAFs from all sources and was carried out under the MedDRA SMQ
Hypersensitivity {(narrow). The selicited and unsolicited MedDRA version used was 23.1,

Cumulatively, 6,234 hypersensitivity-related AEs with THS use (801 serious and 5,433 non-
serious) were received in 5,359 ICSRs. The most reported ALs (=1%) were: Hypersensitivity
(28.33%. n=1,766, 661 serious and 1,105 non-serious), Rash (24.90%, n=1,552, 25 serious
and 1,527 non-scrious), Pharyngeal swelling (9.62%, n=600, three serious and 597 non-
serious). Gingival swelling (6.58%, n=410, one serious and 409 non-serious), Lip swelling
{5.79%, =361, two serious and 359 non-serious), Rash macular {4.75%, n=296, three serious
and 293 nen-serious), Urticaria (4.54%, n=283, two serious and 281 non-serious), Swollen
tongue (1.75%, n=109, one serious and 108 non-serious), Mouth swelling (1.65%, n=103, all
non-serious), Rash pruritic (1.49%, n=93, two serious and 91 non-serious), Rash
erythematous (1.19%, n=74, one scrious and 73 non-serious), and Swelling face (1.12%,
n=T0, all non-scrious).

The most reported SAEs (=1%) were: Hypersensitivity (82.532%, n=061, 372 resolved or
resolving, 181 with unknown outcome, and 108 not resolved), Angioedema (4.12%, n=33,
21 resolved or reselving, eight with unknown outcome, and four not resolved),
Oropharyngeal blistering (3.12%, n=25, 12 with unknewn outcome, eight not resolved, and
five resolved or resolving), Rash (3.12%, n=25, I8 resolved or resolving, six not resolved,
and one with unknown outcome), and Laryngeal oedema (2.50%, n=20, nine not resolved,
six resolved or resolving, and five with unknown outcome).

As mentioned in section 15.3.1.1, the reporting frequency rate of cases of Hypersensitivity is
estimated to be 0.15 per 100 uscrs for the current reporting period, after correction for under-
reporting. Based on the RSI for nicotine replacement therapies (such as Summary of Product
Characteristics for Nicorette™ 15mg Inhalator, McNeil Products), Hypersensitivity is a
common (=1/100, <1/10) AE. The cstimated reporting frequency rate (after correction for
under-reporting) of cases of Hypersensitivity for the THS is, therefore, considered not to be
higher than what is already known for nicotine replacement therapies.

PMI will continue to perform regular review of the events of Hypersensitivity upon the THS
use to ensure the ongoing evaluation of new safety informatien.

15.4.1.2  Accidental exposure to product by Child

Unintentional ingestion of tobaceo products is a major reason tor infant and child toxic
exposures worldwide. A European retrospective study published the outcomes of e-liquid
exposure incidents reported to 10 Peoison Centers™ in 2017, Out of 277 incidents analysed,
unintentional exposure was the most frequently cited type of exposure (71.3%). Among all
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analysed poisoning incidents, 42.7% wcre among the children population. Exposure via
ingestion was more frequent among paediatric patients (=5 vears) compared with children of
6-18 years and adults (87.0% vs. 59.3% vs. §7.6% p < 0.001)." Similar results have been
shown by a retrospective analysis of exposures associated with nicotine and tobacco products
(including e-liquid, CC) among children younger than six years old conducted in the U.S.2*%
Chewing tobacco (67.3%) and snuff (25.0%) accounted for most of the other tobacco product
cxposures.” Most children were exposed through ingestion (95.5%) or multiple routes
including ingestion (2.8%), and only 1.7% through non-ingestion routes.” A recent study
aiming to analyse cases of acute exposure to ECs, e-liquids, and HNBC products containing
nicotine based on toxicological consultations at the Czech Republic poisons control centre
during a seven-year perind (2012-2018) showed similar results®' From 119,229
consultations, 148 cases concerned acute exposure to ECs, Children and adolescents were
exposed in 91 {61%) cases, including exposure of neonates and infants in 54 (36%) cases.
The main route of exposure was ingestion in 129 {87%) cases, inhalation in nine (6%) cascs,
ocular in six (4% cases, and intravenous administration in three (2%) cases. The sources of
exposure were: the cartridge with e-liquid (107 cases; 72%), refillable tank (29 cases; 20%),
and HNBC refill (nine cases, 6%).

Infants are susceptible to accidental tobacee ingestion because of a natural curiosity and a
tendency for oral exploration.=* Ingestion of as little as 1mg of nicotine by a small child
can produce sympioms such as nausea and vomiting.”” Severe toxic effects of nicotine
ingestion may include weakness. convulsions, unresponsiveness, and impaired respiration,
and ultimately, may lead to respiratory arrest and death.”’

As deseribed in SPI version 5.0 for THS (dated 02-Dec-2019), toxic effects of nicotine
develop rapidly following acute overdose. The current data indicates that more than 500mg
{6 to Tmg/kg) of acute oral nicotine is an accurate estimate of the acute lethal oral dose in
adults. One EHTP contains, on average, 5-6mg of nicotine. The accidental ingestion of
EHTP may potentially causc signs and symptoms of nicotine intoxication such as: nausca,
hyper-salivation, abdeminal pain. vomiting, diarrhoea, cold sweatl, headache, dizziness,
hearing and wvisual disturbances, mental confusion, tremor, weakness, weak analgesia,
increase of respiratory reflex and coughing, increased bronchial seeretions, and increasc in
heart rate and blood pressure. The THS should always be kept away from children. In case
of accidental ingestion by children, a physician should be contacted immediately,

To characterize the risk of Accidental exposure to product by children, a cumulative search
from the IBD (04-Nov-2014) until the DLP of this SUR was performed in the global safety
database to retricve data on Accidental exposure to the THS by childien. The electronic
scarch included all non-scrious AEs and SAEs from solicited and unsolicited sources. The
selected PTs were Accidental exposure to product by child, Accidental exposure to product
packaging by child, and Accidental exposure. The selected age groups were adolescent, child,
infant, and neonate. The selected age units were months and years.

Cumulatively, 4.220 events of Accidental exposure to product by child (49 serious and 4,171
non-serious) were received in 4,220 1CSRs. In 79.34% of ICSRs reporting Accidental
exposure to product by children, no health-related events were co-reported (No adverse
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event, n=3,348). In the remaining part of cases there were a total of 1,256 co-reported cvents
(53 serious and 1,203 non-serious),

The most frequently (=1%) co-reperted AEs were: Vomiting (45.14%, n=567, 16 scrious and
551 non-serious), Pallor (5.89%, n=74, eight serious and 66 non-serious), Cough (5.10%,
n=64, all non-scricus), Nausca (4.70%, n=59, cnc scrious and 58 non-serious), liritability
{3.42%, n=43, all non-serious}, Mood altered (3.26%, n=41, all non-serious), Malaise
(2.31%, n=29, one serious and 28 non-serious}, Crying (2.07%, n=26, one sericus and 25
non-serious), Asthenia (2.07%, n=26, onc serious and 25 non-serious), Hiccups (1.67%,
n=21, all non-serious), Fatigue (1.43%, n=18, all non-serious}. Somnolence (1.19%, n=15,
all non-scrious), Pyrexia (1.11%, o=14, onc scrious and 13 non-scrious), Salivary
hypersecretion {1.04%, n=13, all non-serious). Respiratory tract irritation (1.04%, n=13, all
non-serious), and Choking {1.04%, n=13, nine scrious and four non-serious), Of the 53 co-
reported SAEs the most frequent (n=1) were: Yomiting (n=16), Choking (n=9), Pallor (n=8§),
and Drooling (n=2).

WVomiting and Pallor may be signs and symptoms of mild nicotine intoxication, which may
potentially occur upon the accidental ingestion of EHTP.

Thirteen events of Choking (nine serious and four non-serious) were received in 13 ICSRs.
All the children (age range 7 1o 14 months, age was unknown in one case) introduced EHTPs
or parts of them into their mouths. The co-reported events from 10 ICSRs included Cough
{n=T), Vomiting (n=3), Respiratory tract {eritation (n=3), Pyrexia (n=2), Respiratory disorder
{n=1}, Nasopharyngitis (n=1}, Initial insomnia {n=1), and Pain (n=1), all non-serious AEs.
The remaining three cases did not present any co-reported events. No medical intervention
was deemed necessary in all 13 [CSRs. The event outcome of Choking was reported as
resolving or resolved for three events (one serious and two non-serious) and was unknown
for the remaining 10 cvents. Taking into consideration that none of these cases led to
hospitalization and that no medical intervention was necessary, it is very unlikely that these
refer to cases of airway obstruction.

Cumulatively, the information received on the Accidental exposure by children to the EHTP
did not show a modified trend in the number of cazes, or impact on the individual or public
health throughout 1BD to the DLP of this SUR. PMI will continue to perform regular review
of all the reported events of Accidental exposure to the THS by children to assure the ongoing
evaluation of new safety information.

154,13  Buming sensation

A higher water content in the EHTPs may lead to production of acrosol which some users
perecive as warm. To avoid exposure of EHTPs to high humidity, PMI has communicated
through various channels and updated the user guide to instruct consumers to store the
products in a dry and cool place.

To characterize this risk, a comulative search from the IBD {04-Nov-2014) until the DLP of
this SUR was performed in the global safety database, A list of seleeted MedDRA PTs has
been used in the search strategy: Burning sensation, Burning sensation mucosal, Skin burning
sensation, and Oral discomfort, Only a selected list of LLTs under the PT Oral discomfort
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coding events of burning scnsation at the level of the oral cavity were included in the analysis,
such as: Burning corner of mouth, Burning lips, Burning mowth, Burning oraf sensation, Lip
hurning sensation of, Oval hot feeling, and Oral mucosal buriing sensation. The other LLTs
(Discomfort in mouth, Lip discomfort, Oral cavity discomfort, Oral discomfort) were
excluded being considered out of scope for this risk assessment. The ¢lectronic scarch
included all non-serious AFs and SAEs from solicited and unsolicited sources for the THS,

Cumulatively, 3,648 AFs (six serious and 3,642 non-serious) were received in 3,585 ICSRs,
The retrieved AEs among the sclected PT list were: Burning sensation (n=969, three scrious
and 966 non-serious), Burning sensation mucosal (n=23, all non-serious), and Skin burning
sensation (n=9, all non-scrious). The AEs retricved among the sclected LLTs under the PT
Oral discomfort were: Lip burning sensafion of (n=1,656, two serious and 1,654 non-serious),
Burning lips (n=384, one serious and 383 non-serious), Surming mouth (n=288, all non-
serious)., Buwrning orel sensation (n=115, all non-scrious), Oral hot feeling (n=106 all non-
serious), and (hal mucosal burning sensation (n=98, all non-serious). Of note, the total
number of AEs under the PT Oral discomfort was 3,013, out of which 2,647 AEs were
included in the risk assessment. The LLTy excluded from the risk asscssment were: Oral
discomfort (n=154), Lip discomfort (n=120), Discomfort in mouth (n=76), and Chral cavity
discomfort (n=16).

Among the three serious events of Buming sensation, two events were asscssed as serious as
they led to hospitalization. Tn the remaining case, the consumer felt a burning sensation along
with sore throat, coughing fit, chest wheezing. and he sensed a plastic, electrical smell
coming from the product. The consumer thought he was having a bad asthma attack and
reported the events as fife-threatening,

Concerning the three serious events of Oral discomfort, all of them concerned burning/
burning sensation of lips and were assessed as serious as they involved hespitalization.

Information regarding these cascs is scarce {or at least two main reasons: 1) because PMI is
not able to contact consumers that do net provide affirmative consent to be contacted by the
Company; it) due to data privacy restrictions in several countries. Consequently, a thorough
root cause analysis could not be performed.

Cumulatively, the information received on this risk did not show a different trend in the
number of cases, or impact on the individual or public health throughout the IBD and the
DLP of this SUR. PMI will contitue to perform regular evaluation of this risk to ensure the
ongoing evaluation of new safety information.

15.4.2 |Important Polential Risks
15.4.21 Thermal bum

Thermal burns defined as skin injuries caused by exposure to heat may occur while using
EC. Concerning the burn severity. it can be determined by burn depth, size, location. and
patient age.”™ The burns reported with the EC use vary from small skin blisters to serious
fourth degree burns that may occur with the explosion of the EC. The mechanism of the
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cxplosions is attributed to the battery. Lithium-ion batteries are the most common batteries in
EC as they are lighter in weiglt and more powerful compared to other batteries.”” However, the
lithium-ion battery is susceptible to a thermal runaway process that can generate massive
amounts of cnergy with temperatures reaching up to 903°C causing spontancous
explosions.™ Ehc failure rate of lithium batteries established during the manufacturing is one
in 10 million.’

The study by Corey et al. 2018 analyzed the data provided in the National Electronic Injury
Surveillance System (NEISS) to estimate the number of emergency department visits for
burn injuries associated with EC batteries in the U.S. In 2016, 26 EC battery-related burn
cases were captured by NEISS, which translates to a national estimate of 1,007 (95% CIL
357-1657} injuries presenting in ULS. emergency departments. Thermal burns made for
80.4% ofall injuries and occurred mainly to the upper leg/lower trunk (77.3%). Examination
of the case narrative showed that at least 20 of the burn injuries ocewrred while EC batteries
were held in the user’s pocket. A later study by Dohnalek et al.** analyzed information from
a national database of emergency department visits looking for EC related injuries overa 10-
year period. They found a total of 49 incidents recorded during the years 2008 to 2017,
including 18 cases in 2017, 25 cases in 2016, five cases in 2015, and one case in 2013, Using
statistical weights, the estimated annual rational incidence is 835 cases. Most of the injuries
were thermal burns to the lower extemity, followed by the upper extremity and hand.
Additionally, according to the review by Rossheim et al.**, there were an estimated 2,035 EC
explosion and burn injuries presented to U.S. hospital emergency departments (95% CI1 1107
to 2964 in vears 2015 to 2017.

To characterize this risk, a cumulative scarch from the IBD (04-Nov-2014) to the DLP of
this SUR was performed in the global safety database to retrieve events of thermal burn with
THS product wse. The electronic scarch included all non-serious AEs and SAEs from
solicited and unsolicited sources. The selected PTs were: Airway burns, Burn oral cavity,
Burns first degree, Burns second degree, Burns third degree. Burns fourth degree, Thermal
burns of eyve, and Thermal burn, The last MedDRA version used was 23,1,

Cumulatively, 16,475 AEs (23 serious and 16,452 non-serious) were received in 15,879
ICSRs: Thermal burn (n=13,129. 16 scrious and 13,113 nen-serious), Burn oral cavity
{n=3,145, three serious and 3,142 non-serious), Burns second degree (n=142, all non-
serious), Airway burns (n=39, all non-serious), Burns first degree (n=15, all non-serious),
Burns third degree (n=4, all serious), and Thermal burns of eye (n=1, non-scrious).

In about 76.25% of cases, the consumer reported the oral cavity (including mouth, lips, and
tongue) as the body site affected. In about 5.71% of the cases, the reported body site were
fingers and/or hands.

Among the 16 serious events of Thermal burn, 15 cvents were assessed as scrious as they led
to hospitalization. In the remaining case, the charger caught on fire, and possibly exploded,
which led to hand burn, A technical investigation had been conducted and showed that the
device pieces were physically damaged duc to external causcs, including dismantling of the
charger and the battery. Concerning the site of the burn, 13 cases reported a burn of lips or
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hand, in the remaining two cases, the burn site was provided as laryngeal mucosa, throat, and
in one case the site was unspecified.

Among the four serious events of Burns third degree, one casc reported a third degree burn
to the hand due to an alleged explosion of the device, one case reported “very deep
subcutancous burn™ of lips and salivary gland resectien due to the burn, one casc reported a
burn on consumer’s thumb resulting on the loss of the skin after having touched the lid of the
device, and the last case reported a third degree burn inside the mouth,

Among the three serious events of Burn eral cavity, two were assessed as serious as they led
to hospitalization. In the third case, the consumer experienced a disgusting feeling, along
with the tongue burning. The consumer felt that his tongue was scorched, the taste
perceptions was lost, and it did not improve after the product was stopped.

Cumulatively, the information received on the risk of Thermal burn did not show a different
trend in the number of cases, or impact on the individual or public health throughout the IBD
and the DLP of this SUR. PM1 will continue to perform regular evaluation of this risk to
ensure the ongoing evaluation of new safety information.

15,43 Missing Information

15.4.3.1 Pregnancy and Lactation

Public health institutes worldwide recommend that mothers should quit using tobacco and
nicotine products whilst pregnant® as it is elear that maternal smoking affects fetal wellbeing
and growth.**7 Indeed, nicotine is able to cross the placenta, and therefore, may affect foetal
development.®™ As pregnancy and lactation coastitute exclusion criteria and reason for
immediate withdrawal in all completed and ongoing clinical and Pre-Marketing Studics for
the THS. its use has not been tested in pregnant and breastfeeding women. An appropriate
characterization of the risks te which pregnant women are exposed while using the THS may
only be achicved through a long-term monitoring of spontancous cascs rcporting AEs
associated with the THS usage within this population. Based on the current knowledge and
as described in SPT version 5.0 for THS (dated 02-Dec-2019}), pregnant women, women who
think they may be pregnant. and breastfeeding women arc advised against the usc of the THS.

Teo characterize the risk associated with the vse of the THS during Pregnancy and lactation,
a cumulative search from the IBD {04-Nov-2014} until the DLP of this SUR was performed
in the global safcty database. The electronic scarch for pregnancy reports included all non-
serious AEs and SAEs from solicited and unsolicited sources and was carried out under the
MedDRA SOC "Pregnancy. puerperium and perinatal conditions" and the following
McdDRA SMQs (Narrow): "Neonalal exposures via breast milk” "Pregnancy, labour and
delivery complications and risk factors {excl. abortions and stillbirth," "Feetal disorders,”
"Functional lactation disorders,” "Neonatal disorders,” "Normal pregnancy conditions and
outcomes,"” and "Termination of pregnancy and risk of abortion™.

