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4 

 

 2017 12 22  

 TPSAC  

 Matthew Holman, Ph.D., Director, Office of Science, Center for Tobacco Products, 
United States Food and Drug Administration 

 IQOS 3 FDA
MR0000059 MR0000060 MR0000061 Philip Morris Products S.A.
MRTPA 2018 1 24 25 FDA  

 

TPSAC Philip Morris Products S.A. PMP S.A.
MRTPA FDA

 

FDA 2016 12 5 PMP S.A. FD&C Section 911(g)(1)
911(g)(2) MRTPA PMP S.A.

IQOS IQOS
IQOS

MRTP A
IQOS B  

IQOS 3
heat-not-burn 1  

1. IQOS

IQOS

 
2. IQOS

6
14

 
3. IQOS

20

 

 

 

1 IQOS

MRTPA 2.7  

-104-



FDA 2018 1 24 25 TPSAC  

5 

IQOS 3  

PMP S.A. modified risk order
 

#1  
� IQOS  
� harmful and potentially harmful chemical

 
� IQOS

 

#2  
� IQOS ‐

 

#3  
� IQOS  
�  
� IQOS

 

 

3 FDA
FDA

TPSAC
FDA

TPSAC
FDA

 

TPSAC

 

TPSAC
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6 

TPSAC  

FDA FD&C Section 911
MRTPA

PK/PD

FDA Section 911(e)
 

FDA TPSAC  

1. IQOS  

� IQOS IQOS
 

� 
 

� 
 

2.  

3. PMI PMI 
Important Warnings  

4. IQOS
 

� IQOS  
� IQOS  
� IQOS  
�  

5. IQOS
 

� IQOS  
� IQOS

 
� IQOS  

MRTPA FDA
FDA TPSAC

FDA   
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7 

FDA  

I. IQOS  

IQOS
in vitro in vivo

TPSAC
 

Tobacco 
Heating System THS 2017 3

THS2.2 IQOS
IQOS

 

A.  

 

MRTPA 3
MR0000059 MR0000060

MR0000061
1

TSNA
Ding et al., 2008  

1 52.3 mg 1
2.57 2.04 mg

2

2- -1-

Sleiman et al., 2016 3
total particulate matter TPM

2 54 harmful and potentially harmful constituent HPHC
HPHC

HPHC

2- -1-   

                                                
1 

 
2  
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8 

2017 12 8 3
3R4F3

4 2- -1-
Laino et al., 2011 200 350°C

IQOS  

3
MR0000060

MR0000061
MR0000059

1
7.3 mg 1

13.6 mg 23
1 2.9 7.2 mg 1 4.8 mg

Ai et al., 2016

89%
HCI ( )5

1
1.77 mg 1

2.42 mg  

  

IQOS 350°C
600°C

IQOS HPHC
HPHC

CDC, 2010 IQOS
IQOS

350°C
IQOS

 

PMP S.A. 3.3.2 IQOS 3

TNCO HPHC 3
  

                                                
3 3R4F HPHC  
4 FDA TPSAC  
5 Canadian Intense smoking regimen , HCI 55 mL 30 2  
100% HCI( ) 55 mL 30 2  
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9 

a. #1 TNCO ISO 6  
b. #2 FDA 18 + 6 HPHC 18 ISO HCI

HPHC 6 7  
c. #3 PMI-58 54 HPHC HCI +

TPM  

PMI-58 HPHC 3R4F

8 6.1.1.3.2
3 PMI-58

HPHC 18 Philip Morris USA 31
 

1 1

TNCO HPHC  

1
MRTPA 3.3.2.1.2 3.3.2.2.2 3.3.2.3.2 6.1.1.3.4 Ghosh et al, 2014  

 

  

                                                
6 ISO 35 mL 60  
7 HPHC Draft Guidance for Industry: Reporting Harmful and Potentially Harmful 
Constituents in Tobacco Products and Tobacco Smoke Under Section 904(a)(3) of the FD&C Act  
8 IQOS HPHC 1 mg
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10 
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11 

 

2 3R4F HPHC 54 MRTPA 3.3.2.1.2 MRTPA 3.3.2.2.2
MRTPA 3.3.2.3.2

 
 

2 3R4F HPHC 54
C 3R4F

31 3 IQOS
HPHC  

TPM 20 32% IQOS
TPM 3R4F IQOS

TPM 76% 10%
3R4F TPM 32% 5%

Schaller et al., 2016  

NNN NNK

 

Sleiman et al., 2016

89 95% 66 91%   
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12 

NNN NNK NNN
NNK 92 98% CDC

TSNA Ding et al., 
2008 NNN NNK

PMP S.A. Schaller
Schaller et al., 2016 IQOS HPHC

TSNA HPHC
IQOS

NNN NNK TSNA
CDC, 

2010  

97 99%
Ding et al., 2008

350°C Bekki et al., 2017  

63 68% IQOS

HPHC 180 210°C
Moldoveanu, 2010; Stadler et 

al., 2002 IQOS
 

2017 12 8
3R4F

MRTP HPHC
3R4F

53
60

62

3R4F 108 295% 35 67% 383
638% FDA TPSAC  

FDA  

MRTPA 2017 10 FDA
Southeast Tobacco Laboratory STL

[a] NNN
NNK

NNN NNK
[a] [a]

