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INTRODUCTION

REDUCTION DES RISQUES OU DE LA CONSOMMATION DE TABAC ?
Concept de « RISK REDUCTION STRATEGIES IN SMOKING »

Cigarette : mode de consommation de tabac le plus fréquent, toxique

(combustion) et addictif (nicotine).
Martinet Y, et al. Rev Mal Respir2006 ; 23 : 135109-13S118.

Pathologie induite par le tabagisme (dose/durée dépendante sans effet seuil)
JimenezRuiz, et al. Eur RespirJ1998 ; 11:473-9.

L 6 a r du tabagisme est une épreuve marquée de fréquents échecs :
73,6 % des fumeurs veulent arréter le tabac; 22,3% essaientet 4,1% arrétent
Etter JF, et al. Prev Med 1997 ; 26 : 280-5

80 % des tentatives doarr°ts | es mie
Fiore MC, et al. US PublicHealth Service, 2000.

80 % des fumeurs ne sont pas préts a arréter le tabac dans les 30 jours
Wewers ME, et al. Med2003 ; 36 : 710 -20.




L6 ARRBU TABAGISME EST UNE PRIORITE car il n 6 e x | asidure
preuve que la réduction de consommation limite les dommages lies al 6 usage
du tabac fumé .

LA REDUCTION DE CONSOMMATION DE TABAC est une solution licite
chez certains fumeurs (mais pas une fin en soi).

Les fumeurs qui ne peuvent oune veulent pas sobéarrfter

Mais qui sont préts a réduire leur consommation

Permet -elle de réduire les risques du tabagisme ?

Quelles sont ses limites  ?

Les stratégies thérapeutiques médicamenteuses et non médicamenteuses de | 6 aa Id & a. rRecbmhmandation de bonne
pratique. AFSSAPSA/cool Addicto/ 2003 ; 25 (2 suppl) : 1S-44S.

Martinet Y, et al. La réduction de risque en tabacologie. Rev Mal Respir2006 ; 23:13S109-135118

Treating Tobacco Use and Dependance: 2008 Update. Clinical Pratice Guideline US Departement of Health and Human
Services, May 2008.

Réduction des risques et des dommages liés aux conduites addictives. Audition publiqgue al 6 i n ide la&FA A8eavril
2016, Paris

Smoking : harm reduction. Public health guideline. NICE, 2013. nice.org.uk/guidance/ph45

Berlin I. Alcoologie et Addictologie 2017; 39:107S - 111S
Lee PN. Regul Toxicol Pharmacol2013 ; 372 - 81



REDUCTION DES RISQUES

« HARM REDUCTION » : UN CONCEPT JUDICIEUX ?

DES FAITS

50 % des fumeurs décédent de leur tabagisme (8.10° décésen 2030 ?)

Une perception difféerente selon que | 6 a p p restandieiduelle ou générale

- Approche « Santé Publique » (prévention primaire, 1égislation)

- Approche « Individuelle » (tabagisme = addiction sévere = sevrage personnalisé)

- «Harm reduction » . approche double (PREPs Potential Reduced Exposure Products
Aider et protéger ceux qui n 6 a r mpas\we ne veulent pas arréter de fumer

REDUCTION DE CONSOMMATION : « m50 % vs CONSOMMATION HABITUELLE »
PrignotJ . For mul es alternatives ~° | 0arr°t et em
réduction des risques par un bon usage des substituts nicotiniques ». Les Entretiens du

Carla 2011 ; 2 : 84-95.

« Clearing the Smoke , Assessing the Science Base for the Tobacco  Harm Reduction »

Food and Drug Administration I Institute of Medicine (2001)



REDUIRE LES DOMMAGES DU TABAC ?

1 - Lesrisques deépendent de la combustion du tabac et de la durée
déexposition

2 - Ladépendance d ®p e nd
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MODALITE DE LA REDUCTION DES RISQUES

Pr®vention de
au tabac

Consommation de cigarettes
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BENEFICES DE LA REDUCTION DE CONSOMMATION SUR LA SANTE

Méta-analyse sur 14 études (suivi:5a 17 ans)
6 études de cohorte; 3 castémoins;5 de suivi
Comparaison « Réducteurs: R» (consommation
«50% consommation initiale) aux fumeurs: F

Risquede survenue du cancer bronchique (Rvs F)
RR= 0,78 (IC 95% : 0,68-0,99)

Risque de déces par cardiopathie (R vs F)
RR = 0,93 (IC 95% : 0,84-1,03) NS
Pasd 6 e pdsief sur BPCO& déclin du VEMS