Cumulatively, 32 AEs {one serious and 31 non-serious) were received in 32 ICSRs including

Fae

Exposure during pregnancy (n=20, all non-scriovs), Maternal exposure during pregnancy
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{n=7, all non-serious), Marning sickness (n=1, non-serious}, Maternal exposure during breast
feeding (n=1, non-serious), Matemal exposure tming unspecified (n=1, non-serious),
Pregnancy (n=1, non-serious), and Mastitis (n=1, serious),

The 36 co-reported AEs were all assessed as non-serious and included Nausea {(n=7}, Cough
(n=3), Malaise (n=3), Oropharyngeal pain (n=2). Dyspepsia (n=2), Thermal burn (n=2),
Dizziness (n=2), Abdominal pain upper {n=2) and the remaining events were reported once:
Dysphonia, Hypertension, Product physical issue, Laryngitis, Oropharyngeal discomfort,
Throat writation, Product complaint, Tooth discolouration, Gastrointestinal disorder,
Occupational exposure to product, Oral discomfort, Device difficult to use, and Accidental
exposure to product.

Cumulatively, the information received on the risk associated to the exposurc during
Pregnancy and lactation to the THS did not show a modified trend in the number of cases, or
impact on the individual or public health throughout IBD and the DLP of this SUR. PMI will
continue to perform regular review of these events to assure the ongoing evaluation of new
safety information.
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16 CONCLUSIONS AND ACTIONS

This SUR covers all relevant safety data related to THS products use received by PMI during
the period from 01-Jan-2020 to 31-1ec-2020.

Of note, most of the spontaneous reports received by PMI are not medically confirmed, i.e.
they were reccived from consumers direetly and not from health care professionals.
Nevertheless, the cumulative and interval analysis of the safety informatien received on all
the important identified and potential risks as well as missing information did not show any
change in the safety profile of the THS. Taken together, the data presented in this SUR did
not lead to any safety-related actions.

PMI will continue to meticulously collect and evaluate all new safety information in order to
guarantee adequate supervision of the safety of THS products and their impact on public
health.
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18.1 Appendix 1: Reference Safety Information

THS Safety Product Information version 5.0 dated 02-Dec-2019
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1 INTRODUCTION

The Tobacco Heating System (THS), which includes the Electrically Heated Tobaceo Product
(EHTP) and the Tobacco Heating Device (THD), is a heat-not-burn tobacco product {currently
marketed as [Q0OS with HeatSticks/HEETS) that heats tobacco without producing combustion.
In comparison with cigareite smoke, the formation of harmful and potentially harmful
constituents {HPHCs) is greatly reduced.

The resubts of clinical studies conducted on the THS have shown a consistent sustained
reduction in the levels of biomarkers of exposure (BoExp) to selected HPHCs in participants
that used the product ad libitum in comparison with those that continued smoking cigareties.

Importantly, the magnitude of reductions in the BoExp levels to selected HPHCs when using
the THS were comparable to those observed when smokers stopped smoking cigarettes (1).

In addition, the results of the Exposure Response Study, measuring the biological response of
participants who switch to the THS for six months compared with participants who continned
to smoke, demonstrated favorable changes in clinical risk endpoints pointing in the direction
of risk reduction in those who switched to the THS (2).

The purpose of this Summary of Product Information (SPI) is to be the reference for
professionals {e.g. researchers, health care providers) on how to use the product safely and
effectively, once it is commercially available in the market. In this way, the SP1 wili be the
reference document for safety and efficacy for the conduct of clinical studies after
commercialization (e.g. for Investigator-Initiated Studies). The SPI is also the document used
to determine the expectedness of AEs associated with the wse of THS once commercially
available. This document dogs nof replace the User Guide for the THS.

2 PRODUCT DESCRIPTION
2.1 Product Name

Electrically Heated Tobacco Products (EHTP) are marketed worldwide as HeatSticks and/or
HEETS. The EHTP is to be used exclusively with the Tobacco Healing Device (THD). The
EHTP and the THD are components of the Tobacco Heating System (THS).

2.2 THS components

As previously mentioned, the THS is made up of two main components {see Figure 1}): The
EHTP, which is a Tobacco Stick and the THD, which consists of either two elements {charger
and holder) or one single element (holder only).
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Figure 1 Picture of the THS components (THD with two elements)
2.2.1 The EHTP

The EHTP is designed to function with the Holder. It is composed of a wobacco plug, a hollow
acetate tube (HAT), a polvlactic acid (PLA) pelymer-film filter. a mouthpiece filter, and of

outer and mouth-end papers. Additionally, an alu-wrapper is included in some versions of the
EHTP (see Figure 2).

(PLA) Filter

Tippumg Paper

Figure 2 Schematic cross-sectional view of the EHTP

All the ingredients have been evaluated with regards to their toxicological potential and have
been approved for use. The EHTP delivers nicotine, which is naturally present in tobacco. Each
tobacco stick contains 5-6mg nicotine.

Table 1 shows, per product variant, the ingredients contained in the EHTP, in addition to
biended lobacco.
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Table 1 Ingredients contained in the EHTP, in addition to blended tobacco (3
Category Ingredient Name 3::::: :1?:::‘
Tobacco Ingredient Glycerol % X
Tobacco Ingredient Water ® %
Yobacco Ingredient Guar Gum % X
Tobacco Ingredient Cellulose % *
Tobacco Ingredient {b) (4] I
Tobacco Ingredient Propylene Glycol ® | ¥
Tobacco Ingredient (b) (4)

Tobacco Ingredient MNatural & Artificial Flavarings % %
Tobacco Plug Wrap Paper Celluiose % x
Tobacco Plug Wrap Paper Calcium Carbonats x ®
Tobacco Plug Wrap Paper Carboxyrnethylcellulose and its Sodium Salt x %
Tobacco Piug adhesive Ethylene-Vinyl Acetate Copolymer x X
Tobacco Piug Adhesive Starch and/for Maodified Starches x X
Tobacco Piug Adhesive Propylene Giyeol X X
Quiter Papar Celluiose % X
Cuter Paper Calcium Carbonate % X
Quter Paper Epichlorhydrin Resin "

Quter Paper Carboxymethylcellulose % X
Quter Paper Guar Gum %

Quter Paper Adhesive Ethylene-Vinyl Acetate Copolymer % X
Hollow Acetate Tube Cellulose Acetate % *
Hollow Acetate Tube Triacetin x X
Hollow Acetate Tube Titanium Dioxide % X
Hollow Acetate Tube - Plugwrap Paper | Cellulose x X
Hollow Acetate Tube - Plugwrap Paper | Calcium Carbonate % X
Hollow Acetate Tube - Plugwrap Paper | Carboxymethylcellulose and its Sodium Salt x X
Hollow Acetate Tube - Adhesive Polyvinyl Acetate % X
Hollow Acetate Tube - Adhesive Hydroxyethylene - Vinyl Acetate Copolymer % X
Palylactic Acid Filter Poly Lactic Resin " X
Palylactic Acid Filter b 4

Polylactic Acld Filter ( ) ( )

Polyiactic Acid Filter Calcium Carbonates % X
Polylactic Acid Filter - Plug Wrap Paper | Cellulose % X
Polylactic Acid Filter - Plug Wrap Paper | Ka

Polylactic Acid Filter - Plug Wrap Paper |Rosin x X
Polylactic Acid Filter - Plug Wrap Paper | Optical Brightener x X
Polyiactic Acid Filter - Adhesive Polyvinyl Acetate % X
Polyiactic Acid Filter - Adhesive Ethylene-viryl Acetate Copalymer % %
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Category Ingredient Name ?r:f::: ::.::: !
Tobacco Ingredient Glyceral x X
Paolylactic Acid Filter - Adhesive Hydrocarbon Resin % X
Polylactic Acid Filter - Adhesive Paraffin % X
Polylactic Acid Filter - Adhesive Hydroxyethylene - Vinyl Acetate Copolymer % ¥
Palylactic Acid Filter - Adhesive Polylsohutylene % x
Wouth Piece Fiiter {b}(4}

outh Piece Fiiter Triacetin % X
wouth Piece Fitter Titanium Dioxide X X
Mouth Piece Filter - Plug Wrap Paper Celluiose % X
MWouth Piece Filter - Plug Wrap Paper Rosin % X
Mouth Piece Filter - Plug Wrap Paper Optical Brightener x X
Mouth Piece Filter - Plug Wrap Paper Kaoiin % X
tMouth Piece Fiiter - Adhesive Polyvinyl Acetate % X
fouth Plece Fiiter - Adhesive Ethylene-Vinyl Acetate Copolymer % X
fMouth Piece Fliter - Adhesive Hydrocarbon Resis % ¥
Mouth Plece Filter - Adhesive Paraffin x 4
Mouth Piece Filter - Adhesive Polyisobutylene x X
Mouth Piece Filter - Adhesive Hydroxyethylene - Vinyl Acetate Copolymer x X
Tipping Paper Cellulose % X
Tipping Paper Caltium Carbonate x %
Tipping Paper Kaolin ® X
Tipping Paper Titanium Dioxide % X
Tipping Paper Starch and/or Modified Starches % X
Tipping Paper Alkylketene Dimer ¥ b
Tipping Paper Epichlorhydrin Resin b X
Tipping Paper Pigments % kS
Tipping Paper - Adhesive Ethylene-Vinyl Acetate Copolymer ® X
Tipping Paper - Adhesive Hydroxyethylene - Vinyl Acetate Copolymer x ®
AluWrapper® Aluminium % *

* Only In some versions

2.2.2  THD with two elements (holder and charger)

2221 The Holder

The Holder is a slim electrical heating unit that heats the EHTP in a controlied manner by using
a heater blade.

Depending on the version. the Holder stores enough energy for one single inhalation
experience or two consecutive inhalation experiences. delivering puffs over a period of about
6 minutes or 14 puffs (whichever comes first) for each experience. A Light Emitting Diode
{L.ED} indicates when the experience can start and when the experience ends.
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Once this cyele is complete, the Holder must be recharged before a new EHTP can be used.

2222 The Charger
The power supply for the Holder is the Charger. It holds enough energy for approximately 20
uses of the Holder and can be recharged from household power.

The Charger stores the Holder when not in use, and provides a secure environment for the
cleaning process of the heater blade.

2.2.3  THD with one single element {holder only)
The THD with one single element consists of a holder heating the EHTP in a controlied manner

by using a heater blade.

The holder of the THD with one single element stores enough energy for approximatively [0
inhalation experiences, delivering puffs over a period of about & mimutes or 14 puffs
{whichever comes first) for each inhalation experience. A LED indicates when the experience
can start and when the experience ends.

The Holder of the THD with one single element cas be recharged from household power.

Figure 3 Picture of the THD with one single element

2.3 Product Variants

Different EHTP product variants are available on the market. EHTPs are available in different
tobacco blends/flavors options, including the Regular (non-Menthol variant) and the Menthol
variants,

2.4 THS Aerosol

Table 2 shows the levels of a selected list of compounds and HPHCs found, under the Health
Canada Intense {(HCI) machine-smoking conditions', in the aerosol of the Regular and Menthol
varianis of the THS in comparison with the levels found in a 3R4F relerence cigaretie. These
dala show that levels of the majority of HPHCs are reduced in the THS by more than 90%
compared to the reference cigarette (4, 5).

! Puffing regime. {irst described by Health Canada, when taking one puff of 35 mi volume and 2 seconds
duration every 30 s with 100 % of the ventilation zone on the cigaretie filter blocked
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Table 2 Analytes yields from the THS (Regular and Menthol variants) and a
cigarette (3R4F standard) obtained under HCI machine-smoking conditions

| Reforence
- THS {R | THS {(Menthol N
. | TS (Regular) {aenthol) tigaretts (3R4F)

Parameter {Unit)

| maan & Cless fstick rean & Class /stick

| Jeigarette
TPM? {mg/stick) 541+ 2.4 53EL36 46,34 2.9
Water (mg/stick} 304 + 4.6 31+3.6 133+186
micotine {mg/stick) 1.26+0.24 1.32 #0.11 208 + 0,14
NFDPM? (mg/lstick) 134428 134 £ 0.6 309+1.9
Carbon monoxide . e _—
I renes et s | 0,598 10072 062040 30,030
{mg/stickd
Benzolalpyrene {ngfstick) [ 1.190.08 108 £ 0.08 13708
menthol (ma/stick) n.a. A8+ 021 n.a.
Giyrarol imgfutick) 4.1+ 1407 £59 £0.47 235+ 055
amnangphinalens | 0.063 20.006 <0061 19,7+ 1.6
{ngfstick)
J-aminonaphthalene |
Z-aminonaphtaten | <0.035 0,035 14.8+19
{ng/fstick) i
3-aminobiphenyl {nafstick) (34113 <1013 390G+ 0,42
d-aminabiphenyl {ng/stick) <0.021 n.a. 313 +0.60
o-toleldine (ngfstick) 1304 10,149 0,865 + 0.087 2054 3.
Acetaldenyde {ug/stiek] | 213218 220572 1589 76
Acetone (pg/stick) 1333164 426181 729136
Acralein [ug/stick} 5441087 10,91 £ 2.98 183121
futyraldehyde (pgfstick) [25.32 2.7 m4+05 W38 +53
Crotonaldehyde [pg/stick) | 3,75 20,34 4,15 = 0,64 42,1+ 13,2
Formaldehyde [pgdstick] | 5.22210.24 6194 2,00 [ R

i e i

Methy! eyt keton 7.8440.75 10,19 + 2,73 241416
{ug/stick] ]

? Total particulate matter

* Micotine-{ree dry particulate matter
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THS {Reguizr) THS (3enthol] :f:;"::%m

Parameter [Unit)
. . mean  Chesy
4 Clos £l

mean  Cless /stick mean + Cluss /stick Jciaratt
Propionaidehyde {ug/stick) 1362 1.5 159+2.2 147+ 8
Acryionitrile {ug/stick) |0.185 t0.028 0.196 £ 0.016 1.6+ 2.3
1,3-butadiene (ug/stick) 0,319 0.073 0.411 *+ 0,093 91,8+ 110
Berzene {ugfetick] | 0575 20,072 0.628 £ 0073 w04 a8
iseprane {ugfatick) 2441050 2.63 0,60 262 £ 50
Pyridine (ug/stick) 9.38 4 0.95 10.08 + 0.46 51.8+7.5
Cuinoling {ugdstick} o014 20,002 0.010 £ 0.003 0,320 £0.101
Styrene {ug/stick) 0.672 +0.063 0,637 £ 0.079 89422
Foluene {pgfstick) 1.61+0.17 1.67 £0.37 1988 +10.9
Catechol (Mg/stick 164106 1284813 BB7L26
o-cresol (g stick) 0105 20007 0,058 + 0.007 4.86 + 0.50
m-crasal {jg/stick} 0042 £ 0006 {032 £ 0.005 371+£0.34
pcresol (ug/stick) Q473 £ 0,008 0,042 £ 0007 8501078
Hydrequlnone (ug/stick) 786 +0.63 6.21+0.86 24,1433
Phenal {efstick) 1.5140.23 1.00£0.1F 132409
Resorcing! {pafstick) 0.055 3 0.013 0.036 £ 0.005 1,95 & 0.55
Acetamide [pg/stick) 4131021 343£017 13.710.7
Acrylamide (ug/stick) |2.2710.28 1.80+0.12 53404
HAR (ng/stick: 3524048 327 £0.15 3434 3.0
NAT {ng/fstick] 1223116 186119 A% 53
MNK g/ otick |10.110.4 79 L1 257 %39
MNM (ngfstick) (103404 TP 10 B850
Ammonia (ug/stick) 113611 139+1.1 39.2+4.1
I-.Ft.fdr'o.gen cyanide 13732044 557 +0.35 451 £ 47
{ug/fstick) I
pitric oxide {g/stick) ST R 18.4+36 501+33
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{78310.78

| THS {Regular) THS (3enthol] :;:;:':E‘W]
Parameter [Unit)

i X . mean + Clasy

1 4+ Cles e

mean  Cless /stick mean + Cluss /stick Jciaratt
Netrogen oxides (ug/stick) 226158 19.4 £ 4.0 541+ 74
Arsenic [ng/stick) IPIRE) <E.13 L5606+ 040
Cadmium fng/fstick) | <0350 <3350 123412
Chromiuen {ng/stick <07 0.44 270
Legdd fnpfstick: 1 <3.35 ©3.35% 2552 E
tereury ingfatiek} l10210.05 1.12+0.1% 217+ 0.74
fiickel fng/stick) | <055 0.58 1.30°
Selerbum {ng/fstick] | <0.550 <(.550 143+ 0.15
Ethylene oxide [pg/stic 0.314 £ 0.011 0.273 £ 0.036 3M2t36
hitrobenrene {ng/siick | 3182 20008 4,155 £ 0.004 D5% + 0.04
Propylene oxide |pg/stick) ?0.1'?5153.03 0.14 £ 0,019 L7106
Vinyi chioride {ngfstick) <3.47 <3.47 953+ 123
Benzlalanthracene 2584017 250£0.06 266417
inpfutick] |

ibe &lanthracene

Dibeazlo fjanthracene | 0 0,100 1794014
{ng/fstick)
Pyrene (ngfstick) ¥.71:063 §7.3+4.1

Cl is the confidence interval of the mean,

n.a.: not analyzed.

<: median lower than the limit of quantitation, in this case LOQ is given.

If at least one value is below the LOQ, the median is given and the Cl is not mentioned.

# Cl not calculated.
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3 PRODUCT PARTICULARS

3.1 Target Population
The intended population for the THS is legal age adult smokers who would otherwise continue
to smoke.

