A10KOTTT) KQITVIOUOTOG
oc AoBevelc
ue
ATTO@PAKTIKOV TUTOV
ITvevuovomraOeieg

I. MnTpovoka
IIvevpovoioywkn Kawvikn
ITAT'NH Kpnmc



Kamvidouvv o1 aoOevelg ue
vevpovomaoela;

* AJTO@PAKTIKI] VOOOG
JTVELUOVA

—AoOua
— Xpovia Ao paktikn ITvevpovomaOeia



Kanvioua uetaév aobevov ue XAII
(11.973 pts Spanish study)
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Viejo-Banuelos J. Resp Med 2006 (100): 2137-43



Smoking prevalence among chronic obstructive pulmonary disease patients in large randomised, placebo-controlled
trials with inhaled corticosteroids and/or long-acting Bs-agonists and/or long-acting anti-muscarinic drugs

Study Subjects n Age yrs FEV1 Smokers %
VESTBO 200 59 24 (86) 77
EURQSCOP 647 i
TRISTAN 1465 63 1.4 (45)
TORCH 5343 65 (45)
ISOLDE 751 64 1.4 (50)

& &

INSPIRE 1323 65 1.3 (39)
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Smoking duration, respiratory symptoms (asthma;)and
COPD in adults aged =45 years with a smoking history

30- @ Current smokers
0O Other former smokers
95 Former smokers (210 years)
- 20+
(@)
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=
o 15- T 1
(3]
S
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o.
10+
5.
g Frequent " Strongly agree COPD
productive that SOB affects
cough physical activity

Yong Liu: Int J Chron Obstruct Pulmon Dis. 2015; 10: 1409—1416



https://www.ncbi.nlm.nih.gov/pubmed/?term=Liu Y[Author]&cauthor=true&cauthor_uid=26229460
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4516194/
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* To xamvioua ennpeadel Tovg
AUVVTIKOVC UNYXAVIOUOVE TOV AVEVUOVA:

— KataoteAret mv avoyuixpofraxn
OpaoTNPILOTNTA TWV UAKPOPAYDV
— Green GM. N Engl J Med 1967;276(8)

— Emifpadvver myv kaBapon puxpofiaxwyv
TAPOIOVIWY ATTO TOVC TIVEVUOVEC
—Jakab GJ. Am Rev Resp Dis 1977;115 (1)
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Ennpeadel 10 Kamvioua tTnyv
WPevdouovaoa;

 H P-aeruginosa 0ev mpokaAiel Aoljuwén
O€ VYLEIC 1I0TOVC

» Plotkowski MC. Am J Resp Cell Mol Biol
1999;20(5)

* To xanvioua tpodradeter oe
QUTOTKIOUNO Kal Aoluwén amno P.
aeruginosa;
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To xanvioua 11 Ttov kivovvo Oavarov asro
xaOe artia orove aoBeveic ue XAII
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Anthonisen NR Annals of Internal Med 2005;142:233-239
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Lung Health Study

5.600 pts 14.5 years

Quitters:
Higher lung function
Higher survival rate

Hogg J. Lancet 364 (21) 2004
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Asthma and smoking-induced airway disease without
spirometric COPD

Increased risk of smoking-
induced comorbidities and
all-cause mortality

Neil C. Thomson:Eur Respir J 2017; 49



Meta analyses assessing the effect of exposure to passive
smoking on the risk of
developing asthma in children.

Relative Risk Ratio Relative Risk Ratio
Study or Subgroup IV, Random, 95% CI IV, Random, 95% CI
2.1.1 Prenatal maternal smoking
0-2 years of age 1.85 (1.35-2.54) i
3-4 years of age 1.30 (0.88-1.92) }
5-18 years of age 1.23 (1.12-1.35) e
2.1.2 Postnatal maternal smoking
0-2 years of age 2.47 (0.65-9.39) 1 >
3-4 years of age 1.05 (0.88-1.25) t
5-18 years of age 1.20 (0.99-1.46) —_
2.1.3 Paternal smoking
3-4 years of age 1.34 (1.23-1.46) ——
5-18 years of age 0.98 (0.71-1.36) {
2.1.4 Household smoking
0-2 years of age 1.14 (0.94-1.38) T
3-4 years of age 1.21 (1.00-1.47) —_—
5-18 years of age 1.30 (1.04-1.62) —4—
SmokeHaz 0 e Vo
Exposure decreases risk Exposure increases risk

Leah Jayes CHEST 2016; 150(1):164-179
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Key studies that examined personal smoking and adverse asthma outcomes

