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A. 1QOS® CROSS-SECTIONAL POSTMARKET ADULT CONSUMER STUDY
(PACS) (PROTOCOL ID: |

FDA REQUEST A-1

In the “IQOS Cross-Sectional PACS” and “IQOS Cohort PACS,” you plan to present the IQOS
MRTP message to participants, ask participants about whether they have previously seen the
message and assess participants’ comprehension of the message. Specifically, on items 161-
167 in the IQOS Consumer Cross-Sectional Study Instrument (pp. 51-52) and items 210-216
in the IQOS Longitudinal Cohort Postmarket Adult Consumer Study Baseline Questionnaire
(pp. 75-76), you will show participants the “Available Evidence to Date” statement (which
describes reductions in the production of and exposure to HPHCs from IQOS) and ask
participants quecstions about it. These items ask participants what they believe the MRTP
message states, rather than asking participants what they believe about the risks of using IQOS.
Instead of showing participants the MRTP message and asking people what it says, ask people
about their own understanding of the risks of using IQOS. To accomplish this, revise the
following items:

a. Eliminate item 161 in the Cross-Sectional PACS Instrument and item 210 in the Cohort
PACS Baseline Questionnaire, such that you will not show the IQOS MRTP message to
participants in the study.

b. Eliminate items 162-164 and 166 in the Cross-Sectional PACS Instrument and items 211-
213 and 215 in the Cohort PACS Bascline Questionnaire

c. Delete the phrase “Based only on this product message for IQOS that you recall having
scen” from items 165 and 167 in the Cross-Sectional PACS Instrument and from items 214
and 216 in the Cohort PACS Baseline Questionnaire.

d. Only ask item 167 (in the Cross-Sectional PACS Instrument) and item 216 (in the Cohort
PACS Baseline Questionnaire) among people who respond “Have less exposure...” on
items 165 and 214 in the corresponding study instrument

¢. On items 165 and 167 (in the Cross-Sectional PACS Instrument) and items 214 and 216
(in the Cohort PACS Baseline Questionnaire), counterbalance the order of response options
across respondents (7.¢., present the items to half of participants with the response options
as shown in the instrument and with the response options in reverse order for the other half
of participants [keep “Don’t know/ don’t recall” as the final option in both versions]).

f. Inthe Cohort PACS, add items 214 and 216 to each of the other waves of the study (Surveys
2-6).

g. Add tables to the Cohort PACS SAP to show the results of items 214 and 216 at cach wave
of the Cohort PACS. Include cells for percentages and Cls for each response option
separately, rather than aggregating responses into “correct” and “incorrect” categories.
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1QOS® COHORT POSTMARKET ADULT CONSUMER STUDY (PACS)
(PROTOCOL ID:

FDA REQUEST B-1

Review and respond to the A.1 under the IQOS™ Cross-Sectional PACS as it applics to this
study as well.

RESPONSE B-1

To support assessments of participants’ perceptions of the risks of using /QOS over time, we
revised the Cohort Study instruments and made corresponding adjustments in the protocol and
statistical analyses plan (SAP) as directed by FDA.

With respect to the Cohort Study, we made the following changes to the baseline questionnaire

(Appendix C2):

We eliminated original item 210 (MRTP message)

We eliminated original items 211-213 (questions related to having seen the MRTP
message) and original item 215 (knowledge that exposure reduction is relative to
cigarettes)

We revised original items 214 and 216 (now items 209 and 210) to delete the phrase
“Based only on this product message for IQOS...” and replaced it with “Based on what
you know or believe...”

We have conditioned original item 216 (now item 210, “Based on what you know or
believe, what do smokers need to do in order to reduce their body’s exposure...”) to be
asked only of those who respond “Have less exposure...” to original item 214 (now
item 209, “Based on what you know or belicve, pleasc complete the following:
Smokers who switch completely from cigarettes to 1QOS...”)

For original items 214 and 216 (now items 209 and 210) we have counterbalanced the
response options such that half of respondents will be presented the response order as
shown in the questionnaire and half will sce the options in reverse order (excluding
“Don’t know” which will always be presented last).

In addition, we made the following change to the Cohort follow-up survey (Appendix C3):

We added these two questions about perception and understanding of /QOS and
exposure reduction (see now item 61, “...please complete the following: Smokers who
switch completely from cigarettes to IQOS...” and now item 62, “...what do smokers
need to do in order to reduce their body’s exposure...”, Appendix C3). These questions
will be asked in all follow up waves of the study (Surveys 2-6).
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Quitting smoking after first trying /QOS (Table 27)
Quit attempts (Table 28)
Completely quit smoking, /QOS, all tobacco (Table 32)

In addition, we also revised regression models to assess HeatSticks flavor preferences as a
predictor of the following study outcomes:

Current use of cigarettes (Table 13)

Changes in cigarettes per day among dual users (Table 6)

Cigarettes per day over time among dual users (Table 8)

Complete switching from cigarettes to /QOS (Table 16)

Complete switching from /QOS to cigarettes (Table 18)

Initiation — ever/established use of a product never used at baseline (Table 20, 22)
Smoking relapse and re-initiation (Table 24, 26)

Quit attempts (Table 29)

Completely quit smoking, /QOS, all tobacco (Table 33 - 35)

An updated power analysis was performed to account for additional analyses of menthol and

non-menthol HeatSticks variety. The updated power analysis led to an increase in the /Q0OS
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