PAH PAH PAH [a]
Vu et al, 2015 STL
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13 

20
STL

STL IQOS [a]
3 HPHC

3R4F 3R4F
[a] 90% 80%

STL
STL

NNN NNK  

 

FDA
4  

Auer 2017 330°C IQOS 684°C
8 volatile organic 

compound VOC 16 PAH 3
2  

2 Auer 2017 PMP S.A. MRTPA
MRTPA 3.3.2.1.2 3.3.2.2.2

3.3.2.3.2 6.1.1.3.4  

 

FDA Auer ISO

ISO 35 mL HCI
1 2 6 12

Auer 2

IQOS
HPHC Auer
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14 

 

PMP S.A. S.Maeder M. Peitsch 2017 5 30 pmiscience.com
Auer Auer

Auer
PMP S.A. 58

FDA  93
3R4F

IQOS  

Farsalinos 2017 IQOS EC
(HCI )

IQOS
 

Savareear 2017
205

82 43

Savareear

 

Bekki 2017 IQOS 1R5F 3R4F
TSNA9

99%
NNN NNK 90 94% 87 95%

NNN 93 97% NNK 92 98% IQOS
 

 

MRTPA IQOS
HPHC
HPHC

IQOS HPHC 54 99.9%
25 99.8% STL

HPHC  

IQOS 350°C

350°C IQOS
350°C 2017 12 8

                                                
9 NNN NAT NAB NNK  
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15 

3R4F 53
62

2 STL
STL IQOS

 

B.   

HPHC   

3 HPAC 54
1 3R4F

10 1 3

HPHC

2017 12 8

TPASC  

In Vitro  

IQOS OECD
in vitro NRU

MLA Ames 3R4F NRU
MLA Ames HCI

12 3R4F 10

5 4 35
4 GVP PBS

26 mL 36 mL  

NRU
IQOS TPM GVP 3R4F TPM GVP 90% MLA

3R4F TPM LOGEL IQOS
TPM 15 30 1 3R4F GVP LOGEL IQOS GVP 8 24 1

MLA
IQOS Ames

3R4F TPM 5 3 TA98 TA1537 TA100
+S9

IQOS TPM 5
Ames IQOS 3R4F GVP
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16 

in vitro
Ames DNA DNA

DNA IQOS

Ames
 

in vitro 5
IQOS

3R4F
3R4F IQOS

3R4F
72 IQOS

3R4F IQOS
IQOS

3R4F
IQOS

1

1
in vivo IQOS

 

SD 90  

90 2
SD OECD 413 42

1 IQOS
6 / 5 / 13

3R4F
IQOS

15 23 50 μg/L 3R4F 8 15 23 μg/L IQOS

50 μg/L
23 μg/L IQOS 3R4F

2 IQOS 2
IQOS

1 6 5 13 3R4F
2 1XMIS 2XMIS IQOS

IQOS
15 23 50 μg/L 3

23 μg/L IQOS 32 50 100 μg/L
3R4F 0 μg/L 1XMIS 56 μg 2XMIS 80 μg/L
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17 

 

50 μg/L IQOS
HbCO 3%
10 27% IQOS

200 1200 ng/mL 500 1400 ng/mL
20 175 μmol/L IQOS

NNK
BoE NNAL HPMA 3-

SPMA S CMEA 2-

3R4F IQOS

IQOS

BALF
IQOS 1

MMP Hiroyuki, 2002 IQOS

IQOS 20
Laboratory of Pharmacology and Toxicology (LPT)/Histovia IQOS

PMI
20 2 AnaPath

1 20 15025 THS 
SR Part 8.pdf p.12  

IQOS
3

Burger et al., 1989

3 OECD 413

IQOS
IQOS

IQOS

90
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18 

 

3 90 * MRTPA 7.2  
* THS THS 90 42

n=6 10 LPT
AnaPath PMI 3R4F

1XMIS 2XMIS PMP S.A. 3R4F 1.2 mg
1XMIS 2.4 mg 2XMIS 1XMIS 2XMIS THS

3R4F THS  

 

A/J 18 10  

18 A/J
8 6 / 5 / IQOS

3R4F
IQOS

7 13 23 μg/L 3R4F 13 μg/L
10 18

2018 FDA 10 IQOS
n=10

4
A/J 10

IQOS 18
15 IQOS 18

IQOS
2018  
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19 

 

4 10 THS * MRTPA 
7.2  
* 1 n=10  

 

ApoE-/- 8  

29 μg/L ApoE-null ApoE-/-

3R4F IQOS
3 / 5 / 8

IQOS 3R4F 2
29 μg/L IQOS

6
ApoE-/-

8
OECD 413

 

15015_CVD_Resp_ApoE_ 
SW_SR_Part 3.pdf ApoE p.13

3 3

2 6
15015_CVD_Resp_ApoE_SW_SR_Part 3

3
3   
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20 

HbCO NNK
BoE NNAL HPMA SPMA CMEA

4-HNE MDA 8-OH-dG
IQOS

3R4F
IQOS

8
MMP Timp1

IQOS

IQOS 5  

 

5 ApoE-/- * MRTPA 7.5  
* n= 9 10  

 

5 90
IQOS ApoE-/-

3R4F
IQOS

IQOS

IQOS
IQOS

4 6
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21 

RNA

 

 

HPHC 3R4F

in 
vitro IQOS

3R4F
8
IQOS

IQOS
IQOS

2018
IQOS

IQOS

in vitro in vivo IQOS

IQOS IQOS
 

C.  