References N Participants Findings
Thomson et al® 760  BTS Severe Asthma Registry with severe refractory ompared with never smokers, current smokers had poorer
asthma: sthma control (ACQ 4.1 vs 2.9, P<0.001), more unscheduled
69 (9%) current smokers ealth care visits (6 vs 4, P=0.008), more rescue oral steroids
210 (28%) ex-smokers (6 vs 4 courses, P=0.04), higher anxiety (13 vs 8, P<0.001), and
46| (62%) never smokers depression (10 vs 6, P<0.001), but no differences in spirometry
To et al*® 512  From eight Canadian primary care practices, |37 of 519 [Compared with continuous smokers (within a 12 month
with physician-diagnosed, mild-to-moderate asthma period), individuals who quit had less chest tightness (OR,
were smokers at baseline; after 12 months, 1% .21;95% CI, 0.06, 0.82) and fewer nocturnal symptoms (OR,
(n=15/137) quit, and 4% (n=16/382) of those not 0.24;95% Cl,0.07, 0.85), but no difference in acute health care
smoking at baseline commenced utilization. Those who became smokers had increased chest
tightness, nighttime symptoms, and 2| asthma attack within
é months
Cerveri et al’ 9092 ECRHS | (n=17,840 from 28 centers) and |l (n=10,296), P6% of current smokers with asthma (n=949) continued to
where 1,045 of 9,092 participants in the current analysis fmoke despite significantly more having chronic cough and
had asthma at baseline utum production than never and ex-smokers (52% vs 42%
and 43%). There was no difference in FEV % of predicted or
FEV /FVC between smoking subgroups with asthma
Boulet et al” 893  Telephone survey of Canadian adults: Current smokers were more likely to have daytime asthma
108 (12%) current smokers symptoms (30% vs 7% nonsmokers and 18% ex-smokers), and
268 (30%) past smokers report asthma symptoms as a reason for absenteeism (P<0.01)
514 (58%) nonsmokers
Zheng et al? 4070 Meta-analysis of ten controlled studies in smokers vs Compared with nensmokers with asthma, smoking was

nonsmokers with asthma using inhaled corticostercidf  associated with an attenuated inhaled corticosteroid response,
reduced mean change in FEV , reduced posttreatment FEV
and increased use of concomitant medication

Jennifer L PerretJournal of Asthma and Allergy 2016:9



Assessment and recording of smoking status
in patients with COPD.

COPD
smokers

Avoym oe
emavoAapufavouevn
B ovufovan
Number
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Carlos A. Jiménez-Ruiz et al. Eur Respir J 2015;46:61-79
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A CO monitor may be used to tailor disease
specific advice to COPD patients:

“CO is one of the gases that you inhale when you
smoke cigarettes.

It displaces oxygen from your red blood cells
worsening breathlessness.

Cigarettes also damage your lungs over time.

If you quit smoking, your CO levels will
drop to normal within 24 h.”



Assessment of motivation and self-
efficacy in smokers with COPD

“How important is it for you to give up
smoking?”

“You responded that your motivation was at a
two. What would need to happen for you to
get from your current two to an eight?”

“If you were to stop smoking how
confident are you that you would
succeed?”



Assessment of depression in smokers
with COPD

e In smokers with COPD, healthcare
professionals proactively ask about depression
and assess the level of depression. For

example, using two simple questions:

* During the past month, have you been bothered by
feeling down, depressed, or hopeless?

* During the past month, have you often been bothered
by having little interest or pleasure in doing things?

« An answer of “yes” to either of the questions is
a strong sign of depression



Characteristics of counselling for smoking cessation in
smokers with chronic obstructive pulmonary diseases

Clear explanation of the relationship between smoking and COPD,

and the relationship between smoking cessation and improvement
of COPD

Use of spirometric results, CO monitors and “lung age” to increase
motivation to quit

Setting a qluit date, identifying high-risk situations and developing
coping skills

Arranging follow-up visits in order to specifically address smoking
cessation

Explanation of the withdrawal syndrome

Providing self-help materials
Sending personal letters, e-mails and SMS



Benefits of smokine cecsation in chronic

During the first consultation, smokers with
COPD receive firm advice

that

tobacco smoking is the main or

only cause of their illness and
current symptoms

» Smoking cessation 1mproves responses to .
bronchodilator drugs and inhaled corticosteroids

* Smoking cessation reduces the incidence of acute
exacerbations Smoking cessation reduces bronchial
infections



YvupPovievtikn oe acOeveig ne XAII

» Dose-response effect from face to face
counseling

* Group therapy : as effective as individual
counseling

 Very intensive support (hospitalization + NRT)
— 247 COPD pts (11 days hospitalization)
— grd day : target quit day with NRT + daily exercise
— 1th/day meeting for smoking cessation
— After 1 year quit rate = 52% vs 7%

