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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure
on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day5 Ratio (95% CI)
MHEMA (pg/myg creat) E 13.49 (10.96, 16.60)
3-HPMA (ng/myg creat) —— 50.67 (44.88, &7.20)
S5-PMA (pg/mg creat) E 1097 (9.26, 12.99)
COHb (%) - 44.94 (4211, 47.97)
Total MMAL (pg/mg creat) +i 4369 (39.62, 48.17)
Tatal 1-0OHF (pg/mg creat) - 3918 (34.82, 44.07)
MMM (pg/mg creat) —— E 27.02 (21.75, 33.55)
4-ABP (pg/mg creat) | 2010 (17.08, 23.64)
1-MA (pg/mg creat) E 570 (493, 6.59)
2-MA (pg/mg creat) i 13.66 (12.04, 15.49)
o-tol (pg/mg creat) —e— 43.80 (36.31, 52.83)
CEMA (ng/mg creat) E 18.23 (16.16, 20.56)
HEMA (pg/mg creat) —— 5014 (44,09, &7.02)
B[a]F (fg/mg creat) - E 2719 (23.17,31.91)
HMPMA (ng/myg creat) —e— 43.06 (37.75, 45.10)
5-BMA (pg/mg creat) i —e— 85.83 (76.49, 96.31)
NEG (mgfg creat) E T 116.00 (28.91, 136.04)
0 a0 100 150
THSm2.2/mCC(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP
Program: f15010101-ZRHM-REXA-07-JP-v3.0.sas

Status: Final/03AUG2015 Page 1 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure
on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 90 Ratio (95% CI)
MHBMA (pg/mg creat) —— E 19.01 (14.68, 24.B61)
3-HFMA (ng/mg creat) —o— 5408 (46.94, B2.32)
S-PMA (pg/mg creat) - E 12.80 (2.88, 16.58)
COHb (%) - B1.72 (48.07, 55 B5)
Total NMAL (pg/mg creat) —— E 23.25 (17.38, 31.11)
Tatal 1-COHP (pg/mg creat) —— 52.02 (4483, B0.38)
MMM (pg/my creat) —— E 29.31 (21.48, 39.98)
4-ABP (pg/mg creat) - : 21.00 (17.02, 25.89)
1-MA (pg/mg creat) e E B.22 (4.70,8.22)
2-MA (pg/mg creat) - E 15.45 (12,98, 18.39)
o-tol (pg/mg creat) —— 5916 (42.02, 83.29)
CEMA (ng/mg creat) - E 917 (7.01, 12.00)
HEMA (pg/mg creat) —e 44 96 (37 .17, 54.37)
B[a]P (fg/mg creat) —e— E 33.02 (2592, 42.08)
HMPMA (ng/mg creat) —— 50.31 (4296, 58.91)
S-BMA. (pg/mg creat) E —1—s——— | 111.27 (B8.65, 139.67)
MEQ (mgfg creat) : & 104.30 (66.65, 163.20)

0 50 100 150
THSm2.2/mCC(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP
Program: f15010101-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 2 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure

on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 5 Ratio (95% CI)
MHBMA (ng) 12,75 (10.25, 15.86)
3-HPMA {ug) + 47 95 (41.91, 54 .87)
S-PMA (ng) I 10.32 (8.55, 12.45)
Taotal NNAL (ng) - 40.76 (36.31, 45.76)
Tatal 1-OHP (ng) —— 36.36 (31.30, 42.24)
MMM (ng) I 2542 (20,27, 31.89)
4-ABP (ng) 19.05 (16.00, 22.63)
1-MA (ng) 542 (461,6.36)
2-MA (ng) I 1292 (11.21, 14.87)
o-tol (ng) + 41.61 (34.42, 50.30)
CEMA (ug) 17.10 (14.92, 19.53)
HEMA (ng) —a 47 11 (40,69, 54 54)
Bla]P (pg) 2577 (2177, 30.51)
HMPIMA {ug) + 4082 (35.38, 47.09)
S-BMA (ng) I —e— 79.99 (69.40, 92.19)
MEQ (mg) B B — 109.18 (92.33, 129.10)