 

 

IQOS
8 4

IQOS ‐ ‐

IQOS ‐ ‐

PK/PD QSU-Brief
MCEQ PD

4 IQOS HPHC
 

4 1 10
3 IQOS

HPHC BOPH
VCD COPD
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22 

‐ IQOS
IQOS ‐ 3

4
6 30 11 5

IQOS ‐ ‐

‐ NRT
4 2 5

85 ‐ ‐

IQOS
‐

IQOS ‐

‐

‐ ‐ NRT

HPHC BOE

‐ 3 4
 

 
3  

    

ZRHR-RE
XC-03-EU

 

3  
� THS 2.2 IQOS 80 5

 
� CC 40

CC 5
 

� SA 40 5
 

=5  

� 21 65
1 CC 10

3

3
5

 
� n=169 
� N=160 

� CC THS
15

HPHC
56 94%

THS BOE
SA

 
� THS

CC
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23 

ZRHR- 
REXC- 
04-JP 

 

PK/PD 3  
• THS 2.2 IQOS 80 5

 
• CC 40 CC

5  
• SA 40 5  

=5  

• 23 65
4

CC 1  10

ISO 1
1 mg

3 1
CC 10

3
5

 
• n=166 
• N=160 

• CC THS
15

HPHC
47 96%

THS BOE
SA

 
• THS

CC
 

ZRHM-R
EXA- 
07-JP 

 

3  

• THS 2.2 mTHS
IQOS 80 5

 
• CC mCC 40

5  
• SA 40 5  

=90  

• 23 65
4 mCC 1

10
ISO mCC 1

1 mg
3

3
90

 
• n=216 
• N=216 

• mCC mTHS
15

HPHC mcc

5 49 94%
90 41 94%

mTHS
BOE

SA

S-BMA
 

• 90
mTHS mCC

 
ZRHM- 
REXA- 
08-US 

 

3  
• mTHS 2.2 IQOS 80

 
• mCC 80  
• SA 40 5  

=90  

• 22
4 mCC 1

10
3

3
90

 
• n=164 
• N=164 

• mCC mTHS

15 HPHC
5

51 96% 90
34 86%

 
• 90

mTHS mCC

 
� 5 MHBMA 3-

3-HPMA S S-PMA COHb REXA-07 08 90

24 NNAL  

� 1-OH N- NNN 4- 4-ABP

1-NA 2- 2-NA o- CEMA 2- 2-

HEMA 3- [a] BaP 3- -1- 3-HMPMA S

S-BMA NEQ CO  

�  

○ REXC-03 Ames CYP1A2 CYP2A6 8- F2α 8-epi-PGF2α

11 B2 11-DTXB2 8-epi-PGF2α 11-DTXB2  
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24 

○ REXC-04   
○ REXA-07 hs-CRP LDL HDL

TG TC HbA1c sICAM-1 WBC 8-epi-PGF2   
○ REXA-08 A1 B DLCO FEV1 FVC VC TLC FRV IC

MEF 25-75   
• CC= ISO= SA=   

BOE   

4 16 BOE
BOE 6.1.3.1 IQOS

HPHC FDA
HPHC

HPHC HPHC
HPHC

HPHC BOE
HPHC BOE

 

MRTPA 2.7 IQOS

 

4 IQOS HPHC HPHC
BOE

5 IQOS
16 BOE 15 47 96%

IQOS
ZRHR-REXC-03-EU ZRHR-REXC-04-JP 5

HPHC IQOS SA 6   
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25 

 

6.ZRHR-REXC-03-EU ZRHR-REXC-04-JP 5 BOE
95% CI MRTPA 6.1.3.2 SA= THS= IQOS  

90 BOE
34 86% REXA-07-JP 46 86% REXA-08-US
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26 

ZRHM-REXA-07-JP ZRHM-REXA-08-US IQOS HPHC
90 7  

 

7 ZRHM-REXA-07-JP ZRHM-REXA-08-US 90
95% CI MRTPA 6.1.3.2 SA= THS= IQOS SA ‐

NNAL HEMA THS SA Q1 Q3
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27 

4 IQOS
NEQ

5 IQOS
PK

NEQ IQOS
 

1
1

10 2
2 90 IQOS

IQOS 90

6 NCT02396381
FDA HPHC

VOC PAH TSNA BOE
IQOS

 

IQOS
90

FAS
PP FAS ‐ PP ‐

‐ 1
2 1 3 BOE

1 4 5
6.1.3.4

PP

90 ZRHM-REXA-08-US PP 90 IQOS
n=47 NNAL 67% 15.2.4.5.1

FAS IQOS n=80 53%
15.2.4.5.2 FAS

HPHC 90
FAS

IQOS
‐

 

