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Prediction of Death for Smoking Adolescents
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Ko S, et al. Estimating smoking-attributable deaths on adolescent in
Korea. Health and Welfare Policy Forum; 2013.



Smoking Cessation in Teenagers

e Smoking cessation rate in 4-year period
—15.6% of smokers aged 12-19 years
— 4.0% per year

e Rates for failed quitting attempts
— higher in younger smokers than in adults

MMWR Morb Mortal Wkly Rep 2006;55(50):1351-4.



Predictors of Smoking Cessation

In U.S. adolescents.

Adjusted
Odds 95%

Variable N % Quit Ratio®  C.L"

Frequency of smoking 5
Daily 378 10.64 1.00 40 -

Non-daily 256 2292 1.67* 1.03-2.71

Longest quit 0
<14 days 158 7.00 1.00 2 351

—=14 days 316 19.49 2. 923% 1.14-4.36 - 30
Never quit 159 16.39  2.19* 1.06-4.53 g

Occasional smoking harmful? 2 75 -

No 355 13.33  1.00 & “ — |
Yes 278 18.38 1.38 0.85-2.23 9 7 - ————

Smoking a year from now? " =
Yes 378  11.17  1.00 +4 15 - e
No 255 22,13  1.67* 1.03-2.73 - =

Mother smokes = 10 - ;
Yes 227  9.76  1.00 o
No 406 18 83 1 R4%* L0663 91 5 -

Father smokes =
Yes 202 1197 1.00 0- & E \
No 431  17.21  1.09 0.61-1.95

No. of best friends smoking
5-8 408 12.80 1.00 0 1 2 3 4+
0—4 2256 2030 1.24 0.74-2.09

School performance Number of Risk Factors in 1989
Average or below 434  13.56  1.00 0.71-1.82
Above average 199 19.81 1.13

Depression score
=85th percentile 154 9.45 1.00
=85th percentile 479 17.61 1.87% 1.04-3.35

Am J Prev Med.1999 Apr;16(3).202-7



Adolescents' Perceptions about Quitting and NRT
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CNS SNS Experimenter Established

e CNS ; committed never smoker
e SNS ; susceptible never smoker
e Experimenting smokers
— Smoked at least 1 cigarette but less than 100 cigarettes in lifetime
e Established Smokers
— Smoking at least 100 cigarettes in their lifetime
J Adolesc Health 2006; 38(4): 465-8.



Adolescent Smokers’ Mindset
on Smoking Teenagers

e Young people vastly underestimate the addictive
potential of nicotine.

e Adolescent smokers are more likely than
nonsmokers to think they can quit at any time.

Al-Delaimy WK et al, J Adolesc Health 2006;38(4):465-8.



Cancer, Cigarette Smoking and
Premature Death in Europe

e Teenage smokers who keep on smoking
— About half will be killed by tobacco.
— Loss of average 20-25 years of life expectancy

Boyle P et al. Lung cancer 1997 May;17(1):1-60



Teenages & Young Adolescents

e Counselling is vital.

— Health professionals should ask about smoking and
provide a strong antismoking message.

e NRT is recommended to adolescents only with precautions.
— NRT for one to two weeks
— Lacking long-term evidence of smoking abstinence

e Bupropion and varenicline are not approved for smokers
under 18 years of age.

Australian guideline 2011
CDC guideline 2008
Japanese guideline 2012, Circ J 2012; 76 : 1024- 1043
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Mortality in Relation to Smoking: 50 Years'
Observations on Male British Doctors

Doctors born 1900-1930 Stopping smoking at age 25-34
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Doll R BMJ. 2004 Jun 26;328(7455):15109.



Mortality in Relation to Smoking: 50 Years'
Observations on Male British Doctors

 Life span extension after smoking cessation
— 30 years old : 10 years,
# almost avoid smoking related death
— 40 years old : 9 years
— 50 years old : 6 years
— 60 years old : 3 years

Doll R BMJ. 2004 Jun 26;328(7455):15109.



Smoking Cessation in Old Age

e Tobacco dependence in older adults —
should have the same consideration as
treatment of other chronic diseases such
as diabetes, hypertension, and
hyperlipidemia.