50 100 150

THSm2.2/mCC(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP

Program: f15010101-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015

Page 3 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure

on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 90 Ratio (95% CI)
MHBMA (ng) 19.95 (15,46, 25.73)
3-HPMA {ug) 4—«— E6.21 (48.08, B5.70)
S-PMA (ng) I 13.40 (10.42,17.23)
Taotal NNAL (ng) 24 18 (18.01, 32.48)
Tatal 1-OHP (ng) + £3.97 (45.46, 64.06)
MMM (ng) I 3043 (22,53, 11.09)
4-ABP (ng) 21.91 (17.54, 27 36)
1-MA (ng) £.43 (4.85,8.52)
2-MA (ng) I 16.13 (13.43,19.37)
o-tol (ng) —e— 61.96 (44.26, 86.74)
CEMA (ug) 955 (7.35,12.40)
HEMA (ng) —e— 46 77 (38.73, 56.48)
Bla]P (pg) — 34.56 (26.90, 44.40)
HMPIMA {ug) + 5232 (4360, 62.79)
S-BMA (ng) I ———e—— | 115,95 (92.10, 145.96)
MEQ (mg) o 108.39 (70.13, 167 .51)

50 100 150

THSm2.2/mCC(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP

Program: f15010101-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015

Page 4 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure

on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 5 Ratio (95% CI)
MHBMA (pg/mg creat) —— 9957 (BO.EE, 123.08)
3-HFMA (ng/mg creat) —e—— | 1B5.87 (146.50, 187 .81)
S-PMA, (pg/mg creat) 4 113,70 (95.67, 135.12)
COHb (%) R - 99.31 (92.91, 106.15)
Total MMAL (pg/mg creat) —e— 119.61 (108.23, 132.19)
Tatal 1-COHP (pg/mg creat) T 109.65 (97.23, 123.6B)
MMM (pg/mg creat) 78646 (530.18, 981.50)
4-ABP (pg/mg creat) —e BE.22 (72.93, 101.94)
1-MA (pg/mg creat) —te— 104.70 {90.26, 121.44)
2-MA (pg/mg creat) —e 91.67 (80.53, 104.33)
o-tol (pg/mg creat) —j— 102,80 (85.37, 123.79)
CEMA (ng/mg creat) e 107.03 (94.63, 121.05)
HEMA (pg/mg creat) —— 102,15 (89.55, 116.51)
B[a]P (fg/mg creat) —+e—— 110.69 {93.84, 130.33)
HMPMA (ng/mg creat) T 109.54 (95.76, 125.30)
S-BMA. (pg/mg creat) —e— 94 56 (B4.05, 106.38)
MEQ (mgfg creat) 379793 (322582, 4471.49)

50 100 150 200
THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP
Program: 15010101-ZRHM-REXA-07-JP-v3.0.sas

Status: Final/03AUG2015 Page 5 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure
on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 90 Ratio (95% CI)
MHBMA (pg/mg creat) —_— 101.34 (7768, 132.20)
3-HFMA (ng/mg creat) —— 138.62 (119.70, 160.30)
S-PMA, (pg/mg creat) —a 98.78 (7568, 128.94)
COHb (%) —a 97.10 (90.03, 104.72)
Total MMAL (pg/mg creat) o 180.85 (111.62, 203.87)
Tatal 1-COHP (pg/mg creat) —er— 94.78 (81.31, 110.48)
MMM (pg/mg creat) 488 54 (354 .58, 673.12)
4-ABP (pg/mg creat) — e B5.76 (89.00, 106.60)
1-MA (pg/mg creat) —e— 81.26 (B0.87, 108.47)
2-MA (pg/mg creat) —a1 B85.50 (71.35, 102 .45)
o-tol (pg/mg creat) O 87.24 (61.98, 122.80)
CEMA (ng/mg creat) —_— 91.93 (B9.65, 121.33)
HEMA (pg/mg creat) — 102.01 (83.82, 124.18)
B[a]P (fg/mg creat) —— 9592 (v4.58, 123.38)
HMPMA (ng/mg creat) —e— 95.90 (B1.47, 112.89)
S-BMA. (pg/mg creat) —_— 91.73 (253, 116.01)
MEQ (mgfg creat) 1695.18 (1066.60, 2694.19)