PBA-07 II.B IQOS

IQOS ‐ 90
REXA-07-JP 84.6% REXA-08-US 55.0% ‐

95% IQOS 7.5%
‐ IQOS

5
‐
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28 

IQOS IQOS
 

‐

IQOS ‐ ‐

IQOS
IQOS IQOS

IQOS
‐

REXC-04-JP

THS 1.0 THS 2.1 ... ...THS 1.0 THS 2.1
‐ ‐

REXA-08-US
THS 2.2

THS 2.2
 

BOPH  

biomarkers of potential harm BOPH IQOS
COPD

4
6 BOPH 2 8-epi-PGF2α 11-DTX-B2 4

4 HDL-C WBC sICAM FEV1 90
5 2 90
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4  

BOPH  
  

 
 

sICAM  CVD COPD 

� 
 

� 
 

� ASCVD
COPD  

� 

 

8-epi-PGF2α  CVD COPD 

� 

 
� LDL CHD

CHD

 

� HTN
HTN CAD

CAD CHF/NYHA
I/II NYHA CHF III/IV

COPD

 
� 

 

HDL-C  
CVD COPD

CA 

� 

 
� 

 

� HDL-C CVD

 
� COPD

HDL-C
 

� CA HDL HDL-C
 

� 
THS 4

8 10 mg/dL
 

WBC  
CVD COPD

CA 

� WBC
AF PAD

 
� WBC COPD

WBC
FEV1

 

� CPD

 
� 

WBC MI/CVA
 

� 2
6 12  

� WBC

 

FEV1  COPD 

� 
COPD

 

� FEV1
 

� FEV1
COPD
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30 

BOPH  
  

 
 

 
• FEV1 QOL

 

11-DTX-B2  CVD 

• 
A2

 

• CVD
 

• 
 

• 
NRT

 
• 

3
 

sICAM= CVD= COPD= ASCVD= 8-epi-PGF2α=8-

F2α LDL= CHD= HTN= CAD= NYHA CHF=

RRTP= HDL-C= CA= THS=

WBC= AF= PAD= FEV1=1 CPD= 1 MI= CVA=

QOL= 11-DTX-B2=-11- -B2 NRT=   
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5 ZRHM-REXA-07-JP ZRHM-REXA-08-US BOPH
 

 BOPH  
ZRHM- 
REXA- 
07-JP 

8-epi-PG
F2α 

THS 2.2a ‐ 8-epi-PGF2α mCC
‐ 12.7% 95% CI 2.55, 21.81 THS 2.2
‐ ‐ 92.8% 95% 

CI 82.80, 103.96  
11-DTX-B
2 

THS 2.2 ‐ 11-DTX-B2 mCC
‐ 9.0% 95% CI -2.94, 19.52 THS 2.2
‐ 11-DTX-B2 ‐ 13% 95% CI -0.53, 28.12

 
sICAM THS 2.2 ‐ sICAM-1 mCC

‐ 8.7% 95% CI 2.05, 14.94 THS 2.2
‐ ‐ 102.4% 95% 

CI 95.24, 110.12  
HDL-C THS 2.2 ‐ mCC ‐ HDL

4.5 mg/dL 95% CI 1.17, 7.88 THS 2.2
‐ ‐ -1.8 

mg/dL 95% CI -5.28, 1.61  
WBC THS 2.2 ‐ WBC mCC

‐ 0.6 GI/L 95% CI 0.10, 1.04 THS 2.2
‐ ‐

-0.2 95% CI -0.65, 0.33  
ZRHM- 
REXA- 
08-US 

8-epi-PG
F2α 

THS 2.2 ‐ 8-epi-PGF2α mCC
‐ 14% 95% CI 2.0, 23.6 THS 2.2
‐ ‐ 95% 95% 
CI 77.7, 115.1  

11-DTX-B
2 

THS 2.2 ‐ mCC ‐

11-DTX-B2 96% 95% CI 75.4, 123.3
THS 2.2 ‐ ‐

104% 95% CI 70.4, 153.2  
sICAM THS 2.2 ‐ sICAM-1 mCC ‐

11% 95% CI 4.0, 16.7 THS 2.2 ‐

‐ 99% 95% 
CI 88.7, 111.1  

HDL-C THS 2.2 ‐ mCC ‐

‐ HDL-C 1.37 95% CI -2.26, 
5.00  

WBC THS 2.2 ‐ mCC ‐

WBC THS 2.2 mCC
0.2 GI/L 95% CI -0.5, 0.8 THS 2.2 ‐

WBC ‐ 1.1 GI/L 95% CI 0.1, 2.2
 

FEV1 PP * 4 60 90
THS 2.2 ‐ mCC ‐ 91

FEV1 (08) 
*PP FAS ‐

‐  
a 2017 3 THS2.2 IQOS  
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HPHC

IQOS ‐

MRTPA 6.1.6.6 p.8 BOPH

90 IQOS

IQOS BOPH 20%  

BOE BOPH BOPH

90 BOPH

CRP 1 WBC 6
12 FEV1

6 12
3

IQOS
 

BOPH
Institute of Medicine, 2001; Institute of Medicine, 2012

Temple, 1999; Temple, 2016 Fleming DeMets
1

2 1
3

4
Fleming & DeMets, 1996

Institute of Medicine, 2012
BOPH

Institute 
of Medicine, 2001  

 

4 IQOS
BOE 5 47

96% IQOS BOE
IQOS

90 34% 86%
REXA-07-JP 46% 86% REXA-08-US

IQOS   
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BOPH IQOS
90

 

II.   

