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15.1.1 Primary Endpoints
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Figure 15.1.1.1 Evening COHb (%) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Appendix 15.2.3.6
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Figure 15.1.1.2 MHBMA Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.1.3 3-HPMA Urinary Concentration Adjusted for Creatinine
(ng/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.1.4 S-PMA Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.1.5 Evening COHb % Change from Baseline Mean and 95% CI -
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: % change from baseline, where baseline is the last assessment prior to first product use in CC/THS 2.2
arms on Day 1 or last assessment prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.1.6 MHBMA Urinary Concentration Adjusted for Creatinine
(pg/mg creat) % Change from Baseline Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: % change from baseline, where baseline is the last assessment prior to first product use in CC/THS 2.2
arms on Day 1 or last assessment prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.1.7 3-HPMA Urinary Concentration Adjusted for Creatinine
(ng/mg creat) % Change from Baseline Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: % change from baseline, where baseline is the last assessment prior to first product use in CC/THS 2.2
arms on Day 1 or last assessment prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.1.8 S-PMA Urinary Concentration Adjusted for Creatinine
(pg/mg creat) % Change from Baseline Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: % change from baseline, where baseline is the last assessment prior to first product use in CC/THS 2.2
arms on Day 1 or last assessment prior to 06:29 AM in SA arm on Day 1.
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15.1.2 Secondary Endpoints
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Figure 15.1.2.1 Urinary MHBMA Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.2 Urinary 3-HPMA Quantity Excreted over 24 hours (ug)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.3 Urinary S-PMA Quantity Excreted over 24 hours (ng) Geometric
Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.4 Exhaled CO Arithmetic Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.5 1-OHP Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.6 Urinary 1-OHP Quantity Excreted over 24 hours (ng) Geometric
Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.7 Total NNN Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.8 Urinary Total NNN Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.9 4-ABP Urinary Concentration Adjusted for Creatinine  (pg/mg
creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.10 Urinary 4-ABP Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.11 1-NA Urinary Concentration Adjusted for Creatinine  (pg/mg
creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.12 Urinary 1-NA Quantity Excreted over 24 hours (ng) Geometric
Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Appendix 15.2.4.16
Path: /cvn/projects/prj/development/000000106324/dev/figures/f_1na24.sas (Page 1 of 1)
Program Run: 270CT14 cvn_kbooth Program Status: FINAL



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 26 of 99

Figure 15.1.2.13 2-NA Urinary Concentration Adjusted for Creatinine  (pg/mg
creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.14 Urinary 2-NA Quantity Excreted over 24 hours (ng) Geometric
Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.15 o-toluidine Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.

Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.16 Urinary o-toluidine Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.17 CEMA Urinary Concentration Adjusted for Creatinine
(ng/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.18 Urinary CEMA Quantity Excreted over 24 hours (ug)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.19 HEMA Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.20 Urinary HEMA Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Appendix 15.2.4.24
Path: /cvn/projects/prj/development/000000106324/dev/figures/f_hema24.sas (Page 1 of 1)
Program Run: 270CT14 cvn_kbooth Program Status: FINAL



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 34 of 99

Figure 15.1.2.21 B[a]P Urinary Concentration Adjusted for Creatinine
(fg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.22 Urinary B[a]P Quantity Excreted over 24 hours (pg) Geometric
Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.23 HMPMA Urinary Concentration Adjusted for Creatinine
(ng/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.24 Urinary HMPMA Quantity Excreted over 24 hours (ug)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.25 S-BMA Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.26 Urinary S-BMA Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.27 Total NNAL Urinary Concentration Adjusted for Creatinine
(pg/mg creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.28 Urinary Total NNAL Quantity Excreted over 24 hours (ng)
Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.29 NEQ Urinary Concentration Adjusted for Creatinine  (mg/g
creat) Geometric Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.30 Urinary NEQ Quantity Excreted over 24 hours (mg) Geometric
Mean and 95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.31 Plasma Nicotine Concentrations (ng/mL) Geometric Mean and
95% CI - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.

Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Note: Evening result is presented for Day 5.
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Figure 15.1.2.32 Plasma Cotinine Concentrations (ng/mL) Geometric Mean and
95% CI - FAS
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------------ Lower limit of quantification (1 ng/mL).

Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.

Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Note: Evening result is presented for Day 5.
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Figure 15.1.2.33 QSU-brief Factors and Total Scores Arithmetic Mean and 95%
Cl - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.

Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Note: QSU-brief scores reported on a 7-point scale. Higher scores indicate greater intensity of urge.
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Figure 15.1.2.33 QSU-brief Factors and Total Scores Arithmetic Mean and 95%
Cl - FAS

Factor 2 - Relief
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.

Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Note: QSU-brief scores reported on a 7-point scale. Higher scores indicate greater intensity of urge.
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Figure 15.1.2.33 QSU-brief Factors and Total Scores Arithmetic Mean and 95%
Cl - FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.

Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Note: QSU-brief scores reported on a 7-point scale. Higher scores indicate greater intensity of urge.
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Figure 15.1.2.34 QSU-brief Factors and Total Scores Change from Baseline
Least Squares Mean Differences and 95% CI - FAS
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: QSU-brief scores reported on a 7-point scale. Higher scores indicate greater intensity of urge.
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Figure 15.1.2.34 QSU-brief Factors and Total Scores Change from Baseline
Least Squares Mean Differences and 95% CI - FAS
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: QSU-brief scores reported on a 7-point scale. Higher scores indicate greater intensity of urge.

15.4.4.44 and 15.3.6.11

Path: /cvn/projects/prj/development/000000106324/dev/tables/tlf_anlgsu.sas (Page 2 of 3)

Program Run: 270CT14 cvn_ahedge Program Status: FINAL



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 51 of 99

Figure 15.1.2.34 QSU-brief Factors and Total Scores Change from Baseline
Least Squares Mean Differences and 95% CI - FAS

Variable: Factor 2 - Relief
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: QSU-brief scores reported on a 7-point scale. Higher scores indicate greater intensity of urge.
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Figure 15.1.2.35 MNWS Total Scores Arithmetic Mean and 95% CI — FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.35 MNWS Total Scores Arithmetic Mean and 95% CI — FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.36 MNWS Total Scores Change from Baseline Least Squares
Mean Differences and 95% CI - FAS
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MNWS scores reported on a 5-point scale (0-4). Higher scores indicate greater intensity on that scale.
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Figure 15.1.2.36 MNWS Total Scores Change from Baseline Least Squares
Mean Differences and 95% CI - FAS

Variable: Total Score 2
4 —

Least Square Mean Difference

Overall Day 2 Day 3 Day 4 Day 5 Day 6

Timepoint

[—e— THS2.2-CC —m—- THS2.2-SA|

Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MNWS scores reported on a 5-point scale (0-4). Higher scores indicate greater intensity on that scale.
15.4.4.46 and 15.3.6.12)
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Figure 15.1.2.37 MCEQ Subscales Arithmetic Mean and 95% CI — FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.37 MCEQ Subscales Arithmetic Mean and 95% CI — FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.37 MCEQ Subscales Arithmetic Mean and 95% CI — FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.37 MCEQ Subscales Arithmetic Mean and 95% CI — FAS

Psychological Reward Subscale
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.37 MCEQ Subscales Arithmetic Mean and 95% CI — FAS

Smoking Satisfaction Subscale
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.38 MCEQ Subscales Change from Baseline Least Squares Mean
Differences and 95% CI - FAS

Variable: Aversion Subscale
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MCEQ subscales reported on a 7-point scale (1-7). Higher scores indicate greater intensity on that scale.
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Figure 15.1.2.38 MCEQ Subscales Change from Baseline Least Squares Mean
Differences and 95% CI - FAS

Variable: Craving Reduction Subscale

0.0 |-
0
e -0.5- - T
o
0 —
.aE _ [—
(]
[ =
5
= -1.0
o '
©
=2
o
)]
et
0
& -1.5- 1
_I L1 -
-2.0
| | | | | |
Overall Day 1 Day 2 Day 3 Day 4 Day 5

Timepoint
|[—e— THS 2.2 - CC|

Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MCEQ subscales reported on a 7-point scale (1-7). Higher scores indicate greater intensity on that scale.
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Figure 15.1.2.38 MCEQ Subscales Change from Baseline Least Squares Mean
Differences and 95% CI - FAS

Variable: Enjoyment of Respiratory Tract Sensation Subscale

oo
] _
S _
[ -
% -0.5 -
£
D —_ —_— —
- _
1+
[))
s
g
S -1.04 ®
(=2
(73]
)
wn
1]
()] 4
|
1.5 1 1

Overall Day 1 Day 2 Day 3 Day 4 Day 5

Timepoint

|[—e— THS 2.2 - CC|

Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MCEQ subscales reported on a 7-point scale (1-7). Higher scores indicate greater intensity on that scale.
15.4.4.48 and 15.3.6.13
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Figure 15.1.2.38 MCEQ Subscales Change from Baseline Least Squares Mean
Differences and 95% CI - FAS