50 100 150 200
THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4

Study ID: ZRHM-REXA-07-JP
Program: 15010101-ZRHM-REXA-07-JP-v3.0.sas

Status: Final/03AUG2015

Page 6 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure
on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 5 Ratio (95% CI)
MHBMA (ng) —e— 95.39 (76.33, 119.20)
3-HPMA {ug) —— 168.31 (137.94, 181 .68)
S-PMA (ng) —t— 108.85 (89.83, 131.89)
Taotal NNAL (ng) —e— 114.76 (101.94, 129.13)
Tatal 1-OHP (ng) —re— 105.65 (90.64, 123.15)
MMM (ng) 75255 (597.03, 948 57)
4-ABP (ng) —e— 82.92 (69.28,99.24)
1-MA (ng) —— 100.88 (85.53, 118.91)
2-MA (ng) —e— 88.03 (76.14,101.77)
o-tol (ng) —jﬂi 98.55 (81.66, 118.93)
CEMA (ug) 102.15 (BB.87, 117.42)
HEMA (ng) —ea— 97.71 (84.12, 113.50)
Bla]P (pg) —Te— 106.45 (89.51, 126.58)
HMPIMA {ug) —— 104.80 (90,54, 121.31)
S-BMA (ng) —er 91.18 (78.83, 105.45)
MEQ (mg) 3638.56 (3064.82, 4319.70)

50 100 150 200

THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP
Program: 15010101-ZRHM-REXA-07-JP-v3.0.sas

Status: Final/03AUG2015 Page 7 of 8
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Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure
on Day 5 and Day 90 - PP Set

Geometric Mean

Parameter Day 90 Ratio (95% CI)
MHBMA (ng) —I% 102.01 (78.49, 132.56)
3-HPMA {ug) —— 139.24 (118,57, 163 52)
S-PMA (ng) —_— 9973 (76.95,129.24)
Taotal NNAL (ng) e 162,53 (112.44, 206 .91)
Tatal 1-OHP (ng) —er— 9572 (80.22, 114.22)
MMM (ng) 494 06 (362,51, 673.35)
4-ABP (ng) —— 85.16 (67.64, 107.22)
1-MA (ng) — 79.91 (59.75, 106.87)
2-MA (ng) —e— 84.76 (7O.11,102.47)
o-tol (ng) —_— 88.35 (63.12, 123.67)
CEMA (ug) —e— 92.79 (7O.86, 121.50)
HEMA (ng) — 103.15 (84.91,125.32)
Bla]P (pg) —e— 96.83 (74.69, 125.54)
HMPIMA {ug) —e— 9553 (79.15, 115.29)
S-BMA (ng) e 9275 (73.11, 117.65)
MEQ (mg) 1717.52 (1095.20, 2693 .46)

100 150 200

THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Symbols < or > mark the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.3.2, 15.2.3.4
Study ID: ZRHM-REXA-07-JP
Program: f15010101-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 8 of 8
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

18004

1600

1400

1200

1000

800

600

MHBMA (pg/mg creat)

400

200

Baseline 1 2 3 4 5 30 60 90
Visit Day
—8— THSmM22 -B-mCC &4 SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 1 of 18



Philip Morris Products S.A. Confidential

ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 14 of 213

Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

1000
900
800-
T 700/ I
g R
o> 600
E
2 500,
S 400 Q//§
T
o 300, L i ;
100
oL . . .
Baseline 1 2 3 4 5 30 60 90

Visit Day
| —THSm22 -H-mCC 4 SA |

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 2 of 18
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

2400
2000
1600

1200

8001 {

S-PMA (pg/mg creat)

400

0

Baseline 1 2 3 4 5

30
Visit Day

60 90

[——THSm2.2 -m-mcCC

e SA|

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas

Status: Final/03AUG2015

Page 3 of 18
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

COHb (%)

oL . : .
Baselinel 2 3 4 5 30 60 20
Visit Day
| —THSm22 -H-mCC 4 SA |

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 4 of 18
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 5 of 18
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 6 of 18
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.1, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010102-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 7 of 18



Philip Morris Products S.A.