A.   

IQOS
PK/PD

TPSAC
6  

6  
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34 

 

 

PK/PD PK/PD 4 2 4
ZRHR-PK-01-EU ZRHR-PK-02-JP ZRHM-PK-05-JP ZRHM-PK-06-US IQOS

‐ ‐ IQOS ‐

‐

Cmax AUC0-last PK
10 QSU-Brief MCEQ

PD  

5 IQOS
SA HPHC
4 3

ZRHR-REXC-03-EU ZRHR-REXC-04-JP ZRHM-REXA-07-JP ZRHM-REXA-08-US
‐ IQOS

5 ‐ 6 30 11
IQOS

                                                
10Cmax AUC0-last 0

-  
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4 2
5

90 ‐ ‐

THS 
2.2

30 60 90 5 PK
NEQ

IQOS
IQOS

QSU-Brief MCEQ MNWS ‐

 

IQOS 1
‐ 1 IQOS 6

IQOS

‐

6 2 1
IQOS IQOS

‐

CPD 1 100 30 30
IQOS

IQOS  

 

PK/PD IQOS
 IQOS Cmax GM

24% AUC0-last GM 25% IQOS Cmax GM
43% AUC0-last GM 44% Tmax11

2 IQOS

Cmax AUC0-last GM Tmax

 

5 2
IQOS 5

5 IQOS PK
‐

‐ 42
Cmax AUC 15% 26% 90
IQOS 5 GM Cmax Cavg12

                                                
11 Tmax Cmax  
12 Cavg  
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31% 27% 90
NEQ GM IQOS

90 IQOS
5 GM Cmax Cavg

11% 15% 90
NEQ GM IQOS

 

PK
PK ZRH-POP-PK-01 PK

PK

PK  

IQOS
 

 

1
ZRHR-REXC-03-EU ZRHR-REXC-04-JP ZRHM-REXA-07-JP

ZRHM-REXA-08-US ZRHM-REXA-07-JP
ZRHM-REXA-08-US THS-PBA-07-US

 

5 90 IQOS

THS-PBA-07-US n=987 1

9.3 / vs. 10.2 / 70%
‐ n=141 8.1 / 9.0 /

 

IQOS
84.6% IQOS

85.9% 95% IQOS
55.0% IQOS 63.8% 95% IQOS

95% IQOS
7.5% THS-PBA-07-US

‐ IQOS
5  

HPT SODIM® SPA/M
IQOS

14 6 IQOS
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HPT SODIM®

THS
multipuff
IQOS

14 IQOS

IQOS ‐ 4
3 4 2 4 4

 

 

Questionnaire of Smoking Urges – Brief QSU-Brief
Minnesota Nicotine Withdrawal Scale MNWS-R

PK QSU 15 30 45 1 2 4 6 9
12 PK QSU-Brief

QSU-Brief 1 8 11 MNWS

90 Fagerström Test for Nicotine Dependence FTND
90

1
2 QSU-Brief

THS IQOS ‐

3 MNWS

 

PK/PD QSU-Brief IQOS
12

5 90
QSU-Brief MNWS-R IQOS

IQOS
FTND

 

Modified Cigarette Evaluation Questionnaire MCEQ
PK MCEQ

MCEQ 1 8 11
MCEQ

1
2 MECQ 1
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PK/PD MCEQ IQOS
7 0.5 1.3 1

4 1 5 90
IQOS 5

MCEQ
90

 

THS-PBA-07-US 6 ‐ IQOS
79 99 1

1 IQOS

n=987 20% IQOS

70% IQOS ‐

6 n=138 50% IQOS
 

THS-PBA-07-US
IQOS ‐ 985 47 4.8%

IQOS 97.9%
‐ 1

‐ 2 0.2% IQOS
1 IQOS 1
 

 

IQOS
PK IQOS

 

IQOS IQOS
1 IQOS

2 IQOS
3 IQOS

4 ‐ 80
IQOS IQOS

IQOS
‐ IQOS
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B. IQOS   

2 IQOS 1
PBA-07 MRTPA 7.3.2 2 5

Whole Offer Test WOT MRTPA 7.3.3
2 IQOS  

IQOS  

PBA-07 PBA-07
IQOS 2015 9

2016 1 8 ‐

40
‐

18 100
1 1 1

30 30 ‐

IQOS
IQOS

IQOS

‐

10 1,336 ‐

1 6
1 ‐ 230

1,106 119 10.8% 6 IQOS
‐

987 89.2% 987 969 6
 

1 ‐

6 ‐

IQOS 100 5 ‐

‐

‐

‐

‐

yes/no
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40 

‐

2 ‐

IQOS
440

 