3.2 Product Use

To use the THS, the consumer inserts the EHTP into the Holder to heat it. Thereafter. the
acrosol is inhaled by placing the lips on the EHTP mouthpiece and drawing air through it.

The THS should not be used if 1t appears damaged, has been exposed to excessive heat or
moistare or if {ts batieries appear to be leaking.

The Holder may warm up shightly when in use.

Further details {or use are provided in the THS User Guide.

3.3 Warnings and Precautions

To reduce the risk of injury, the THS shall always be used in accordance with the
manufacturer’s mstructions (see THS User Guide).

Pregnant or breastfeeding women should be advised against the use of the THS.
3.31 Specific Risks that Lead to a Precaution for Use

3.3.11 Hypersensitivity

Hypersensitivity reactions may occur in users of the THS, in particular in users with a past
medical history of allergic condition, such as food, pet or dust allergies. In case of signs and
svmptoms that may indicate a serious allergic reaction, users should be instructed to stop
using the THS and contact a physician immediately.

3.3.1.2 Risk of Accidental Exposure to product by Children

The THS shall be kept away from children at all times and it must be ensured they do not play
with this product. The accidental exposure {ingestion) of FHTPs may potentially cause signs
and symptoms of nicotine intoxication (see Section 3.7). In case of accidental exposure to
product by children, users of the THS should be instructed to contact a physician immediately.

3.3.1.3 Burning sensation during Hot and Humid Weather Conditions

The water in the aerosol increages heat teansfer properties and, under hot and humid weather
conditions, may infensify the feeling of higher temperatures of the acrosol. THS users are
encouraged to keep the THS in a dry environinent and prevent them from exposure to high
humidity to help avoid the perceived burning sensation when using the THS. If users continue
to experience discomfort, they should be advised against further usage of the THS in hot
conditions during periods of high humidity and should be advised to contact a physician.
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3.3.2 Risks Associated with Starting Using the Product
The THS contains nicotineg, which s addictive.

Due to the stimulation effects of nicotine in the autonomic nervous system, the users of the
THS may experience the following transient signs and symptoms: nausea, hyper-salivation,
abdominal pain, vomiting, diarrhea, cold sweat. headache, dizziness. hearing and visual
disturbances, mental confusion, tremor, weakness, weak analgesia, increase of respiralory
reflex and coughing, increased bronchial secretions. increase in heart rate and blood pressure.
Users who experience those signs/symptoms should be instructed to reduce product use by
increasing the interval between single inhalation experiences, and/or by decreasing the number
of puffs and/or the intensity of puffing.

333 Risks Associated with Nicotine Withdrawal

Users of the THS that stop using the product may experience nicoline withdrawal symptoms.
These symptoms usually emerge a few hours after nicotine abstinence and reflect an imbalance
in brain neurochemistry.

Nicotine withdrawal symptoms can be clustered as affective (irritability. anger. frustration,
anxiety. depressed mood, insomnia, dysphoria, hyperalgesia, impatient, restlessness.
nightmares), somatic (tremors, bradycardia, gastrointestinal discomfort, nausea, constipation,
increased appetite, hungry, weight gain, coughing, dizziness, sore throat, mouth uvicer) or
cognitive (difficulty concentrating, impaired memory).

3.4 Interactions

341 Smoking-Drug Interactions

It is well established that tobacco exposure/use accelerates the metabolism of many drugs,
particularly those primarily metabolized by Cytochrome P450 1A2 (CYPIA2) (6). The
CYPI1A2 enzyme-inducing effects of cigarette smoke are thought to be related to exposure to
polyeyelic aromatic hydrocarbons (PAHs) and other combustion by-products. The levels of
these HPHCs are significantly lower in THS as compared to cigarerte smoking. Consequently,
the reduction of PAHSs levels may impact CYPIA2 activity. This is not a THS drug interaction
per se, but an effect similar to what 1s observed upon smoking cessation, namely a de-induction
of CYPIA2, resulting from a decrease or absence of exposure to inducers such as PAHs.
Therefore, smokers treated with drugs primarily metabolized by CYP1LA2 which have a narrow
therapeutic index {e.g., theophylline, olanzapine, clozapine, ropinirole) may need adjustment
in the dosage regimen of these drugs, when switching from cigarette smoking to THS use.

3.5 Undesirable Events

3.5.1  Summary of Safety Profile

Hypersensitivily reactions may occur in users of the THS, in particular in users with a past
medical history of allergic conditions, such as food, pet or dust allergies (see specific warnings
and precautions in section 3.3.1.1).
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The accidental exposure to EHTPs by children may potentially cause signs and symptoms of
nicoling intoxication {see specific warnings and precautions in section 3.3.1.2).

When using the THS during hot and hamid weather conditions, consumers may feel a burning
sensation (see specific warnings and precautions in section 3.3.1.3).

As a class effect observed in other nicotine-containing products, the THS may cause some
common nicotine-related signs and symptoms when starting use of the product (see specific
warnings and precautions in section 3.3.2)

Nicotine withdrawal svmptoms may occur when stopping the vse of the THS. These svmploms
usually emerge a few hours alier nicotine abstinence (see specilic warnings and precautions in
section 3.3.3)
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3.5.2  Risks Associated with the use of the THS

For the purpose of this document, the list of risks in Table 3 and Table 4 are 1o be considered
expected with the THS use.

3.5.21 Identified Risks

Table 3 provides the list of identified risks associated with the use of THS based on clinical
studies and post-market experience.

Table 3 List of ldentified Risks with THS use

System Organ Class Risk (Preferred term)

mimune Systerm Disorders - Hvpersensitivity

Genaral disorders and administration site conditions - Burning sensation

njury, polsoning and procedural complications - Accidental exposure lo product by child

3.5.22 Class Effect Risks

Table 4 provides the list of nicotine class effect risks with the THS use, based on safety
information included in the Summary of Product Characteristics {SPC) or label {or Nicotine
Replacement Therapies (NRTs). Based on Merck Manual online (7) there are ive {ypes of
NRTs: nicotine gum, nicotine lozenge, nicoline inhalator/inhaler, nicoline nasal spray and
nicotine patch, Based on the route of admimistration, nicotine gum (8-10) nicotine lozenge (11-
13) and nicotine inhalator/inhaler (14, 15) were selected as references for nicotine class effect
risks. Additionally, the SPC for the nicotine mouth spray was added in the selected references
tor elass effect risks, after identification of this product in the list of NRTs from MeNeil
Products (16).

AE terms mentioned in the SPCs/ label for nicotine gum (8-10). nicotine lozenge (11-13),
nicotine inhalator/ inhaler (14, 15) and nicotine mouth spray (16). which are not Preferred
Terms (PTs) from the Medical Dictionary for Regulatory Activities (MedDRA), were coded
to match corresponding PTs in MedDRA.

Table 4 List of Class Effect Risks with Nicotine Use

'System Organ Class Risk (Preferred Term)

mimune System Disorders - Anaphylactic reaction
Hypersensitivity

Fsychiatric disorders - Abnoal dreams
Agitation

- Anxiety

- Disturbance in attention

- Insomnia

- Mood altered

- vitabdlity

- MNervousness

- Deprassion
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Headacke
- Dizziness
MNervous Systam Disorders - Dysgeusia

-~ Buming sensation

- Paraesthesia

- Seizure

- Vision blugred

- Lactimation increased
- Palpitations

Cardiac Disordars - Tachycardia

- Armrhythmia supraventricular
- Atrial Nibrillation

- Flushing

- Mypertension

Eye Disorders

Wascular Disorders

- Cough

. Orophanmgeal pain
- Throat iritation

- Laryngeal pain
Raespiratory, Thoracic and Mediastinal Disorders - Nasal Congestion
- Bronchospasm
- Dysphoria

- [wspnoea

- Bneezing

- Throat tightness
- Rhinorrhosa

- Rhinitis
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tFastrointestinal Disorders

MNausea

Stomatitis

Hicocups

Abdominal pain
Diarrhoea

Dy meuth

Dyspepsia

Gastritis

Oesophagitis
Flatulence

Salivary hypersecretion
Vormiting

Eruclation

Glozssitis

Cral mucosal blistering
Oral mucesal exfoliation
Paraesthesia oral
Dysphagia
Hypoaesthesia oral
Retching

Dry throat
Gastrointestingl discomfort
Lip pain

Oral pain

Toothache

Gingivitis

Teolh disorder

Bkin and Subcutaneous Tissue Disorders

Hyperhidrosis
Pruritus

Rash
Urticaria
Angioedema
Erythaema

Dy skin

Muscidoskeleiad and Conneclive Tissue Disorders

Muscle tightness
Pain in jaw
Musculoskeletal pain
Back pain
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Fatigus
- Asthenia
General Disorders and Administration Site Conditions - Chest discomfort
-~ Chest pain
- Malaise
- Pyrexia

- influenza fike illness

3.6 Other Effects

The post-market surveillance system has identified reports of gum bleeding coming from
consumers using THS., Smeking causes periedontitis, which is characterized by an
inflammation of the gingiva (17). A review of the literature found that smokers experience a
decreased vascular response and therefore gum bleeding may be suppressed in smokers despite
the periodoniitis due to a decrease in blood flow in gum tissues (18), This effect 15 due to the
impact on the cellular response including inflaminatory and regencrative functions, which
impairs periodontal healing in smokers (19-21). Smoking also reduces the angiogenic response
to plaque and in consequence leads to reduced bleeding in smokers (22).

Cuitting smoking has been associated with an increased risk of gum bleeding due to an increase
in Blood flow in gum tissues (23). This effect is transient and seen particularly during the first
months after quirting (24).

Switching to THS reduces the exposure to toxicants / harmful and potentially harmful
constituents {associated with cigarette smoking) by over 90% compared to continued smoking
(1). Tt is therefore plavsible that smokers, who switch to THS may experience a transient
increase in gingival bleeding. This is likely due to a similar effect observed upon quitting (i.e..
an increase in blood flow in gum tissues). This effect of switching to THS is transient and
similar to what is seen after guitting smoking.

3.7 Nicotine Overdose

Signs and symptoms suggestive of nicotine intoxication can oceur due to the sumulation of the
autonomic nervous system by nicotine, if the THS is used in excess, or ingested {e.p.
accidentally by children).

Toxic effects of nicotine develop rapidly following acute overdose. The current data indicate
that more than 500 mg (6 to Tmg/kg) of oral nicotine is an accurate estimate of the acute lethal
oral dose in adults (25). One EHTP contains, in average. 5 — 6mg of nicotine.

Signs and symptoms ol acute nicotine intoxication include navsea, hyper-salivation, abdominal
pain, vomiting, diarrhea, cold sweat, headache, dizziness, hearing and visual disturbances,
mental confusion, tremor, weakness, weak analgesia, increase of respiratory reflex and
coughing, increased bronchial secretions, increase in heart rate and blood pressure.

Other subsequent conditions may also occur such as faintness, prostration, dyspnea, seizures,
hypotension; weak, irregular, rapid pulse rate / transient cardiac standstill or paroxysmal atrial
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fibrillation. Death may occur within a few minutes following severe nicotine overdose, usually
as a result of respiratory failure secondary to paralysis of respiratory muscles.

Acute nicotine infoxication generally requires symptomatic and supportive care. There is no
specific antidote for nicotine intoxication. Activated charcoal (26) is recommended if patients
are presented shortly after nicotine ingestion, due to the possibility of nicotine-induced
seizures, provided the risks do not outweigh the anticipated benefits. If a patient is vomiting,
convulsing, or has a decreased level of consciousness, there is a risk of pulmonary aspiration
with charcoal administration. Alkaline solutions should be avoided. Treatment is supportive
and includes support of respiration and control of convulsions., Atropine may be wsed (o
suppress features of parasympathomimetic stimulation.

Voumiting, which is commonly seen in these cases (27, 28), can help reduce absorption of
nicotine and is usually self-limited: therefore. treatment with anti-emetics is not recommended
in case of product ingestion.

4 PRODUCT PERFORMANCE

4.1 Pharmacckinetic and Pharmacodynamic properties

Following single use ol the THS, clinical studies showed that the average nicoline plasma
concentrations peaked around 10 to 14 ng/mL in around 6 minutes and that the terminal half-
life of nicotine was around 2 to 4 hours (29).

The results of clinical studies with the THS to date have also shown that users of the product
were able to reach nicotine levels similar to those achieved by cigaretie smoking, suggesting
that nicotine exposure in THS users is similar to cigaretie smoking, afier a period of adaptation
to product use that can take several weeks.

Product acceptability as measured by nicotine uptake and reduction of urge-to-smoke was
comparable to cigarette smoking: thus, the THS offers an experience close to what smokers
expect when smoking cigarettes (30, 31).

4.2 Summary of Safety Aspects from Non-Clinical Studies

No new or increased toxicological hazard in the THS acrosol was detected compared with
cigarette smoke.

Chemical analysis confirmed that the THS aerosol has significantly lower levels of HPHCs
than cigarette smoke (see Section 2.4).

The biological activity of the THS aerosol was tested in vitro and in vive. In vitro studies
demonstrated a decreased biological activity of the THS generated aerosol compared with
cigarette smoke. The cytotoxieity (neutral red uptake assay) was reduced by more than 80% in
the THS aerosol when compared to cigarette smoke, The genotoxie activity in bacterial cells
{Ames assay) and in mammalian cells was decreased for the THS compared to cigarette smoke
{4). In vive 90-day inhalation study performed with the THS demonstrated a lower toxicity
compared to the exposure to cigarette smoke (32-34).



PMI Rescarch & Development Summary of Preduet Information
Tobaceo Heating System {THS) Wersion 5.0/ (12 December 2019 Page 23 of 27

The non-clinical assessment performed with the THS supports the conclusion that users of the
THS will not be exposed to increased or new hazards when using the THS compared with

continued smoking.

5 DATE OF FIRST MARKET LAUNCH
04-Nav-2014 (Japan)

& DATE OF REVISION OF THE TEXT

(12-December-2019
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18.21 Appendix 2a; Cumulative Summary Tabulations of Serious Adverse Events
from Clinical Studies
MedDRA System MedDRA THS THS THS
Organ Class Preferred Term cc unspecified | Menthol | Regular 54 | Total
Blood and
Iymphatic system | Anasemia 0 L 0 1 ] 1
disorders
Agute myocardial
e o
inferction o ﬂ 0
Cordine Airial Tibriliztion |0 i i D 7] 3
disorders
C:ardm-lerap:mmr}' 0 0 o 0
arrest
Enieritis i i L] i 1
Ioguinal hernia i} i i 0 1
Gastrointestimal | [0 e
disorders palep 0 0 0 2 5
Panerealilis
chromie 0 0 0 0
General
disorders and
administration Death 0 0 0 2
site comditions
Appendicits 0 0 0 1 1
Cellulitis 1 il il o i+
Cellulitis
staphylocaceal a 0 0 0
Epiglottitis i} i il 1 0
Tnfluenea 0 1] ] | 0
Infections and Peritonitis a 0 i} 1 0 13
intestations B -
neumonia a a a | 0
mycopiasimal
P}-‘::loucp:\nlis 1 a a 1 0
aculs
Sinusilis [ 0 1 1] 0
Tooth infection 1 1] L] o o
Urosepsis 1 ] i 0 0
Clavicle fracre 1 0 L] 1] 0
. . Fool (racture i} i] il | [
Injury, poisoning
and procedural Head imjury 0 0 L] 1 0 10
. Bicut
FOMPRERHIOnS T Facure 0 0 0 i 0
Multiple fractures ] 0 0 I 0
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MedDRA System MedDRA THS THS THS )
Organ Class Preferred Term cc unspecified Menthol Regular SA Total
Parella fracture ] I 0 0 0
!
I ulnm!mr}' a a 0 0
contusion
“Rib fracture 1 ] L] o 0
Skin laceration 0 0 0 I 0
Traumatic
haermotharax 0 ¢ 0 0
Metabolism and N
nutrition Diaberic L 0 I 0 i 1
ketoacidosis
disorders
Back pain 1 0 0 0 0
Musculuskeletal Costochendritis i 0 i} 1 0
and connective Taw cyst | 0 0 0 0 4
tissue disorders
WVertebral
osicophyle ! o 0 0 v
Adenocarcinoma 0 a a o 1
af colon
Breast cancer 1 0 0 0 0
Neoplasms Latlammatory 1 { 1] 0 0
benign, pacudoliumaon
ualignant and Intestinal 6
unspecified (incl | 0 gingis 0 v v 1 0
eysts aml palyps) ~ §
Papillary thyroid 0 a o 0
cancer
Uterine o
leiamyoma b 0 0 0
Myclopathy I 0 Ul 1] 0
Seizure 0 ] ] 1 0
Mervous system Tarsal tunnel
disorders syndrome i a 0 0 4
Transient
ischaemic atlack ! o 0 0 0
Adjustment
disorder with 1 0 0 ] H
depressed mood
Psychiatric Aleohol ghuse 0 0 0 I 0 4
disorders .
(_dgnllpleted 0 0 a 1 "
suigide
Sueidnl ideation I 0 0 1] 0
Renal and
nrinary Nephrolithiasis 1 { il 0 0 1
disorders
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MedDRA System | MedDRA cc THS THS THS | g0 | Towl
Organ Class Preferred Term unspecified Menthol Regular
Reproductive Menorthaga i} ] i 1 0
system and - 1
breast disorders Orvarian cyst U 1 a 0 0
Pleural effusion 1 0 0 ] iH
Respiratory, Pneamonia
thoracic and Hmany i a il 1 0
mediastinal aspiratian 3
1 ;
disorders Pul memary a 0 0 0
oedema
Slucml . Bereavemeni 1 ] il 0 0 1
circumstances
Peripheral arterial c a a 0 1
Vascular occlusive disease
- 2
disorders :
I[’.enpher_al a i 0 0
ischacmia
Total b1l 7 z 19 7 (3]
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18.2.2 Appendix 2b; Cumulative Summary Tabulations of Serious Adverse Events
from Pre-Market Studies