ZRHM-REXA-07-JP Page

Version 1.0 / 24 February 2016

Confidential

20 of 213

Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.3 Biomarkers of Exposure Geometric Mean and 95% CI for the
Primary Objective - Compliant Population
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the Compliant Population for Period 1.
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Figure 15.1.1.3 Biomarkers of Exposure Geometric Mean and 95% CI for the

Primary Objective - Compliant Population
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the Compliant Population for Period 1.
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Figure 15.1.1.3 Biomarkers of Exposure Geometric Mean and 95% CI for the
Primary Objective - Compliant Population
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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.
Baseline is summarized using the baseline data from the Compliant Population for Period 1.
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Figure 15.1.1.3 Biomarkers of Exposure Geometric Mean and 95% CI for the
Primary Objective - Compliant Population
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the Compliant Population for Period 1.
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Figure 15.1.1.3 Biomarkers of Exposure Geometric Mean and 95% CI for the
Primary Objective - Compliant Population
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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.
Baseline is summarized using the baseline data from the Compliant Population for Period 1.

Appendix: 15.2.4.xx.3 with xx in 1-5
Study ID: ZRHM-REXA-07-JP
Program: f15010103-ZRHM-REXA-07-JP-v3.0.sas

Status: Final/03AUG2015

Page 5 of 5



Philip Morris Products S.A. Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 36 of 213

Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% ClI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers

of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers

of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS

130;
120
110;
100
90;
80;
70;
60
50;
40
30;
20
10

CEMA (ng/mg creat)

Baseline 1 2 3 4 5

30
Visit Day

60 90

[—&—THSm22 —®-mCC

e SA|

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).

Appendix: 15.2.4.xx.2, with xx in 1- 18
Study ID: ZRHM-REXA-07-JP
Program: f15010104-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015  Page 15 of 18



Philip Morris Products S.A. Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 51 of 213

Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

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: Arithmetic mean and 95% CI are plotted for Exhaled CO (ppm).
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Figure 15.1.2.1.1 Plasma Nicotine and Cotinine Profile (ng/mL) Geometric

Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.
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Figure 15.1.2.1.1 Plasma Nicotine and Cotinine Profile (ng/mL) Geometric
Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.
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Study ID: ZRHM-REXA-07-JP
Program: f1501020101-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015  Page 2 of 2



Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential

PMI RESEARCH & DEVELOPMENT

ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 57 of 213

Figure 15.1.2.1.2 Plasma Nicotine and Cotinine Profile (ng/mL) Geometric

Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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 15.1.2.1.2 Plasma Nicotine and Cotinine Profile (ng/mL) Geometric
Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geometric LS Mean

Visit Prostaglandin F2 Alpha (pg/mg creat) Ratio (95% Cl)
Day 5 — 96.16 (89.30, 103.54)
Day 30 — 91.36 (83.70, 99.71)
Day 60 — 84.97 (76.80, 94.00)
Day 90 — 87.29 (78.19, 97.45)

50 100 150

THSm2.2/mCC{%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Prostaglandin F2 Alpha (pg/mg creat) Ratio (95% Cl)
Day 5 — 99.23 (31.99, 107.04)
Day 30 — 94 51 (86.47, 103.29)
Day 60 — 94.25 (84.98, 104.53)
Day 90 — 92.78 (82.80, 103.96)

50 100 150

THSmM2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit 11-Dehydro-Thromboxane B2 (pg/mg creat)  Ratio (95% Cl)
Day 5 —— 90.08 (82.94, 97.83)
Day 30 — 83.27 (74.74, 92.78)
Day 60 — B4.78 (74.92, 95.95)
Day 90 — 91.02 (80.48, 102.94)

50 100 150

THSmM2.2/mCC{%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit 11-Dehydro-Thromboxane B2 (pg/mg creat)  Ratio (95% Cl)
Day 5 S 106.02 (97.46, 115.33)
Day 30 — 94.12 (84.37, 105.01)
Day 60 — 100.72 (BB.77, 114.27)
Day 90 " 112.89 (99.47, 128.12)

50 100 150
THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Intercellular Adhesion Molecule 1 (ng/mL) Ratio (95% CI)
Day 5 —. 96.25 (39.68, 103.29)
Day 30 — 91.79 (83.48, 100.92)
Day 60 — 96.45 (87.79, 105.95)
Day 90 — 91.28 (85.06, 97.95)

50 100 150

THSmM2.2/mCC{%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Intercellular Adhesion Molecule 1 (ng/mL) Ratio (95% Cl)
Day 5 S 102.18 (95.09, 109.81)
Day 30 — 98.24 (89.26, 108.13)
Day 60 — 100.04 (90.89, 110.11)
Day 90 S 102.41 (95.24, 110.12)