Whole Offer Test Whole Offer Test

5 2013 2015 2013
2014 2014 PBA-07 ‐

19 1
100 6

7 1 1 3

‐ 1 IQOS
‐

 

‐ 1 PBA-07
1 ‐ IQOS

‐

4 ‐

‐ yes/no

PBA-07
n=638 n=843

n=535 n=377 n=416  

IQOS 2
1 2016 9

20 2,000

IQOS

2 IQOS
11,000 IQOS

 

7 IQOS
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7 IQOS MRTPA 7.3.2
7.3.3 2017 3 16 2017 9 13  

 PBA-07 Whole Offer Test 
 

IQOS
 

    * 

 2015 9
2016 1 6

 

2013  
2015  

2013  
2014  
2014 4

 

2016 9  2015 2016
 

 1,106  - 638 
 - 843 

 - 535 
 - 377 
- 416 

2,000 11,000* 

 
12.4%

n=137
6

 

4
 

 * 

 
 

  
IQOS

 
 18

30

CPD=10.2

IQOS

 

19
100

1 3
7

CPD
16.5 15.2

12.7
17.4 17.3

1
IQOS

 

20

 

IQOS

 

IQOS
 

IQOS

 

IQOS

 

IQOS

 

IQOS
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 PBA-07 Whole Offer Test 
 

IQOS
 

IQOS

 

1

 
 

6

IQOS
 

1
 

 

4

IQOS
 

1

 

IQOS

 

CPD= 1  
*  
 

 

PBA-07 WOT
PBA-07 WOT 8 PBA-07 6

33.8%
100 ‐

32.7% 1
70%

‐ 16.3% 6
95% 6

‐ 15.5%
1 30%

 

WOT
36.1%

76.3% ‐

29.0% 47.4% 100
‐ 7.8% 21.5%

0% 10.3%   
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8
MRTPA 7.3.2 7.3.3  

 

8 PBA-07 WOT ‐ IQOS
‐ 7.5%

7.0% 22.4%
62.7% WOT

‐ 15.7% 13.6% 8.5% 5.2%
4.3%
5.6 21.5%   
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8 PBA-07 Whole Offer Test ‐ IQOS
MRTPA 7.3.2 7.3.3

‐ 100% ‐

3 0.3% 1 0.2% 6 0.7% 6 1.6% 1 0.2%
‐ 1  

 

PBA-07 1 1 6
+ 1 2 6

CPD 9
6 1 6

‐ CPD 7.6
+

 

 

9 PBA-07 6 1
+

MRTPA 7.3.2   
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2016
3.7% 2.3%

1.4% 20 29 4.2% 30 39 3.9%
40 49 1.5% 50 0.9%

IQOS 96.3%
Ploom with Mevius/Pianissimo/Gold/Lugano/Orchard/Cooler Pods

5.0%
84.9%

9 91.8% 1
1

+ 30%
15.5% 95%

 

 

9 n=71 2017
3 16  

 

IQOS IQOS
11,000 IQOS

IQOS IQOS 95% 2016
1 52% 2016 7 65% 10 IQOS

PBA-07 7.5% WOT
13.6% 15.5%

IQOS IQOS

IQOS
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10 IQOS IQOS MRTPA 2.7  

  

IQOS 70%
PBA-07

IQOS ‐ 20%
‐ IQOS PBA-07 WOT

IQOS

HPHC
PBA-07 IQOS

‐ 1
IQOS

 

1
50%

Godtfredsen, Prescott, & Osler, 2005; Song, Sung, & Cho, 2008
Godtfredsen, Holst, 

Prescott, Vestbo, & Osler, 2002; Godtfredsen, Osler, Vestbo, Andersen, & Prescott, 2003; Hart, 
Gruer, & Bauld, 2013; Tverdal & Bjartveit, 2006

-
 

WOT
IQOS

IQOS IQOS
WOT

PBA-07
‐

 

‐ IQOS
PBA-07 WOT ‐ IQOS
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‐ IQOS
IQOS IQOS
30 IQOS

IQOS
IQOS

IQOS IQOS

IQOS
IQOS

‐ IQOS
‐ 6%

‐ 16% 70
100% ‐ IQOS :16%

31% PBA-07 IQOS

PBA-07
‐

IQOS ‐ ‐

 

C. 
  

MRTP MRTP labels, 
labeling, and advertising LLA LLA

IQOS LLA
LLA 3

4 IQOS
 

LLA  

LLA

FDA IQOS
Kim, 2017  

LLA
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CDC 2016
41% CDC, 2017 LLA IQOS

Berg, 2016; Kong et al., 2015; McKegany & Dickenson, 2017  

LLA ‐ IQOS 79 99

1 4 92
9 67

IQOS
USDHHS, 2000  

 

LLA 3 LLA
10 3

1
2 ‐ 3

2
3  

10 LLA 1 2 3
 

#1 #2 #3 

 

• IQOS

 
• 

 
• 

IQOS

 

 

IQOS
‐

 

 

• IQOS

 
• 

 
• 

IQOS

 

IQOS IQOS
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LLA
LLA

1
LLA LLA

LLA
‐

 

