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Available Medications
to Treat Tobacco Dep enence

. Nortriptyline
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Plasma Nicotine Levels”
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Efficacy of Nicotine

Replacement Therar

Gum 53 17,783 1.43 (1.33-1.53)
Patch 41 16,691 1.66 (1.53-1.81)
Nasal spray 887 2.02 (1.49-3.73)
Inhaler 976 1.90 (1.36-2.67)
Tablets/lozenges 2739 2.00 (1.63—-2.45)
Combination vs single type 7 3202 1.42 (1.14-1.76)
Any NRT vs control 111 43,040 1.58 (1.50-1.66)

*Stead LF et al. Cochrane Database Syst Rev. 2008;(1):CD000146.

** Stead L, Lancaster T. Int J Epidemiol. 2005;34:1001-1003.
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B auafily
qu S 20 99/3%
m % 14 mg x 8 dlaw
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gu > 20 4I%/I%
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m 1% 7 mg x 4 dlan
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B 21115N19ANNY (3888 50)
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topical steroid %58 antihistamine
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m Contraindications

m Inhibit reuptake of

DA. NE 0 Absolut?
Hx seizure
m dose 150 mg QD x 3 Hx brain surgery
day then 150 mg BID :
‘ m Relative
m Quit date no sooner — .
et Bulimia or anorexia
than 510 day after nervosa
Opmcrh- oy . use theophylline,
MAOI
alcoholic
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Continuous Abstinence from

Smoking (% of subjects)

¢ Placebo (n=153)

504t m 100 mg of bupropion (n=153]
", + 150 mg of bupropion (n=153)
404 ""-.‘ 4 300 mg of bupropion (n=156)
i
- v "-4-.1:___ -I-
0P S S
\\_\ 1--.__.__';_ B L T
N (24.4%)

10-

20 ."'""'---...___._-- "“—l-.__,____.'.:" Ty (18.3%)
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Week after Target Quitting Date
*Hurt RD, et al. NEJM 1997;337:1195.




Abstinence Rate (%)
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B Placebo (n = 160) [0 Nicotine Patch (n = 244)
H Bupropion (n = 244) O Bupropion + Patch (n = 245)
22.5*

9.8

.y

1 Year Continuous Abstinence

*P < 0.001 vs placebo and patch alone.
*Jorenby DE et al. N Engl J Med. 1999;340:685—691.
*Talwar A et al. Med Clin North Am. 2004;88:1517-1534.
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Varenicline
Dual Action

m Partial agonistat =~ ® Antagonist at a432

a4B2 subtype of subtype of
nicotine Ach nicotine Ach
receptor receptor
Relief withdrawal

symptoms




Varenicline is a Partial Agonist In vivo:

Nicotine 0.32 mg/kg sc

—@— Varenicline 1 mg/kg po

—&— varenicline 1 mg/kg po
+ Nicotine 0.32 mg/kg sc

% of basalSEM
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Vehicle or Vehicle or

Varenicline 1 Nicotine 0.32 mg/kg

Time (minutes)

Varenicline produces a slower, longer lasting and smaller 1dopamine
release than nicotine and | nicotine-induced dopamine release
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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

Smoking & — 60W &



4-Week Continuous Abstinence (CA)

Week 9-12

Jorenby DE OR Gonzales D
VAR vs Pbo 3.91 P<0.0001

60 - VAR vs BUP 1.96 P<0.0001 60 -

20 duadl 0 b
40 - CA 40 A
CA 30 29.5% erfgc();sse 30 |

Response 0
rate (%) 20 - 17.7% 20 -
10 A 10 -
0 U -
VAR BUP Pbo VAR
1 mg bid 150 mg bid (n=341) 1 mg bid
(n=344) (n=342) (n=352)

Nausea was reported by 28.6% (mostly mild or moderate). Severe N/V noted 2.7%.

&

1. Champix Summary of Product Characteristics. Pfizer Ltd, Sandwich, UK. 2006.

1007, cSw~tic-Frnce ~SWD

OR

VAR vs Pbo 3.85 P<0.0001
VAR vs BUP 1.89 P<0.0001

30.0%

17 710

BUP Pbo
150 mg bid  (n=344)
(n=329)

ratio.




Jorenby DE Gonzales D

cA 50 - —a— Varenicline 50 , —=— Varenicline
Resp(c:/:\)ders :z X : E;F::bp;m :z : Ell;r:;obp:)ion
35 - Responders 35 -
30 ; (%) 30
25 - 25 |
20 - 20 -
> -\-\-\H\l\-—.\-__.__. he
10 | 10 -
S | 5 |
12 16 20 24 28 32 36 40 44 48 52 12 16 20 24 28 32 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.