Pas de réduction de la mortalité liee au tabagisme
RR= 0,92 (IC 95% : 0,85-1,01) NS

Contents lists available at Scie,

Regulatory Toxicology and Pharmacology

journal homepage: www.elsevier.com/locatefyrtph o

The effect of reducing the number of cigarettes smoked on risk of lung Q) G
cancer, COPD, cardiovascular disease and FEV,; — A review

Peter N. Lee”
PN Lee Statisties and Computing Lid, 17 Cedar Road, Suton, Surrey SM2 5DA, UK

ARTICLE INFOQ ABSTRACT
Asticle history- Searches identified 14 studies investigating effects of reducing cigarette consumption on lung cancer,
Received 3 May 2013 CVD, COPD or FEV, decline. Three were case-control studies, six cohort studies, and five follow-up studies
Available online 3 September 2013 of FEV,. Six studies consistently reparted lower lung cancer risk in reducers. Compared to non-reducers,
— ysis (random-effects) showed significantly lower risk (RR 0.81, 95% C1 0.74-0.88 for any reduc-
tion, and RR 0.78, 0.66-092 for the greatest reduction). with no between-study heterogeneity. Four
cohort studies presented CVD results, the combined RR for any reduction being a non-significant 0.93
{0.84=1.03). An effect of reduction was not cansistently seen for COPD or FEV, decline. Four cohort stud-
RV, ies presented all-cause mortality Tesults, the combined RR of 0.92 (0.85-101) being non-significant. The
Tobacto RR of 0.95 (0.88~1.02} for total smoking-related cancer, from three studies, was also non-significant. The
evidence has various weaknesses; fow studies, few cases in reducers in some studics, limited dose-
response data, incomplete adjustment far baseline consumption, questionable accuracy of the lifetime
smoking histary data in case-control studies, and bias in cohert studies if reducers are likelier than
non-reducers to quit during follow-up. Also, the variable definitions of reduction make meta-analysis
problematic. Though the results suggest some benefits of smoking reduction, more evidence is needed.
© 2013 The Author. Published by Elsevier Inc. Opm scess undmCC BY Acense

1. Introduction of compensation occurring following a reduction, and whether

reduction promotes or undermines cessation. The author stated

Lee PN. Regul Toxicol Pharmacol 2013 ; 67:372-81

Many publications quantify risk of smoking-related diseases i
relation to amount smoked (e.g. International cy for R
on Cancer, 2004; US Surgeor
ing cessation (eg. Internarional Agency for Research on Cance;
2007; Lee et al, 2012a) However, the literature relating risk to
reduction in consumption is much sparser. Most epidemiological
studies base their results on amount smoked determined only at
one time point, and many prospective studies only record smoking
habits at baseline.

Three previous reviews have considered the issue of reduction
in amount smoked. The first (1 , 2000) was mainly concerned
with whether smokers can maintain reduced smoking, the extent

h
1, 2004) and time since smak-

Abbreviations: AMI, acute myocardial infarction: BMI. body mass index: CHD.
coronary heart discase; €1, confidence interval; COPD, chranic obstructive
pulmanary disease; CUD, cardiouascular disease; FEVy, forced expiratory valume
in ane second; ICD, international classification of diseases; 1HD, ischaemic heart
disease; OR, odds ratio; RD. respiratocy disease: RR, relative risk: SES, socio-
econamsic status; STR, streke; T, total cancer; TRC, tobaceo related cancer.

# Fax: w4 {0) 2086422135,
E-mail address: Pr

that the question “will reduced smoking decrease the risk of smok=-
ing related diseases?” had never been tested directly.

The same author contributed to a later review (Hughes and Car-
penter, 2006) which identified 19 studies relating reduction to sub-
sequent cessation and 10 o disease risk While 16 of the 19
cessation studies found reduction was associated with greater fu-
ture cessation, the authors considered the evidence from the trials
of disease risk to be “conflicting”, and concluded that “whether
smoking reduction decreases the risks of smoking-related diseases
has not been adequately tested”. Interestingly, some cited studies
on’ risk reduction were published before 2000, contradicting the
earlier statement (H 000).