Variable: Psychological Reward Subscale
000 f-------------m-mmmmrmmm e

-0.25 T

-0.50

-0.75

Least Square Mean Difference

-1.00

-1.25 4L

Overall Day 1 Day 2 Day 3 Day 4 Day 5

Timepoint
|[—e— THS 2.2 - CC|

Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MCEQ subscales reported on a 7-point scale (1-7). Higher scores indicate greater intensity on that scale.
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Figure 15.1.2.38 MCEQ Subscales Change from Baseline Least Squares Mean
Differences and 95% CI - FAS

Variable: Smoking Satisfaction Subscale
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Adjusted least squares (LS) means and confidence intervals (Cls) from an ANCOVA model with study arm,
sex, CC consumption reported at screening, day and study arm*day fitted as fixed effect factors with baseline
fitted as a covariate. Day fitted as a repeated factor.

Note: MCEQ subscales reported on a 7-point scale (1-7). Higher scores indicate greater intensity on that scale.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Appendix 15.2.4.58
Path: /cvn/projects/prj/development/000000106324/dev/figures/f_hst.sas (Page 9 of 17)
Program Run: 270CT14 cvn_kbooth Program Status: FINAL



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 75 of 99

Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment

prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.

Appendix 15.2.4.58
Path: /cvn/projects/prj/development/000000106324/dev/figures/f_hst.sas (Page 14 of 17)
Program Run: 270CT14 cvn_kbooth Program Status: FINAL



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 80 of 99

Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.39 HST per Cigarette Parameters Arithmetic Mean and 95% CI —
FAS
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Note: CC = Conventional cigarettes; SA = Smoking abstinence; THS = Tobacco Heating System.
Note: Baseline is the last assessment prior to first product use in CC/THS 2.2 arms on Day 1 or last assessment
prior to 06:29 AM in SA arm on Day 1.
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Figure 15.1.2.40 Scatterplot of 8-epi-PGF2a Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: THS 2.2
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Correlation Coeffficient = 0.1730 (P-value = 0.127)

Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.40 Scatterplot of 8-epi-PGF2a Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: CC
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Linear regression line
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.40 Scatterplot of 8-epi-PGF2a Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: SA
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.40 Scatterplot of 8-epi-PGF2a Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: Overall. (P-value for comparison of slopes between
THS 2.2 and CC =0.314)
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).

15.4.4.57

Path: /cvn/projects/prj/development/000000106324/dev/tables/tif_anineqrisk.sas (Page 4 of 4)

Program Run: 310CT14 cvn_ahedge Program Status: FINAL



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHR-REXC-03-EU Version 2.0 / 08 March 2016 Page 87 of 99

Figure 15.1.2.41 Scatterplot of Urinary 8-epi-PGF2a Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS

Study Arm: THS 2.2
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.41 Scatterplot of Urinary 8-epi-PGF2a Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.41 Scatterplot of Urinary 8-epi-PGF2a Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS

Study Arm: SA
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.41 Scatterplot of Urinary 8-epi-PGF2a Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS

Study Arm: Overall. (P-value for comparison of slopes between
THS 2.2 and CC = 0.848)
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.42 Scatterplot of 11-DTX-B2 Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: THS 2.2
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.42 Scatterplot of 11-DTX-B2 Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.42 Scatterplot of 11-DTX-B2 Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: SA
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.42 Scatterplot of 11-DTX-B2 Urinary Concentration Adjusted for
Creatinine vs. NEQ Urinary Concentration Adjusted for Creatinine - FAS

Study Arm: Overall. (P-value for comparison of slopes between
THS 2.2 and CC = 0.058)
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.43 Scatterplot of Urinary 11-DTX-B2 Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS

Study Arm: THS 2.2
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.43 Scatterplot of Urinary 11-DTX-B2 Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.43 Scatterplot of Urinary 11-DTX-B2 Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS

Study Arm: SA
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Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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Figure 15.1.2.43 Scatterplot of Urinary 11-DTX-B2 Quantity Excreted over 24
hours vs. Urinary NEQ Quantity Excreted over 24 hours - FAS

Study Arm: Overall. (P-value for comparison of slopes between
THS 2.2 and CC =0.771)

|
. 2000
=]
£
N
m
Q
g
S 1500 -
(o]
0
£
[o]
| .
=
-
S 1000
| .
o
>
=
)]
Q
-
~ 500 -

Nicotine Equivalents (mg)

® THS 2.2
B CC
A SA

Note: CC = Conventional cigarettes; THS = Tobacco Heating System.

Note: Regression lines only shown on separate study arm plots where a significan result was found for the slope
(see Table 15.2.4.57).
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15.1.3 Other Assessments

Not applicable.
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