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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 LS Mean

Parameter Ratio (95% CI) Day 5
MHBMA (pg/mg creat) 12.58 (9.28,17.05) |
3-HPMA (ng/mg creat) 45.77 (39.23,53.41) f
S-PMA (pg/mg creat) 12.58 (9.55,16.58) |
COHb (%) 38.14 (34.25,42.47) -
Total NNAL (pg/mg creat) 43 .81 (36.93,51.97) 14:
Total 1-OHP (pg/mg creat) 48.11 (42.12,54.95)
NNN (pg/mg creat) 14.06 (10.38,19.06) |
4-ABP (pg/mg creat) 19.31 (14.91,25.00) - E
1-NA (pg/mg creat) 4.15 (3.28,5.24) :
2-NA (pg/mg creat) 13.12 (10.49,16.39) I
o-tol (pg/mg creat) 48.72 (39.71,59.78) fl
CEMA (ng/mg creat) 17.23 (14.45,20.55) !
HEMA (pg/mg creat) 39.19 (31.23,49.19) -
Ba]P (fa/mg creat) 28.94 (23.14,36.20) -
HMPMA (ng/mg creat) 38.26 (30.73,47.64) -
S-BMA (pg/mg creat) 116.05 (90.30,149.14) . —_—
NEQ (mg/g creat) 87.33 (70.50,108.18) X .
50 100
THSM2.2ImCC (%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest bm.sas 29APR16  Status: Final (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 LS Mean

Parameter Ratio (95% CI) Day 90
MHBMA (pg/mg creat) 18.52 (12.86,26.66) -
3-HPMA (ng/mg creat) 52.02 (40.80,66.32) -
S-PMA (pg/mg creat) 22.08 (13.52,36.06) -
COHb (%) 46.76 (39.76,54.99) -
Total NNAL (pg/mg creat) 26.41 (17.32,40.26) - i
Total 1-OHP (pg/mg creat) 66.46 (52.68,83.84) —
NNN (pg/mg creat) 17.80 (12.31,25.74) - |
4-ABP (pg/mg creat) 28.48 (19.52,41.57) . E
1-NA (pg/mg creat) 14.29 (9.47,21.56) - X
2-NA (pg/mg creat) 16.04 (11.87,21.67) = :
o-tol (pg/mg creat) 43.29 (32.01,58.55) a:#
CEMA (ng/mg creat) 14.29 (9.01,22.66) [ B :
HEMA (pg/mg creat) 38.49 (28.28,52.38) -
B[a]P (fg/mg creat) 43.33 (31.52,59.56) +
HMPMA (ng/mg creat) 49.63 (37.25,66.12) -
*S-BMA (pg/mg creat) 109.86 (75.25,160.39) . —_———
NEQ (mg/g creat) 96.30 (66.44,139.58) X 477
50 100 150
THSM2.2IMCC (%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest bm.sas 29APR16  Status: Final (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 LS Mean

Parameter Ratio (95% CI) Day 5

MHBMA (ng) 12.56 (9.28,17.01) -

3-HPMA (ug) 4514 (38.33,53.16) -

S-PMA (ng) 12.62 (9.53,16.71) -

Total NNAL (ng) 43.11 (36.04,51.58) -

Total 1-OHP (ng) 48.36 (41.23,56.72) -

NNN (ng) 13.92 (10.18,19.02) .

4-ABP (ng) 19.48 (15.19,24.99) -

1-NA (ng) 4.07 (3.26,5.09) .

2-NA (ng) 12.78 (10.40,15.71) . |

o-tol (ng) 47.32 (38.89,57.58) -

CEMA (ug) 17.21 (14.28,20.74) . :

HEMA (ng) 38.67 (31.00,48.24) -

BlalP (pg) 29.58 (23.77,36.81) - |

HMPMA (ug) 37.18 (29.83,46.35) -

*S-BMA (ng) 117.21 (90.90,151.13) ‘

NEQ (mg) 84.24 (66.34,106.97) T

0 50 100 150

THSM2.2ImCC (%)

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

2.2 Menthol.

* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest_bm.sas

29APR16

Status: Final

(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 LS Mean

Parameter Ratio (95% Cl) bay 90
MHBMA (ng) 19.44 (13.48,28.03) -
3-HPMA (ug) 51.90 (41.12,65.50) .
S-PMA (ng) 23.53 (14.36,38.57) .
Total NNAL (ng) 26.99 (17.48,41.65) -
Total 1-OHP (ng) 67.70 (53.62,85.47)
NNN (ng) 18.45 (12.71,26.78) -
4-ABP (ng) 30.01 (20.51,43.93) -
1-NA (ng) 14.98 (9.91,22.65) -
2-NA (ng) 17.06 (12.42,23.43) - |
o-tol (ng) 43.18 (32.29,57.74) -
CEMA (ug) 15.23 (9.52,24.36) - !
HEMA (ng) 39.47 (29.07,53.58) .t
BlalP (pg) 45.11 (32.90,61.85) .
HMPMA (ug) 49.10 (37.42,64.42) ‘
*S-BMA (ng) 107.00 (74.29,154.10) -
NEQ (mg) 94.96 (65.61,137.44) LT
0 50 100 150

THSM2.2ImCC (%)