MedDRA System Organ Class | MedDRA Preferred Term THS Total
General disorders and Adverse event 1 )
administration site conditions | Injurv sssociated with device 1

Bronchitis 1

Cholecystitis infective 1
Infections and infestations Ear mlect:qf ! 7

Osteomyelits 1

Preumaonia 2

Sepsis 1

Accident 1

Concussion i

Fall 1

Head injury 1

Joint injury 1
Injury, poisoning and Limb injury 1 iz
procedural complications Muscle strain 1

Nerve mjury 1

Road traffic accident 1

Skeletal injury 1

Skin alvrasion 1

Thermal burm 1
Musculoskeletal and Spinal disorder 1 2
conncetive tissue disorders Spinal pain 1
Respiratory, thoracic and Famsillar cvst |
mediastinal disorders onstiarcys N
Surgical and medical Hospitalization 1
procedures
Total 25 25
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18.2.3 Appendix 2¢: Cumulative and Interval Summary Tabulations of Serious and
Non-Serious Adverse Events from Post-Marketing Experience

MedDRA S0C Iné::::"] Cumnulative Iaterval Cumulative Interval Cumulative
MedDRA PT sérinus Non-serious Serious Serious Total Total

f:;‘;':n“(':'ﬁ:f;ﬁ'::m'“ 44 109 0 2 44 1m
Anasimia 3 4] 1] 1 3 7
Bloed disorder 0 1 1] i] 0 1
Coagulopathy 1] 1 1] i 0 1
Lymph node pain [ 13 1] 0 5] 13
Lymiphadenitis 4 @ 0 0 4 9
Lymphadenopathy 31 4 0 1 3l 80

Cardiac disorders 492 1174 310 639 802 1813
Anging pectoris 2 2 232 457 234 439
Arrhythmia 0 i} S0 102 50 102
::_f:n;'i;pasm 0 0 2 2 2 2
Adrial fibnllation 0 13 1 1 1 1
Q;:E\-'Lrntrlcular 0 | 0 0 0 1
Bradycardia 0 4] L] 2 0 2
Cardiac arrest 0 0 0 2 0 2
Cardiac discomfort 15 53 1 1 19 54
Cardiac disorder 53 110 3 6 56 116
Cardiac failure 0 ( 1 2 1 2
Cardiac fibrillation 1] [t} 0 2 0 2

_ﬁr:;:pu]nmnary 0 0 1 | 1 1
g;ﬁf;“““m 13 27 0 i 13 28
Diressler's syndreme 1 0 i 1 1
Extrasystoles 1 5 1] 1] 1 5
;f:g,i:f‘“c ) 1 0 0 0 1
3‘:’;‘::3;‘;’ al 0 1 15 36 15 37
:’Cﬁ;:‘lia”' 0 0 1 2 1 2
Palpitations 223 B0 2 il 225 615
Pericardial effusion 0 i] 1] 1 0 1
Pericarditis 0 ] L] 2 4] 2
Sinus arrhythmia I L o 0 1 1
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT n¢ rious Non-serious Serious Serious Total Total
Sinus tachyeardia 0 ] L] 1 0 1
Tachyarrhythmia 1 L 1] 1 | 1
Tachycardia 179 367 1 5 180 a2
nd genctic dvorters | ° ! ' ’ 0 '
Albinism 0 | 0 0 | 0 | 1
Eﬂ;ﬂ;‘;;“ byrinth 160 389 4 5 164 394
Deafness 0 i 2 3 2 3
Deafness transitory 0 ! o 0 0 1
Ear congestion 3 19 o 0 3 19
Ear discomfort 16 36 o 0 16 36
Ear disorder 3 [ 0 0 3 6
Ear pam 12 28 o ] 12 28
Ear pruritus 0 3 0 0 0 3
Ear swelling 3 5 L] 0 3 5
E;‘;‘:zi:::mm“ 0 | 0 0 0 1
[Typoacusis | 14 I | 2 15
inflammtion : : 0 " : 2
Mation sickness 7 21 o 0 7 21
Tinnitus 24 39 0 0 24 39
Vertigo 90 193 1 1 41 194
Wertigo positional 1] 1 1] i] 0 1
Endocrine disorders 16 37 0 2 16 39
ibyeid darder 0 0 " ‘ 0 |
Goitre 2 5 o 0 2 5
Hyperthyroidism 0 1] o 1 0 1
Hypothyroidism 0 l i} i 0 1
Thyroid cyst 1 l 0 0 1 1
Thyroid disorder 9 18 0 0 9 18
Thyroid mass 2 3 0 0 2 3
Thyroid pain 1 5 0 0 1 5
Thyroiditis 1 4 o 0 1 4
Eve disorders 129 648 12 20 241 668
i;;-{ll:ll;r.nm!alwn o | o 0 0 1
Asthenopia 3 9 1] 0 i El
Blepharespasm 2 4 L] i 2 4
Elindnass 0 0 4 4 4 4
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT m rious Non-serious Serious Serious Total Total
Blindness transient 0 ] 1 2 1 2
Chromatopsia 0 l 1] 0 0 1
D o o [ T T T
Siér:ét::clm tis | 3 o o 1 3
L;:ler:: circles undzr 2 5 0 i 3 5
Diplopia 2 4 1] 0 2 4
Dry eye 13 76 0 0 13 76
Eezema eyelids 0 1 0 0 0 1
Erythema of evelid 1 2 0 0 | 1 2
%ﬁﬁ:f:g‘e e 0 2 0 D 0 2
Exophthalmos 0 0 1 1 1 1
Eye allergy L 2 L] 0 1 2
Eye celowr change 0 l o 0 0 1
Eye discharge 1 7 0 0 1 7
Eye disorder 2 10 0 0 2 10
Eye haemorrhage 0 l L] 0 0 1
Eye inflammation ! 2 0 1 1 3
Eye frritation 12 27 0 1 12 28
Eﬁﬁ;‘mm 3 4 0 0 3 4
Eye oedema I 1 0 i 1 1
Eye pain 200 67 1] i] 20 67
Eve paraesthesia ] L 1] 0 0 1
FEye pruritus 20 42 L] 1 20 43
Eye swelling 17 45 1 2 18 47
Eyelid iritation 0 2 0 0 0 2
Eyelid oedema 2 3 1] 0 2 3
Eyelid ptosis 1 1 L] 0 1 1
Eyelid rash 1 2 1] 0 1 2
Eyelids praritus 1 3 0 i 1 k]
bi“;';‘:;’ on 39 97 1 2 L 99
Maculopathy 0 1 0 0 0 1
Metamorphepsia | 0 2 0 1] ! 0 2
Mydriasis 2 3 0 0 2 3
Ocular discomfort 5 14 0 0 8 14
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT - Non=serious Serious Serious Total Total
serious
Ocular hyperaemia 13 R L] 0 13 48
Ocular hypertension 0 1] 1 ! 1 1
Periorbital pain 0 1 L] 0 0 1
Periorbital swelling 2 [ 1] 1] 2 [§]
Photephobia 2 4 L] i] 2 4
Photopsia 1 1 1] 0 1 1
Swelling of eyelid i & 0 i i f
Wision blurred 30 &3 1 2 3l 85
Visual acuity n
reduced 1] 2 L] 0 0 2
Wisual impairment 22 49 0 1 22 50
Kerophthalmia 0 1 1 1 1 2
Gastrointestinal 11956 31721 68 193 12024 31914
disorders
s odominal 156 1016 3 5 489 1021
iscomtort
Abdominal 90 246 2 2 o 248
distension
Abdominal pain 97 199 2 2 99 201
Abdominal pain 3 16 0 i 3 16
lower
Abdominal pain 873 1742 2 6 875 1748
Uppcr
Abdominal rigidity ] 4 0 i} [} 4
Abnormal faeces 1 4 1 I 2 5
Acrophagia 0 1 1] 0 0 1
Ageusia I 1 0 i 1 1
Allergic stomatitis 1 2 0 0 1 2
Anaesthesia oral 3 7 1] ] 3 7
Anal incontinence 0 1 1} 0 0 1
Angular cheilitis 0 l 1] i 0 1
Anorcctal
. ) i
discomfort o 4 ! v 0 4
Aphthous ulcer 93 201 0 0 EX] 261
Aptyalism 8 18 0 0 g 18
Bm-.'ei mevement 2 2 0 0 9 8
irregularity
Breath edour 22 8l 1 1 23 82
Burning mouth L | 0 0 1 1
syndrome
Cardiospasm 0 2 L] 0 ] 2
Change of bowel
habit 0 2 o il 0 2
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT M rious Non=5¢rious Serious Serious Total Total
Chapped lips 45 155 0 0 45 155
Chgilitis T2 244 1] 0 72 244
Chronic gastritis 1 2 L] 0 1 2
Coating in mouth 11 24 1] 1] 11 24
Calitis 1 3 0 0 1 3
Colitis ulcerative i} i 1 | 1 1
Constipation 19 fifs 0 i 19 66
Dental carics k] 14 1 1 9 15
Dental discomfort 14 27 0 0 14 27
Dental paraesthesia 5 Bl L] 0 5 B
Dental plaque 6 14 1] 0 6 14
Eelz}:il:lmgmanc | l 0 0 1 1
Diarrhoea 145 322 3 5 148 327
Discoloured vomit 0 2 0 0 0 |2
Diverticulitis 0 i} 1 1 1 1
Dry mouth TRT 1801 1} 3 TET 1804
Duedenal uleer 0 & 2 4 2 4
Duodenitis 2 2 1} 0 2 2
Dyschezia 1 1 0 0 1 | 1
Diysgeusia 2 2 0 0 2 2
Dryspepsia Tl6 1546 3 5 719 1551
Drysphagia 7 194 1 4 76 198
Enamel anomaly 1 1 0 0 1 1
Enlarged uvala 4 13 0 0 4 13
Enteritis 0 2 1] 0 0 2
Enterocolitis 0 i} 0 1 0 1
Hiaotic 10 14 n 0 10 14
Erosive duodenitis 0 i} 0 1 0 1
Eructation 19 0 1} 0 19 39
Facces discoloured 2 4 L] 0 2 4
Fagces hard 0 1 0 i 0 1
Facees soft 0 ! 0 0 0 1
Flatulence 30 66 0 0 30 66
Food poisoning 1 3 0 i 1 3
Functicnal
gastrointestinal 1 2 0 0 1 2
disorder
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT - Non=serious Serious Serious Total Total
serious

Giastric cyst 0 1 L] 0 0 1
Gastric dilatation 1 3 1] 0 1 3
Gastric disorder 20 43 0 0 20 43
Ciastric perforation 1 1 1 | 2 2
Gastric ulcer 0 0 8 21 8 21
Giastric 1I.1Ice1' 0 0 0 1 0 1
perforation
Gastritis 26 i 0 1 26 66
Ulasuomtestmal 64 130 3 4 - 134
disorder
Gastrointestinal
hypermuotility L ! 0 0 ! !
I(mstrmnte:r.tlnal | 3 0 i 1 3
inflammation

1 3 1] 0 1 3

Ga:l‘mmtcst dl
oedema 0 1] 1 1 1 1
(@sﬁ'ﬂmte stinal 12 17 0 0 3 17
pain
Gastrointestinal 0 5 0 0 0 3
sounds abnormal
Qqsu?mtcsnnal tract 0 1 0 0 0 1
irTitation
Crastrointestinal 1 | 0 0 1 1
ulcer
Giastrooesophageal 60 128 1 2 6l 130
reflux discase
Gingival bleeding 433 1295 2 6 435 1301
Gingival blister 7 24 o 0 7 24
Gingival 3 24 0 0 3 24
discolouration
Gingival discomfort Bl 118 1] 1 &) 119
CGringival disorder 36 157 1] 2 36 159
Gingival erosion 1 5 1] 0 1 5
Giingival erythema 9 4 1] 0 9 24
Gingival pain 145 431 0 0 145 431
Gingival pruritus 6 1o 1] 0 3] 10
Gingival recession 13 if 2 2 20 40
Giingival swelling B4 407 1 | il 408
Gingival ulceration 4 G L] 0 4 9
Gilossitis 48 176 1] i 48 176
Glossodynia 180 621 0 0 180 621
Haematemesis 0 ] 1 i 1 (3]
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT :«t rious Non=5¢rious Serious Serious Total Total
Haematochezia 0 ik 2 3 2 3
[Maemorrhoids 2 3 1] 0 2 3
Iiatus hernia 0 1 0 0 0 1
Hyperaesthesia teeth 67 157 1] 1] o7 157
Hyperchlorhydria 11 16 1 1 12 17
tonge papita ! : 0 0 ! !
[ypoaesthesia oral 96 342 1 1 97 343
Hypoaesthesia teeth 0 [ 0 0 0 3
meewd | [0 [0
E]acrﬁt intestinal 0 0 1 1 1 1

AT patine

L:’ Rge ieati 0 o 1 I 1 !
Lip blister 174 641 L] 0 174 641
Lip discolowration 29 77 0 0 29 77
Lip disorder 10 S 0 0 10 41
Lip dry 27 248 0 0 97 248
Lip erosion 0 2 0 0 0 2
Lip ervthema 57 204 0 0 37 204
Lip exfoliation 49 233 o 0 49 233
Lip hazmorrhage 9 48 0 0 9 48
Lip injury 1 | 0 0 1
Lip oedema 1 2 1] i] 1 2
Lip pain 183 645 L] 1 153 646
Lip pruritus 8 13 0 0 13
Lip scab 2 2 0 0 2 2
Lip swelling L7 359 1 2 118 36l
Lip uleeration 12 36 0 0 12 36
Loose tooth 10 27 o 0 10 27
Malpositioned teeth 0 1 0 0 0 1
Mouth cyst 0 1 o 0 0 1
Mouth haemorrhage 19 128 0 0 19 128
Mouth swelling 27 103 1] 0 27 103
Mouth ulceration 13 238 1 1 114 289
MNausea 2437 5853 ] 24 2443 SRIT
Nicotinic stomatitis 0 1 0 0 0 1
Eﬁ?ﬁfﬁ?‘“ 76 221 1 | 77 222
Siloadenits 0 ! 0 0 0 !
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Odynophagia 19 T L] 1 19 80
Oesophageal
dilatation o ‘ 0 0 v !
Oesophageal
discomfort o 13 1] 0 [ 13
Oesophageal

. 9
disorder 4 ¢ 0 0 4
Ossophageal 3 6 0 i 3 6
irritation
Oesophageal pain 10 22 0 1 10 23
Oesophageal 0 1 0 0 0 1
rupture
Oesophagitis 7 28 0 1 7 29
Oral cavity fistula 0 1 0 0 0 1
Oral discharge 0 2 o i 0 2
Onal discomtort 1354 2096 1 4 1355 2000
Oral disorder 17 1o o 0 17 110
Oral mucosa crosion 0 2 1] i 0 2
Oral mucosal 76 236 0 0 76 236
blistering
Oral mucosz| 6 3% 0 0 6 38
discolouration
Oral mucosal 23 M 0 0 23 44
cruption
Oral mucosal 6 1 0 0 P 13
erythema
Oral mucosal
exfoliztion 8 BE 0 v B 88
Oral :numsal 0 5 0 o 0 g
o
Oral pain 53 351 1] 2 153 553
Oral papule 0 L 0 0 0 1
Oral pigmentation 1 & 0 0 1 f
Oral pruritus 9 29 o 0 9 29
Palatal disorder i) 15 1] 0 [} 15
Palatal oedema 0 2 0 i 0 2
Palatal swelling 12 34 L] 1 12 35
Palatal uleer 2 4 n i 2 4
Pancreatic disorder 2 7 L] 1 2 8
Pancreatitis 0 ] 1 3 1 3
Pancreatitis acute i} i} o 2 0 2
Paracsthesia oral 45 187 1 1 46 188
Periodontal discase L 5 1] i] 1 5
Pigmentation lip 5 [ 0 0 5 5
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Plicated tongue 4 1 L] 0 4 31
Reflux gastritis 2 7 1] 0 2 7
Regurgitation 2 & L] 0 2 [
Retching 105 253 0 0 105 253
Saliva altered 4 7 0 0 4 7
Saliva
5 2
discolouration 2 15 0 ! - 16
Salwm_‘y duct | | 0 0 1 1
stenosis
Salivary gland
. B 3
disorder ! B ! 0 !
Salivary gland I 3 0 o 1 3
enlargement
Salivary gland pain 0 5 0 0 0 3
26 ™ 0 0 20 78
o l _— ; . ]
Stiff tongue 1 4 0 0 1
Stomatitis 320 1555 1 7 321 1562
Stomatitis _ | 1 0 0 1 1
haemorrhagic
Swollen tomgue 37 108 1] 37 109
Teeth brittle 3 5 L] 0 3 5
Throat irritation 1 | L 0 1 !
Tengue blistering 22 T 1] 0 22 71
Tongue coated 12 109 1 1 13 110
Tongue
CE . 5 55 15 55
discolouration ! ! 0
Tengue discomfort | 126 309 o 0 | 120 | 309
Tongue disorder 16 a4 0 0 [ 4
Tongue dry 15 42 0 0 15 42
Tongue eruption 17 45 1] 1 17 46
Tongue erythema 17 54 0 0 17 54
Tongue exfoliation 3] 12 1] 0 5] 12
fongue 2 I8 0 ! 2 19
haemorrhage
Tongue movement
disturbance L 2 0 v ! 2
Tongue necrosis 0 ] L] 1 0 1
Tongue cedema 0 | 1] 0 0 |
Tongue pruritus 5 | L] ] 5 11
Tongue rough 5] (14] 1] 1] 5] 16
Tongue spasm 0 l L] 0 0 1
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Tongue ulceration 15 3 L] 0 15 56
Tooth deposit [ 17 1] 0 3] 17
Tooth discolouration 14 15 1 1 15 36
Tooth disordsr 25 82 1] 0 25 82
Tooth erosion 1 1 0 0 1 1
Tooth loss 7 ([}] 0 | 7 11
heemontige 1 | 0 0 : !
haemoethnge 2 2 0 0 2 2
Toothache [ B3 459 1 4 190 463
Trichoglessia 2 1% 0 i 2 18
Vomiting 647 1907 3 29 650 1936