OR[95% CI] = 3.8[2.2, 6.5]; OR[95% CI] = 3.4[2.0, 5.8];
30- p<0.0001 p<0.0001
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—— Varenicline

Open symbols = Telephone Visit
Filled symbols = Clinic Visit
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Treatment phase
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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
iInsomnia




50 - 60 - —=— Varenicline <1 mg bid

—#&— Varenicline 1 mg bid
50 - —®— Bupropion
w 40 - Placebo
< whd
9 o
o
G w 30 1
£ <
= x
< 3
.§ O\O
X [ |
g
0 4 8 12 Overall 0 4 8 12 >12

Study week Study week

a on file: phase 2/3 fixed-dose, placebo-co IOO/" Jme_ g"h,ee chU




Dose &Timing of Varenicline

27 | 28 I \29

After First 7
Days: Dose
should
increase to
1 mg 2x/day

&

January 2008 February 2008
First 3 Days:
Su| M |Tu 0Smgiday i, | M | Tu| W |Th | F | Sa
1 | 1 2
6 7 & N 4 5 6 7 8 9
Next 4 Days:
13 |14 |15 0.5mg 2x/day 1M1 |12 |13 [1a |15 |16
20 |21 I\zz 18 |19 |20 |21 |22 |23
24 25 26 27 28 29

March 2008
SUUM|Tu|W |Th| F | Sa
1 Last Day of
2 3 4 5 6 7 3 Treatment:
12 weeks later
9 10 |1 12 |13 |14 T 1]
16 |1 18 | 19 21 | 22
7 /%
24 25 26 | 27 08 | 29
31
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Nortriptyline

H W6
133 25 mg Qhs X 3-5 2%
(W) ® (W)
1J5utilis 50 mg Qhs X 3-5 2%
(W) [~ (-9 ¢
UJsutilis 75-100 mg Qhs x 6-12 sla4
4\' :.; (W c.: (< Q q' U
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¥ = |
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Bupropion alone vs placebo 19 6443 2.06 (1.77-2.40)
Bupropion + nicotine patch vs 2 798 1.60 (1.09-2.34)
placebo

All bupropion vs placebo 21 7171 1.99 (1.73-2.30)
Nortriptyline alone vs placebo 4 703 2.79 (1.70—4.59)
Nortriptyline + nicotine patch 2 318 1.53 (0.90—2.61)
vs placebo

All nortriptyline vs placebo 6 1021

2.14 (1.49-3.06)

Y VU -t
_® *Hughes JR, et al. Cochrane Database Syst Rev. 2004;(4):CD000031.




m Oral Nicotine

m Pulmonary

' P ) Disposable .f'j
inhaled nicotine . m 2 forms
m Similar to 5 = Nicotine Straw &
nicotine from £ Drops
smoking

m Drink with

| beverages &

m Rapidly tserum

nicotine levels | absorb via
m Potential to b intestinal mucosa
addiction

m Similar to pre-
existing NRT

@)




NABI 10% 6%
High- 21% 6%
high-titer
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Maloxone Cpioid artagonists 0
Maltresone Cpioid artagonists 0
Gabapentin® Maodify GABA system 0
Tiagakine™ T GABA activity ?
ﬂﬁﬂj’IMEIEI’IﬂHﬁ%

LWl cognitive performance

a

Lobeline? Partial nicotinic agonist il

Mecarmylarmine” MHicotinic receptar antagonist 7

Atropines! Muscarinic receptor antagonist 0

Chlorpromazines’ Muscarinic receptor antagonist 0

wenlafaxine® Selective serotanin reuptake 7
inhikbitar

Fluoxetine™ Selective serotonin reuptake 7
inhibitar

TIWE T Ra T Unclear 7

[Wernonia cinersa perhaps | cxpression of dopamine ﬂmﬂjﬂmaﬂjﬂuﬁ%

! (L) LeEss) receptar type 1

0 = "laiflds=BnTaw; 2 = Saaglalld dasflinsdnuflafa
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m Thicotine metabolism

m Try non-
pharmacological Rx
first

m risk VS benefits
Short-acting NRT (e.g.
nicotine gum)

Avoid bupropion

m Always treat husband

*Giglia RC, et al. BMC Public Health 2006; 6:195.




m NRT may be used
safely in pts with
cardiac disorders*

m in recent unstable
anginaor AMI (<2
wks) , serious
cardiac arrhythmias

Bupropion or low-

dose short-acting
NRT

*Anderson JE, et al. Chest 2002; 121: 932-41.
*Molyneux A. BMJ 2004;328:454-56.




m Try non-
pharmacological Rx
m If necessary

Low-dose NRT
Bupropion???

a *Talwar A, et al. Med Clin N Am 2004; 88:1517-34.



m Combined therapy

m Long-acting NRT +
Short-acting NRT
I.e. patch + gum
Usually high-dose (>21
mg/d)
m Bupropion + NRT
(high-dose)




Y= Median wt gain
~3-5 kgs*

m Any Rx can delay,
but NOT prevent*

m Exercise & diet Rx

a *Anderson JE, et al. Chest 2002; 121: 932-41.




m ALL smokers making a quit attempt

should receive pharmacotherapy
EXCEPT those with contraindications.

m Pharmacotherapy is effective.

m Combined Rx & behavioral modification
are even better.

m Rx is just a part of quitting strategies,
but will never replace a good
counselling measures.