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

2.2 Menthol.

* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest_bm.sas

29APR16

Status: F

inal (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 LS Mean

Parameter Ratio (95% CI) Day 5
MHBMA (pg/mg creat) 116.84 (83.12,164.24) — A
*3-HPMA (ng/mg creat) 182.92 (153.52,217.97) —h—
S-PMA (pg/mg creat) 102.34 (74.82,139.97) —
COHb (%) 97.30 (86.03,110.04) —&—
Total NNAL (pg/mg creat) 99.99 (82.33,121.44) —h—
Total 1-OHP (pg/mg creat) 104.96 (90.18,122.15) —th—
*NNN (pg/mg creat) 678.32 (479.08,960.43)
4-ABP (pg/mg creat) 120.62 (89.83,161.96) ——h——
1-NA (pg/mg creat) 116.96 (89.59,152.70) R, S
2-NA (pg/mg creat) 109.03 (84.56,140.59) —
o-tol (pg/mg creat) 128.72 (102.10,162.27) e
CEMA (ng/mg creat) 105.84 (86.65,129.27) —
HEMA (pg/mg creat) 104.63 (80.79,135.51) —
BlalP (fg/mg creat) 152.32 (116.95,198.38) S —
HMPMA (ng/mg creat) 120.95 (94.28,155.17) o
S-BMA (pg/mg creat) 81.01 (60.97,107.62) e
*NEQ (mg/g creat) 3137.39 (2460.75,4000.08)

50 100 200

THSM2.2ISA (%)

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

2.2 Menthol.

* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest_bm.sas

29APR16

Status: Final (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 LS Mean

Parameter Ratio (95% CI) Day 90
MHBMA (pg/mg creat) 64.77 (36.89,113.73) —h——
*3-HPMA (ng/mg creat) 147 34 (101.24,214.45) —h————
*S-PMA (pg/mg creat) 117.51 (55.33,249.57) &
COHb (%) 90.50 (69.89,117.19) —h—
Total NNAL (pg/mg creat) 75.98 (39.92,144.61) —
Total 1-OHP (pg/mg creat) 114.73 (79.83,164.88) —h—
*NNN (pg/mg creat) 268.55 (153.11,471.03)
4-ABP (pg/mg creat) 101.66 (56.81,181.89)
*1-NA (pg/mg creat) 133.95(71.11,252.34) A
2-NA (pg/mg creat) 83.61(52.58,132.96) —h———
o-tol (pg/mg creat) 112.05 (70.79,177.36) A
CEMA (ng/mg creat) 82.18 (40.63,166.21)
HEMA (pg/mg creat) 77.74 (48.69,124.13) —
BlalP (fg/mg creat) 92,93 (57.11,151.22) —
HMPMA (ng/mg creat) 102.41 (66.09,158.69) . S—
S-BMA (pg/mg creat) 88.13 (49.40,157.23) A
*NEQ (mg/g creat) 672.18 (381.01,1185.86)

50 100 200

THSM2.2ISA (%)

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

* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest bm.sas 29APR16  Status: Final (Page 6 of 8)



PMI RESEARCH & DEVELOPMENT

Confidential
Page 11 of 304

Clinical Study Report Appendix 15.1
Version 1.0 / 25 May 2016

Philip Morris Products S.A.
ZRHM-REXA-08-US

Figure 15.1.1.1 Forest Plot of Statistical Analysis of Biomarkers of Exposure

on Day 5 and Day 90 - PP Set

Geometric LS Mean

Parameter Ratio (95% Cl) Day 5

MHBMA (ng) 116.29 (82.84,163.25) I
*3 HPMA (ug) 179.38 (149.06,215.86) .
S-PMA (ng) 102.78 (74.70,141.41) |
Total NNAL (ng) 98.56 (80.36,120.88) o
Total 1-OHP (ng) 107.54 (89.59,129.10) 1,
*NNN (ng) 674.45 (471.68,964.38)

4-ABP (ng) 125.86 (94.91,166.91) |

1-NA (ng) 117.94 (91.53,151.97) |

2-NA (ng) 108.89 (86.18,137.58) A

o-tol (ng) 127.23 (101.97,158.75)

CEMA (ug) 105.70 (85.61,130.52) .

HEMA (ng) 104.07 (81.01,133.71) L

*Bla]P (pg) 160.48 (123.79,208.04)

HMPMA (ug) 116 62 (90 87,149 66) 1 I
S-BMA (ng) 81.78 (61.34,109.03) 1

*NEQ (mg) 3135.73 (2394.68,4106.10)

50 100 200

THSM2.2/SA (%)

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

2.2 Menthol.

* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4

Study ID:ZRHM-REXA-08-US Program: f_forest_bm.sas

29APR16

Status: Final (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 LS Mean

Parameter Ratio (95% CI) Day 90
MHBMA (ng) 67.40 (38.06,119.37) I
*3-HPMA (ug) 147.91 (102.85,212.71) .
*S.PMA (ng) 122.97 (57.16,264.54) .
Total NNAL (ng) 76.66 (39.29,149.56)
Total 1-OHP (ng) 117.60 (81.25,170.20) |
*NNN (ng) 279.26 (157.18,496.17)
*4 ABP (ng) 111.97 (62.01,202.16) .
*1-NA (ng) 145.18 (76.43,275.77) .
2-NA (ng) 90.70 (55.41,148.45)
o-tol (ng) 113.36 (72.63,176.95) O
CEMA (ug) 86.88 (42.19,178.88) )

HEMA (ng) 78.82 (49.33,125.95) 1

BlalP (pg) 96.05 (58.85,156.77)

HMPMA (ug) 99.72 (65.62,151.56)

S-BMA (ng) 82.87 (47.11,145.77) T
*NEQ (mg) 652.14 (369.85,1149.91)

50 100 200

THSM2.2/SA (%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
* The estimate or Cl is outside of the reporting scale.