General disorders

and administration Rd454 21052 02 145 B516 21197

site conditions
f;t:ﬁf drug 2 10 0 0 2 10
Adverse event 59 151 1 4 Gl 155
Adverse reaction 4 A 1] i] 4 40
Alcohol interaction 7 5 U] 0 T ]
Asthema i8] A8 5 i |BE 498
Burning sensatien 2 2 1] 0 2 2
Chest discomfort R’77 2334 5 12 BE2 2346
Chest pain BOK 2288 7 14 815 2302
Chills 23 53 1} 0 23 53
Cold sweat 1 1 1] 0 i 1
fg";‘;::: | 49 127 1 5 50 132
Crepitations 0 1 0 0 0 1
Crying 6 1 0 1 G 32
Cryst 1 @ 1 2 2 11
Death [ o 0 1 2 1 2
Decreased activity 3 3 1] ] 3 3
Device intolerance 2 T U] 0 2 7
Discharge 1 7 0 0 1 7
Discomfort 359 720 1] 2 359 722
Drug intolerance 10 12 0 0 10 12
Energy increased 1 1 1] 0 1 1
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::bic;::;clummc 3 5 o i 5 2
Face oedema 1 3 0 0 1 3
Facial pain | 23 48 0 0 23 | 48
Fatigue 185 391 3 6 191 397
Feeling abnormal | 337 768 0 2 337 | 770
Feeling cokd 13 25 i i 13 25
Feeling drunk 4 13 0 1 4 14
Feeling hot 308 fali] o 1 308 837
Feeling jittery | 3 6 0 0 3 6
Feeling )
lmnpmi;i:rr?c:}z:nuc 2 ; 0 0 2 3
Feeling of relaxation 0 1 o i 0 1
Foaming at meuth 0 L o ] 0 1
Food interaction 1 4 0 0 1 4
Gaint disturbance 4 15 1] 0 4 15
Gant inability i1 E] o 0 6 B
heatth dtvriomtion | 185 4 7 7 196
Generalised oedema 1 1 0 1 2
Glassy cycs 0 l L] 0 1
Hangover 7 i 1] 1] 7 10
Hernia 0 | 1] 0 0 |
HMunger 11 22 1] i 11 22
[yperhidrosis L L L] 0 1 1
Hyperplasia 1 1 L] 0 1 1
Hyperthermia 1 1 1] 0 | 1 1
T-defined disorder 33 a8 3 4 36 1n2
Ilness 353 &30 3 9 356 839
Tmpaired healing 0 2 i i 5 0 2
Induraticn 1 1 0 0 1 1
Inflammation 37 57 1 2 38 89
Influenza like illness 4 10 1 2 5 12
el BN BN RRCR R B
Localised oedema 1 | L 0 1 1
Malaise 2ROS 5216 12 21 2820 5237
Mass 3 3 0 0 3 3
Mucosal atrophy 1 1 1] 0 1 1
dicatouron 2 2 0 : : :
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Mucesal disorder 11 26 1} 0 11 26
Mucosal dryness TR 112 1] 0 TR 112
Mucosal erosion 5] ¥ 1] 0 o 7
Muceosal
hacmorthage L : 0 0 ! 1
Mugcosal
hypertrophy 1 | 1] 0 1 1
Mucesal induration 0 1 0 0 0 1
Mucosa
Mucosal 18 30 D 1 18 31
inflammation
Muecosal r?'tcmbmnc 0 | 0 0 0 1
hyperplasia
Mucesal pain 0 3 L 0 0 3
Mucosal 1 1 0 0 1 1
pigmentation
Mo adw ; 744 3589 L] 0 744 1589
Nodule 1 3 o 1 1 4
Ni..:n—canlmu chest o 3 o 0 0 3
pain
Non.jpcc ific L | o 1 L
reaction | |
Oedema 1 5 1] 0 1 5
Oedema mucosal 4 3 0 1 4 9
Oedama peripheral 2 5 0 0 2 5
Pain 200 531 2 5 202 536
Performance status | | 0 0 1 |
decreased
Peripheral swelling 30 62 0 i 30 62
Physical
. i]
deconditioning : l 0 ! !
Polyp 2 5 1] 0 2 5
Produet intolerance 108 176 1] i] 108 176
Pyrexia 54 178 7 17 61 195
Screaming 0 L 0 i 0 1
Seceretion discharge 38 67 L] 1 3R 68
Scns_uitmn of blood 0 1 0 0 0 1
flow
Sensation of foreign 201 6 5 4 293 672
body
Sense of oppression 2 4 0 0 2 4
Sensttivity to
weather change Y ! " 0 0 !
Sluggishness 5 13 0 0 & 13
Swelling 43 108 2 4 45 112
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Swelling face 27 69 L] 0 27 69
Temperature 4 15 0 0 4 15
intolerance |
['emperature
regulation disorder o 3 0 0 0 3
Tenderness 0 L 1] i 0 1
Therapeutic | s o 0 1 2
respense ungxpected
Thirst 99 255 1] | 99 256
Thirst decreased 1 2 L] i] 1 2
Tobacco interaction 0 2 1] 0 | 0 2
Ulcer 11 23 0 0 1 23
Unevaluable event 41 156 1] | 41 157
Withdrawal 2 5 1 | | 3 9
syndrome
Xerosis 0 2 ] 0 U 2
Hepatobiliary 10 I 3 5 13 46
disorders
Biliary colic 1 5 1 1 2
Cholelithiasis 2 2 o 0 2
Gallbladder disorder 0 2 L] 0 0
Hepatic failure 0 0 1 2 1
Hepatic pain 7 1% 0 0 7 18
Hepatomegaly 0 2 o 0 0 2
Liver disorder 0 12 1 1 1 13
Liver injury 1] ] 0 1 | 0 1
Immune system 541 1178 348 673 889 1851
disorders |
Allergic oedema 0 | 1} 0 0 |
Allc_rglf,lc reaction to 14 19 o i | 14 19
excipient
Allergy to animal 1 1 1] 0 1 1
Allergy to chemicals 1 @ 0 1 1 10
Allergy to metals 3] 12 1] ] 5] 12
Allergy to plants 1 | 0 0 1 1
An aph}flacllc 0 0 | 1 1 1
reachion
Anaphylactic shock 0 i} 3 5 3 5
Anu}fh}' lactoid 0 0 0 1 0 1
reaction
Atopy 1 4 L] ] 1 4
Auntoinmune
disorder 0 0 o 1 0 1
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fervertodl BRI R B B |
Device allergy 1 3 0 0 1 3
Dust allergy 1 1 0 0 1 1
Hypersensitivity 507 1104 342 a6l 849 1764
Immune system
disarder ! 1 7 1 1 2 8
Immunesuppression 1 1 o 0 1 1
e B B u |
Ko 2 | s e | e T
Roionofond | e T 1 |
Sarcoidosis 0 1] 1 2 1 2
S all 1 4 1} 0 1 4
consiisation o o o 5 5 ;
Smoke sensitivity 0 2 0 0 0 2
f:lf:ft‘a"::'";‘:“d a0 1498 67 160 487 1658
Abscess 4 [ 1] | 4 7
Ahscess oral 0 3 1] 0 0 3
Acarodermatitis 2 3 L] 0 2 3
Acne pustular 3 & 0 0 3 O
Acute sinusitis 0 1 0 I 0 2
Bacterial allergy 1 1 1] 0 1 1
Bacterial rhinitis 0 0 1] | 0 1
Blister infected 0 4 0 0 0 4
Bronchiolitis 0 | 1] ] 0 I
Bronchitis 45 126 4 12 49 138
Bum infection 0 l 1] ! 0 2
Candida infection 16 17 1] 0 16 17
Chorioretinitis 0 4] 1] | 0 1
Chronic tonsillitis 0 2 4 fi 4 8
Conjunctivitis 1 [ 1] | 1 7
S e e e |
COVID-19 2 2 0 0 2 2
Cystitis 1 1 1 1 2 2
Dermatitis infected 0 | 1} 0 1] 1
Dysentery 0 ] 1 1 1 1
Ear infection 1 3 U] i 1 3
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Empyema 0 ] 1 1 1 1
Erythema induratum 0 l 1] 0 0 1
Folliculitis 3 1] 0 3 8
Fungal infection 2 4 1] 1] 2 4
Furuncle 0 i4 1 1 1 35
Ciangrene 0 4] 1 | 1 1
Gastroenteritis 3 7 1] 0 3 7
Gastroenteritis viral | 4 1] 0 1 4
Giingival abscess ] 1 1] 5 ] i
Gingivitis 16 77 L] | 16 78
Herpes dermatitis 0 1 1] 0 0 1
infeon 0 ° 0 ’ 0 ?
Herpes zoster 1 [ 0 il 1 3
Hordeolum 0 5 1] 0 0 5
Infected skin wleer 0 ] 1 1 1 1
Lnfection 2 2B 1 3 3 31
Infection
susceptibility 0 0 1 1 1 1
increased
Infective glossitis 0 ] L] | 0 9
Influenza 12 30 1 | 13 37
Labyrinthitis 0 ! L] 0 0 1
Laryngitis 19 55 0 1 19 56
Lip infection 1 G 1] 0 1 9
vt moon fmgl | © 0 ' | ! ‘
Mastitis 0 0 0 1 0 1
Mumps 3 3 L] 0 3 3
Myringitis 0 0 1 1 1 1
Nasopharyngitis 53 225 1 1 54 226
ol dacterial 0 0 0 | 0 1
Oral candidiasis 9 IE L] il 9 18
Oral fungal infection 5 1] 0 5 9
Onal herpes 33 127 1] 0 33 127
Oral infection 2 o 0 1 2 96
Oral pustule 3 4 1 ! 4 5
Osteomyelitis 0 i 1] 1 0 1
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Otitis externa 0 2 1} 0 0 2
Otitis media 0 l 1] 0 0 1
Periodontitis 13 1 0 1 18 32
Periorbital infection 0 {] 1] | 0 1
Peritonsillar abscess 0 1] 2 4 2 4
Pertussis i} i 1 | 1 1
Pharyngeal abscess 0 1] 0 1 0 i
Pharyngitis 52 177 0 3 52 &0
Pharyngitis bacterial ] 2 2 2 2
sreposocenl 0 | 0 0 0 :
Pharyngotonsillitis 0 0} 1 1 1 1
Preumonia 0 1] 15 &7 25 67
ebsicls 0 0 ' ! 1 !
Prneumenia viral 1] 1] 1] 1 0 1
Pulpitis dental 0 L [} 0 0 1
Purulence 1 2 1} i} 1 2
Purulent discharge 6 12 o 0 6 12
Pustule ] 11 1 1 9 12
Rash pustular 4 ] 0 0 4 8
infction il 0 1 ! ! ! 2
Rhunitis 19 0l 1} 0 19 6l
Sinusitis 12 7 1 2 13 39
Skin infection 1 7 0 0 1 7
Sputum purulent 1 3 1] 1 1 4
3;3?;?“”“5 0 1 0 0 0 !
Tinca inlection 0 l 0 0 0 1
Tongue abscess 0 ! L] 0 0 1
;E“:Eﬁ:::; ungal | 1 0 0 1 1
Tonsilliti 47 155 1 3 48 158
Tonsillitis bacterial 0 ik 4 5 4 5
Tooth abscess 1 0 0 1 1
Tooth infection 0 3 0 0 0 3
Tracheitis 1 7 1] i] 1 7
Tubereulosis 0 i 1 1 1 1
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serious
Upper respiratory
tract infection 0 ; " 0 0 3
Urinary tract | 1 0 0 ] 1
infection
Wiral infection 1 7 1] 1 1 b
Wiral pharyngitis 1 2 o 0 1 2
Injury, poisoning and
procedural 9501 22426 32 114 D623 22540
complicati
Accident 3 3 0 0 3 3
Accidental exposure 76 150 0 4 76 163
to product
Accidental exposure - .,
to product by child 879 4171 5 49 LEE ] 4220
Accidental overdose 1 1 o 0 1 1
Adrway burns 16 39 0 0 16 39
Alcohol poisoning 0 2 1] i
Back injury 1 2 1] 0 1
Blast injury 1 2 1] 0 1
Burmn cecsophageal 7 1 0 ] 7 31
Burn of internal | 5 0 0 1 5
Crgans
Burn oral cavity 1726 3143 1 3 1727 1146
Burns first degree 4 15 0 0 4 15
Bums seeond 16 141 0 0 16 141
degres
Burns third degres 0 & 0 4 0 4
Chemical burn 3 o 0 3 (5]
C‘hurn.]cgl bum of | | o 0 1 |
cral cavity
Chemical burn of -
respiratory tract i) 0 2 2 2 2
Chemical poisoning 0 i 1 1 1 1
Cold burn 2 2 L] { 2 2
Contusion 3 12 1 1 4 13
Dn?nial restoration 5 5 0 0 a 2
[ailure
Device difficult o 516 683 0 0 516 683
pev ice maintenance 2 5 0 i 5 5
issue
Device use error 3 8 U] 0 3 ]
Device use issue 3 15 0 0 k] 15
Electric shock 25 41 0 0 25 41
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Electrical burn 0 2 L] 0 0 2
Exposure during 9 13 0 0 9 13
pregnancy
Exposure to toxic 0 4 0 0 0 2
agent
Eye contusion ! 2 o 0 1 2
Eye injury 1 2 0 i 1 2
Face injury 3 i o 0 3 5
Fall 9 0 1 4 10 24
Foreign body | ! o 0 1 1
Foreign body in eye 1 2 0 0 1 2
Forcign body in
gastrointestinal tract v : v v v !
Foreign hody in
mouth 0 l o 0 0 1
Foreign body in | 7 0 | 1 g
resprralory tracl
Foreign body in 3 4 o 0 3 4
throat
Gingival injury 4 & L] i 4 9
Hair injury 1 1 1] 0 1 1
Head injury 1 3 1] 0 1 3
[Teat stroke L L L] 0 1 1
Incorrect route of
product 0 2 0 0 0 2
administration
Inflammation of | ! 0 0 1 1
wind
Injury 4 15 0 i 4 15
Intentional device 0 2 0 0 0 2
misuse
Tn_tcmmnai product 20 72 0 1 20 23
Misuse
lnlc!leoual produet i 4 0 0 1 2
use issuc
Jeint dislocation 0 | 1] i 0 i
Joint injury L L L] 0 1 1
Laryngeal injury 0 1] 0 1 0 1
Ligament sprain 1 1 L] 0 1 1
Limb injury 0 20 1] 0 4] 20
Limb traumatic 0 0 I 1 1 1
amputation
Lip injury 19 44 0 1 19 45
Lovwer limbr fracture 0 U] 1 1 1 1
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Maternal exposure
during breast 1 1 0 0 1 1
feeding
e | | e [ e T
Moetal poisoning 0 U] 1 3 1 3
Mouth injury H kLI 1] 0 & 30
Mucesal excoriation 1 1 1] ] 1 1
Muscle injury 0 1] 0 1 0 1
Muscle strain ! 5 1] 0 1 5
Mail injury 1 5 0 0 1 5
MNasal injury 0 3 L] 0 0 3
Nerve injury 3 1] i] 2 3
gtop:c?sr:;ggagimduct ° 0 0 0 6
gfci’;‘:g:jg'"s‘ 0 0 1 1 1 1
Oft label use 0 L 1] 0 0 1
Onal contusion 2 [ 1] 0 2 [§]
Overdoss 5 B o 0 5 8

inj i 1 13

aryngeal injury 2 1 2 3 )
Polsoning 4 Lo 9 12 13 22
apél-‘r:‘lji:;‘i':u"ati on errer L ! 0 0 ! !
Eﬁf,,”.ﬁf.ﬁ‘“ 12 16 0 0 12 16
Product use issue | 2 E] 0 0 2 8
Respir: e
iuhai;:;:;ir%ig:d:r z z 0 0 2 ?
Retmnal injury 0 [} 1 1 1 1
Rib fracture 1] 1] o 1 0 1
S e [ 1 :
Scar Il ElV] 1] i] i 30
Scratch 6 10 1] i] 5] 10
Skin abrasion 1 3 1] | 1 3
Skin injury 3 7T 0 i 3 7
Skin Baccration 2 4 1] 0 2 4
Skin wound 0 2 1] 0 0 2
ii};:;:l column 0 | 0 i 0 1
Thermal burn 6020 13110 4 15 6024 13125
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serious
Thermal burns of 0 | o i 0 1
eye
Tobacco poisoning 48 115 o 1 48 116
Tongue injury 8 13 0 0 8 13
Tooth fracture 1 3 1 1 2 4
Tooth injury 4 14 1 1 5 15
Toxicity to various 5 3 0 0 3 5
agents
Tracheal injury 0 1 0 [ 0 1
Traumatic
haematoma o ! 0 0 0 !
Il]_-aumatlc lung 0 5 o 0 2
injury
Vascular injury 0 1 0 0 0 1
Wound 21 T4 0 0 21 74
Wound 0 2 0 D 0 2
comphication
Wound 3 14 0 0 3 14
haemorrhage
Wound secretion 0 4 L] i 0 4
Wrong technique in
device usage 0 [ 0 0 0 6
process
Wrong technique in
product usage 1 4 1] i 1 4
process
Investigations 1071 1914 16 36 1087 1950
Alanine
aminotransierase 0 l o 0 0 1
increased
Allergy test positive 1 L 1] 0 1 1
f\mmu acid level | | o i 1 1
increased
Biopsy palate 0 1 0 0 0 1
abnormal
Biopsy prostate 0 | 0 0 0 1
abnormal
Filu-ud alumimium 0 5 0 0 0 5
increased
_Blood bilirubin 0 i 0 i 0 1
mereased
Blood Faﬂ:pn | | 0 0 1 1
monexide increased
Fﬂmd cholesterol 4 7 0 0 4 4
increased
Blood count
o nal 1] 1 1] i 0 1
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MedDRA PT