50 100 150
THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Triglycerides (mg/dL) (95% CI)
Day 30 " 2.39 (-13.87, 18.64)
Day 60 . -14.60 (-31.39,2.19)
Day 90 " 6.25 (-21.20, 8.69)

50 0 50
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Triglycerides (mg/dL) (95% CI)
Day 30 o -4.27 (-21.11, 12.58)
Day 60 o -4.35 (-21.88, 13.18)
Day 90 " -18.69 (-34.39, -2.99)

50 0 50
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Cholesterol (mg/dL) (95% CI)
Day 30 S 3.95 (3.12, 11.02)
Day 60 S D 2.22 (5.96, 10.41)
Day 90 e 2.00 (6.68, 10.67)

50 0 50
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Cholesterol (mg/dL) (95% CI)
Day 30 — -4.84 (-12.09, 2.42)
Day B0 — e .02 (-16.53, 0.48)
Day 90 — 8,30 (-17.35, 0.75)

50 0 50
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Hemoglobin A1C (%) (95% CI)
Day 90 o 0.02 (-0.06, 0.10)
1 0 1
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Hemoglobin A1C (%) (95% CI)
Day 90 e 0.04 (-0.04,0.12)
1 0 1
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit HDL Cholesterol (mg/dL) (95% CI)
Day 30 " 3.08 (0.13, 6.03)
Day B0 . 4.35 (1.15, 7.55)
Day 90 . 453 (1.17,7.88)

10 0 10
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit HDL Cholesterol (mg/dL) (95% CI)
Day 30 o -1.03 (-4.03, 1.96)
Day 60 . 1,55 (-4.82,1.72)
Day 90 o -1.83 (5.28, 1.61)

10 0 10
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit LDL Cholesterol (mg/dL) (95% CI)
Day 30 o 2.08 (-3.95, 8.10)
Day B0 . 2.25 (-4.94, 9.44)
Day 90 o 0.87 (-6.55, 8.30)

10 0 10
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit LDL Cholesterol (mg/dL) (95% CI)
Day 30 o -3.35 (-9.53, 2.82)
Day 60 . 466 (-12.11,2.79)
Day 90 o -4.74 (-12.46,2.99)

20 0 20
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Glucose (mg/dL) Ratio (95% Cl)
Day 30 ot 98.33 (95.92, 100.80)
Day 60 - 97.42 (95.19, 99.69)
Day 90 o 98.98 (36.42, 101.60)

50 100 150

THSmM2.2/mCC{%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.4.25.1
Study ID: ZRHM-REXA-07-JP
Program: f15010202-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 17 of 46



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 76 of 213

Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Glucose (mg/dL) Ratio (95% Cl)
Day 30 ot 98.60 (96.15, 101.12)
Day 60 o 101.92 (99.54, 104.36)
Day 90 o 102.80 (100.06, 105.61)

50 100 150

THSmM2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Leukocytes (GI/L) (95% CI)
Day 5 — e -0.02 (-0.39, 0.36)
Day 30 — -0.25 (-0.65, 0.15)
Day 60 ° 0.27 (0.77,0.24)
Day 90 S — -0.57 (-1.04, -0.10)

2 0 2
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Leukocytes (GI/L) (95% CI)
Day 5 S 0.64 (0.25, 1.02)
Day 30 — -0.04 (-0.46,0.37)
Day 60 ° -0.05 (-0.58, 0.47)
Day 90 " -0.16 (-0.65,0.33)

2 0 2
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Neutrophils (GI/L) (95% CI)
Day 5 . -0.24 (-0.56, 0.07)
Day 30 — -0.19 (-0.55, 0.17)
Day 60 — -0.27 (0.71,0.18)
Day 90 S -0.48 (-0.88, -0.08)

2 0 2
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.4.25.1
Study ID: ZRHM-REXA-07-JP
Program: f15010202-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015  Page 21 of 46



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 80 of 213

Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Neutrophils (GI/L) (95% CI)
Day 5 e 0.14 (0.18, 0.46)
Day 30 — -0.10 (-0.47,0.27)
Day 60 — 0.00 (-0.46, 0.45)
Day 90 S E— -0.06 (-0.48, 0.35)

2 0 2
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Lymphocytes (GI/L) (95% CI)
Day 5 —e— 0.25 (0.10, 0.40)
Day 30 —— 0.00 (0.15, 0.16)
Day 60 e 0.08 (0.09, 0.24)
Day 90 —— 0.03 (0.14, 0.19)