Appendix 15.2.3.2 and 15.2.3.4
Study ID:ZRHM-REXA-08-US Program: f_forest bm.sas 29APR16  Status: Final (Page 8 of 8)
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

2000
1800
1600
1400
1200
1000 ."

800

600 —

MHBMA (pg/mg creat)

400

200

0_

r T 1T 1T 1T 1
Oeieu"v& % S %

Study Day
| —— THSmM2.2 — 8 — mCC & SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.1.1, 15.2.4.2.1, 15.2.4.3.1, 15.2.4.4.1,15.2.45.1,15.2.4.6.1, 15.2.4.7.1,15.2.4.8.1, 15.2.4.9.1,
15.2.4.10.1, 15.2.4.11.1,15.2.4.12.1,15.2.4.13.1, 15.2.4.14.1, 15.2.4.15.1, 15.2.4.16.1, 15.2.4.17.1, 15.2.4.18.1.
Study ID:ZRHM-REXA-08-US Program: f_biomark.sas 03DEC15  Status: Final (Page 1 of 18)
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

1000

900

800

700

600

500

400

300

3-HPMA (ng/mg creat)

200

100

0_

r T 1T 1T 1T 1
Oeieu"v& % S %

Study Day
| —— THSmM2.2 — 8 — mCC & SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.1.1, 15.2.4.2.1, 15.2.4.3.1, 15.2.4.4.1,15.2.45.1,15.2.4.6.1, 15.2.4.7.1,15.2.4.8.1, 15.2.4.9.1,
15.2.4.10.1, 15.2.4.11.1,15.2.4.12.1,15.2.4.13.1, 15.2.4.14.1, 15.2.4.15.1, 15.2.4.16.1, 15.2.4.17.1, 15.2.4.18.1.
Study ID:ZRHM-REXA-08-US Program: f_biomark.sas 03DEC15  Status: Final (Page 2 of 18)
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set

2400
2200 -
2000 -+
1800
1600
1400
1200

1000 +°

800

S-PMA (pg/mg creat)

600
400

200

0_

r T 1T 1T 1T 1
Oeieu"v& % S %

Study Day
| —— THSmM2.2 — 8 — mCC & SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.1.1, 15.2.4.2.1, 15.2.4.3.1, 15.2.4.4.1,15.2.45.1,15.2.4.6.1, 15.2.4.7.1,15.2.4.8.1, 15.2.4.9.1,
15.2.4.10.1, 15.2.4.11.1,15.2.4.12.1,15.2.4.13.1, 15.2.4.14.1, 15.2.4.15.1, 15.2.4.16.1, 15.2.4.17.1, 15.2.4.18.1.
Study ID:ZRHM-REXA-08-US Program: f_biomark.sas 03DEC15  Status: Final (Page 3 of 18)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 16 of 304

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

COHb (%)

0_ | | | | | I I I |
Q7 P ws % N %
@/,.
%
Study Day

| —— THSmM2.2 —®— mCC -4 SA|

Note: COHb on Day 5 represents the evening sample collected.

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.1.1,15.2.4.2.1,15.2.4.3.1,15.2.4.41,15.2.4.5.1, 15.2.4.6.1,15.24.7.1,15.2.4.8.1, 15.2.4.9.1,
15.2.4.10.1, 15.2.4.11.1,15.2.4.12.1,15.2.4.13.1, 15.2.4.14.1, 15.2.4.15.1, 15.2.4.16.1, 15.2.4.17.1, 15.2.4.18.1.
Study ID:ZRHM-REXA-08-US Program: f_biomark.sas 03DEC15  Status: Final (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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Study Day
| —— THSmM2.2 — 8 — mCC & SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.1.1, 15.2.4.2.1, 15.2.4.3.1, 15.2.4.4.1,15.2.45.1,15.2.4.6.1, 15.2.4.7.1,15.2.4.8.1, 15.2.4.9.1,
15.2.4.10.1, 15.2.4.11.1,15.2.4.12.1,15.2.4.13.1, 15.2.4.14.1, 15.2.4.15.1, 15.2.4.16.1, 15.2.4.17.1, 15.2.4.18.1.
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: CO on Baseline and Days 1- 5 represent the evening sample collected.

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

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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180

150

120

90 |

60 —

o-tol (pg/mg creat)

30

)

Study Day
| —— THSmM2.2 — 8 — mCC & SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.1.2 Biomarkers of Exposure Geometric Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 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: Baseline is summarized using the baseline data from the Compliant Population for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 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: Baseline is summarized using the baseline data from the Compliant Population for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Primary Objective — Compliant Population
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Note: Baseline is summarized using the baseline data from the Compliant Population for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 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: COHb on Day 5 represents the evening sample collected.

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

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 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: Baseline is summarized using the baseline data from the Compliant Population for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% Cl — FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: COHb on Day 5 represents the evening sample collected.
Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System

2.2 Menthol.
Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: CO on Baseline and Days 1- 5 represent the evening sample collected.