Interval
Non-
SCrinus

Cumulative
Non=5¢rious

Interval
Serious

Cumulative |

Serious

Interval
Total

Cumulative
Total

Blood glucose
abnormal

0

2

1]

0

0

Blood glucose
decreased

1

5

1]

0

1

Blood glucose
increasad

12

26

12

Blood pressure
abnormal

26

Blood pressure
decreased

51

98

99

Blood pressure
increased

262

51K

264

527

Blood pressure
systolic decreased

Blood pressure
systolic increased

Blood test abnormal

Blood triglycendes
increased

= (e ©

Blooed urine prescnt

Body mass index
increased

Body temperature
abnormal

Body temperature
decreased

Body temperature
fluctuation

Body temperature
inercascd

61

28

Breath sounds

Breath sounds
abnormal

14

en

Breath seunds
absent

Cardiac murmur

Cells in urine

Chest X-ray
abnormal

C-reactive prolein
increased

Electrocardiogram
abnormal

Endoscopy upper
gastrointestinal ract

Epinephrine
increased

3

0

Gastric pH
decreased

18

19
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serious
Creneral physical
L 3 ]
condition abnormal i ! ? 4 10
Haemoglobm i 2 0 0 1 2
mereascd
Heart rate abnormal 2 oG 1] n 2 9
Heart rate decreased 7 13 1 1 & 14
Heart rate increased 226 503 2 ] 228 511
Heart rate imegular 11 21 o 0 11 21
%—Icpauc enzyme ] 2 0 0 1 2
increased
!Ilstammc level 0 | 0 0 0 1
increased
Hermone fevel 1 i 0 o 1 1
abnormal
!nunu.nogiobull.ns 1 1 0 0 1 1
mcreased
Tnspiratory capacity
decreased ! : 0 0 ! !
!ntmucular pressure | 4 0 0 1 4
mercascd
Intraocular pressure 0 | 0 0 0 1
test
Investigation 2 2 0 0 b 2
abnormal
Laboratory test | | 0 0 1 |
abnormal
Liver function test i | a 0 ] 1
abnormal
!_.wcr function test 1 1 0 0 1 1
increased
Lymph node 2 3 0 0 a 3
palpable
E\'iagl:g‘.!lc FESONANCE 0 1 0 0 0 1
imaging abnormal
Oxygen
consumption 1 5 0 0 1 5
decreased
Oxygen
consumption 1 1 L] ] 1 1
inereased
Onygen saturation
decreased ! ; ! ! 2 6
Qxygcn saturation 0 | 0 0 0 1
increased
Physical
examination 1 1] i] 1 1
abnormal
Platelet count
decrensed 1] ] 1 1 1 1
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serious |
Produet residue 3 4 o i 5 3
present |
Pulmonary function i 3 0 0 1 3
test decrcased i
Pulse abnormal 0 | 1] n 0 1
Pulx: pressurc 0 | 0 0 0 1
increased
Quality of life
decreased 0 1 1] i] 0 1
Respiratory rate
decreased 0 o 0 ! 0 !
!{cspuator}' rate 3 9 0 0 5 9
mereased i
Sputum abnermal 1 2 0 0 1 2
Thyroid function |
test abnormal v : " 0 0 :
Total lung capacity .
decreased o ! 0 v 6 7
'_l'ransamlnas:::» 0 | o b 0 1
increased
Urlne VISCOSITY 0 [ 0 0 0 1
increased
Weight abnormal 1 2 1] 0 | 1 2
Weight decreased 12 18 1 1 13 19
Weight increased 382 458 1 1 383 4359
‘White blood cell 0 2 5 5 | 5 4
count decreased
Wl'utc_blcrnd cell 0 | o 0 0 I
count increased i
X-ray abnormal 1 1 [ 0 1 1
Metabolism and 163 280 11 29 174 309
nutrition disorders |
Acidosis 0 I 0 0 0 I
Appetite disorder 1 [ o 0 1 | (3
Decreased appetite 56 116 1 2 57 118
Dehydration 39 59 i} 0 39 59
Diabetes mellitus 0 0 2 16 2 16
Diabetes mellits [
madequate contrel 0 Y 8 1o g 10
Dhabetic
complication L ! 0 0 ! !
Eating disorder 0 1 0 0 0 1
symiptonm
Feeding disorder 6 12 0 0 A 12
Fluid retention 6 1 0 0 3 10
Food eraving 0 | 0 0 0 1
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f;'j‘;:‘f:;""m""“ | ! n 0 1 1
Hyperglycaemia 0 1 0 0 0 1
Hyperinsulinacmia | 0 1 0 0 0 1
Hyperlipidacmia 0 1 0 0 0 1
Hyperphagia 1 | 0 0 1 1
Hypoglycaemia 2 3 0 0 2 3
[Typovitarminosis 0 1 0 0 0 1
Increased appetite 25 37 0 0 25 37
Ketoacidosis | 0 i} 0 1 0 1
Lactose intolerance L 2 0 0 1 2
Metabolic disorder 2 2 0 0 2 2
Polydipsia 9 1 1} [t} 9 10
Poor feeding infant 1 1 0 il 1 1
i ? : e T J |
Weight fluctuation 10 1 o 0 10 10
Weight loss poor I l o 0 1 1

Musculoskeletal and

connective tissue 258 675 O 15 2064 690

disorders
Arthralgia 22 43 [} 1 22 46
Arthritis 1 4 0 0 1 4
Arthropathy 0 | i 0 1
Back disorder 0 1 0 0 0 1
Back pain 23 59 1 | 24 60
Bone disorder 0 ! 0 0 0 1
Bone pain 3 I 1] 0 3 11
Chondrosis 1 1 1} 0 1 1
Costochondritis 0 l 1] i 0 1
Fibromyalgia 0 1 L] 0 0 1
Flank pain 2 IR 1] 0 2 18
Giroin pain 0 1 L] 0 0 1
Jaw disorder i} 4 0 0 1] 4
Jaint contracture 0 | 1] 0 0 1
Joint noisc 0 1 0 0 0 1
Joint stiffness 1 1 0 1 1 2
Joint swelling 0 L] 0 0 2
Limb discomnfort 8 16 1 1 9 17
Mastication disorder 1 1} 1 1 8
Maobility decreased 0 1 0 U U 1
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Muscle contracture 0 2 1} 0 0 2
Muscle discomfort 1 l 1] 0 1 1
Muscle disorder 0 1 1] 0 0 1
Muscle spasms 22 i) 1] 1] 22 o0
Muscle tightness 2 L] 1 1 3
Muscle twitching 5 11 1 | 5] 12
Muscular weakness 10 29 1] 0 10 29
I‘;g::‘;ﬁ:kd st 7 19 0 D 7 19
E'f:;c‘:;lf‘f‘rl':d ctal 10 19 1 ! " 20
el B L B u |
;\:;sculnskch!tal 0 4 0 0 0 4
e A R R R
Myalgia 16 32 0 0 16 32
Myokymia 0 1 0 i 0 1
Myositis 0 2 0 0 0 2
Neck mass L l L] 0 1 1
Neck pain 26 76 1} 2 26 78
Dsleitis | | o I} 1 1
Osteoarthritis L l 0 0 1 1
Osteochondrosis 1] 1] 1 2 1 2
Pain in extremity 35 o L] i 35 99
Pain in jaw 52 20 1} 2 52 92
Plantar fasciitis 0 l 0 0 0 1
Posture abnormal 0 1 0 i 0 1
Rheumatoid arthritis 0 1] 1 1 1 1
Spinal disorder 1 l i} i 1 1
Spinal pain 0 1 0 o 0 1
Tenden pain 0 l 0 0 0 I
Tendomitis 0 L o 0 0 1
Trismus. 0 2 L] 0 0 2

Neoplasms benign,

ll::l:llil:ﬁril:: Ellﬂ cl cysts 12 16 26 2 38 8

and polvps)
Adenoma benign 1 1 0 i 1 1
Benign neoplasm L ! o 0 1 1
Brain neoplasm 0 1} 1 1 1 1
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serious
Bmm necplasm 0 0 1 1 1 1
malignant
Cancer in renussion 1 1 0 0 1 1
Hepatic neoptlasm 0 (t 0 1 \ 1
Laryngeal 0 | 0 0 0 i
papilloma
Leukacmia 0 1] 1 0 1
Lung 0 0 0 1 0 1
adenocarcinoma
Lung cancer
metastatic o “ ! ! ! !
Lung neoplasm 4 4 1 1 5 5
Lun_g neoplasm 0 0 & i g 12
malignant
Melanoeytic nagvus 1 1 o 0 1 1
Metastases to
central nervous, 0 ] 1] 1 0 1
system
Meoplasm 2 2 0 0 2 2
Neoplasm 0 0 10 13 10 15
mualignant
Papilloma 2 3 o 0 2 3
Pharyngeal 0 0 0 1 0 1
neoplasm
Skin papilloma 0 2 0 0 0 2
Threat cancer 0 i} 2 2 2 2
Thyroid cancer 0 ] 1] 2 0 2
Tongue neoplasm 0 0 1 1 1 1
Tonguc neoplasm
malignant stage 0 ¥ 1 1 1 1
unspecified
Nervaus system 8957 19311 114 260 9071 19571
disorders
Ageusia 23 56 L] 1 23 57
Alkathisia 0 1 0 0 0 1
Altc,mld state of 0 l I 2 1 3
CONseiousnEss
Amnesia 1 2 1] 0 ] 2
ANOSmiL 13 26 1] i] 13 26
Aphasia 2 7 0 0 2 7
Ataxia 0 1 0 0 0 1
Auwnﬂmw NErVous 0 4 0 | 0 5
system imbalance
Balance disorder 4 24 1] 1 4 25
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Brain stem 0 o 0 | 0 1

infarction

Burning sensation 505 i 1 3 306 967

Burning sensation 17 23 0 0 17 23

mucosal

Cercbral disorder 3 5 0 i 3 5

Cerchral 0 o 0 2 0 2

haemorrhage

Cerebral

. 1]

hypoperfusion v ! ! 0 :

Cerebral infarction 0 i 2 k] 2 3

Cerebral

vasoconsiriclion 0 ¢ 0 ! 0 !

Curlubruvasculm 0 0 3 14 5 14

accident

Cerebrovascular

disorder 1 1 o 1 1 2

Cervicogenic

headache 0 L 0 0 0 !

Clumsingss 0 1 0 0 0 1

Cluster headache 1 2 1] i 1 2

Cagnilive disorder 0 2 0 0 0 2

Coma 0 1] o 1 0 1

Coordination 1 6 0 0 1 6

abnormal

Dc;u'cl.w:d level of 0 0 0 4 0 4

consciousness

Disturbance in 13 32 0 0 13 ER)

attention

Dizziness 2418 5706 10 33 2428 5739

Dizziness exertional 1 1 L] i 1 1

Dizziness postural 5 15 0 0 5 15

Dreamy state 0 2 0 0 0 2

Drooling 2 7 o 2 2

Drysarthria 2 4] 1 1 3 7

Dysgeusia 419 THZ o 0 419 782

Dysgraphia 0 1 L] 1] 0 1

Diyskinesia L l i} i 1 I

Diysstasia ] 17 1 1 9 LB

Epilepsy 0 L 3 10 3 11

Facial paralysis 0 4] L] 4 0 4

Facial paresis 0 ! 0 0 0 1

Facial spasm 2 5 L] 0 2 5

Formication 4 4 0 0 4 4
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Hand-eye
coordination 0 1 0 0 0 1
impaired
Head disconfort L6 210 1 1 117 211
Head titubation 2 2 L] 0 2 2
Headache 4782 9873 15 32 4797 0903
Hemianacsthesia 0 0 0 1 0 1
Hyperaesthesia 3 o 0 1 3
Hypersomnia 0 4 o 0 0 4
Hypertenia 0 ! o 0 0 1
Hypoacsthesia (54 217 2 6 71 223
Hypogeusia 2 7 0 0 2 7
Hypokinesia 2 5 o 0 2 5
Hyperellexia 0 l 0 0 0 1
Hyposmia 3 5 0 0 3 &
Hypotonia 1 2 0 0 1 2
Infant irritabitity L ! 0 0 1 I
Insomnia 2 2 0 0 2 2
Inracranialpressare | 0 4 : s 6
Lethargy 5 25 0 0 3 25
i‘:::.s:c.ij;usness ! ’ 1 50 2 32
1.2{;*:;;’?m | 15 0 | 1 16
Meningeal disorder 1 ! n i 1 1
Moental impatrment 0 4] 1 1 1 1
Migraine 93 194 1 2 29 196
Migraine with aura 0 l o 0 0 1
Motor dysfunetion L 3 0 i 1 3
Movement disorder L 2 L] 0 1 2
E‘:;‘rg;: system 4 10 0 0 4 10
Neuralgia 3 7 L] | 3 8
;ﬁ;:;:'“] 0 L 0 0 0 1
Newrotoxicity 0 1 1 1 1
Paraesthesia 03 137 3 3 [ 140
m?;:ﬂ‘es'a 0 1 0 D 0 1
Paraparesis 0 ( 5 5 5 3
Parosmia 28 56 o 0 28 56
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Patient clopement 0 ] L] 1 0 1
Poor quality sleep 2 12 1] i 2 12
E;i’iij':;“m"t" | 1 0 0o | 1 . 1
Presyncope il 59 0 0 3l 39
oy | e T 1 |
Radiculopathy 1 o 0 1 1
Reflexes abnormal 0 1 0 i 0 1
Sedation 0 2 o 0 0 2
Seizure L 4 7 5 ]
Sensory disturbance 5 Ll L] 0 5 11
Sensory loss 3 4 L] 0 3 4
Sinus headache 0 2 o 0 0 2
Sleep deficit 0 3 0 0 0 3
Slow specch 1] l L] 0 0 1
Somnolence 33 121 L] 0 53 121
Speech disorder 10 30 o 1 10 31
Stuper 0 l L] 0 0 1
Syncope | 22 an 45 3l 70
Taste disorder I3% 346 o 0 138 346
Tension headache 4 19 0 0 4 19
j"ll'dhcmmh;-,'pcacsthcs 0 4 a 0 0 2
Tongue paralysis 0 4] 2 3 2 3
Tremor Tl 1635 1 2 T2 167
t,;;rsﬁonswe to 0 0 1 1 1 1
Uvular spasm 0 | 1] 0 0 |
Wisual field defect 0 1 0 0 i 1
Visual perseveration 0 1 1] i] 0 1
Voeal cord paralysis 2 3 0 0 2 3

Pregnancy,

puerperium and 1 2 0 0 1 2

perinatal conditions
Morning sickness | | L] 0 1 1
Pregnancy 0 1 1] 0 0 1

Product issues §206 18189 [} ] 8206 18189
;‘;‘(f;;:“m 1 2 n 0 ] 2
Device breakage 54 89 0 0 54 ]
Device catching fire | 14 21 o 0 i 14 | 21
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serious |
Device colour issue 0 4 L] 0 0 4
Device defective [ 25 1] 0 3] 25

Device flclw:r}' 1 5 0 o 1 5
system issue } 1
Drevice deposit issue 1 2 0 0 1 2
De\=!¢e electrical 2 5 a 0 a 5
finding
Device failure 1 4 0 0 1 4
Device
inappropriate shock 1 L 0 0 1 1
delivery
Device issue 215 949 [} 0 213 949
Device leakage 23 A4 0 0 23 44
Device malfunction T3 956 0 0 738 956
IDevlce material 0 i 0 0 0 i
15500
Device ccclusion 2 2 1] 0 2 2
Device pacing issue 0 L 0 0 0 1
Device physical 3628 8915 n 0 3628 8915
property issue
Device pewer 4 13 0 0 4 13
source issug
De\' ice temperature | | 0 0 1 |
ISEUC
.P‘ruducl adhesion 0 | 0 0 0 1
155U
Product caught fire 9 23 1] i] 9 23
Product colour issuc 5 [ 0 0 5
Product complaint 1070 1823 0 i 1070 1823
Product deposit 2 2 0 i} 2
!’rodu::t distribution | | 0 i 1 1
issue
Product label issug 0 1 0 0 | 0 1
Product leakage ] 2 1] 0 0 2
Product odour 306 645 0 0 L 306 645
abnormal |
Product physical 8 13 i 0 g 13
1:0I'ISIS‘EI'IC)r 155U
Product physicl 1747 3220 0 i LY 3220
issue |
_I‘*rmiuct quality 14 608 0 0 14 508
1ssUe
Product size issuc 0 L o 0 0 1
!"mducl substitution 0 3 0 0 | 0 3
Issue
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f;;'ﬁn“f:a';“te 332 802 0 0 352 802
f:igfrti?j! product ° L 0 0 0 !