PMI   

3 PMI 3
PMI 11 PMI

LLA PMI
IQOS

LLA PMI IQOS
3 PMI

PMI

Surgeon General SG  

11 SG PMI  

SG
 

1  

� 
 

�  
�  
�  

PM
I  #1

PMI
 

#2
PMI

 

#3
PMI
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• 

 
• ™

 
• IQOS

 

 

 

• ‐

‐

 
• ™

 

 

 

• IQOS

 
• ™

 
• IQOS

 

LLA  

4 LLA IQOS
1

3 10 1
3  

12 4
‐ ‐

4
IQOS

IQOS

MRTP 1
2 p.19

1 Babb et 
al., 2017 3 2 Persoskie & 
Nelson, 2013  

12 LLA 4  

 
 

� NOC ‐ 3
LLA  

� 1 RRC ‐ 1 LLA
 

� 2 RRC2 ‐ 2 LLA
 

� REC ‐ LLA
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LLA  
 

NOC ‐ LLA 1  
� SG IQOS  
� SG

 
� SG

 
� SG  

RRC RRC2 REC ‐ LLA 1
 

� SG IQOS  
� PMI IQOS  
� SG  
� PMI  
� PMI  

‐ LLA
 

 
‐
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‐  

‐ 4
‐  

�  
�  
�  
�  
� 25  
 

 
 

IQOS

‐ LLA  

IQOS

NOC

‐

‐

LLA  

IQOS IQOS

Bunnellet al., 2015; Mays et al., 2016; Kaufman et al., 2014 IQOS
‐ LLA

 

6
30

‐ LLA
‐ ‐ LLA

 
 

 

4

LLA
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53 

  

12
95%

3
LLA IQOS

NRT
 

LLA

13 IQOS

LLA

3 3
1 LLA IQOS

‐

 

13 LLA 3
LLA

IQOS IQOS
2017 9

13 p.103  

 

3
LLA
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3 LLA 3
1 ‐

‐

14
‐

‐

 

IQOS

IQOS
IQOS
3

LLA 3
1 2

2017 9 13 p.102  

SG PMI
LLA SG PMI

PMI
SG IQOS

SG

 

 

IQOS
1

LLA
 

11 PMI
1 2 LLA

IQOS 2
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‐ IQOS

SG PMI
 

LLA
IQOS

‐

SG PMI LLA
PMI

70% SG 41% PMI
PMI ‐ 4

1 IQOS
IQOS

PMI SG LLA
LLA

IQOS  

IQOS  

IQOS
IQOS 2 IQOS

2
4

Bunnellet al., 2015; Mays et 
al., 2016; Kaufman et al., 2014  

IQOS 6
2 ‐

2017 9 13 p.117  

IQOS LLA 3
IQOS

40 44% 3

IQOS
38 43%

31 39% 38 43% IQOS
IQOS

‐

‐

‐ IQOS
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IQOS IQOS
IQOS

26 32% 30 33%
 

LLA IQOS
3 1 LLA

IQOS

LLA
‐

2
Altman & Royston, 2006; MacCallum et al., 2002; Royston, 

Altman, & Sauerbrei, 2006; Streiner, 2002
‐ IQOS

‐ IQOS LLA

 

SG PMI IQOS SG
PMI LLA SG PMI

IQOS
IQOS

SG PMI

 

‐  

IQOS

1 14% 3 LLA
LLA

1 12% LLA

2

‐

3 LLA
3

LLA
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IQOS
‐ 1

1 IQOS 1
‐ 1 IQOS

1 6
IQOS MRTP
‐

1
2

‐

3

‐  

 

LLA

LLA IQOS

1
IQOS
‐ IQOS

 

IQOS IQOS
LLA

IQOS
IQOS

 

SG PMI SG PMI
IQOS

PMI

LLA PMI
IQOS
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‐ PMI
LLA IQOS

SG PMI
IQOS

SG PMI
LLA  

IQOS
IQOS

1 14%
LLA

LLA
86 99% IQOS

LLA

IQOS ‐

IQOS

‐

 

III.  

MRTP

MRTP
18 25

IQOS

IQOS
 

LLA  

IQOS
LLA

FDA
IQOS

Kim, 2017  

LLA IQOS
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Berg, 2016; Kong et al., 2015
IQOS

 

LLA ‐ IQOS 79 99

1 4 92
9 67

IQOS
USDHHS, 2000  

PMI SG  

10 LLA 11 PMI
SG  

 

12
95%  

3 LLA
IQOS

IQOS
IQOS

 

LLA
IQOS

LLA

LLA IQOS
3 LLA

3
3 1 LLA

IQOS ‐

 

LLA

3 3
LLA

‐
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14  

 

IQOS
1

 

1 10 LLA ‐

IQOS

PMI
IQOS

90% 93% 96% PMI
89%

92% 94% PMI
90% 92%

90% SG LLA ‐

 

IQOS  

IQOS
IQOS 2 IQOS

2
4

IQOS
6 2
‐ 2017 9 13 p.117 118  

LLA
IQOS

IQOS
 

3 LLA IQOS
0.1%

3
1 0 1% 2 0 1% 0 2%

IQOS IQOS

LLA LLA
3 LLA IQOS
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4 7%
2 6% 1 1 7%