2 0 2
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Lymphocytes (GI/L) (95% CI)
Day 5 —e— 0.41 (0.25, 0.56)
Day 30 —e— 0.04 (0.13,0.20)
Day 60 —o— -0.05 (-0.22,0.12)
Day 90 —e -0.10 (-0.27, 0.07)

2 0 2
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Monocytes (GI/L) (95% CI)
Day 5 0.00 (0.03, 0.04)
Day 30 o -0.02 (-0.06, 0.02)
Day 60 ° -0.03 (-0.07, 0.01)
Day 90 o -0.05 (-0.10, -0.01)

0.1 0.0 0.1
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Monocytes (GI/L) (95% CI)
Day 5 . 0.06 (0.02, 0.10)
Day 30 o 0.01 (0.03, 0.05)
Day 60 . 0.02 (0.02, 0.06)
Day 90 " 0.02 (0.03, 0.06)

0.1 0.0 0.1
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Eosinophils (GI/L) (95% CI)
Day 5 S -0.02 (-0.04, 0.00)
Day 30 . -0.03 (-0.06, 0.00)
Day 60 . -0.03 (-0.09, 0.04)
Day 90 " -0.04 (-0.08, 0.00)

0.1 0.0 0.1
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Eosinophils (GI/L) (95% CI)
Day 5 — 0.00 (-0.02, 0.02)
Day 30 . -0.02 (-0.05,0.01)
Day 60 . -0.06 (-0.13, 0.00)
Day 90 o -0.03 (-0.07,0.01)

0.1 0.0 0.1
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Basophils (GI/L) (95% CI)
Day 5 e 0.00 (0.01, 0.01)
Day 30 — 0.00 (0.01, 0.01)
Day 60 —— 0.00 (0.01, 0.01)
Day 90 o -0.01 (-0.02, 0.01)

0.1 0.0 0.1
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Basophils (GI/L) (95% CI)
Day 5 S 0.01 (0.00, 0.02)
Day 30 — 0.00 (0.01, 0.01)
Day 60 —— 0.00 (0.01, 0.01)
Day 90 — 0.00 (0.02, 0.01)

0.1 0.0 0.1
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit C Reactive Protein (mg/L) Ratio (95% Cl)
Day 30 " 101.58 (59.91, 147 60)
Day 60 o 95.99 (66.04, 139.54)
Day 90 o 93.59 (62.23, 140.75)

50 100 150

THSmM2.2/mCC(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit C Reactive Protein (mg/L) Ratio (95% CI)
Day 30 " 103.72 (71.00, 151.51)
Day B0 " 88.59 (50.40, 129.93)
Day 90 " 110.74 (72.67, 168.76)

50 100 150
THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Homocysteine (umol/L) Ratio (95% Cl)
Day 30 e 102.19 (95.49, 109.36)
Day 60 S N 104.48 (96.22, 113.44)
Day 90 — 100.66 (93.35, 108.54)

50 100 150

THSmM2.2/mCC(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Homocysteine (umol/L) Ratio (95% CI)
Day 30 P 105.03 (98.02, 112.54)
Day B0 SN E— 98.94 (9092, 107.68)
Day 90 — . 97.03 (89.75, 104.91)

50 100 150
THSm2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Fibrinogen (mg/dL) Ratio (95% Cl)
Day 30 ! 95.04 (89.79, 100.61)
Day 60 . 97.17 (30.49, 104.35)
Day 90 — L 94.58 (87.87, 101.80)

50 100 150

THSmM2.2/mCC{%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Fibrinogen (mg/dL) Ratio (95% Cl)
Day 30 — e — 98.79 (93.13, 104.78)
Day 60 — e 97.07 (90.12, 104.56)
Day 90 - 99.39 (31.98, 107.40)

50 100 150

THSmM2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Platelets (GI/L) Ratio (95% Cl)
Day 5 - 103.67 (100.14, 107.32)
Day 30 —— 100.36 (96.46, 104.41)
Day 60 e 103.41 (97.60, 109.57)
Day 90 e 102.94 (97.61, 108.57)

50 100 150

THSmM2.2/mCC{%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Geaometric LS Mean