Psychiatric disorders 432 1049 9 23 441 1072
Abnormal dreams 2 2 o 0 2 2
Adjustment disorder 1 L 0 i 1 1
Adjustment disorder
with depressed 0 1 0 0 0 1
meod
Aggression 1 5 0 0 1 5
Agitation 9 i3 0 1 9 34
Anger 1 5 0 0 1 3
Anhedonia 2 2 0 0 2 2
Anxiety 54 141 1 1 35 142
Anxiety disorder 0 3 0 0 0 3
Apathy 4 10 0 0 4 10
Attention defieit
hyperactivity 0 1 o i 0 1
disorder
Aversion 0 3 1] i 0 3
ij::;:‘)’;‘”l 0 1 0 0 0 1
Bipelar disorder 0 4] 0 1 0 1
Bradyphrenia 1 2 0 0 1 2
Confusional state 6 22 0 0 6 22
Daydreaming 1 [ 0 0 1 O
mﬁ“"d eye 0 ! 0 1 0 2
Dependence 3 5 1 1 4 (3
Diepressed mood 7 20 0 il 7 20
Depression 1! 16 0 0 11 16
Diepressive symptom L 1 o 0 1 1
Disorientation 1 19 0 0 1 19
Distractibility 1 2 0 0 1 2
Drug dependence 1 L o 0 1 1
Drysphemia 2 2 o 0 2 2
Dysphoria 8 9 0 0 g 9
Eating disorder 3 14 0 0 3 14
Emotional disorder 1 1 o 0 1 1
Emotional distress 5 7 o 0 5 7
Euphoric mood 3 15 0 0 3 15
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Fear 6 23 0 i [ 23
Fear of death 1 2 1] ! 1 3
E‘:'s‘::g;:ln tolerance | 0 1 0 o 0 1
Hallucination 1] 2 4 4 4 [}
iﬂ:g"‘“m' 0 | i I 1 2
E;‘]::“““m 0 0 1 1 1 1
Inappropriate affect 2 2 L] 0 2 2
Indifference 0 | 1] 0 0 |
Initizl insomnia 4 13 1] i] 4 13
Insomnia 91 217 1] | a1 218
Trritability T 128 1 1 79 129
Lazincss ! 2 1] 0 1 2
Libido decreased 1 5 0 0 1 5
Listless 5 [ 1] ] 5 5]
Mental disorder 3 3 1] 1 7
‘E;f:"‘“”“ | 2 0 o 1 2
Middle insomnia 0 1 0 0 0 1
Mood altered 13 57 1] i 13 57
Morbid thoughts 0 2 0 0 0 2
Nervousness 13 45 1] 0 18 45
Meurosis 0 1 0 0 0 1
Rj;;’::fb"ﬂcc 8 12 0 0 R 2
Nightmare L 5 1] 0 1 5
Panic attack 22 46 o 3 22 49
Panic disorder | 4 o 1 1 5
Panic reaction 4 G n 0 4 9
Paranoia l L] 0 1 1
Personality change 0 ! L] 0 0 1
Psychotic disorder 0 l L] 0 0 1
Restlessness 6 ] 0 0 3 8§
Sleep disorder 16 35 o 1 16 36
Sleep disorder duc
conditon,invomnia | © l 0 0 0 1
type |
“;Ez;‘g:r“““d 0 1 0 0 0 1
Stress 7 19 1] ] 7 19
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Suicidal ideation 0 i L] 2 0 2
Suicide attermpt 0 1] 1] ! 0 1
Tension 2 12 1] 0 2 12
Terminal insomnia 0 1 1] 1] 0 1
Tic 1 1 0 0 1 1
Tobacco abuse 9 10 1] i] 9 10
':;;E:::z:swihdl awal ! 0 0 1 4

‘;R"“';‘:']lfl“:' urinary 20 58 3 3 23 64
Bladder leukoplakia 0 i} 1 1 1 1
Chromaturia L [ L] 0 1 [l
Drysuria 1 3 o i 1 3
Incontinence | 1 o i] 1 1
Micturition disorder 0 L 0 0 0 1
Micturition urgency 0 0 0 1 0 1
Pollakiuria 1 [ o 0 1 o
Polyuria 0 l o 0 0 1
Renal disorder 3 5 o 0 3 5
Renal faibure 0 1] 1] 1 0 1
Renal pain i) 22 o 1 &l 23

-
jtcl:rrilltzicncc v u ! ! ! !
Urinary retention 0 4] 1 1 1 1
dscomtort 2 2 0 0 2 2
Urine adour
abroraal 5 1 0 i] 5 I
and brcamt dirders |3 2 13 16 2 “
Adnexa uteri pain I l 1] i 1 1
Breast discomfort 1 1 1] 0 1 1
Breast inflammation 1 1 1] 0 1 1
Breast pain 2 3 0 0 2 3
Breast tenderness 1 1 1] i] 1 1
Erectile dysfunction 0 5 13 16 13 21
Erection increased | 1 1] 0 1 1
Cienital discamfort 1 1 0 0 1 1
Menstrual disorder 0 3 L] ] 0 3
;:l‘;:f;g‘“‘“’“ I ! 0 0 1 1
iﬂ?ﬁg;ﬁa“"’“ | | 0 0 1 |
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E’;fg';‘;;’;““' e 0 1 n 0 0 1
Pelvic pain 0 1 0 0 0 1
Penile discharge 0 1 0 0 0 1
Prostatic disorder 0 1 0 0 0 1
Prastatitis 1] | 1] 0 0 1
Sexual dysfunction 1 Al 0 0 1 5
EE‘C?E‘;‘””S penile | 1 0 0 1 1
Testicular swelling 0 ! o 0 0 1
Waginal latulence 1 l 0 0 1 1

Respiratory, thoracic

and mediastinal 22687 46185 185 500 22872 46685

disorders
Adeneidal
hypertrophy 1 1 L] 0 1 1
Allergic cough 10 20 o 0 1o 20
Alveolar proteinosis 0 ¢ 1 1 1 1
Alveolitis 0 L 1] 0 0 1
Anoxia [\ 4] 1 1 1 1
Aphonia i} 27 2 2 92 272
Apmoca 0 U] 2 5 2 5
Apnocic attack 0 4] L] 1 0 1
Asphyxia 1 2 2 19 3 21
Aspiration 0 {] 1 1 1 1
Asthma I82 320 3 13 185 335
Asthmatic crisis 1] 1] 1] 2 0 2
Bronchial disorder 3s 70 1 2 36 72
Bronchial irritation 26 35 0 0 26 35
obstetion 0 0 0 ! 0 1
Bronchial oedema 1 1 1 3 2 4
iﬁgﬁ:ﬁl seeretion 0 | o 0 0 |
Bronchitis 1 1 L] 0 1 1
Bronchitis chronic 0 6 L] ] 0 3]
Bronchospasm 25 iR 2 3 27 41
Bronchostenosis 0 i} 0 1 0 1
Catarrh 1% 3K o 0 18 38
Chest discomtort 1t 11 o i 11 1
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT - Non=5¢rious Serious Serious Total Total
serious
Chest pain 9 G L] 0 9 9
Choking [ 17 4 13 10 30
Choking sensation 746 1216 1 2 747 1218
Chronic obslfudlve 3 7 2 2 5 9
pulmenary disease
Chronie respiratory | | a 0 1 1
disease
Cough GESE 13657 20 47 GETE 13704
Cough decreased 1 5 0 i 1 5
Cough variant
asthrma L 2 0 0 1 2
Cystic lung disease 0 1 L] ] 0 1
Decre?sed brenchial | | 0 i 1 1
secretion
Diaphragmalgia 1 [ 1] 0 1 f
Diaphragmatic
disorder 1 2 1] i 1 2
Dry throat 1312 2561 2 3 1315 2564
Dysphonia 321 B 2 4 323 509
Dyspnoca 2418 4219 29 &6 2447 4283
Dyspnoga at rest 0 4] L] 1 0 1
Dyspnoca excrtional 12 L6 L] 0 12 16
Emiphyscma 3 [ 1 2 4 b
EU'.SII']UP"]!'IC 0 0 1 3 1 3
Pneumion a acute
Epiglottic cyst 0 1 1} 0 0 1
Epistaxis &3 521 1 5 RE 526
[Haemoptysis 37 175 1] 4 37 179
Hiceups 64 149 1 | 65 150
Hyperactive 3 4 o i 5 4
pharyngeal reflex
[Hyperventilation 2 ] 1] 0 2 @
Hypopnoea 6 11 0 0 & 11
Hypexia 0 0 2 4 2 4
lncmazsed bronchial | 4 a 0 1 4
seeretion
Increased upper 10 3n 0 0 10 30
airway secretion
Inereased viscosity
of brenchial 3 7 0 0 3 7
secretion
Increased viscosity
of upper respiratory 2 3 1] 1] 2 5
secretion
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT - Non=5¢rious Serious Serious Total Total
serious
Trregular breathing 0 4 L] 0 0 4
Laryngeal
discomfort 4 28 o 0 4 28
Laryngeal disorder 3 5 0 0 3 5
Laryngeal 3 7 0 0 3 7
mi{lammation
Laryngeal
chstruction 0 Y 0 ! 0 !
Laryngeal oedema 1 3 4 20 5 23
Laryngeal pain 15 39 L] 0 15 39
Laryngeal 0 L 0 D 0 1
ulceration
Laryngospasm 2 ] 0 0 2 &
Laryny irritation 6 13 0 1 o 14
Lower respiratory
traet congestion 4 3 " b 4 g
Lung disorder [38 293 3 9 141 302
Lung hyperinflation 1 | 0 0 1 1
Lung infiltration 1 2 0 i 1 2
Mouth breathing 0 1 0 0 0 1
Mus::l:lc_lskclmal ) ] a 0 1 1
chest pain
Nasal congestion 172 A2 L] 172 403
Masal crusting 4 1 0 0 4 10
Nasal discharge 0 3 0 i 0 3
discolouration
Nasal discomfort 27 89 0 0 27 §9
Masal disorder 1 7 0 0 1 7
Nasal dryness 55 156 1] i 55 | 156
Nasal inflammaticn 7 1 1] 0 7 16
N:_tsal mur.:osal 0 i 0 0 0 1
blistering
Nasa] mucc_:s.al 0 1 0 0 0 1
discolouration
Nasal mucosal
disorder 2 7 0 0 2 7
Nasal mucosal ulcer 1 2 0 i 1 2
Nasal obstruction 0 2 0 0 0 2
Nasal odour 0 1 0 0 0 1
Masal oedema 2 3 U] 0 2 8
Nasal polyps 2 2 0 0 2 2
Nasal pruritus 2 13 0 0 2 13
Nasal ulcer 1 3 0 0 1 3
Confidentiality Statement

Data and mformation contained in this document are considered to constitute trade secrets and confidential
commercial infermation, znd the legal protections provided to such trade seerets and confidential information
are hereby claimed under the provisions of appliceble law. Ne part of this document may be publicly
disclosed without the writlen consent of Philip Maorris Products 5 A




Philip Morris Products SA. Safety Update Report Confidential
PMI_SURV_2020_SURDL Finul Page 124 of 141

RD_RC_RO7128 SISUR

MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative

MedDRA PT - Non=serious Serious Serions Total Total
serious |

Nocturnal dyspnoca 5 Bl L] 0 5 B

Obstructive airways o

disorder 11 L7 o 1 Il 18

Oropharyngeal 0 2 9 % | o 27

hlistering

Qrapharyngeal 1 4 0 il 1 4

discalouration !

Oropharyngeal 688 1078 1 1 689 1079

discomfort

Oropharyngeal pain 4050 TOR1 13 23 4063 8006

Oropharyngeal | 3 0 0 ] 3

plaque |

Oropharyngeal scar ] l 0 I 0 1

Oropharyngeal 1 o I 1 : 1 7

spasm

Oropharyngzal 0 3 0 0 0 3

swelling

Painful respiration 16 26 1] 0 16 26

Paranasal sinus |

. 3

hyposccretion 3 0 0 3 3

!’amnasnl sinus | | 0 0 1 1

inflammation

Pharyngeal cyst ] L 1] 0 0 1

Pharyngeal disorder 21 54 1 | 22 55

Pharyngeal 1 | 0 0 1 1

enanthema

Pharyngeal 14 EX 0 1 14 34

crythema |

Pharyngeal exudate 2 2 1 1 3 3

Pharyngeal 0 0 22 66 | 22 66

hacmorrhage

Pharyngeal 3 19 0 D 3 19

hvpoaesthesia

Pharyngeal 30 77 2 3 32 80

milammation

Pharyngeal lesion 0 1 o 0 0 1

Pharyngeal mass 13 13 0 0 13 13

Pharyngeal oedema 1 12 0 0 { 1 12

Pharyngeal 27 67 1 i T 68

paracsthesia |

Pharyngeal swelling 204 592 1 3 205 595

Pharyngeal 3 7 i 0 3 7

ulceration

Pleural effusion 3 3 0 0 3 3

[leuritic pain 2 2 1] i 2 2

Preumaonitis 0 8 1 3 1 11
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT - Non=serious Serious Serions Total Total
serious |
Preumaothorax 0 it 3 5 3 5
Preumaothorax 0 0 5 5 5 5

spontancous |

Praductive cough 561 1452 0 3 502 1455

Pulmonary | I 0 0 1 !

calcification

Pulmonary 2 s 6 13 8 17

congestion

Pulmonary 0 0 2 3 2 3

embelism |

Pulmenary fibrosis 0 i} 1 2 1 2

Pulmonary |

hacmaorrhage 0 0 1 2 | 1 2

lPulmu_nary 0 0 0 1 0 1

infarction |

Pulmonary mass 0 2 0 i 0 2

Pulmenary ocdema 0 | [ 19 5] 20

Pulmenary pain 495 BT 2 4 497 561

Pulmonary 0 0 0 1 : 0 1

sarcoidosis |

Rales 4 12 0 1 4 13

Reflux laryngitis 0 1 i i 0 1

Respiration 14 27 1 | | 15 28

abnormal

Respiratory arrest 0 ( L] 2 0 2

Respiratory 0 0 1 1 1 1

depression |

Respiratory disorder 50 99 L] 3 50 102

Respiratory disorder 1 | 0 0 | 1 1

neonatal

Respiratory distress 1 1 0 3 1 4

Respiratory failure 0 [t 3 4 3 4

Respiratory fatigue 2 2 0 0 2 2

Respiratory 2 4 0 0 9 9

symplom

Respiratory tract 48 55 1 1 49 56

cungcstlcm

!?.csp|ratur:)f tract 4 s 0 0 4 g

inflammation

Respiratory traet 71 123 0 o7 123

Tritation

Respiratory tract 0 0 3 5 4 5

oedema

Rhinalgia 7 34 L] i] 7 34

Rhinitis allergic 4 Lo 0 0 | 4 10

Rhinifis atrophic 0 1 0 0 0 1
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT m rious Non=serious Serious Serious Total Total
Rhinorrhoea 91 275 1 5 92 280
Rhonchi 1 2 [} 0 1 2
Sinus congestion 7 11 L] 0 7 11
Sinus disorder 4] 14 1] 1] 5] 14
Sinus pain 2 & L] i] 2 3]
poninfecive 0 : ; 0 1
N N
Sneezing 063 142 o 2 63 145
Snoring 9 16 0 0 9 16
Sputum discoloured 29 94 L] 0 29 94
Sputum increaszad 2 12 o i 2 12
Sputum retention ! 11 o ] 1 1
Sulfovation feeling 293 454 2 4 295 48R
Tachypnoea L 2 L] 0 1 2
Throat clearing 45 63 o 0 43 63
Throat irritation 2674 6178 3 19 2677 6197
Threat lesion 3 8 1 1 4 9
Throat tightness 93 258 0 1 a3 59
Tonsillar diserder 20 5 0 0 20 35
Tonsillar erythema 2 3 0 0 2 3
Tonsillar exudate 1 3 o 0 1 3
paemorthege 0 | 0 ! 0 2
E;;ﬁ'ﬁ;h} 36 101 0 0 36 101
inflammotion 7 a0 0 ! 7 i
Tonsillar uleer | 2 o 1] 1 2
Tonsillitis 2 2 0 i 2 2
Toensillolith L 2 0 0 1 2
Tracheal disorder 2 7 n 0 2 7
'i?l-;l.:ll:‘:::ﬂion ! * 0 v ! 4
Tracheal oedema 0 1] 2 3 2 3
Tracheal pain 6 IR L] 0 5] I8
oommtion | © 0 0 : 0 !
I R R R R R
ity inlamontion 6 10 2 . i 12
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT :«t rious Non=5¢rious Serious Serious Total Total
Upper respirato
trgg irrita]r}ion N 8 14 " 0 # 14
E;':";erfma;'f“a}' cough 0 1 0 D 0 1
Wasomolor rhinilis 1 | 1] il 1 1
Yoeal cord disorder 23 54 0 1 23 55
Vocal cord
dysfunction 2 z 0 0 2 2
e R I R R R
Waocal cord polyp 0 1 1] 0 0 1
ket 2 4 0 ! 2 s
Wheezing o7 109 1} 4 a7 113
Yawring 4 @ 0 i 4 9