— Sundblad Nic Tog Res 2008 Sweden
Tonnesen P ERJ 2013 22:127; 38-43



AcoOeveic ue XAII

Yrmoxaraorara vicoTivig

' IIpotiuovvrat:
* 105 UEAETEG Patches
— OR = 1.8 NRTs vs placebo inhalers
* 7% amoyn oTovg 6-12 unveg pata amo xpnon NRTs

Yia 3 Unveg
« H evioyvon g ocvumepipopag = + 7-8%

Tonnesen P ERJ 2007;



Standard therapy + NRTs (gum

Quit rate %

0 ‘ !
1 2 3 4

Time from start of study yrs

Anthonisen N: Lung Health Study
Tonnesen P ERJ 2007;29:390-417




Double-blind, PCR smoking
cessation studies in COPD

Medication Subjects n FEV1 % pred 12-month sustained quit rates
Active Placebo
Varenicline 505 70 18.6 5.6
Bupropion SR 404 72 10 8
NRT 370 56 14 5

Tonnesen P ERJ 2013 22:127; 38-43

Double-blind, placebo-controlled randomised smoking cessation studies in chronic obstructive pulmonary disease
patients



Yvveync amoyn oe aoBevelg pe XAII

e

c

@

c

—

7P

O

(qv]

<L

E) E Placebo
Yo B Bupropion
o

| -

o

N

5 26
Study weeks

Tanhkin DP. Lancet 357; May 2001



OR: &.40 Bl varenicline (n—248)

{95% Cl: 4.99,14.14) Placebo (n=251)
P, 0001
50
1
42.34
) OR: 4.88
40 (95% CI; 2.75, 8.65)
P<0.0001

Avamvevotikol acBeveic

OAa ta papuaka aoc@eaAn Kat AToTEAECUATIKA

Tashkin DP (27 centers) Chest 2010 Sep 23 24

20/712020



Meta-analysis of smoking cessation trials in
chronic obstructive pulmonary disease patients

Study Subjects n

Prolonged abstinence rate

Lung Health Study [36] 5887

HILBERINK [37] 392
ToNNESEN [20] 370
TasHKIN [21] 404
WAGENA [38] 255
PEDERSON [39] 64
CrowlLEY [40] 49
BRANDT [41] 56
TASHKIN [22] 499

12 months: 34% versus 9% (NRT)
6 months: 16% versus 9% (NRT)
12 months: 14% versus 5% (NRT)
6 months: 16% versus 9% (BUP)
6 months: 30% versus 19% (BUP)

6 months 27% versus 16%

6 months: 14% versus 14%

12 months: 32% versus 16%
12 months: 19% versus 6% (VAR)

Tonnesen P ERJ 2013 22:127; 38-43



Pharmacological treatments for smokers

with chronic obstructive pulmonary disease
(COPD)

Intervention First author Subjects Design Duration Outcome Statistical significance?
[ref.] quit rate %

Nicotine TONMESEN 370 smokers NST/ 12 weeks At 12 months: NST Yes OR 2.88
replacement [47] with COPD placebo, 17%; placebo 10% [1.34-6.14)
therapy low CBT/ Mo difference

high CBT between high or
low CBT

Bupropion (BP) and TasHkin [48] 404 smokers BP/ 12 weeks At & months: BP 16%: Yes p<0.005
nortriptyline [NT) with COPD placebo placebo 9%

Wasena [49] 255 smokers BP/NT/ 12 weeks At 6 months: BP 28%;  Yes for BP versus placebo
at risk of or placebo NT 25%; placebo 15% Mo for NT versus placebo
with COPD

Van Schavck [50] 255 smokers BP/NT/ 12 weeks At 12 months: BP No
at risk of or placebo 20.9%; NT 20%;
with COPD placebo 13.5%

Varenicline [VRN) TasHkin [51] 504 smokers VRN/ 12 weeks At 12 months: VRN Yes OR 4.04

with COPD placebo 18.6%; placebo 5.6% (2.13-7.47)

Carlos A. Jiménez-Ruiz et al. Eur Respir J 2015;46:61-79



Nicotine mouth

spray
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Tennesen P, Laurd H, Perfekt R, ¢ al. Efficacy of a nicotine mouth
spray in smoking cessation: a mndomised, double-blind trial. Eur
RKespir | X125 4 548-554



Summary of the relevant issues for smoking
cessation in patients with asthma

Smoking rate among asthma patients is similar to the
general population

Smoking has detrimental effects on asthma
— Greater decline in forced expiratory volume in 1 s