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% Cl — FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.1.4 Biomarkers of Exposure Geometric Mean and 95% Cl — FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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180

150

120

90 —

60 —

o-tol (pg/mg creat)

30

)

Study Day
| —— THSmM2.2 — 8 — mCC & SA|

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.1.2,15.2.4.2.2,15.2.4.3.2,15.2.4.4.2,15.245.2,15.2.4.6.2,15.2.4.7.2,15.2.4.8.2, 15.2.4.9.2,
15.2.4.10.2,15.2.4.11.2,15.2.4.12.2,15.2.4.13.2, 15.2.4.14.2,15.2.4.15.2, 15.2.4.16.2, 15.2.4.17.2, 15.2.4.18.2.
Study ID:ZRHM-REXA-08-US Program: f_biomark_fas.sas 04DEC15  Status: Final (Page 18 of 18)
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15.1.2 Secondary Endpoints
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: Evening result is presented for Day 5.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.19.1
Study ID: ZRHM-REXA-08-US Program: f_pnic_pp.sas 21SEP15  Status: Final (Page 1 of 2)
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: Evening result is presented for Day 5.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.19.1
Study ID: ZRHM-REXA-08-US Program: f_pnic_pp.sas 21SEP15  Status: Final (Page 2 of 2)
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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: Evening result is presented for Day 5.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.19.2
Study ID: ZRHM-REXA-08-US Program: f_pnic_fas.sas 21SEP15  Status: Final (Page 1 of 2)
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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: Evening result is presented for Day 5.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.19.2
Study ID: ZRHM-REXA-08-US Program: f_pnic_fas.sas 21SEP15  Status: Final (Page 2 of 2)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Systolic Blood Pressure (mmHg)
Day 5 -2.15(-5.43, 1.12) ]
Day 30 0.49 (-3.59, 4.57) -
Day 60 1.12 (-3.44, 5.69) =
Day 90 -0.70 (-4.44, 3.04) u
-8 0 8
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 1 of 50)



i ‘ PMI RESEARCH & DEVELOPMENT
S
Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 60 of 304

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

Visit LS Mean Difference (95% CI) Systolic Blood Pressure (mmHg)
Day 5 0.47 (-3.36, 4.30) &
Day 30 0.39(-5.22, 6.01) L3
Day 60 1.13(-5.48, 7.74) r' S
Day 90 1.69(-4.30, 7.68) A
-8 0 8
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 2 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Diastolic Blood Pressure (mmHg)
Day 5 -2.21(-4.71, 0.30) —a—
Day 30 -0.33 (-4.06, 3.40) —
Day 60 1.16 (-3.14, 5.47) i

Day 90 0.16(-3.63, 3.96) ﬂi

-10 0 10
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 3 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Diastolic Blood Pressure (mmHg)
Day 5 025(-2.62, 3.12) R,
Day 30 2.52 (-2.56, 7.60) r 3
Day 60 0.44 (-5.64, 6.53) 4
Day 90 2.37(-3.63, 8.38) A
-10 0 10
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 4 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Weight (kg)
Day 90 -0.12 (-1.34, 1.11) L
-3 0 3
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 5 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Weight (kg)
Day 90 -0.59 (-2.60, 1.42) &
-3 0 3
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 6 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Waist Circumference (cm)
Day 90 -2.10 (-10.20, 6.00) —_—a—
-24 0 24
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 7 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Waist Circumference (cm)
Day 90 9.33(-3.79, 22.45) L3
-24 0 24
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 8 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Triglycerides (mg/dL)
Day 30 0.99 (-22.79, 24.76) L
Day 60 -13.03 (-30.64, 4.58) —a—

Day 90 0.89 (-12.72, 14.51) T

-56 0 56
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 9 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Triglycerides (mg/dL)
Day 30 -23.13 (-55.63, 9.38) A&
Day 60 -9.45 (-34.56, 15.65) &
Day 90 11.65 (-10.07, 33.37) —_—h
-56 0 56
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 10 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Cholesterol (mg/dL)
Day 30 -1.69 (-11.37, 8.00) ]
Day 60 -3.56 (-13.22, 6.10) L
Day 90 -4.05(-13.29, 5.19) ]
-22 0 22
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 11 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Cholesterol (mg/dL)
Day 30 -6.59 (-19.81, 6.62) &
Day 60 -8.09 (-21.81, 5.64) 4
Day 90 -1.41 (-16.00, 13.18) 4
-22 0 22
THSmM2.2-SA

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

Appendix 15.2.4.25.1

Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 12 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Hemoglobin A1C (%)
Day 90 -0.04 (-0.15, 0.08) —a—
-1 0 1
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 13 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Hemoglobin A1C (%)
Day 90 0.14 (-0.05, 0.32) —h—
-1 0 1
THSmM2.2-SA

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

Appendix 15.2.4.25.1

Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final ~ (Page 14 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) HDL Cholesterol (mg/dL)
Day 30 -0.91(-4.72, 2.89) ]
Day 60 0.76 (-2.37, 3.88) —_—
Day 90 1.37(-2.26, 5.00) u
-8 0 8
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 15 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) HDL Cholesterol (mg/dL)
Day 30 0.74 (-4.38, 5.86) A
Day 60 -0.47 (-4.79, 3.85) L3
Day 90 1.34(-4.33, 7.00) S
-8 0 8
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 16 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) LDL Cholesterol (mg/dL)
Day 30 -2.19(-9.61, 5.24) — .
Day 60 -2.09 (-9.60, 5.43) —_—a——
Day 90 -3.31 (-11.96, 5.34) ]
-20 0 20
THSmM2.2-mCC

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

Appendix 15.2.4.25.1

Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 17 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) LDL Cholesterol (mg/dL)
Day 30 -5.34 (-15.46, 4.79) A&
Day 60 -8.56 (-19.25, 2.13) 4
Day 90 -5.15(-18.83, 8.53) A&
-20 0 20
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 18 of 50)



‘ PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 77 of 304

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

Visit LS Mean Difference (95% CI) Apolipoprotein A1 (mg/dL)
Day 90 3.05(-457, 10.67) —
-20 0 20
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 19 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Apolipoprotein A1 (mg/dL)
Day 90 3.70(-8.29, 15.69) &
-20 0 20
THSmM2.2-SA