Visit Platelets (GI/L) Ratio (95% CI)
Day 5 —— 106.94 (103.20, 110.82)
Day 30 e 102.55 (38.49, 106.78)
Day 60 e 102.76 (96.82, 109.06)
Day 90 — 106.26 (100.56, 112.28)

50 100 150

THSmM2.2/SA(%)

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Systolic Blood Pressure (mmHg) (95% CI)
Day 5 o 0.97 (-1.91, 3.86)
Day 30 . -0.81 (-3.91,2.29)
Day 60 ° -0.63 (-3.61,2.35)
Day 90 o -0.59 (-3.80, 2.62)

-10 0 10
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Systolic Blood Pressure (mmHg) (95% CI)
Day 5 o 3.11 (0.06, 6.16)
Day 30 . 1.25 (-2.00, 4.49)
Day 60 ° 1.78 (-1.37, 4.94)
Day 90 " -0.76 (-4.16, 2.65)

-10 0 10
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference
Visit Diastolic Blood Pressure (mmHg) (95% CI)
Day 5 . 2.15 (0.07, 4.23)
Day 30 — 0.05 (-2.17, 2.27)
Day B0 . -0.74 (-3.16, 1.68)
Day 90 A S -0.68 (-3.04, 1.69)
10 0 10
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.

Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Diastolic Blood Pressure (mmHg) (95% CI)
Day 5 S — 3.58 (1.42,5.74)
Day 30 S 1.87 (-0.42, 4.15)
Day 60 . 1.66 (-0.85, 4.18)
Day 90 o -1.68 (-4.16,0.79)

-10 0 10
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.

Appendix: 15.2.4.25.1
Study ID: ZRHM-REXA-07-JP
Program: f15010202-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015  Page 42 of 46



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 101 of 213

Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Weight (kg) (95% CI)
Day 90 o -0.09 (-0.75, 0.57)
2 0 2
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Weight (kg) (95% CI)
Day 90 o -1.24 (-1.92, -0.56)
2 0 2
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Waist Circumference (cm) (95% CI)
Day 90 " 1.60 (-2.36, 5.56)
10 0 10
THSm2.2 - mCC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

LS Mean Difference

Visit Waist Circumference (cm) (95% CI)
Day 90 0.08 (-4.00, 4.16)
10 0 10
THSm2.2 - SA

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating

System 2.2 Menthol.
Note: Where symbols < or > appear the estimate or Cl is outside of the reporting scale.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Visit Day
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Visit Day
| - THSm22 -B-mCC 4 SA|

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol

(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.1, with xx in 26 to 33
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.2, with xx in 26 to 33
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.2, with xx in 26 to 33
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.2, with xx in 26 to 33
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
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Arithmetic mean:
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.2, with xx in 26 to 33
Study ID: ZRHM-REXA-07-JP
Program: f1501020302-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 9 of 23



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 137 of 213

Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS

Lymphocytes (GIIL)
48]

Baselind 2 3 4 5 30 60 90
Visit Day
| - THSm22 -B-mCC 4 SA|

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol

(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:
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(mg/dL), Platelets (GI/L)
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(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference

Appendix: 15.2.4.xx.2, with xx in 26 to 33
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS

1204

110;

100

90;

Waist Circumference

80;

[ — : : :
Baseline 1 2 3 4 5 30 60 90
Visit Day
| - THSm22 -B-mCC 4 SA|

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Geometric mean:

Prostaglandin F2 Alpha (pg/mg creat), 11-Dehydro-Thromboxane B2 (pg/mg creat), Intercellular Adhesion
Molecule 1 (ng/mL), Glucose (mg/dL), C Reactive Protein (mg/L), Homocysteine (umol/L), Fibrinogen
(mg/dL), Platelets (GI/L)

Arithmetic mean:

Triglycerides (mg/dL), Cholesterol (mg/dL), Hemoglobin A1C (%), HDL Cholesterol (mg/dL), LDL Cholesterol
(mg/dL), Leukocytes (GI/L), Neutrophils (GI/L), Lymphocytes (GI/L), Monocytes (GI/L), Eosinophils (GI/L),
Basophils (GI/L), Systolic Blood Pressure, Diastolic Blood Pressure, Weight, Waist Circumference
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Figure 15.1.2.4.1 QSU-brief Total Scores Arithmetic Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Appendix: 15.2.4.35.1
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Figure 15.1.2.4.2 QSU-brief Total Scores Arithmetic Mean and 95% CI - FAS