2 2 5%  

3 LLA
IQOS 0.1%

3 1 LLA
0 1% 1 0 1% 2

0 2% 7 10%
2 6% 1 1 10% 2 3 5%

IQOS
 

IQOS IQOS
3 LLA

IQOS
5 7% LLA

1 3 10% 2 2 8%
3 6% IQOS

IQOS
IQOS

3 LLA
11 20% 1 18 19%

2 10 19% 9 15%  

LLA 3

IQOS IQOS
IQOS

13 14 IQOS
3 1 LLA 3

LLA
3 LLA 3

1 LLA
IQOS  

14 IQOS

 

IQOS

IQOS

  

                                                
13 ‐ IQOS

4  
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14 LLA ‐

LLA ‐

IQOS
2017 9 13

p.104 105  

 

 

‐

IQOS
‐ 3 1

LLA
‐

2017 9 13 p.117 118
2 2

Streiner, 2002
IQOS

O’Brien et al., 2017; Pearson et al., 2017   
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IQOS 20
2 2014 IQOS

1 2
1.5% 1.2%

 

IQOS
IQOS

2014

0.4% 4 0.8% Delnevo et al., 2016
2016 30

4.3% 11.3% Jamal et al., 2017  

IQOS

Berg, 2016; Kong et al., 
2015

IQOS

IQOS II.A

IQOS  

 

LLA IQOS

LLA

IQOS
IQOS

‐
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IQOS
IQOS

IQOS
IQOS LLA

IQOS
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A MRTP FDA
 

FD&C MRTP
‐

Section 911(b)(1)
 

1)  
a) 1

 
b) 

 
c)  

2) light mild low
 

3) 2009 6 22
1

Section 911(b)(2)  

MRTP Section 911(g) FDA
 

FDA  Section 911(d)
MRTPA MRTPA

MRTP
FDA

FDA 2012 3 Modified Risk Tobacco Product 
Applications FD&C Section 
911 MRTP MRTPA

https://www.congress.gov/111/plaws/publ31/PLAW-111publ31.pdf  

FD&C Section 911(g) FDA
FD&C Section 911(g)(1) (2) FDA 2

 

FDA
FD&C Section 911(g)(1)

 

� ‐
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� 
 

FDA
FD&C Section 911(h)(5)  

FD&C Section 911(g)(1) FDA
FDA

FD&C Section 911(g)(2)
 

�  
� 

 
� Section 911(g)(1)

  
� 

 

FDA
FDA  

� 

 
� 

 
� 

1

 
� 

 

FD&C Section 911(g)(1) (g)(2)
FDA  

� MRTP   
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� 
MRTP  

� MRTP
 

� FDA
MRTP  

� FDA  

MRTPA FDA
FDA FDA

FDA TPSAC
FDA 360 MRTPA

MRTP
 

MRTP FDA FDA
MRTP

FDA
MRTP FDA FDA

FDA MRTP
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B IQOS MRTPA
 

FDA 2016 12 5 Philip Morris Products S.A. PMP S.A.
FDA PMP S.A.

FD&C  Section 911(g)(1) 911(g)(2)
MRTP  

� MR0000059 IQOS   
� MR0000060 IQOS    
� MR0000061 IQOS

  

FDA  

� 2017 1 25   
� 2017 2 8   
� 2017 3 16 2017 3 2   
� 2017 5 5 2017 3 16

  
� 2017 6 8   
� 2017 6 21 IQOS

  
� 2017 6 30   
� 2017 8 10   
� 2017 8 31 2017 8 4

Winchester Engineering Analytical Center
  

� 2017 8 31 (b)(4)   
� 2017 9 6 2017 8 4   
� 2017 9 13 2017 8 4   
� 2017 11 1   
� 2017 11 16 2017 8 4

  
� 2017 12 8   

FDA FD&C Section 911(e) PMP S.A. MRTPA

2017 6 15
FDA
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14 FDA 2017 11 21
FDA

MRTPA 30
FDA

FDA
 

                                                
14 FDA  

-173-



FD
A
�
�
�
�
�
�

 
#
3

20
18
�

1
$

24
"
4

25
"

TP
SA

C
�
.

 

74
 

'
�
0
!

C3
H

PH
C
)
�
�
2
�


IQ
O
S
�

3R
4F
%
(
�
�
�
�
	
-
�
�
�
�
/
�
�
�
�
�


+
*
�
�
�

31
�
,
�
�
&
1

 

 

-174-



FD
A
�
�
�
�
�
�

 
#
3

20
18
�

1
$

24
"
4

25
"

TP
SA

C
�
.

 

75
 

 

-175-



FD
A
�
�
�
�
�
�

 
#
3

20
18
�

1
$

24
"
4

25
"

TP
SA

C
�
.

 

76
 

 

-176-


	0-総括・分担報告書-全体.pdf
	0-総括・分担報告書-全体-目次以降
	0-180123公開済み-MRTP-FDA TPSAC Briefing Document-18MQVO175080_(株)翻訳センター訳 -頁番号追加