CDC guideline 2008
Andrews JO J Gerontol Nurs 2004;30(12):13-24



Impact of Smoking on CV mortality
among Older Adults

* 25 cohorts in CHANCES consortium
— In Europe and north America
— 503,905 participants aged 60 or older

* Advance the risk of dying from CV disease
— H.o years

Mons Ute et al BMJ 2015:; 350: h1551



Hazard ratio

Impact of Smoking on CV mortality
among Older Adults
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Hospitalized Patients
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Relationship of current and past smoking to mortality and
morbidity in patients with left ventricular dysfunction.
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Suskin N et al, J Am Coll Cardiol 2001;37(6):1677-82.



Relationship of current and past smoking to mortality and
morbidity in patients with left ventricular dysfunction.

Current nonsmokers (ex- or never-smokers)
— 30% lower mortality

Enalapril treatment : 19% mortality reduction
Metoprolol treatment : 34% mortality reduction
Spironolactone : 30% mortality reduction

Suskin N et al, J Am Coll Cardiol 2001;37(6):1677-82.
MERIT-HF Investigators. Lancet 1999;353:2001-7.

Pitt B et al, N Engl J Med 1999; 341:709 -17.

The SOLVD Investigators. N Engl J Med 1991,325:293-302.



Smoking Cessation Counseling
in Post-myocardial Infarction

* Observational study of inpatients

— 2971 U.S. acute care hospitals in 1994-95.
* Medicare beneficiaries (n=16,743).

— current smokers over age 65,

— admitted with acute myocardial infarction

* QOutcome

— early (30, 60-day) mortality

— late (1, 2-year) mortality

Houston TK et al, Am J Med 2005;118(3):269-75. 677-82.



Mo rtality (%)

Time

Smoking Cessation Counseling
in Post-myocardial Infarction

0.35 -

0.3 1

0.25 A

0.2 1

0.15 -

0.1 1

0.05 -

No In-Hospital Smoking Cessation Counseling

In-Hospital Smoking Cessation Counseling

Houston TK et al, Am J Med 2005;118(3):269-75. 677-82.



Smoking Cessation
in Co-morbid conditions

Cancer Teeth

 Lung cancer » Gum disease

« Bladder cancer

» Mesothelioma triggered by asbestos
exposure

» Cervical cancer triggered by HPV infection

« Cofactor in cancers of the stomach,
liver, uterus and kidney and in
myeloid leukaemia

Respiratory system

« Chronic obstructive pulmonary
disease

« Increased risk of viral and bacterial
infection

« Increased risk of active tuberculosis

« Increased risk of asthma

Skin
« Premature ageing and wrinkles
« Poor wound healing

Cardiovascular system

« Increased risk of heart failure
and stroke

« Peripheral vascular disease

Immune system
« Weakened immune system

Reproduction

« Infertility in men and women

« Paternal germline DNA mutation

« Increased risk of sexually
transmitted diseases

Diabetes
« Non-insulin-dependent
diabetes mellitus

Stampfli MR, Anderson GP. Nat Rev Immunol. 2009 May;9(5):377-84



Patients with Co-morbidities
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Patients with Co-morbidities
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COPD

« Key components to reduce the burden

— Smoking cessation programmes

— Increasing physical activity

— Early detection and treatment of comorbidities

L]
%
M@Early life
| _/ events

O prysiaal \
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Osteoporosis
Age
Muscle
g cancer

depletion

[\\“.'\/\f\/v \ u_,]
ﬁL!nﬂamn1at|on J:-=
VAAA, AL

Rabe KF. Lancet. 2017 May 13;389(10082):1931-1940



The effects of a smoking cessation intervention on
14.5-year mortality: a randomized clinical trial.

e Setting:

— 10 clinical centers in the US and Canada.
« Patients:

— 5887 middle-aged volunteers

— Symptomatic airway obstruction

* Measurements:

— All-cause mortality

Anthonisen NR et al. Ann Intern Med 2005 Feb 15;142(4):233-9.



The effects of a smoking cessation intervention on
14.5-year mortality: a randomized clinical trial.

Proportion of Patients with No Event

0.95 —

0.9

0.85 —

— Special intervention group
-+ Usual care group

0.8

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Time since LHS Baseline, y

Anthonisen NR et al. Ann Intern Med 2005 Feb 15;142(4):233-9.



