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Large-size Medium-size Rechargeable Disposable
tank devices tank devices e-clgarette e-clgarette

|

E-plpe  E-clgar

O 2 H a2 2 52(CDC). 2018 JAMA Internal Medicine July 2017 Volume 177, Number 7
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- a Bl O L a
Lighting Up Charger
Tobacco companies are hoping to woo smokers with ' d

anew array of devices like IQOS that heat but don't The charger opens
burn tobacco. to store the holder

Plugs in or runs on its Can recharge

Tobacco stick Holder rechargeable battery the holder 20 times

| |
RN SyE—

F——— 37inches ——

Inside the Holder \ } 44inches

Heating blade Warms
Filter  Tobacco the tobacco to 572"F Electronics Rechargeable battery

q—-“-id_

Users can take up to 14 puffs over six minutes before it shuts off.

Source: Philip Morris International Note: drawings are schematic THE WALL STREET JOURNAL.

0| =& e[ 2 5(CDC). 2018 JAMA Internal Medicine July 2017 Volume 177, Number 7
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EVALI (E-cigarette vaping associated lung injury.)

Three people have died of a mysterious lung illness
linked tofvaping]as cases skyrocket

C€DC encourages people to stop vaping as investigation continues

N TR 55 U 2y

Bl DIS0llAM S A HALEl 35 2ot o 2418
EVALI (E-cigarette vaping associated lung injury.)

* 20194 82, EVALI At 24351AH S7}
+ 20204 22 18 S XY, 2,807 H 10, 68H A

« HYLHOKTHC), B EFRIE OLM[H|O|E d 2 1to| Hahd 21

—

- 54 -



W S T FXIEHeL =

Zl

—

=

AN HRISL FF HTE 2y

=10
B 22A8x]8o| tig

Infectious Disease.
Breaking News

* BB A= Rl0| oLt ABolEs oo WABIL, 4Nz AR O

U2 U A (44Y) B 55 WYY 4O oY 3
Ry ohy”
001 %y o8 o a4

O 012 AUYEHME(COO)E 20199 99 17Y 7|1#02 0]F oA A4rd
UG ARSI HASIH FF HMAUT AR 5302L AYAR| 70| wstol
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* hitps://www.cdc.gov/tobacco/basic_information/e-cigarettes/severe-lung-disease.html

O 013 FY(COC, FOAKE 35 WAT MMl U8t RUSY U ATBAS
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O OlF CDCE MR UWE ZAIED, 53 WU U AP 27 WY ¥
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obd, Btat2d 20| 93t WICE AWUCIR HISABZUL.

O 2t i g0| cjot [ 4 &(Tetrahydrocannabiol, THC)Z} H|E}Ql E OfA|E|O]
E 39 AN HAYUE ASSIAL, CH+E THCY URH 2 AI8ES, A%
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* QUYLO| YAZA FOUM 20199 7H-8W ZAIFI MAIPH AL Y22 YU 53¥ F
84%7t THC?t ¥R/E MES Ar8(New England Journal of Medicine, Sep. 2019, Pulmonary
iliness related to e-cigarette use in lllinois and Wisconsin-Preliminary report)
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E-cigarette-induced fibrosing interstitial lung disease

The Lancet Volume 396 Issue 10250 (August 2020) DOI: 10.1016/S0140-6736(20)31755-4
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ICOS TI = o-- EE" ':'-I = Findings PMI reported levels for only 40 of 93 harmful

and potentially harmful constituents (HPHCs) on FDA's

* 1QOS= PMI-58 2| AE Gl FDA E|AEQ HPHC list in IQOS mainstream aerosol. All substances
TStE| (AR|AHo7) Qs ERe 2 in PMI’s list of 58 constituents (PMI-58) were lower in
HPEH;I_H 0" l:||'6_| LIxolo = = 1QOS emissions compared with mainstream smoke of
o AT MO 3R4F reference cigarettes. However, levels of 56 other

constituents, which are not included in the PMI-58 list
or FDA's list of HPHCs, were higher in IQOS emissions;
o C|AEQ BB X| U2 A A0 22 were >200% higher and seven were >1000% higher
o o than in 3R4F reference cigarette smoke. PMI’s studies
= also show significantly lower systemic exposure to
some HPHCs from use of IQOS compared with smoking
combustible cigarettes.

o« 2710 SR 28] O| A, 77 2 &2 10 Conclusion PMI's data appear to support PMI’s claim
|:|H O| Jck:!- — 7|- ‘;':E‘%IC% that IQOS reduces exposure to HPHCs. However, PMI’s

data also show significantly higher levels of several
substances that are not recognised as HPHCs by the FDA
in IQOS emissions compared with combustible cigarette

¢ O| %é‘%ﬂ 5)8 O| l—f %6H 42 %*31 X:I smoke. The impact of these substances on the overall
UX| &A= toxicity or harm of 1QOS is not known.