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

Appendix 15.2.4.25.1
Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final ~ (Page 20 of 50)
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Apolipoprotein B (mg/dL)
Day 90 -1.60 (-7.24, 4.03) —a—
-15 0 15
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Apolipoprotein B (mg/dL)
Day 90 -3.17 (-12.14, 5.79) &
-15 0 15
THSmM2.2-SA

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

Appendix 15.2.4.25.1
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Leukocytes (GI/L)
Day 5 -0.47 (-0.95, 0.02) ——
Day 30 -0.32 (-0.94, 0.31) —a—
Day 60 -0.04 (-0.61, 0.53) —a—
Day 90 0.17 (-0.47, 0.81) —i—
-3 0 3
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Leukocytes (GI/L)
Day 5 0.54 (-0.01, 1.09) —h—
Day 30 0.36 (-0.51, 1.23) —
Day 60 0.53 (-0.30, 1.37) —t——h—
Day 90 1.11( 0.07, 2.15) R
-3 0 3
THSmM2.2-SA

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

Appendix 15.2.4.25.1
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Neutrophils (GI/L)
Day 5 -0.31 (-0.69, 0.08) —a—
Day 30 -0.28 (-0.81, 0.25) —a—
Day 60 -0.06 (-0.49, 0.37) ——

Day 90 0.02 (-0.50, 0.54) T

-2 0 2
THSmM2.2-mCC

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

Appendix 15.2.4.25.1
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Neutrophils (GI/L)
Day 5 0.47 ( 0.03, 0.80) —h—
Day 30 0.46 (-0.27, 1.19) —k——
Day 60 0.61(-0.02, 1.24) —h——
Day 90 1.00 ( 0.15, 1.84) S
-2 0 2
THSmM2.2-SA

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

Appendix 15.2.4.25.1
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Lymphocytes (GI/L)
Day 5 -0.15(-0.32, 0.02) —a—
Day 30 -0.02 (-0.26, 0.23) —a—
Day 60 -0.00 (-0.23, 0.22) —a—
Day 90 0.14 (-0.05, 0.33) -
-1 0 1
THSmM2.2-mCC

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Lymphocytes (GI/L)
Day 5 0.05(-0.14, 0.25) —th—
Day 30 -0.10 (-0.43, 0.24) —h————
Day 60 -0.07 (-0.39, 0.25) —h—
Day 90 0.12 (-0.19, 0.43) ——h—
-1 0 1
THSmM2.2-SA

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Monocytes (GI/L)

Day 5 -0.00 (-0.04, 0.04) #

Day 30 -0.00 (-0.05, 0.05) —
Day 60 0.05(-0.02, 0.11) Y
Day 90 0.03 (-0.04, 0.10) —_—t
0.2 0 0.2
THSM2.2-mCC

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit LS Mean Difference (95% CI) Monocytes (GI/L)
Day 5 0.02 (-0.03, 0.06) —
Day 30 0.05(-0.02, 0.12) ——h————
Day 60 0.10( 0.01, 0.19) &
Day 90 0.08 (-0.04, 0.19) 3
-0.2 0 0.2
THSmM2.2-SA

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Eosinophils (GI/L)
Day 5 -0.03 (-0.06, -0.00) —a—
Day 30 -0.01 (-0.05, 0.02) —a—
Day 60 -0.02 (-0.06, 0.02) —a—
Day 90 -0.01 (-0.04, 0.02) ——
-0.1 0 0.1
THSmM2.2-mCC

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set
Visit Geometric LS Mean Ratio (95% CI) Eosinophils (GI/L)
Day 5 0.01(-0.02, 0.04) A
Day 30 -0.01 (-0.06, 0.04) &
Day 60 -0.02 (-0.07, 0.04) A
Day 90 0.03 (-0.02, 0.07) &
-0.1 0 0.1
THSM2.2-SA

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

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

Visit Geometric LS Mean Ratio (95% CI) Basophils (GI/L)
Day 5 -0.01 (-0.01, -0.00) ——
Day 30 -0.01 (-0.02, 0.00) —a—
Day 60 0.01 (-0.01, 0.02) ——
Day 90 -0.00 (-0.01, 0.01) —
-0.05 0 0.05
THSmM2.2-mCC

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Basophils (GI/L)
Day 5 0.00 (-0.01, 0.01) —h—
Day 30 0.00 (-0.01, 0.02) —h—
Day 60 0.01 (-0.01, 0.04) &
Day 90 0.01 (-0.00, 0.03) —h
-0.05 0 0.05
THSmM2.2-SA

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Glucose (mg/dL)
Day 30 101.39 (98.69, 104.17) ——
Day 60 101.93 (97.80, 106.24) —
Day 90 101.79 (98.04, 105.69) ——
80 100 120

THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Glucose (mg/dL)
Day 30 101.33 (97.66, 105.14) —h—
Day 60 95.09 ( 89.59, 100.92) —h——
Day 90 97.54 (91.89, 103.54) —h—
80 100 120

THSM2.2ISA(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) C Reactive Protein (mg/L)
Day 30 75.46 (54.06, 105.31) —a—
Day 60 89.48 (62.19, 128.75) —a—
Day 90 83.77 (57.67, 121.69) —
-25 100 225

THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) C Reactive Protein (mg/L)
Day 30 141.22 (89.78, 222.15) 4
Day 60 93.06 ( 55.70, 155.48) 4
Day 90 97.39 (53.84, 176.18)
-25 100 225