— Lack of response to medications (bronchodilator drugs and inhaled
corticosteroids)

— Increased need for use of concomitant medications

Asthma patients who smoke can suffer from higher
nicotine dependence and are less likely to attend
education programs

Counselling and use of pharmacological treatments is
a good approach for smoking cessation in asthma
patients; nevertheless, there is a lack of smoking
cessation trials in these patients



The “five As” strategic model for treating tobacco
use and dependence, for the patient willing to
quit

Ask Systematically identify all tobacco users at every visit
Current | former| never
Advise Strongly urge all tobacco users to quit
l“C-::untinuing to smoke makes your asthma worse, and quitting may dramatically improve your health™
“Quitting smoking may reduce the number of ear infections (and asthma attacks) your child has” ]
Assess Determine willingness to make a quit attempt

Determine stage of change®
“How do you feel about your smoking at the moment?”
“Are you ready to stop smoking now?"
Assist Aid the patient in quitting (provide medication and counseling)
Help the patient with a quit plan
Recommend the use of approved medication except when contraindicated or the evidence is insufficient
Provide practical counseling (total abstinence, make the home smoke free, build positively on past quit experiences,
avoid alcohol, and other triggers)
Provide supplementary materials (National Quitline network)

Arrange Ensure follow-up contact, within a week of the quit date

Jennifer L PerretJournal of Asthma and Allergy 2016:9



Therapeutic interventions in patients with
asthma

» There are few studies of smoking cessation in

patients with asthma.

— In an observational study of ever-smokers with asthma, the
median time until quitting was 17 years

— A small interventional study of 32 smokers with asthma
found 66% quit at 6 weeks but the longer term success was
not reported

— A study of 57 smokers with asthma treated with NRT,

bupropion and counselling found a 12-month quit rate of
28%



Smoking cessation in smokers with
asthma

* The prevalence of smoking among peoplewith asthma is
similar to the general population, i.e. ~20-25%

* Adults enrolled in the telephone counseling service, Quitline,
were only a small fraction of all smokers attempting to quit,
but those with asthma and/or COPD were found to be less
likely to have quit smoking after 30 days.

 This contrasts similar abstinence rates at a smoking cessation
clinic in Greece, which considered individual asthma, COPD,
and overlap subgroups separately

— Gratziou C, et al. Smoking cessation effectiveness in smokers with COPD and asthma under real life

conditions. Respir Med. 2014;108(4):577—-583



Asthma-specific considerations
when quitting

Consideration Asthma-specific action

|  Importance Recommend to quit smoking at every opportunity
Target adolescents and young adults for whom smoking cessation can have the greatest benefit

2  Information Discuss “lung age” to illustrate the lung function deficit from smoking + asthma
Describe corticosteroid insensitivity as a mechanism of worsening asthma control
Highlight that smokers with asthma often have repeated and more frequent attempts to quit and emphasize that the process
is cumulative

Offer written asthma-specific information that might be web based

3 Management Optimize asthma management while planning to nominate the quit date, which might necessitate increasing doses of ICS and/
or other add-on therapy

(" Use the current standard approach for smoking cessation, until there is an evidence base that differs for smokers with N\

asthma
4  Admission Regard this opportunity as a “teachable moment™
In the absence of contraindications, inpatient NRT and counseling can be given as a priority, and other pharmacotherapies
\, can be commenced as appropriate Y.
5 Follow-up Close and longer-term follow-up is essential, given those with asthma have a tendency to relapse, have more quit attempts

and not complete asthma educational programs.

Consider reminder text messages and educational prompts by cellular phone for those interested

Jennifer L PerretJournal of Asthma and Allergy 2016:9
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E-cigarette

Airway irritation, mucus hypersecretion, and
inflammatory response, including systemic
changes, have been observed after the exposure to
e-cigarettes, leading to an increase in respiratory
symptoms and changes in respiratory function
and the host defense mechanisms.

E-cigarette has been linked with an increase of
symptoms in individuals with asthma, cystic
fibrosis, and chronic obstructive pulmonary

disease
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As smokers with asthma may be several
decades younger than smokers with COPD,
cessation benefits will be larger

in terms of quality-adjusted life years

gained and so probably more cost-
effective.