St.Helen G, et al. Tob Control 2018;27:530—s36.

YUY MRS ST mEUL
ICOS 2] TSNA S

* Yields of tobacco-specific nitrosamines

100 (TSNA) (per puff) in aerosols generated
= NAB from 1QOS heated tobacco product
= NAT . .
10 — * (12 puffs/HeatStick), MarkTen e-cigarette
NN (55 puffs) and smoke from Marlboro Red
o
ag:. ) 100
E * combustible cigarettes (8puffs/cigarette).
<
;ze oa * The data presented are log transformed.
g + L0Q, limit of quantitation; NAB, N*-
nitrosoanabasine; NAT, N'-nitrosoanatabine;
0.01
wQ = * NNK, 4-(methylInitrosamino)-1-(3-pyridyl)-
1-butanone; NNN, N'-nitrosonornicotine.
0.001
E-cigarette Heated Tobacco Tobacco Cigarette
(MarkTen) Product (1QOS) (Marlboro Red)

Tob Control November 2018 Vol 27 No 1
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Binding of nicotine at the a4p2 nicotinic receptor Varenicline is an a4p2 nicotinic receptor partial
in the Ventral Tegmental Area (VTA) is believed agonist, a compound with dual agonist and
to cause large amounts of dopamine to be antagonist activities. This is believed to result in a
released at the Nucleus Accumbens (nAcc) lesser amount of dopamine release from the VTA at
the nAcc and prevent nicotine binding at the a4p2
receptors
1.Coe JW, et al. Presented at the 1th Amual Meeting and Tobacco.

2005. Prague, Czech Republic. 2. Picciotio MR, et al Nicotine Tob Res. 1999;1(Suppl 2):$121-8125

H2LIZE 58 Y.
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Phases [] ] I 1
Entry Quit-Day End Treatment End Trial
,,,,,,,,,,,,,,,,,,,,, Double Blind Group Assignment _ _ ____________________,
Week Balillno Wld V\lls v:s “1” W;IZ w1.s w‘,.,
Visit ) — b1 T L}
V“l v2 - V3 va Vs \16 \‘7
e A Open Label Treatment Non-Treatment Phase
Tablet : 12 weeks N P
[Preloading 2“6!0" phase
Varenicline titration
Varenicline Tablet : 12 weeks N P
[Preloading reduction — phase
Continuous abstinence E-Preloading S-Preloading
Weeks 6 - 30 (24 weeks) n (%) 28 (23-1) 5(4-1)

Extending Varenicline Preloading to 6 Weeks Facilitates Smoking Cessation: A Single-Site, Randomised Controlled Trial.
EClinicalMedicine . 2020 Feb 3;19:100228.

H2LIZE 58 Y.

oI 24

Figure 2. Seven-Day Point i
Participants Receiving Varenicline vs Placebo

50-

Varenicline (n=760)

7-Day Point Prevalence, %

0 4 8 12 16 20 24 28 32 36 40 44 48 52

RDindicates risk difference: RR, relative risk
Week 12: RD, 24.5% (95% C1, 20.8%-28.3%). R, 4.7 (95% C1, 3.5-6.2); week

2 b 24:RD, 25.7% (95% CI, 21.2%-301%), RR, 2.5 (95% C1. 2.1-3.0): week 52: RD,
Ebbert JO’ etal. JAMA. 2015’313(7)687_694 15.8% (95% C. 11.5%-20.2%). RR. 1.9 (95% CI. 16-2.2).
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Cochrane Database of Systematic Reviews. 9 MAY 2016

=

o
ez 22 209 (Flexible dose)

Review: Nicotine receptor partial agonists for smoking cessation

Comparison: 7 Variations in usage
Outcome: 2 Non-standard dose varenicline versus placebo at 52 weeks

H2LIZE 58 Y.
(o]

Study or subgroup Varenicline Control Risk Ratio Weight Risk Ratio
/N niN M-HFixed, 95% CI M-HFixed, 5% CI

1 Low-dose varenicline vs placebo at 52 weeks
Nalamura 2007 (1) 517155 35/154 g 3 58.7% 145(1.00,2.09)
Niaura 2008 (2) 35/160 12160 —— 20.0% 2.92(1.57.541)
Nides 2006 (3) 7nae 6/123 R 101% 1141039, 3.29)
Oncken 2006 @) 48/259 51129 —_—— 11.2% 478(1.95,11.72)

