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% of smokers among adufts

Tobacco Epidemic*

—— Male smokers —— Male deaths
- --- Female smokers - - == Female deaths
o Stage 1 Stage 2 stage 3 Stage 4 40 g
S
o
30 =
i |
+ 20 :“:L:
g
10 S
2
0
80 a0 100
Years
Stage 1 Stage 2 Stage 3 Stage 4
Sub-Saharan China, Japan, Eastern Europe, Western Europe,
Africa South East Asia, southern Europe, North America,
Latin America, Latin America Australia
north Africa

*Edwards R. BMJ 2004:328:217 gunR
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Lives & Deaths
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Quitting is the only way to

orevent deaths from smoking

100 4
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Survival
At Each
Age
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Use Cessation

Service
3.4%

Cold Turkey
96.6%

76.5% did not know about
cessation service

20.1% know about
cessation service but
did not participate




Problems of “Cold Turkey” Quit

Wantto Try each Succceed
stop year




Successful Quit Over Time

Abstinence rate

.01

Follow-up (months)
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Smoking: Addictive Potential

Smoked tobacco is one of the most addictive commonly used drugs

——Tobacco A Alcohol — Cannabis

@ 0.9 —<— Cocaine —V— Psychedelics O Heroin
2
m N ——
g2 BN -
() 7] 30 =
53
Q =
Q 6 20 A
ic, g 3'\--
o
>
o 10- N
o

;:;\.

0 | 1 | ﬁv 1

15-24 25-34 35-44
Age Group

*Anthony et al. Exp Clin Psychopharm. 1994;2:244-268.




Mechanism of Nicotine Addiction




Tobacco Dependence iIs a

chronic rela

sing disorder”

7 |
B (Wanwuliliy BP
160/90 mmHg
B lvauwsiin (125w
21U1SIAY exercise)

B i5s1inn1e30an
B §927a0A20AKlanRe

B 4a6aaIN1NT

dwm. l‘t
JAMA. 2000;283:3244-32

*WHO statement

o

Fiore MC, Jaén CR, Baker TB, et al. Treating Tobacco Use and Dependence:
2008 Update. Clinical Practice Guideline. Rockville, MD: U.S. Department
of Health and Human Services. Public Health Service. May 2008.
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Rx of Tobacco Dependence

VS Hypertension

Smoking Antihypertensive
Cessation Treatment
Number needed to treat 14-28 280
for 1 incident
Treatment duration 3-6 months Lifelong
Protection gained from |susceptibility to theart & blood
treatment 15-20 diseases vessel function
Side effects Low Common
Cost Low High
. Reimbursement None Yes o
. 4
Frequency of practice Rarely Often .l'__l-




How to Treat

Tobacco De
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Ask
= = | |
“quqmmmﬂm?”

Secondhand

Ly Assess o . A
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Advise

P Ing (clear)

B bbb (strong)

(W 7 |
m L‘ff’lﬂijgﬂ')ﬂ (personalized)
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tEffectiveness with {Treatment

Intensity™
Total Contact | Estimated Odds |y iincce Rate
210 (95% Cl)
No Contact 1.0 11.0
1-3 min 1.4 (1.1-1.8) 14.4 (11.3- 17.5)
4-30 min 1.9 (1.5-2.3) 18.8 (15.6-22.0)
31-90 min 3.0 (2.3-3.8) 26.5 (21.5-31.4)
91-300 min 3.2 (2.3-4.6) 28.4 (21.3-35.5)
>300 min 2.8 (2.0-3.9) 25.5 (19.2-31.7)

yE =
. iy -:.:'r =§‘ —
loré MC et al. Clinical Practice Guideline: Public Health Service; Maz_j 200 TR
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rief Advise

m ~1-3 minutes

m only 2.5% more time
on routine practices

i~ = Great effect on a

large scale

7
T

=1.74 (95%Cl: |1.45-2.05) NNT=40

i P 1!

=7 3




How Many Percent of Thai

g
1

No (%) 100 5

45% of Thai
smokers intended
to quit smoking !!!