Hoogendoom M Thorax 2010 65:711-718




The therapeutic approach used by most Task
Force members for smokers that find it difficult
to quit.

| Treatment ‘
I
[ ]
Want to quit abruptly Want to reduce
Counselling ([empathic Pharmacological Counselling for Pharmacological
understanding and respecting) treatment reduction treatment
If no previous If previous treatment VRN —
treatment has failed
NRT —
Use NRT, VRN or NRT at high doses
BP at standard || Combination of NRT medications
doses and time NRT before quit date

NRT for 26 months

VRN for 24 weeks
|| VRN plus BP
VRN plus NRT
VRN for 4 weeks before quit date

|| BP for 24 weeks
BP plus NRT

Carlos A. Jiménez-Ruiz et al. Eur Respir J 2015;46:61-79



SVUTTEPATLOTA

e AlAKOJI TOV KAVIOUATOC mmmmd)> M1ia asto TIg TT10
QUTOTEAEOUATIKEC TTapeUPaocerc Tne 1atpikne mepifaiyng
e YAUNAO KOOTOC

* Yoomnpi§n kar @apuakofepateia mmmd H mo
QUTOTEAECUATIKT TTPOCEYYION Y1A TOVC, ATTOPACIOUEVOVC
yla TNV O1aKO07I TOU KATTVIopaTog, acOevelc.

* Axoun kai ot ovvtoueg cvuovAec avEavouv Ta TOCOO0TA
O10LKOJTT G TOV KATTVIOUATOC



Epapuoyn yia 1 ypovo: minimal counseling
intensive counseling
pharmacotherapy

Difference i Savings in Cost per §fe  Cost per
Type of analysis: base case Life-<years QALYs Reduction in imtervention costs COPD-related costs year gained (ALY gained
| e rvesn B on or sensitivity analysis (SA) gained gamed mornalityt (€ =105 € =10%) 3] €}
Wizl Base case analysis 210 2ED a0 .8 20 22400 16900
counselling
SAT: 12maonth point prevalence rates 210 300 160 6.B 25 20800 14400
SAZ: No discounting 260 340 100 6.8 30 14300 11000
SAZ: Network meta-analysis 310 420 150 .8 31 11800 BEDD
SA4: Cohort instead of dynamic 200 260 100 6.8 14 24600 18200
Intensive counseling Base case analysis 60 960 340 15.6 16 11600 B200
SAT: 12maonth point prevalence rates 600 B10 280 15.6 59 16200 11800
SAZ: No discounting B50 1160 B0 15.6 "5 4EDD 3500

SAZ: Network meta-analysis 750 1050 3T 156 B3 oEDD EO00
SA4: Cobhort instead of dynamic G - i :
Phamnacotherapy Base case analysis
SAT: 12-month point prevalenc®

SAZ No discounting 1960 3 : - g

SA3: Network meta-analysis 1710 2400 820 233 19.2 2300 1600
S5A4: Cohort instesd of dynamic 1550 2170 B50 232 17.1 3800 ZED0
SA5: Excluding studies with nortriptyling 1570 2180 B20 306 17.3 B500 G100

Hoogendoom M Thorax 2010 65:711-718



Efficacy of smoking cessation after 6-12 months
from meta-analysis of eight smoking cessation
trials in chronic obstructive pulmonary disease

patients
Treatment OR (95% CI) p-value
Mothingfusual care 1
Counselling alone 1.82 (0.96-3.34) 0.07
Counselling + antidepressants 3.32 (1.53-7.21) 0.002
Counselling + NRT 5.08 (4.32-5.97) <0.001
Counselling + varenicline 4.04 (2.13-7.67) <0.001



Benefits of smoking cessation in asthma

 Continueg o ftfects on

One study found that

After several weeks of quitting persons with
asthma

showed improved pulmonary function and
a reduction in neutrophils in their sputum

medications COI Ty ==

— A Canadian study of 893 persons with asthma found that
smokers had poorer asthma control, made greater use of
acute care



Oepasela kamviopuatog o€ aobevelg
ue XAII

* 5 UEAETEC

* 6491 aoBOeveig ue XAII
— Evtatiko mpoypapua eVioyvorng CUUTTEPIPOPAC
— Oepaela Ue VITOKATACTATA VIKOTIVIG
— Bepamela pe VOPOYAWPIKT PovTPOTTIOVN

« H evioyvon g ouumeprPpopacg evatl 1oraitepa
UTOTEAECUATIKI] 0TI LAKPOYPOVIA QTTOYT) TWV
ao0evov ne XAIl and 10 kamvioua

Wagena EJ. Respir Med 2004; 98 Sep (9):805-15



Nicotine mouth

spray
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4 6 8 12 16 20 24 52
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Tennesen P, Laurd H, Perfekt R, ¢ al. Efficacy of a nicotine mouth
spray in smoking cessation: a mndomised, double-blind trial. Eur
RKespir | X125 4 548-554