Subtotal (95% Cl) 700 566 > 100.0 % 2.08 [ 156, 2.78 ]

Total events: 141 (Varenicline), S8 (Control)

Heterogeneity: Chit = 9.4, df = 3 (P = 0.02); I =68%

Testfor overall effect: 2 = 4.99 (P < 0.00001)

2 Variable dosage at participant's or physician's discretion
Anthenelli 2013 52/254 8/2 - 317% 1.97(1.28,3.01)
Chengappa 2014 6131 2/29 1T 24% 2811061, 1281]
Cinciripini 2013 24/86 15/108 —— 157% 1.97 11,11, 3.52]
Gonzales 2014 50/249 8/245 — 94% 6.15(2.98,12.70]
Hajek 2015 (5) 26/100 23/100 —— 268% 1.13(0.69,1.84]
Niaura 2008 35/160 12/160 —— 14.0% 292(1.57,541]

Subtotal (95% Cl) 880 909 * 100.0% 229 181,289

Total events: 193 Varenicline), 88 (Control)
Heterogen eity: Chi* = 16.58, df = 5 (P = 0.01); P =70%
Testfor overall effect: Z = 6,93 (P < 0.00001)

Testfor subgroup differences: Chit = 0.25, df = 1 (P = 0.62), P =0.0%

0.05 H
Favours placebo Favours varenicline

(1) 0.5 mg taice a day

(2) ad lib, between 0.5 and 2.0 mg daily

()1 mg once a day

) 0.5 mg twice a day fitrated and non-titrated combined)
(5) 12 weeks

Cochrane Database of Systematic Reviews. 9 MAY 2016
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HE|L| S 2 £58
B Yl 3 g
 EAGLES study(2016)0j| M F & &
* Neuropsychiatric safety £ NRT, Bupropion, | 2f =1t H| 1l st A ¢

« B814F(HAMEB4,074F ZTHE RCT 2 EAFR

. BUYE FREBUIN S LY RO|YUS
Non-psychiatric cohortf (n=3084) Psychiatric cohort (n=4074)

Varenicine ~~ Bupropion ~ Nicotinepatch Placebo ~ Varenicine  Bupropion  Nicotinepatch Placebo
(n=990) (n=989)  (n=l006)  (n=009)  (n1026) (lof)  (nel026)  (neL035)

Pociticdsoers 31502 BG4 NIGM)  BY06K) A5G0 5N L0 UGS

www.thelancet.com Vol 387 June 18, 2016
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+ HE8aYS L ER SUISE0| oz SIFSICHS(OR: 1.63)
=1 AC= =) F 3 A 213
« gUxV| SHSY SHZL0 M| 7F =BTt
= == X ILS]
© ST QBRI AR E BT}
Nicotine Patch  Placebo Patch Odds Ratio Odds Ratio
1% Cl M-H. Fixed, 95% C|

Koegelenberg 2014 n 222 42 224 47.0% 2.04(1.31,3.16)
Ramon 2014 56 170 48 171 53.0% 1.26(0.79, 2.00)
Total (95% Cl) 392 395 100.0% 1.62[1.18, 2.23) L 4
Total events 127 90 " 2 " "
Heterogeneity: Chi* = 2.20, df = 1 (P = 0.14); I’ = 54% 001 01 1 10 100

Test for overall effect: Z = 3.00 (P = 0.003) Favours .Plaoebo Patch Favours Nicotine Patch

== i =L
WOF S FAMDT FART H[YUT AR
$ Combination therapy of varenicline with nicotine replacement therapy is better than varenicline alone: a systematic review and
meta-analysis of randomized controlled trials. BMC Public Health. 2015; 15: 689.

« FASMEOIM HL S 2S NUHE 2 UK %2 82
of His = X4 207 H =2

€ 70

_GE’ & 59.7 BVT+C  C-alone

17 485

Q 50 444

© 39.8

> 40 36.2

2] 27.6 3Ll 29.2

3 0 214

= ’ 18.8

2 20

T 10

Q

© 9

R
4 weeks 12 weeks 26 weeks 52 weeks 104 weeks
p=0.001 p=0.02 p=0.02 p=0.03 p=0.02
Adj. p=0.001 Adj. p=0.01 Adj. p=0.006 Adj. p=0.01 Adj. p=0.006

Two-year efficacy of varenicline tartrate and counselling for inpatient smoking cessation (STOP study):
A randomized controlled clinical trial. PLoS One. 2020; 15(4): €0231095.
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Initiating Pharmacologic Treatment in Tobacco-Dependent Adults
An Official American Thoracic Society Clinical Practice Guideline. 2020
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