80"

60"

0_.
' Smokers No intention Intended Attempted
oK No attempt No attempt to quit

po *Survey in 2007: age > 15
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Transtheoretical Model
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Assess

Stage of Change
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essation Support

_ N N Pooled OR*
Comparison Trials | Participants (95% Cl)
Physician advice?
Brief vs no advice 17 >13,000 1.74 (1.48-2.05)
Intensive vs minimal advice 15 >9,000 1.44 (1.24-1.67)
Individual counseling?
Vs minimal beh.intervention 17 >6,000 1.56 (1.32-1.84)
Group counseling?®
Vs self-help 16 >4,000 2.04 (1.60-2.60)
Vs no intervention 7 815 2.17 (1.37-3.45)
Proactive Telephone counseling*
Vs less intensive interventions 13 >16,000 1.56 (1.38-1.77)
Self-help® 3
Vs no intervention 11 >13,000 1.24 (1.07-1.45)

*{. Lancaster tead I:.F; «Cochrane Database Syst Rev. 2004;(4):CD000165. 2. Lancaster T, Stead LF. Cochtféme Databdse Si
Rev. 2005;(2):090012927’3. Stead LF, Lancaster T. Cochrane Database Syst Rev. 2005;(4): CD001007. 4. Ste ‘ﬁ LF aL;LaJ '
Cochrane Database Syst Rev. 2005;(4):CD002850. 5. Lancaster T, Stead LF. Cochrane Database Syst Reva005;(3)iCL
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Best Results with Combined

Pharmacotherapy & Behavioral Support*

Behavioral
Therapy Brief Advice | No Therapy

Medication 30% 20% 10%
No

medication

OR Placebo 15% 10% 5%

.--'-."'-1.

™ <" *Hughes JR. CA Cancer J Clin. 2000;50:143-151.




Quitting is like facing a Tsunami




Pharmacotherapy

Britial THr stien|

ol | Bupropion HCI SR |
licotine Replacement T4 |
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Medications

OR (95%Cl)

Abstinence rate
% (95%ClI)

Nicotine patch 1.9 (1.7-2.2) 23.4 (21.3-25.8)
Nicotine gum 1.5 (1.2-1.7) 19.0 (16.5-21.9)
Bupropion 2.0 (1.8-2.2) 24.2 (22.2-26.4)
Nortriptyline 1.8 (1.3-2.6) 22.5 (16.8-29.4)
Varenicline 3.1 (2.5-3.8) 33.2 (28.9-37.8)
Patch + ad lib gum 3.6 (2.5-5.2) 36.5 (26.6-45.3)
Patch + bupropion 2.5 (1.9-3.4) 28.9 (23.5-35.1)
Patch + 2.3 (1.3-4.2) 27.3 (17.2-40.4)

nortriptyline




. Nicotine Replacement Therapy

adg2- | ™ Nicotine

Nuc.Accumb. smOk’ng

a4p2- > Nicotine

recep
Reward
©—< s Withdrawal

Nuc Accumb.

m 2 available forms
Nicotine gum
Nicotine patch




Plasma Nicotine Levels”

;ET 14 -
S . Still not an ideal Rx
12 — RN
5 ] 0.
.5 10 | :l 000.....
rslow release of nicotine TTteresa.L,., Cigarette
o : W Gum (4 mg)
(&) 6 - N
g _: Gum (2 mg)
O 4. =
CI:J - == Inhaler
— niE == Nasal Spray
0 2 s Patch
O .
z 0 | | | | | |
0 5 10 15 20 25 30
Minutes

’ . B s
---'WBaffour DJ & Fagerstrom KO. Pharmacol Ther. 1996;72:51-81.
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Bupropion

adp2- | ™ Nicotine

Nuc.Accumb. Smoking

A\

Bupropion Nuc.Accumb Bupropion




m Contraindications

m Inhibit reuptake of

DA. NE u Absolut§

q 150 QD x 3 Hx seizure
i mg s Hx brain surgery

day then 150 mg BID .

: m Relative
m Quit date no sooner . .
i Bulimia or anorexia
than =10 day after oSS
omset~= use theophylline,
p— MAOI
e alcoholic




Bupropion VS Placebo®

Continuous Abstinence from

Smoking (Y% of subjects)

¢ Placebo (n=153)

m 100 mg of bupropion (n=153)

+ 150 mg of bupropion (n=153]
., 4 300 mg of bupropion (n= 1586

NS T 2dan)

e T T (T83%)
- — .