The final review (F 1 Godrfred: 2007) was entitled
15 there a health benefit of reduced tobacco consumption? A sys-
tematic review”. The authors identified 31 publications from 25
studies relating to various endpoints, concluding that: “the limited
data suggest that a substantial reduction in smoking improves sev-
eral cardiovascular risk factors and respiratory symptoms. In addi-
tion, smoking reduction is associated with a 25% decline in
biomarkers and incidence of lung cancer and a small, mastly non-
significant, increase in birth weight. There seem to be no substan-
tial beneficial effects on lung function. The evidence on other
health effects and mortality is too limited to draw conclusions”,




Fument 1 2 4 cig/j OR ajustés (IC 95%)

MORTALITE par
Coronaropathie
Tout cancer
Cancer du poumon
Toute cause
Fument 5 a 9 cig/j
Coronaropathie
Tout cancer
Cancer du poumon

Toute cause

Hommes

2.74 (2.07 to 3.61)
1.08 (0.78 to 1.49)
2.79 (0.94 to 8.28)
1.57 (1.33 to 1.85)

2.47 (2.06 to 2.94)
1.63 (1.38 to 1.92)
11.30 (6.59 to 9.39)
1.94 (1.77 to 2.12)

Suivi 32 ans

Femmes

2.94 (1.75 t0 4.95)
1.14 (0.84 to 1.55),
5.03 (1.81 to 13.98)
1.47 (1.19 t0 1.82)

3.55 (2.57 to 4.89)
1.44 (1.22 to 1.71)
11.85 (6.43 to 1.84)
1.90 (1.69 to 2.14)

A noter le chevauchement des IC 95 % entre 1-4 cpj et 5-9 cpj.

K Bjartveit, A Tverdal. Health consequences of smoking 1-4 cigarettes per day. Tobacco
Control 2005;14:315-320. doi: 10.1136/tc.2005.011932

Berlin I. FFA Audition publique. Paris, avril 2016




Référence: pas de | Risque relatif IC 95%
réduction

Mortalité toute 0.92 0.85-1.01
cause
Risque 0.93 0.84-1.03
cardiovasculaire

" Cancer du poumon 0.81 0.74-0.88
Cancer lié au tabac 0.95 0.88-1.02

Lee PN. The effect of reducing the number of cigarettes smoked on risk of lung cancer, COPD, cardiovascular
disease and FEV1 — A review. Regul Toxicol Pharmacol. 2013 Dec;67(3):372-81

Berlin I. FFA Audition publique. Paris, avril 2016




EN PRATIQUE QUE FAIRE ?

1 - TNS ET REDUCTION DE LA CONSOMMATION

RESEARCH

Moore D, et al. BMJ2009;338:01024
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sy ol - Effectiveness and safety of nicotine replacement therapy

Sciences, University of

Birmingham. Edgbaston, & - . . -
e T assisted reduction to stop smoking: systematic review and
i i meta-analysis

Cite this as: BMI 2029;3381:1024 i

S e David Moore, senior reviewer Paul Aveyard, NIHR career scientist Martin Connock, systematic reviewer

Dechao Wang, systematic reviewer Anne Fry-Smith, information specialist Pelham Barton, senior lecturer

TNS (TD et/ou FO) vs PCB ArrétOR=2,06 (IC 95% : 1,34 -3,15)

Risks and benefits of Long-Term Use of Nicotine Replacement Therapy (NRT)
Products (Public Workshop). October 26-27, 2010

www.fda.gov/Drugs/NewsEvents/ucm221185htm




Murray RP, Bailey WC, Daniels K, Bjornson WM, Kurnow K, Connett JE, Nides MA, Kiley JP.
Safety of nicotine polacrilex gum used by 3 094 participants in the lung health study . CHEST
1996 ; 109 : 438-45.

3 923 patients (N 2 mg Ad libitum + 12 réunions de groupe / 10 semaines) + 1 964 sujets contrdles. 5 ans de suivis. Bonne

tolérance (aucun accident coronarien). 14 % ex F consomment 10 gommes/j et 5 % F 7 gommes/j. Par ailleurs, la réduction
du COEest corrélée a la diminution du nombre de cigarettes consommeées

Murray RP, Anthonisen NR, Connett JE, Wise RA, Lindgren PG, Greene PG, Nides MA. Effects
of multiple attemps to quit smoking and relapses to smoking on pulmonary function . Lung
Health study reseach Group . J Clin Epidemiol 1998 ; 51(12) : 1317 -26.

La répétition de tentatives d 6 a r perinét sle ralentir la dégradation de la fonction ventilatoire (FEVL).
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Les fumeurs savent titrer la nicotine
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Zevin §, Jacob P 3rd, Benowitz NL. Dose-related cardiovascular and endocrine effects of transdermal nicotine. Clin Pharmacol Ther. 1998 Jul;64(1):87-95
Benowitz NL, Zevin S, Jacob P 3rd. Suppression of nicotine intake during ad libitum cigarctte smoking by high-dose transdermal nicotine. J Pharmacol Exp

Ther. 1998 Dec;287(3):958-62.