Improved outcomes in ex-smokers with COPD:
a UK primary care observational cohort study

e The Hampshire Health Record Analytical Database

e 16,479 patients with COPD (70.1+11.1 years)

e Measurements

— All-cause mortality

— Respiratory-cause unplanned hospital admission

— Respiratory-cause emergency department attendance
e Multivariable Cox regression

Josephs L et al. Eur Respir J. 2017 May 23;49(5).



Cox Regression Analysis

Outcome Active smokers? Ex-smokers (n=8941)
(n=5787)
Hazard ratio 95% ClI  p-value

Time to death (from any cause)

Univariate 1.00 1.31 1.19-1.43  <0.001

Adjusted” 1.00 0.78 0.70-0.87  <0.001
Time to first respiratory cause

admission

Univariate 1.00 1.03 0.95-1.12 0.486

Adjusted® 1.00 0.82 0.74-0.89  <0.001
Time to first respiratory cause

ED attendance

Univariate 1.00 0.83 0.74-0.92 <0.001

Adjusted” 1.00 0.78 0.70-0.88  <0.001

Josephs L et al. Eur Respir J. 2017 May 23;49(5).



Improved outcomes in ex-smokers with COPD:
a UK primary care observational cohort study

e Better outcomes in ex-smokers
— Reduced mortality and use of health services

— Emphasizing the importance of effective
smoking cessation support, regardless of age or
lung function.

Josephs L et al. Eur Respir J. 2017 May 23;49(5).



Mortality Based on Smoking in COPD
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Tomsen et al. Lancet repsir med 2013; (7) ; 543-550



Does Smoking Increase the Risk of TB Disease?

e Prospective cohort of 42,655 persons (= 65
years) from 2000 to 2002 in Hong Kong

e Annual TB rates per 100,000 (p < 0.001)
— 735 among current smokers

— 427 among ex-smokers

— 174 among never-smokers

Leung CC et al, Am J Respir Crit Care Med. 2004;170(9):1027-33.



Does Smoking Increase the Risk of TB Disease?

e TB risk compared to never-smokers
— HR 2.63 for smokers
— HR 1.41 for ex-smokers

018

010
008

(06

e EXxcess risk (current smokers
vs Non-Sm ) of pulm TB

— Adjusted HR, 2.87;
— p < 0.001 e

Time after enrolment (days )

.a0d Smoking Status

current

Curmulative Hazard for Active TB

Rilitd
ex-smoker

DEVED

Leung CC et al, Am J Respir Crit Care Med. 2004;170(9):1027-33.



Second lung cancers in patients after
treatment for an initial lung cancer

e Survivors smoking cigarettes continuously
— |ncreased risk of a second lung cancer.

e The risk of a second lung cancer in patients who
survived resection of non-small-cell lung cancer

— 1%-2% per patient per year.

e Median survival from diagnosis of a second lung cancer
— Between 1 and 2 years
— 5-year survival of approximately 20%

Johnson BE. J Natl Cancer Inst. 1998;90(18):1335-45.



31 years follow-up from the Copenhagen Centre

for Prospective Population Studies
11,151 men and 8563 women (N = 19,714) aged 20 to 93 years

Figure. Age-Standardized Incidence Rates of Lung Cancer
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Smoking Groups

Continued heavy smokers (> or =15 cigarettes/d),
Reducers (reduced from > or =15 cigarettes/d by minimum of 50% without quitting)
Continued light smokers (1-14 cigarettes/d),

Godtfredsen NS JAMA. 2005;294(12):1505-1510



Influence of smoking cessation after
diagnosis of non-small cell lung cancer

No Hazard ratio Weight Hazard ratio
(95% CI) (%) (95% CI)
All cause mortality (unadjusted)
Saito-Nakaya 20062 98 = 2.91 2.20 (0.48t0 10.16)
Nia 2005" 204 = 3.82  1.93(0.51t07.34)
Shiba 2000%° 69 - 3.06 1.15(0.26 t0 5.10)
Baser 2006° 93 m 90.21 1.14 (0.87 to 1.50)
Subtotal (12=0.0%, P=0.745) =l 100.00 1.19(0.91to 1.54)

All cause mortality (adjusted)
Nia 2005**/ 204 —— 2.94 (1.15 to 7.54)
——— 2.94 (1.15to 7.54)

Second primary (unadjusted)

Kawaguchi 2006 35 = = 0.35 (0.06 to 2.06)
e 0.35 (0.06 to 2.06)