—— ———-ll.

2 3 4 5 6

Week after Target Quitting Date
*Hurt RD, et al. NEJM 1997;337:1195.




Adverse Effects

B Seizures 1:1000

Hx of seizure, bulimia, anorexia nervosa, brain injury

-

662}:»

B wanlairay (35-40%) -
minung (10%) h




|
Varenicline
Dual Action

m Partial agonist at m Antagonist at a432
a4B2 subtype of subtype of
nicotine Ach nicotine Ach
receptor receptor

Py ~
Relief withdrawal Preventreipiorcing
symptoms Biiects o continued

picotine use




Simple Explanation

m smoking = lighting up a 60W bulb
m smokers hate darkness - smoke when the light fades
m Varenicline switches the bulb on permanently (but only

20W)

No darkness
smoking has little further effects

Varenicline

P Smoking B~ 60W ot G



tSuccess Rate of Varenicline

Jorenby DE Gonzales D
CA 50 , —— Varenic.line S0 - —a— Varenic.line
Responders 45 . —=— Bupropion 45 | —=__  Bupropion
(%) 40 —a— Placebo 40 | —&— Placebo
35 A Responders 35 -
30 o 30
25 - 25 |
20 - 20 -
19 -\-\-\H\-\.,_-\-_H i
10 - 10 -
5 | 5 .
12 16 20 24 28 32 36 40 44 48 52 12 1I6 2I0 2I4 2I8 3IZ 36 40 44 48 52
Week Week

*Jorenby DE, et al. JAMA. 2006;296:56-63.
“  **Gonzales D, et al. JAMA. 2006;296:47-55.




January 2008

Dose &Timing of Varenicline

February 2008

First 3 Days:
Su| M | Tu Th| F LS~ 05mglday g, | M |Tu|W |Th| F | Sa
//
1 3= (4 |5 | 1 2
\\I
6 7 8\ 10 [11 |12 4 5 6 7 8 9
et Days: 11 12 13 |14 15 16
B I 15 0.5mg 2x/day
20 | 21 I\zz ' 18 19 20 | 21 22 23
27 | 28 I \29 24 25 26 27 | 28 29
March 2008
SUyM|{Tu|W|Th| F | Sa
After First 7 1 J Last Day O_f
Days: Dose 2 |3 |a 5 |e |7 |8 Treatment:
should 12 weeks later
9 10 |11 12 |13 |14
increase to —T1
' 1 mg 2x/day 16 (17 [18 |19 |225721 |22
! > . 23 | 24 25 26 | 27 08 | 29
A : 2 30 | 31 ——j?

.
AN



Safety and Side-effects

m The only medical contraindication is
end-stage renal disease
age <18
pregnancy

m Cautions with epilepsy & psychiatric
patients

@ One common side effect:
Nausea (30%) — mostly well tolerated

strange dreams, headache, flatulence, and




Nortriptyline

B Dosage
L%lad 25 mg Qhs X 3-5 I
iailu 50 mg Qhs X 3-5 T
U511l 75-100 mg Qhs x 6-12 §1las

B San qmq%‘%‘%’%ﬁ 10-28 Sunasisaly

B Adverse Reactions

dr9naw rnuks aanea dag1azag NaIYN
ABUNIA ANAWAN Aodn




Nortriptyline*

Medication Odd Ratios
Nortriptyline 2.1(1.5-3.1)
Bupropion 2.0(1.7-3.4)
Clonidine 1.9(1.3-2.7)
Nicotine gum 1.7(1.5-1.8)
Nicotine patch 1.7(1.6-1.9)

P

- e

b L
w;

Antidepressants for smoking cessation. Cochrane Review 2004.




BIRAINBNVI?

Leptochloa chinensis

B 2140100212 VS 81
waan

m N=068
m Success rate at 2 mo
"150% vs 26%

® 3 MO success
147% vs 21%




m Follow up
m 1st visit = 1-2 weeks
m Next: 1 month, 2

months, 3 months,-6
months, 12 month \31




Take Home Messages

m Tobacco dependence is a chronic
relapsing disorders & a true drug
addiction.

m 5A or ABC strategies is the key to treat.
m All smokers need to be treated.
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