THSM2.2ISA(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Homocysteine (umol/L)
Day 30 104.02 (96.35, 112.31) —
Day 60 102.71 (94.18, 112.01) —_——
Day 90 101.84 (92.91, 111.64) —_—

75 100 125

THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Homocysteine (umol/L)
Day 30 95.01 ( 85.55, 105.51) &
Day 60 105.96 (93.56, 119.99) S
Day 90 106.86 (92.34, 123.66) 3
75 100 125

THSM2.2ISA(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Fibrinogen (mg/dL)
Day 30 96.26 ( 89.63, 103.39) —a—
Day 60 102.22 (94.85, 110.16) —_—
Day 90 98.37 (90.93, 106.42) —_—
80 100 120

THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Fibrinogen (mg/dL)
Day 30 102.60 (92.45, 113.87) &
Day 60 99.22 (89.19, 110.38) &
Day 90 96.52 (85.18, 109.38) &
80 100 120

THSM2.2ISA(%)

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

Appendix 15.2.4.25.1

Study ID:ZRHM-REXA-08-US Program: f_forest_rm.sas 16MAR16  Status: Final  (Page 42 of 50)



‘ PMI RESEARCH & DEVELOPMENT
Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 101 of 304

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

Visit Geometric LS Mean Ratio (95% CI) Intercellular Adhesion Molecule 1 (hg/mL)
Day 5 92.94 ( 87.65, 98.56) —a—
Day 30 92.55 ( 85.95, 99.65) —a—
Day 60 91.01 ( 82.91, 99.91) =
Day 90 89.41 ( 83.30, 95.97) ——
80 100 120

THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Intercellular Adhesion Molecule 1 (hg/mL)
Day 5 100.43 (93.91, 107 .40) —h——
Day 30 100.69 (91.04, 111.36) e
Day 60 99.48 (87.12, 113.58) &
Day 90 99.24 ( 88.65, 111.09) &
80 100 120

THSM2.2ISA(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% CI) Platelets (GI/L)
Day 5 103.68 (98.72, 108.89) ———
Day 30 107.51 (100.96, 114.49) —a—
Day 60 106.33 (100.57, 112.42) —a—
Day 90 103.49 (96.29, 111.24) —_——
80 100 120

THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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ZRHM-REXA-08-US Version 1.0 /25 May 2016

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

Geometric LS Mean Ratio (95% CI) Platelets (GI/L)

Visit
Day 5 103.14 ( 97.54, 109.08) ——k———
Day 30 104.30 (95.72, 113.64) L3
Day 60 102.94 (95.12, 111.39) &
Day 90 102.14 (91.14, 114.47) A
80 100 120

THSM2.2ISA(%)

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

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

Visit Geometric LS Mean Ratio (95% ClI) Prostaglandin F2 Alpha (pg/mg creat)
Day 5 86.19 ( 78.45, 94.69) —a—
Day 30 89.28 (77.64, 102.67) =
Day 60 92.22 ( 80.29, 105.92) i
Day 90 86.54 (76.39, 98.04) —a—
70 100 130
THSM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% ClI) Prostaglandin F2 Alpha (pg/mg creat)
Day 5 97.75 (87.42, 109.29) —hk———
Day 30 98.16 ( 80.68, 119.43) A
Day 60 102.96 (84.33, 125.71) A
Day 90 94.59 (77.75, 115.09) 4
70 100 130

THSM2.2ISA(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% ClI) 11-Dehydro-Thromboxane B2 (pg/mg creat)
Day 5 83.99 (75.27, 93.73) .
Day 30 93.12 (76.44, 113.45) ——
Day 60 102.69 (77.57, 135.93) —a—

Day 90 96.44 (75.43, 123.31) —T

-40 100 240
THSmM2.2ImCC(%)

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.2 Forest Plot of Statistical Analysis of Risk Markers - PP Set

Visit Geometric LS Mean Ratio (95% ClI) 11-Dehydro-Thromboxane B2 (pg/mg creat)
Day 5 105.44 (92.54, 120.15) —h—
Day 30 102.62 (78.05, 134.93) —h—
Day 60 143.00 ( 95.55, 214.00) &

Day 90 103.88 (70.42, 153.23) 4r7

-40 100 240
THSM2.2ISA(%)

Ratio is displayed for C Reactive Protein (mg/L), Fibrinogen (mg/dL), Glucose (mg/dL), Homocysteine
(umol/L), Intercellular Adhesion Molecule 1 (ng/mL), Platelets (GI/L), Prostaglandin F2 Alpha (pg/mg creat)
and 11-Dehydro-Thromboxane B2 (pg/mg creat). All other risk markers are presented using difference.

Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Systolic Blood Pressure (mmHg)

r 1T 1T 1T 1
ee;eesr\s % S %

Study Day
| —— THSmM2.2 — 8 — mCC -4 SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.26.1, 15.2.4.27.1, 15.2.4.28.1, 15.2.4.29.1, 15.2.4.30.1, 15.2.4.31.1, 15.2.4.32.1, 15.2.4.33.1.
Study ID:ZRHM-REXA-08-US Program: f_riskmrk.sas 16MAR16  Status: Final (Page 8 of 25)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 117 of 304

Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set

400
375
350
325 1
300
275
250
225
200
175
150 H
125 H
100
75 —
50
25 —
0 —

Platelets (GI/L)

r 1T 1T 1T 1
ee;eevs % S %

Study Day
| —— THSmM2.2 — 8 — mCC -4 SA|

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

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.1 Risk Markers Mean and 95% CI - PP Set
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Geometric mean is displayed for C Reactive Protein (mg/L), Fibrinogen (mg/dL), Glucose (mg/dL), Homocysteine
(umol/L), Intercellular Adhesion Molecule 1 (ng/mL), Platelets (GI/L), Prostaglandin F2 Alpha (pg/mg creat)

and 11-Dehydro-Thromboxane B2 (pg/mg creat). All other risk markers are presented using arithmetic mean.
Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS

200

180

160

140

120

100

80 —

60 —

Triglycerides (mg/dL)

40

20

0_

r 1T 1T 1T 1
ee;eevs % S %

Study Day
| —— THSmM2.2 — 8 — mCC -4 SA|

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System

2.2 Menthol.
Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.26.2, 15.2.4.27.2,15.2.4.28.2,15.2.4.29.2, 15.2.4.30.2, 15.2.4.31.2, 15.2.4.32.2, 15.2.4.33.2.
Study ID:ZRHM-REXA-08-US Program: f_riskmrk_fas.sas 16MAR16  Status: Final (Page 6 of 25)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 140 of 304

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System

2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.3.2 Risk Markers Mean and 95% CI - FAS
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Geometric mean is displayed for C Reactive Protein (mg/L), Fibrinogen (mg/dL), Glucose (mg/dL), Homocysteine
(umol/L), Intercellular Adhesion Molecule 1 (ng/mL), Platelets (GI/L), Prostaglandin F2 Alpha (pg/mg creat)

and 11-Dehydro-Thromboxane B2 (pg/mg creat). All other risk markers are presented using arithmetic mean.
Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 15.1.2.4.2 QSU-brief Total Scores Arithmetic Mean and 95% CIl — FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System

2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 Mean and 95% CI - PP
Set
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 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 Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 15.1.2.6.1 MCEQ Subscales Arithmetic Mean and 95% CI - PP Set

Smoking Satisfaction Subscale
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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

Craving Reduction Subscale
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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

Smoking Satisfaction Subscale

2 —
1 -
0 -
| | | | | | | | |
63% 7 Q@ v & S ) %
@/,.
%
Study Day

| —e— THSmM2.2 — % — mCC|

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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 = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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%
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Note: mCC = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.
Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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%
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Note: mCC = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.
Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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 = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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 = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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
2_
1_
2
1]
Pl Ik - 00 ¢ 3
2 L e, i o =+ -
0
| =
0
w14
>
<
-2 -
-3
| | I I I | | | |
63@7 e Qv v & < % %
Q/,’.)
®
Study Day

Note: mCC = Menthol conventional
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cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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%
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Note: mCC = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.
Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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 = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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%
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Note: mCC = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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%
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Note: mCC = Menthol conventional cigarettes; THSm2.2 = Tobacco Heating System 2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms 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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

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

Appendix 15.2.4.56.1
Study ID:ZRHM-REXA-08-US Program: f mnws_pp.sas 01DEC15  Status: Final (Page 1 of 1)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 /25 May 2016 Page 184 of 304

Figure 15.1.2.8.2 MNWS Total Score Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 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.
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Figure 15.1.2.9.1 MNWS Total Score Least Squares Means Differences and 95%
Cl - PP Set
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 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 15.1.2.9.2 MNWS Total Score Least Squares Means Differences and 95%
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 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 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean and
95% CI — PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean and
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.60
Study ID:ZRHM-REXA-08-US Program: f_hst pp.sas 21SEP15  Status: Final (Page 10 of 17)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 197 of 304

Figure 15.1.2.10 HST Parameters Averaged Over the Visit Arithmetic Mean and
95% CI — PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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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-08-US
Program: f1501021001_ZRHM-REXA-08_US_v1_PMl.sas  Status: Final v1.0/21DEC2015  Page 4 of 17



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 208 of 304

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

500

400+

300+

200+

Total smoking duration

100+

Baseline1 2 3 4 5 30 60 20
Visit Day

—4—THSm2.2 —& -mCC

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 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.1 Oxysterol Parameters Arithmetic Mean and 95% CI - PP Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.11.2 Oxysterol Parameters Arithmetic Mean and 95% CI - FAS
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.12.1 Scatter Plot of Urinary MHBMA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.12.2 Bland-Altman Plot for Concordance of Urinary MHBMA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4

Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.13.1 Scatter Plot of Urinary 3-HMPA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.13.2 Bland-Altman Plot for Concordance of Urinary 3-HMPA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.14.1 Scatter Plot of Urinary S-PMA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f_sc_spma.sas 30NOV15  Status: Final (Page 1 of 1)



Philip Morris Products S.A.
ZRHM-REXA-08-US

Clinical Study Report Appendix 15.1
Version 1.0 / 25 May 2016

PMI RESEARCH & DEVELOPMENT

Confidential
Page 250 of 304

Figure 15.1.2.14.2 Bland-Altman Plot for Concordance of Urinary S-PMA

Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4

Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.