Second primary (adjusted)
Kawaguchi 2006122 35 O > 2.29 (0.50 to 10.58)
e — 2.29 (0.50 to 10.58)

Recurrence (adjusted)

Nia 2005*"7 204 — 1.86 (1.01 to 3.41)
|~ 1.86 (1.01to 3.41)

01 02 05 1 2 5 10

Parsons et al. BMJ 2010



Influence of smoking cessation after
diagnosis of small cell lung cancer

No Hazard ratio Weight Hazard ratio
(95% CI) (%) (95% CI)
All cause mortality (unadjusted)
Johnston-Early 19807 92 —-— 22.15 1.16 (0.87 to 1.56)
Videtic 2003%7 186 - 77.85 1.19(1.01t0 1.39)
Subtotal (1?=0.0%, P=0.906) <> 100.00 1.18 (1.03 to 1.36)

All cause mortality (adjusted)

Videtic 2003*%7 186 - 1.86 (1.33 t0 2.59)
- 1.86 (1.33 t0 2.59)

Second primary (unadjusted)
Kawahara 1998% 64 = » 13.36 3.39(0.56 to 20.56)
Tucker 19972 395 - 82.63 1.72(0.83 t0 3.54)
Yoshida 199678 59 - o > 4.01 1.34(0.05 to 35.97)
Subtotal (1?=0.0%, P=0.775) e 100.00 1.86 (0.96 to 3.60)
Second primary (adjusted) = > 4.31(1.09 to 16.98)
Kawahara 1998t%° 64 T T 4.31(1.09 to 16.98)

Recurrence (adjusted) 1.26 (1.06 to 1.50)

—-
Videtic 2003**7 186 > 1.26 (1.06 to 1.50)
01 0.2 05 1 2 5 10

Parsons et al. BMJ 2010



Smoking Cessation in Women




H
=
b
0!
o

: Women

0140l 2012 SA 0 HIGH AlelX, S o=
0l 220 A S22 BISHHE YBS Bl
ST20e, URE WY, BlL22 S
NE0 SDHE 2010, BAASIEE B L 2
= X2E S0 ACH

So B0 ME 0140 B UE 29 X80
= Q5ICH



Smoking Cessation in Women

20~300 Ol2 =99 (4
— &I SH= ot &It 93.4%,
— =0 S8 = ot EFIH74.4%

Kim OS et al. Journal of Korean Academy of Adult Nursing 2001;13:509-16.



Smoking Cessation in Women

o Assistance: self-help, counseling, and/or nicotine
replacement therapy (NRT)

e Success rate of smoking cessation
— Those who used assistance ; 15.2%

— Those who did not ; 7.0%

e Women : more likely to use assistance than men

Zu S, Am J Prev Med. 2000 May;18(4):305-11.



Smoking Rate of Women
Korean National Health Survery
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e 2005 : 5.7%
2014 : 5.7%

e Smoking rate by
urine cotinine :

X 2.36

Korea Institute for Health and Social Affairs 2009



Effect of Smoking on A FEV1
Copenhagen City Heart Study (CCHS)

estimated mL/year

Women
(n=5020)
e Pack — yr (inhaler)* -7.4
e Pack — yr (non-inhaler)* -2.6
e Age* -24.7

Men
(n=3328)
-6.3
-1.0
-37.7

* P<0.05

Prescott et al
ERJ 1997



Relative Risk of Hospitalization for COPD
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Decline in the risk of myocardial infarction
among women who stop smoking

e Subjects

— 910 patients who had their first myocardial
infarction with those of 2,375 controls

e Case-control study of women from 25 to 64
years of age.

Rosenberg et al. N Engl J Med.1990 Jan 25;322(4):213-7.



Relative Risk of MI in Women

AGE-ADIUSTED 95%
No.okCast No.oF  Rewamve Risk  CONRPIDENCE
SwokinG Starus Paments Cowteos ESTiMaTe INTERVAL

Never smoked 191 040 (¥ -
Curent smoker 570 ) i 30-44
Exsmoker 149 550 |2 |.0-17

Rosenberg et al. N Engl J Med.1990 Jan 25;322(4):213-7.