Le HouezecJ. FFA Audition publique. Avril 2016. Paris




Etter JF, Laszlo E, Zellweger JP, Perrot C, Perneger TV. Nicotine replacement to reduce
cigarette consumption in smokers who are unwiling to quit : A randomized trial . J Clin
Psychopharmacol 2002 ; 22 (5) : 487 -95.

923 fumeurs (2 20 cig/jour) pasd 6 i nt ddiét dawstes 6 mois. 3 groupes : NRT (inhaleur ou N4 mg
ou N15 mg ou combinaison), PCB,non intervention. Suivi 6 mais.

A 6 mois : NRT: réduction moyenne 10 cig/j, PCB7,5 cig/j, contréle 2,5 cig/j. Et NRTtentative d 6 a 1
28 %, PCB 27 %, controle 21 %. Bonne tolérance. Taux d 6 a riderh tdans chaque groupe et
augmentation des tentatives d 6 a mdans lé groupe réduction.

TABLE 4. Characteristics of participants 6 months after randomization. intention-to-freat analysis (variables wirh missing data at follow-up
were set to their bascline values)® -
p-Value p-Value p-Value
Nicotine Placebo Conirol nicotine vs. nicotine vs. placebo vs.
(N = 265) (N = 269) (N = 380) placebo control control
Cigareties per day, mean (SD) 19.0 (11.1) 20.6 (10.0) 25.4 (12.6) 0.0TH < 0.001 < 0.001
Reduction in CPD since baseline, mean (SD) -10.9(11.2) =8.7 (10.0) -1.9(8.3) 0.022 < 0.001 < 0.001
Reduction in CPD since bascline. median —10 -7.5 : -25 0.0387 < 0.001 < 0.001
Reduced CPD to = 50% of baseline, % 35.1 27.9 13.6 0.073 < 0.001 < 0.001
Smoke = 10 cigarettes per day, % 234 17.1 10.8 0.070 < 0.001 0.020
CPD as % of baseline 64.7 T2 831 0.006 < 0.001 < 0.001
Intensity of smoking, 0-100 score (2.8 ’ 67.8 . 5.4 0.018 < 0.001 < 0.001
Change in intensity of smoking —14.3 —-10.1 -4.4 0.054 < 0.001 0.001
Quantity of smoke inhaled, 0-10 score 6.0 G.4 6.9 0.028 < 0.001 < 0.001
Change in quantity of simoke inhaled -13 -1.0 -0.3 0.19 < 0.001 0.003
No puff of tobacco in past 7 days, % 5.3 2.2 4.1 0.063 0.48 0.19
No puff of tobacco in past 4 weeks, % 4.2 1.9 3.9 0.120 0.85 0.14
Smoke tobacco, %
Every day 87.9 94.4 94.1 0.030 0.002 0.20
Qccasionally (not every day) bt 33 1.8
Never 4.9 2.2 4.1 )
Made = | quit aftempt of = 24 hours 28.3 271 21.4 . 0.76 0.04 0.08
since entTy in the study, % .
‘Stage of change, %
Precontemplation 39.2 43.9 42.4 0.057 0.22 0.30
Contemplation 49.8 46.8 49.1
Preparation 4.2 6.7 4.1
Action 6.8 2.6 3.6
Maintenance 0 0 0.8
*CPD, cigarettes smmoked per day.




Bolliger CT, Zellweger JP, Danielsson T, van Biljon X, Robidou A, et al. Influence of long -
term smoking reduction on heath risk markers and quality of life. NMicotine Tobacco Res
2002 ; 4 :433-9.

Fumeurs réducteurs (50%, 6™¢ semaine a
2 ans, COEstable) vs groupe controle :

- cotinine : - 60 % vs 1 %

- HDL cholestérol : - 2,42 vs 1,67 mmol/l
-Hb: - 5,67 vs-1,34q/I

-FC: -3, 7vs+ 1/mn

- Qualde vie : + 9,4 vs 2,34 points

- FEVet FVCstable

Rennard S, Daughton D, Fujta J,
Oehlerking MB, Dobson JR, et al. Short -
term smoking reduction is associated
with  reduction in mesures of lower
respiratory tract inflammation in heavy
smokers . Eur Respir 1999 ; 3 : 752 -9.

15 fumeurs (> 40 cig/j) ; EFR Nle, Fibro-LBA
(réduction 9 semaines N2mgx10/J)

- 13/15 réduisent (- 44 % COE)

- g inflammation (sécrétion bronches :-24 %,
cellularité LBA :-20 %, PN :- 38 %,

- @ activité élastasique)