Total Score

Baselinel 2 3 4 5 30 60 90
Visit Day
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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 values indicate greater intensity of urge.
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Figure 15.1.2.5.1 QSU-brief Total Scores Least Squares Means Differences
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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 values indicate greater intensity of urge.
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Figure 15.1.2.5.2 QSU-brief Total Scores Least Squares Means Differences
and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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 values indicate greater intensity of urge.
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Figure 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.1
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Figure 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.1
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Figure 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Enjns{_};nent of Respiratory Tract Sensation Subscale

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.1
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Figure 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.1
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Figure 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.1
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Figure 15.1.2.6.2 MCEQ Subscales Arithmetic Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.2
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Figure 15.1.2.6.2 MCEQ Subscales Arithmetic Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.6.2 MCEQ Subscales Arithmetic Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.37.2
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Figure 15.1.2.6.2 MCEQ Subscales Arithmetic Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.6.2 MCEQ Subscales Arithmetic Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.1 MCEQ Subscales Least Squares Means Differences and 95%
Cl - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.38.1
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Figure 15.1.2.7.1 MCEQ Subscales Least Squares Means Differences and 95%
Cl - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.

Appendix: 15.2.4.38.1
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Figure 15.1.2.7.1 MCEQ Subscales Least Squares Means Differences and 95%
Cl - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.1 MCEQ Subscales Least Squares Means Differences and 95%
Cl - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.1 MCEQ Subscales Least Squares Means Differences and 95%
Cl - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.2 MCEQ Subscales Least Squares Means Differences and 95%
Cl - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.2 MCEQ Subscales Least Squares Means Differences and 95%
Cl - FAS
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Craving Reduction Subscale Difference
o

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.2 MCEQ Subscales Least Squares Means Differences and 95%
Cl - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.2 MCEQ Subscales Least Squares Means Differences and 95%
Cl - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.7.2 MCEQ Subscales Least Squares Means Differences and 95%
Cl - FAS
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Smoking Satisfaction Subscale Difference
o

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: Scores of MCEQ subscales are reported on a 7-point scale. Higher scores indicate greater intensity on
that scale.
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Figure 15.1.2.8.1 MNWS Total Score Arithmetic Mean and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: MNWS-R total score reported a scale of O to 4. Higher scores indicate greater intensity of withdrawal
symptoms.
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Figure 15.1.2.8.2 MNWS Total Score Arithmetic Mean and 95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: MNWS-R total score reported a scale of 0 to 4. Higher scores indicate greater intensity of withdrawal
symptoms.

Appendix: 15.2.4.39.2
Study ID: ZRHM-REXA-07-JP
Program: f1501020802-ZRHM-REXA-07-JP-v3.0.sas  Status: Final/03AUG2015 Page 1 of 1



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 177 of 213

Figure 15.1.2.9.1 MNWS Total Score Least Squares Means Differences and
95% ClI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: MNWS-R total score is reported a scale of 0 to 4. Higher scores indicate greater intensity of withdrawal
symptoms.
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Figure 15.1.2.9.2 MNWS Total Score Least Squares Means Differences and
95% CI - FAS
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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: MNWS-R total score is reported a scale of 0 to 4. Higher scores indicate greater intensity of withdrawal
symptoms.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean

and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean

and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean

and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean

and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.

Appendix: 15.2.4.42.1
Study ID: ZRHM-REXA-07-JP
Program: £1501021001_ZRHM-REXA-07_JP_v1_PMl.sas  Status: Final v1.0/177DEC2015  Page 10 of 17



Philip Morris Products S.A. Confidential
ZRHM-REXA-07-JP Version 1.0 / 24 February 2016 Page 206 of 213

Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set

3801
360 -
340 -
320
300 -
280 -

Average pressure drop
- ok mk o=k B3 B
o
o

100

Baseline1 2 3 4 5§ 30 60 90
Visit Day

—— THSm2.2 —--mccC

Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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Figure 15.1.2.10.1 HST Parameters Averaged Over the Visit Geometric Mean
and 95% CI - PP Set
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Note: mCC = Conventional menthol cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating
System 2.2 Menthol.

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.

Baseline is summarized using the baseline data from the PP Set for Period 1.

Note: HST parameters are averaged over the visit day.
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15.1.3 Other Assessments

Not applicable.
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