Skin and

subcutaneous tissue 1916 5552 38 96 1964 5648

disorders |
Acne 4 437 1 k) 115 435
Acne cyshc 0 1 1] 0 0 1
Acne varioliformis 0 1 1] 0 0 |
Alopecia 8 26 1 1 9 27
Angioedema 0 It 16 33 16 33
Blister 123 391 [} 3 123 394
Blister rupture 0 8 0 0 0 ' g
Blood blister 1 4 1] 0 4
Circumoral cedema 0 1 0 0 0 1
Cald sweat 20 53 0 0 20 53
Dandruff 3 ] 1} 0 3 8
Dermatitis 1% 48 0 0 18 48
Eﬁﬁiﬁ_‘:‘s 2 7 0 0 2 7
Dermatitis allergic 9 37 0 0 9 37
Dermatitis atopic 11 13 o ] 11 15
Diermatitis bullous ] 1] 1] 1 0 1
Dermatitis contact 1] 5 1] i] 0 5
Dy skin 3l Hi 1 1 32 81
Dyshidrotic ceczema 0 o 0 0 4
Eczema 18 27 1] i 18 27
Erythema 21 36l 1} 1 121 362
Erythema nodosum 0 & 0 1 0 1
Heemorthags 0 0 2 2 2 2
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT m rious Non-serious Serious Serious Total Total
Hair colour changes 0 3 L] 0 0 3
Tair disorder 2 3 1] i 2 3
e N R R R
Hyperhidrosis 49 139 i 1 49 140
Hyperkeratosis 1 4 1] il 1 4
Lichen planus 0 i} 1 1 1 1
Lichenification 0 1 0 0 0 1
Livedo reticularis 0 1 0 0 0 1
Madarosis | 2 3 0 0 2 3
Mechanical urticaria 0 I 0 o 0 1
Miliaria 0 2 0 0 0 2
Nail bed bleeding 0 L L] 0 0 1
iﬁfa]:f:r:alinn ¢ l 0 0 ¢ 1
Nail discolouration L l L] 0 1 1
Nail disorder 0 2 o 0 0 2
Nail hypertrophy 0 l o 0 0 1
Neurodermatitis 1 1 0 0 1 1
Night sweats 0 L L] 0 0 1
Qo s e [ 1 1
Oedema blister 0 L L] 0 0 |
Onychoclasis 0 l 1] i 4] 1
Omnycholysis 0 L L] 0 0 1
Pain of skin [ 14 L] 0 5] 14
Palmar erythema p 2 1] 0 2 2
Fimepiacr O
Papule 0 2 L] 0 0 2
Perioral dermatitis 0 4 L 0 0 4
II_"::::;;;n.xltwlty 0 | 0 0 0 |
Somentation 2 5 0 I 2 9
Piloerection 0 | 0 i 0 1
Pityriasis rosca L L L] 0 1 1
Prurims 261 219 2 7 263 926
Pruritus allergic 1 1 L] 0 1 1
Paoriasis 10 15 1] 0 10 15
Purpura | 2 L] i | 1 2
Rash 384 1527 8 23 392 1552
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT m rious Non=serious Serious Serious Total Total
Rash erythematous 22 73 L] 1 22 74
Rash follicular 0 l 1] 0 0 1
Rash macular 213 293 2 3 215 296
Rash papular 4 |5 1 | 5 16
Rash pruritic 16 91 L] 2 16 93
Rash vesicular 3 5 1] i] 3 5
Rosacea 0 | 1] 0 0 1
Scab 10 45 1] 0 1 45
Scar pain ] 1 1] 0 0 1
;;L::ﬁe:“ gland 0 2 0 0 0 2
bt || o |
Scborrheea 4 [ o i] 4 3]
b s e ; s
Sensitive skin 1 3 1] ] 1 3
Skin atrophy 0 | 0 0 0 1
::"l‘:a";‘;z“"g 3 9 n 0 3 9
jl.:?:;mcnmtion : 5 0 0 ! 3
Skin discolouration 21 50 1 1 22 51
Skin discomfort 4 5 0 0 4 5
Skin disorder 47 219 o 0 47 219
Skin exfoliation 42 119 1] i 42 119
o — — ) ; : "
Skin hacmorrhage 2 ] 0 0 2 &
Skin hypertrophy 2 3 0 0 2 3
Skin induration 0 L o 1] 0 1
Skin rritation 22 53 n 1 22 34
Skin lesion 5 L] 0 2 5
Skin mass 0 1] I 1 1 1
Skin nzerosis 0 1] 1] 2 0 2
f;:grfnd;"‘ 1 12 0 0 1 12
Skin reaction 1 G 1] 0 1 9
Skin striae 2 2 0 0 2 2
Skin swelling 4 12 L] ] 4 12
Skin tightness 1 3 1] 0 1 k]
Skin ulcer | 2 1] i 1 2
Skin weeping 2 5 1] ] 2 5
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT m rious Non=5¢rious Serious Serious Total Total
Skin wrinkling 5 G L] 1 5 10
Solar lentigo 1 2 1] 0 1 2
Spider naevus 1 1 L] 0 1 1
Sticky skin 0 1 1] 1] 0 1
Thermal burn 1 1 0 0 1 1
Urticana 75 231 1 2 76 283
Urticaria chronic 1 | 1] 0 1 1
Keroderma 0 1 0 0 0 1
Yellow skin 1 5 0 0 5

Social circumstances 11 36 1 2 12 38
Bedridden 1 1 1] i] 1 1
Ex-tobacco user 1 | 1} 0 1 1
;E?i;,md driving 3 4 0 0 3 4
Loss of persanal
independence in 1 & 1 1 2 7
daily activitics
Passive smoking 4 22 1] 1 4 23
Tobacco user 1 1 1} i} 1 1
Wheelchair user 0 L 1] 0 0 1

:;‘m;‘ﬂr‘;ﬂd medical 8 23 3 7 11 30
Cardiac operation 1 1 0 0 1 1
Dental operation 0 [ 0 0 i 1
Gingival operation 0 1 0 0 1] 1
Hospitalisation 0 0 1 3 2 3
Infusion 1 0 0 1 1
Lung lebectomy 0 i 1 1 1 1
Lymphadenectomy 0 ( 0 1 i 1
Nerve block 0 1 0 0 0 1
Surgery 2 5 L] 1 2 &
Thyroid operation 1 0 0 0 1
N 1 C e ] 1
ft;f::‘l' tecth 0 2 0 0 0 2
Wound drainage 0 1 0 0 0 1

Vascular disorders 295 738 24 51 319 789
ANCUrVEm | 0 ( 1 2 i 1 | 2
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MedDRA SOC emal | Camulative | Interval | Cumulative | Interval | Cumulative
MedDRA PT - Non=5¢rious Serious Serious Total Total
serious
Angiopathy 9 12 L] 0 9 12
Alrtcnal occlusive 0 0 1 1 1 1
disease
Arterial rupture 0 & 0 1 0 1
Blood pressure 21 39 2 2 23 41
Muctuation
Bloedy discharge 0 2 1] il 0 2
Capillary tragility 0 1 o 0 0 1
Circulatory collapse 0 i} 1 1 1 1
Cyanosis 3 Y o 0 3 9
Embolism 0 [t} 1 1 1 1
Flushing 9 3R L] 2 9 40
Haematoma 0 2 o 0 L] 2
Haemorrhage 0 2 3 9 3 11
Haot flush 7 17 0 0 7 17
Hypertension 42 374 g 7 lde 381
Hypertensive crises 0 & o 2 i 2
Hypotension 15 40 1} 1 15 41
Infarction 0 1] 3 3 3 3
Intermal 0 o 0 1 0 1
haemorrhage
Tugular vein
distension L L 0 0 1 1
Labile blood 0 I 0 o 0 1
pressure
Lymphoedema 1] l 0 0 0 1
Orthostatic
hypotension 0 ! 0 0 0 !
Pallor 45 119 1] 8 45 127
Pcrlphf:ml artery 0 0 1 1 1 1
occhusion
Peripheral coldness 4 13 1] 0 4 13
l‘!:npheq'al vaseular 6 T 0 i 6 i3
disorder
Phlebitis | 2 1] i 1 2
Poor peripheral | 2 0 0 1 2
circulation
Raynaud's ! ! 0 0 1 I
phenomenon
Shock 1 1 1] 0 1 1
Supet:ﬁc ial vein 1 1 0 0 1 1
Promuinensg
Thrembosis 0 1] [ 7 [ 7
WVaricose vein 7 12 0 0 7 12
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i:;:?;’::il;ncy 0 : " 0 0 !
WVascular occlusion 1 2 1 1 2 3
WVascular pain 4 3 0 0 4 3
WVascular stenesis 2 2 0 0 2 2
Vasculitis 1] ( 1] 1 0 1
WVasovonstriction 9 14 0 0 9 14
Vasodilatation 2 2 0 0 2 2
Vasospasm 1 3 L] 0 1 3
Vein disorder 1 1 1] 0 1 1
WVein rupture L 1 0 0 1 1
Venous ceclusion 0 2 0 0 0 2
Grand Total T5973 174335 1355 34t T7328 177376
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18.3 Appendix 3: Tabular Summary of Safety Signais

Signal term | Date Status Date closed | Source of | Reason Method of | Action(s)
apened (ongoing | (for closed | sipnal for signal taken or
or signals) evaluation | evaluation planned
closcd) &
SUmnEry
of key
data
Acne Dec 2017 | Closad December Gilobal Increased Qualitative Monitoring
2018 Salety reporting and aclivities
Database rate quantitative
Chest Dee 2017 | Closed December Global Increased Qualitative Monitoring
discomfort 2018 Safety reporting and activities
Database rate quantitative
Rash Dee 2017 | Closed December Glabal Inereased | Qualitative | Monitoring
2008 Safety reporting and activities
Database ate quantitative
Chest pain May Closed Decamber Global Inereased | Qualitative | Monitoring
2018 2018 Safety reporting and activities
Darabasc rate quantitative
Urticaria May Closed December Global Increased | Qualitative Monitoring
2018 2008 Safety reporting and activities
Database rate quantitative
Epistaxis May Closed October Global Inereased | Qualitative | Monitoring
2018 2019 Safety reporting and activitics
Darabasc rate quantitative
Racterial August Closed August Scientific | Increased | Qualitative | Monitoring
pReumonia 2018 2018 Literature Pneumeco | and activities
ceal quantitative
adhesion
to nasal
epithelial
cells
cxposed to
Q05
extract
Acute January Closed Decamber Scientific Case Qualitative | Monitoring
Eosinophilic | 2019 2019 Literature | report  of | and activities
Pneumoenia acute quantitative
eosinephili
C
pREumonia
in a 16-
vear-old
Japanecse
man who
started
using
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Signal term

Date
opened

Status
(ongoing
or
closed)

Date closed
(Tor closed
signals)

Source of
signal

Reason
for
evaluation
&
Summary
uf key
data

“heat-not-
burmn
cigarettes™
two weeks
before
admission
to hospital,

Method of
signal
evaluation

Action(s)
taken or
planned
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18.4 Appendix 4: Listing of Interventional and Non-interventional
Studies during the Reporting interval

Study Protacol Study title Country Study start Status
Number
P1-OHS-01-JP G-month randemized, | Japan 09-Mov-2017 Closed

controlled, open-
label, 2-arm parallel
group, multicenler
study to evahuate the
effect of switching
from cigarette
smoking to the use of
1Q0S in smokers
with generalized
chrenic periodentitis
an the response to
mechanical
periodontal treatment
and oral health status,
P1-AAA-02-]P Conteolled, open- Japan 013-0ct-2018 Ongoing
label, 3-arm parailel
grouap. multi-center
study to evahuate the
AAA growth rate in
adult smoking
paticnts randemized
to either eigarette
smoking or IQO0S use
and to compare with
the AAA growth rate
in patients who had
stopped smoking
P1-EXC-01-EU Randomized, Giermany 01-Feb-2019 Closed
controlled, open-
label, 4-arm parallel
group study to
evaiuate the effect of
switching from
cigarette smoking to
the use of [QOS n
healthy adult current
smokers on exercise
capacity and
trainability
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18.5 Appendix 5: Market Specific Appendices
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18.5.1 Appendix Ba: U.S. Appendix

18.5.1.1 Cumulative and interval Summary Tabulations of Serious and Non-
Serious Adverse Reactions from U.5. Post-Marketing Experience

On 153-May-2017, PMI submitted threz Pre-Market Tobacco Product Applications for the
IQOS Tobacco Heating System with three variants of Marlboro HeatSticks. The Marketing
Orders for three wariants of Marlboro HeatSticks (PMO0000424, PMO000425  and
PMO000426) and for the IQOS System Holder and Charger 2.4 (PM0O000479) were issued
on 30-Apr-2019. On 07-Dee-2020, the Markcting Order was issucd for the IQOS System
Holder and Charger 3.0 (PM0000634 ), however, the device was not on the marker during the
reporting peried.

The global safety database was searched for serious and non-serious AEs received from
unsolicited sources in the U.S. during the reporting period from 01-Jan-2020 to 31-Dec-2020
and cumulatively from 30-Apr-2019 to 31-Dec-2020. The summary tabulation of identified
AEs organized by MedDRA S0OC iz presented in Table 18-1. Of note, most of the
spontancous reports received by PMI are not medically confirmed, i.c. they were reccived
from consumers directly and not via health care professionals.

A total of 25 non-serious AEs was received from 10 ICSRs in the U.S. during the reporting
period. The most frequenily reported AEs (=5%) were: Product complaint (n=3, 12.00%),
Device physical property issue (n=2, 8.00%), No adverse event (n=2, 8.00%), Accidental
cxposure to product by child (n=2, 8.00%), Thermal burn (n=2, 8.00%), Cough (n=2, 8.00%),
and Headache (n=2, 8.00%). No SALs were received from the U.S. during the period covered
by this SUR.

As mentioned in the SPT version 5.0 for THS (dated 02-Dec-2019), Cough and Headache are
already known class effect AEs associated with the use of nicotine-containing products. The
event of Thermal bum is recognized as an Important Potential risk associated with use of
THS and stays under PMI monitoring.

The most represented SOCs (5%} were: Product issues (n=7, 28.00%), Respiratory, thoracic
and mediastinal disorders (n=>5, 20.00%), Injury, poisoning and procedural complications
{n=4, 16.00%), Gastrointestinal disorders {n=3, 12.00%), Nervous system disorders (n=3,
12.00%), and General disorders and admimistration site conditions (n=2, 8.00%).

Cumulatively, there were 61 non-serious AUs received from 27 [ICSRs in the U.S.
Cumulatively, no SAEs were received from the ULS,
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Table 18-1 Cumuiative and Interval Summary Tabulations of Serious and Non-Serious
Adverse Experiences from U.S. Post-Marketing Experience

MedDRA S0C In:len-lll Cumulative | Imterval Cumulative | Interval | Cumulative
MedDRA PT on- Non-seripus | Serious Serious Taotal Total
serious
Cardiac disorders ] 1 1] 0 0 1
Palpitations 0 1 0 0 L] 1
q astrointestinal 3 m 0 0 3 10
disorders
Abdominal discomfort 1 1] ] 1 1
Abdominal distension 1 1] 0 1 |
Chapped lips 1] 1] 0 0 1
Cheilitis 1] 1] 0 1] |
Lryspepsia 0 1} 0 0 I
Mausza 1 2 1] 0 1 2
Oral discomfort 1] 1] ] i 1
Swollen tongue 0 1] 0 0 1
Tongue disorder 1] 1] 0 0 |
General disorders and
administration site 2 5 [} 0 2 5
conditions
Chest discomfort (1 i 1} 0 0 |
Fatigue 0 1 1] 0 ] 1
Mo adverse gvent 2 3 1] 0 2 3
Hepatobiliary disorders 0 1 1] 0 0 1
Hepatic pain 0 1 0 0 0 1
!JI{:[’-EIIII‘IIN anil 0 1 o 0 " 1
infestations
Pharyngitis o o 0 0 |
streptococeal
Injury, poisoning .and' 4 7 o 0 4 7
procedural complications
Agcidental exposure to
praduct by child 2 3 v v z 3
Device difficult to use 1] (] i 1] |
Thermal burmn 2 3 1] [ 2 3
Investigations 0 1 1] 0 [1] 1
Transaminases increased 1} 1 (] i 1] |
Mervous system disorders 3 4 1] 1] 3 4
Burning sensaticn 1 1 1] 0 1 1
[leadache 2 3 1] L] 2 3
Product issues 7 14 [} 0 7 14
Device issue 0 1] 0 1] 1
_Dewc e physical property 3 3 o 0 5 5
issue
Product complaint 3 5 1} 0 3 s
.Pruduut distribution | o 0 I |
issue
Product physical issue 1 2 1] 0 1 2
Pyvchiatric disorders 0 3 1] 0 0 3
Anxiety 0 1] 0 1] 1
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MedDRA SOC Inemal | Cumulative | Interval | Cumulative | Interval | Cumulative

MedDRA I'T | o Non-serions | Serious Serious Taotal Total
| serious

Irritability ] ] 0 [} |
Panic attack 1] 1 0 0 0 1

Respiratory, thoracie and |

mediastinal disorders | ? 13 v 0 ; 13
Cough 2 4 1] 0 2 4
Dysphonia ] 1 | 1} | 0 0 1
Dyspnoea 0 2 | ] L] 2
Epistaxis | 1] 1] 0 0 1
Oropharyngeal pain 1 2 | i} | 0 1 2
Snoring I 1 L ] i 1
Throat irritation | ] 1] 0 1 1
Threat tightness 1 ] | 0 1 1

Vascular disorders 1 1 [ L 1 1
Cyancsis | 1 i} i} i 1

Grand Total |25 61 | 0 .25 6l
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18.6 Appendix 5: Signatures

Confidentiality Statement
Data and mformation contaned in this document are considered to constitute trade seorels and confidential
commercial infermation. and the legal protections provided to such trade scerets and confidential information
are hereby elaimed under the provisions of applicable law. Wo part of this decument may be publicly
disclosed without the writlen consent of Philip Maorris Products 5 A




P'hilip Morris Procucts SA. Safety Update Report Confidential
PMI_SURV_2020_SURDL Finul Page 141 of 141

RD_RC_80712% SISUR

PMI_SURV_2020_SURO1

Period Covered: 01-Jan-2020 to 31-Dee-2020

Electrically Heated Tobacco Product (EHTP) and Tobacco Heating Device
{(THIY), as part of the Tobacco Heating System (THS)

Justification Name/Title Signature Date

Author Kamila Kowa/

Senior Product Wantiia & ouia Apr 20,2021
Surveillance Scientist Farmila Fawes (Apr 2y, 2641 151 EUTHL)

Review Nicolas Blane/
Manager Medical
Operaftions

Apr 21,2021

Approval Stephen Malcolm/

Director Safety
Surveillance, New Seeplig-Madiolien. Apr 27, 2021

Capabilitics

GNTs2)

Approval Annic Heremans/

Chief Medical Officer Apr 27,2021
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