Decline in the risk of myocardial infarction
among women who stop smoking

Exsmokers

Relative-Risk Estimate

1 | 1 1 1 1 1 1 74 1
7/

GRS R R R A T R
No. of Years since Quitting Smoking

Rosenberg et al. N Engl J Med.1990 Jan 25;322(4):213-7.



Smoking Cessation in Pregnancy
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Hazards of Smoking in Pregnancy

Pregnancy loss
spontaneous abortion

fetal demise
stillbirths

Premature rupture of membranes
preterm

term

Premature labour and delivery
Placental abruption

Placental previa

Hypertension

Pre-eclampsia

Fetal toxicity
SGrowth retardation

Neurotoxicity
Cleft palates and cleft lips
Pulmonary effects

Dempsey DA et al

Postnatal outcomes

Sudden infant death syndrome

Premature infants, especially very low birth weight infants
Hyperviscosity in the newhom

Elevated blood pressure during infancy and childhood
Behavioural, psychiatric, and cognitive outcomes of childhood
Mental retardation

Childhood cancers

Medical conditions associated with passive smoking in
childhood?

sudden infant death syndrome

deaths due to respiratory illnesses
asthma

pneumonia and other respiratory illnesses
ofitis media

bumns and fire deaths

. Drug Saf 2001;24(4):277-322



Smoking Cessation in Pregnancy

e 19 to 27% of pregnant women in the US

— smoke cigarettes
Adams EK et al, MMWR 1997; 46: 1048-50

e Psychosocial interventions

— Counseling, health education, feedback,
incentives, social support

— Smoking cessation rate in late pregnancy 1

— Reduced low birthweight and preterm births
Chamberlain C et al. Cochrane Database Syst Rev 2017; 2:CD001055.



Pharmacotherapy for Smoking
Cessation in Pregnancy

e General principles
— The lowest dose necessary to minimize fetal exposure

— If possible, delaying therapy until the second trimester to
avoid the period of embryogenesis when the fetus is most
sensitive to teratogens.



Pharmacotherapy for Smoking
Cessation in Pregnancy

e First-line drug options
— Nicotine replacement therapy and bupropion
— No RCT about the safety and efficacy of these drugs

e Varenicline
— No information on the safety in human pregnancy

— Teratogenic effects have not been observed in animal
studies.



Smoking Cessation in Pregnancy

e No evidence on NRT for smoking cessation in
pregnancy

Cochrane Database Syst Rev 2015 Dec 22;(12):CD010078.

e Animal studies

— Nicotine may be toxic to the developing central

nervous system,
Cochrane Database Syst Rev 2009 Jul 8;(3):CD001055.



Prevalence of Smoking in Psychiatric Disease
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Prevalence of Smoking
in Psychiatric Disease

« Patients with mental illness

— twice as likely to smoke as other persons

* Bipolar disorder : 55~88%

« Alcoholics and drug addicts : more than 70%
« Anxiety disorder : 45.3%

Lasser K et al JAMA 2000;284(20):2606-10.
Prochaska JJ et al. Psychiatr Serv. 2004;55(11):1265-70
Poirier MF Biol Psychiatry. 2002;26(3):529-37.



Prevalence of Smoking in Psychiatric Disease

I Percentage Light-
h&}ﬂerateggﬁamlﬁwa
M Percentage Heavy

Smokers
2 3 4 wd

Mo. of Lifetime Psychiatric Diagnoses

Lasser K et al JAMA 2000;284(20):2606-10.



Problems on Smoking Cessation
in Psychiatric Disease

« Higher treatment failure rate
« Lower treatment rate
* Higher mortality

Glassman AH et al, JAMA. 1990;264(12):1546-9.