Study ID: ZRHM-REXA-08-US Program: f_ba_spma.sas 01DEC15

Status: Final
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Figure 15.1.2.15.1 Scatter Plot of Urinary Total NNAL Concentration Adjusted
for Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f_sc_nnal.sas 30NOV15  Status: Final (Page 1 of 1)
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Figure 15.1.2.15.2 Bland-Altman Plot for Concordance of Urinary Total NNAL
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba_nnal.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.16.1 Scatter Plot of Urinary Total 1-OHP Concentration Adjusted
for Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
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Figure 15.1.2.16.2 Bland-Altman Plot for Concordance of Urinary Total 1-OHP
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba_1ohp.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.17.1 Scatter Plot of Urinary Total NNN Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
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Figure 15.1.2.17.2 Bland-Altman Plot for Concordance of Urinary Total NNN
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba nnn.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.18.1 Scatter Plot of Urinary 4-ABP Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at

Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f_sc_4abp.sas
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Figure 15.1.2.18.2 Bland-Altman Plot for Concordance of Urinary 4-ABP
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba 4abp.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.19.1 Scatter Plot of Urinary 1-NA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at

Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
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Figure 15.1.2.19.2 Bland-Altman Plot for Concordance of Urinary 1-NA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba_1na.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.20.1 Scatter Plot of Urinary 2-NA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at

Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
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Figure 15.1.2.20.2 Bland-Altman Plot for Concordance of Urinary 2-NA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba 2na.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.21.1 Scatter Plot of Urinary O-TOL Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f_sc_otol.sas 30NOV15  Status: Final (Page 1 of 1)
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Figure 15.1.2.21.2 Bland-Altman Plot for Concordance of Urinary O-TOL
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4

Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.

Study ID: ZRHM-REXA-08-US Program: f_ba_otol.sas 01DEC15

Status: Final
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Figure 15.1.2.22.1 Scatter Plot of Urinary CEMA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f_sc_cema.sas 30NOV15  Status: Final (Page 1 of 1)
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Figure 15.1.2.22.2 Bland-Altman Plot for Concordance of Urinary CEMA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.

Appendix 15.3.3.1, 15.3.3.5.
Study ID: ZRHM-REXA-08-US Program: f ba_cema.sas 01DEC15 Status: Final (Page 1 of 1)
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Figure 15.1.2.23.1 Scatter Plot of Urinary HEMA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.

Appendix 15.3.3.1, 15.3.3.5.
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Figure 15.1.2.23.2 Bland-Altman Plot for Concordance of Urinary HEMA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4

Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.24.1 Scatter Plot of Urinary B[a]P Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at

Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.24.2 Bland-Altman Plot for Concordance of Urinary B[a]P

Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4

Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.
Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.25.1 Scatter Plot of Urinary HMPMA Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.25.2 Bland-Altman Plot for Concordance of Urinary HMPMA
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.26.1 Scatter Plot of Urinary NEQ Concentration Adjusted for
Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.26.2 Bland-Altman Plot for Concordance of Urinary NEQ
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS

1000

)
g
]
=
(1]
(14
a
3
I 100
<
»
=
o]
I
<
o~
GM*(SD of GM)**2 = 183,57
— — — GMratio = 98.47
10 - - GM /(SD of GM)**2 = 52,81

0.01 0.1 1 10 100

Geometric Mean of 24 Hour and 4 Hour values (pg/mg creat)

Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.27.1 Scatter Plot of Urinary 8-epi-PGF2a Concentration Adjusted
for Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.27.2 Bland-Altman Plot for Concordance of Urinary 8-epi-PGF2a
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4
Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: GM = Geometric Mean. SD = Standard Deviation.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.28.1 Scatter Plot of Urinary 11-DTX-B2 Concentration Adjusted
for Creatinine from 24 Hour Urine Collection versus 4 Hour Urine Fraction at
Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented. p = Spearman rank correlation coefficient.
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Figure 15.1.2.28.2 Bland-Altman Plot for Concordance of Urinary 11-DTX-B2
Concentration Adjusted for Creatinine from 24 Hour Urine Collection and 4

Hour Urine Fraction at Baseline and Day 90 Visit - FAS
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Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
Note: Data from all 3 randomized groups are presented.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Appendix 15.2.6.22
Study ID: ZRHM-REXA-08-US Program: f_lungf_saf.sas 16MAR16  Status: Final (Page 6 of 13)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 285 of 304

Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
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Figure 15.1.2.30 Full Lung Function Results Arithmetic Mean and 95% CI -
Safety Population
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Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.70
Study ID: ZRHM-REXA-08-US Program: f_lungf pp.sas 16MAR16  Status: Final (Page 4 of 12)



PMI RESEARCH & DEVELOPMENT

Philip Morris Products S.A. Clinical Study Report Appendix 15.1 Confidential
ZRHM-REXA-08-US Version 1.0 / 25 May 2016 Page 296 of 304

Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set

Total Lung Capacity (L)
B
|

3_
2_
1 -
0_
I I I I I I I I I
%@7 e ¢ w7 & S % %
Q/,’.)
(J

Study Day
| —®— THSmM2.2 —®— mCC -4 - SA]

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

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
Set
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.
Note: mCC = Menthol conventional cigarettes; SA = Smoking abstinence; THSm2.2 = Tobacco Heating System
2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last
assessment prior to 10:00 AM in SA arm on Day 1.
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Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.

Appendix 15.2.4.70
Study ID: ZRHM-REXA-08-US Program: f_lungf pp.sas 16MAR16  Status: Final

(Page 11 of 12)



Philip Morris Products S.A. Clinical Study Report Appendix 15.1
ZRHM-REXA-08-US Version 1.0 /25 May 2016

PMI RESEARCH & DEVELOPMENT

Confidential
Page 303 of 304

Figure 15.1.2.31 Full Lung Function Results Arithmetic Mean and 95% CI - PP
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Note: Baseline is summarized using the baseline data from the PP Set for Period 1.

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

2.2 Menthol.

Note: Baseline is the last assessment prior to first product use in mMCC/THS 2.2 arms on Day 1 or last

assessment prior to 10:00 AM in SA arm on Day 1.
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15.1.3 Other Assessments

Not applicable.
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