Bupropion versus placebo
Abstinence in schizophrenia

Mean Mean
Study or subgroup Bupropion Placebo Difference Weight Difference
N Mean(SD)[ppm] ™ Mean(SD)[ppm] IVRandom,%5% Cl IV.Random,95% Cl
| Studies using final measurements
*\Wieiner 2012 24 19.5 (13.7) 22 251 (20) — & 160 % -5.60 [ -15.59, 439 ]
*Evins 2007 25 10 (9.83) 26 15 (14.7%) —&— 338 % -5.00[-11.87, 1.87 ]
*Evins 2005 25 1& (10) 28 23 (13) —— 413% 700 [-1321, 079 ]
Subtotal (95% CI) 74 76 ——_— 91.1 % -6.01[-10.20,-1.83 ]
Heterogeneity: Tau? = 0.0; Chi? = 0.19, df =2 (P = 0.91) I =0.0%
Test for overall effect: 7 = 2.82 (P = 0.0048)
2 Studies using change from baseline
*Evins 2001 10 2.2 {14.82) 9 A7(1487) = 89 % -14.80 [ -28.15, -1.45 ]
Subtotal (95% CI) 10 9 — 8.9 % -14.80 [ -28.15, -1.45 |
Heterogeneity: not applicable
Test for overall effect: 7 = 2.17 (P = 0.030)
Total (95% CI) 84 85 ——_— 100.0 % -6.80 [ -10.79, -2.81 |
Heterogeneity: Tau? = 0.0; Chi2 = 1.70, df = 3 (P = 0.64); P =0.0%
Test for overall effect: Z = 3.34 (P = 0.00084)
Test for subgroup differences: ChiZ = 1.52, df = | (P = 0.232), P =34%
-20 -10 0 0 20

Cochrane Database Syst Rev. 2013 Feb 28;(2):CD007253

Favours bupropicn Favours placebo



Varenicline versus placebo
Abstinence in schizophrenia

Study or subgroup Varenicline Placebo Risk Ratio Weight Risk Ratio
H.RawdorT.%’S% H :{anccrI:.-'?E%

n/M n/i Cl Z

*Weiner 201 | 3/4 o5 I 21.6 % 840 [ 056, 126590 ]

*Williams 2012 | &6/85 243 —il— 784 % 4.05 [ 0.97, 1680 ]

Total (95% CI) 89 48 ——— 100.0 % 4.74 [ 1.34, 16.71 |

Total events: |9 (Varenicline), 2 (Placeba)
Heterogeneity: Tau® = 0.0; Chi? =022, df = | (P = 0.64); IF =0.0%
Test for overall effect Z = 242 (P = 0016)

Test for subgroup differences: Mot applicable

.0 Q 4]

Favours placebo Favours varenicline

Cochrane Database Syst Rev. 2013 Feb 28;(2):CD007253



Suicidal Behavior and Depression

In Smoking Cessation Treatment
FDA's Adverse Event Reporting System from 1998 to 2010

Compared to Nicotine

Endpt = 1 Composite
Varenicline
Bupropion

Endpt = 2 Depression
Varenicline
Bupropion

Endpt = 3 Sui/self-injury
Varenicline
Bupropion

Treatment
Events Total

2925 9575
229 1751

2000 9575
121 1731

1819 93575
165 1751

Endpt = 4 Composite (excl other drugs)

Varenicline
Bupropion

2254 7342
188 1585

OR
- 8.4
—— 29
—il— 8.5
2.4
—— 8.8
—— 36
—— { iy )
—— 3.4
| T ]
5 10 15
Odds Ratio

95%-ClI

[6.8: 10.4]
[2.3: 3.7]

[6.5 11.0]
[1.7; 3.3]

[6.6; 11.7]
[2.6; 5.0]

[8.6; 14.6]
[2.5; 4.6]

Moore TJ et al PLoS One. 2011;6(11):e27016.



Prison




Prison

e Smoking prevalence of prison population :

— 74.1% measured by carbon monoxide (CO)
Cropsey KL et al. Nicotine Tob Res. 2006;8:653-9

e Smoking rate of prisoners

— 3-4 times of normal population
Maruschak LM, Medical Problems of Inmates, 1997.
Bureau of Justice Statistics. Document NCJ] 181644



NRT trial in prison Prison

e 10-week 250 NRT vs 289 control group.

e Quit rates consistent with outcomes from community
smoking-cessation interventions

Women, %

—&— Intervention group —e— Control group

Time

Cropsey K, Am Public Health 2008;98:1894-901.



Prison

Health professionals should take every opportunity to offer
advice to quit

Provide pharmacotherapy (NRT, bupropion, varenicline)
Proactive telephone counselling
Close follow up

Australian guideline



Conclusion

Effective smoking cessation support is important
regardless of age or situation.

Smoking cessation should be encouraged in
vulnerable patients.

Smoking leads to higher mortality in
cardiovascular and respiratory diseases.

Treating tobacco dependence in older adults
should have the same consideration as treatment
of other chronic diseases.



Thank you for attention




