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ABC’s

Eis for ask

Is for brief advice to quit

Dis for cessation support



What do people need to know?

Every healthcare professional should know
the basics

ABC's

What works, what doesn’t

Misconceptions

Those providing treatment should have the
necessary skills



What do people need to knowgss

Stages of change models is not included in the
guidelines

Some people still like to use the stages of change model
(which is fine) but need to realize that people can change
their behavioural state very quickly (e.g. following brief
advice)

All people who smoke should be advised to stop

whether they are motivated to stop or not

An offer of smoking cessation support should be
made



Ask

Systems training for making sure that
smoking status is collected

Practices

PHOS

DHBS







Behavioural support

Telephone support
OR=1.41; (1.27-1.57)

NNT=30
Face-to-face

support
OR=1.56; (1.32-1.84)

NNT=25

Group-based support

OR=2.04; (1.60-2.60)
NNT=20



Behavioural treatments

What do HCPs need to know?
Basic knowledge of what is provided (e.g. what AKP provides)
Know what is available
How to refer
Assess degree of dependence (TTFC)

HCPs providing behavioural support require appropriate
training before they can deliver these

Most HCPs do not have prior knowledge of smoking cessation
treatments






Pharmacological treatments

What do HCPs need to know?
Basic knowledge of how these work
Myths associated with these

Prescribers (including QuitCard providers)
Detailed knowledge of meds they are prescribing

HCPs providing smoking cessation
treatment should have a detailed knowledge
of all smoking cessation medications

In theory should be able to advise other HCPs



Other treatments

Healthcare professionals should know about
the common alternative treatments for
smoking cessation and the evidence/lack of
evidence behind these
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Rationale for using NRT

Nicotine deprivation in smokers causes
withdrawal discomfort.

Nicotine via alternative routes provides
relief and assists with transition to
complete abstinence.

NRT provides temporary nicotine
substitution (weaning).

NRT contains nicotine only, and slower
delivery.



How does it work?

Reduces the severity of withdrawal
symptoms.

Reduces urges to smoke.
Delays weight gain.
Reduces relapse.
Doubles the success rate.



Evidence of efficacy

Most tried and tested treatment.

Over 100 placebo controlled randomised
studies, involving over 30,000 smokers.




How effective iIs NRT?

Doubles success rates.
Products are equally effective.

Efficacy is independent of the intensity of
additional support.

Effect still seen at 1-year.
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How much nicotine NRT
products provide?

Most current NRT products provide similar
nicotine delivery in average users, about 50%
of their daily intake from smoking

Nicotine in these doses Is considered
harmless (the dangers of smoking are mainly
due to combustion products and other
chemicals)



Can they cause dependence

NRT cannot cause new dependence as users
are already dependent on nicotine

The chances of long-term use are related to
speed of nicotine absorption

Long-term users are mostly smokers whose
chance of success would be otherwise small



IS It safe?

Media scares say that it causes cancer
Based on animal studies

Years of population use with no adverse
effects

NRT Is safe, particularly compared to
smoking



Nicotine delivery by
cigarettes and NRT products
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How do NRT products differ?

Ease of use.

Frequency of use.

Speed of absorption.

Degree of behavioural replacement.
Sensory effects.

ADbility for user to titrate dose.




How much nicotine do NRT
products provide?

In average users, the products provide about
50% of their daily intake from smoking.

Bioavailablility varies between products.

Remember, nicotine in these doses Is
considered harmless.

Worries about NRT safety can be a barrier to
its efficacy.



Nicotine absorption from gum




Nicotine chewing gum

2mg and 4mg
Takes some 30 minutes to reach plateau
Recommend 10-15 pieces a day, hourly

Recommend use for up to 3 months, no
need to cut down over the first month

Start chewing slowly, takes a few days to
get used to

Each piece lasts 30 minutes (can be
chewed longer



Transdermal patch

16 hour and 24 hour patches

Smaller patches for weaning-off period
(these are not necessary)

Takes hours to reach plateau

Recommend use for some two months



Inhalator

Takes some 30 minutes to reach plateau

Recommend puffing vigorously for some 10-
20 minutes every hour

10 puffs equals one puff from cigarette

Each cartridge lasts for at least 3 puffing
sessions



Microtab

Takes some 30 min. to reach plateau

Pills dissolve under tongue in some
20minutes

Recommend 15-30 tablets a day
Recommend use for up to three months




Lozenge

Nicotinell lozenge

Pack size 36 lozenges

Suck one lozenge slowly until taste becomes
strong

Rest Nicotine lozenge between the gum and
cheek

Suck again when taste has faded

Suck the lozenge slowly so it remains whole for
about 30 minutes

Use 12 per day



Nicotinell Lozenges

Study compared the amount of nicotine
obtained from 1 & 2 mg lozenges to 2mg &
4mg gum

4mg gum > 2mg Lozenge > 1mg lozenge = 2
mg gum

Dautzenberg et al BMC Clin Pharmacol 207 7(1) 11



NRT side effects

Gum - throat Irritation, indigestion
Patch - skin irritation

Inhalator - throat irritation
Microtab - mouth and throat irritation




NRT contraindications

None genuine, users take more nicotine
from their cigarettes in addition to other
dangerous chemicals

According to labelling, not for pregnant
women, people with heart problem or
iIndigestion should consult doctor or
pharmacist

Change product if side effects strong -
primarily skin reaction to patch



Advantages of patch over
other products

Easy to use, not aversive
No social acceptabllity problem
Better compliance

No long-term use




Advantages of other products
over patch

Faster nicotine absorption

Control over nicotine dose

Some behavioural replacement

Can be used opportunistically for relapse
prevention



NRT combinations

Combination of patch with faster acting
products should allow sufficient nicotine level,
and dose increase when needed

Several trials, some encouraging results, but
overall the jury is still out

So far not included in product labelling



Treatment efficacy can be
harmed by

Unrealistic expectations (‘magic cure’,
waiting for the drug to ‘make the user stop
smoking’)

Insufficient and incorrect use (fear of
nicotine, using only when desperate)

Lack of preparation for the fact that oral
products may be unpleasant initially



Information for patients

Not a magic cure, effort needed

Provides nicotine smokers miss, but more
slowly and less of it than cigs

Does not mimic cigs effects, but takes the
edge off the discomfort

Oral product can be unpleasant initially,
must persevere to benefit

Instruct on product specific use Issues



NRT Contraindications?

Pregnancy

People with a history of:
Cardiovascular disease
Diabetes
Thyroid disease
Peptic Ulcer disease

None of these are absolute! NRT may
carry a risk, but it is extremely small,
especially when compared to smoking.



Drug Iinteractions

Are there any drug interactions with NRT?

Smoking cessation, not NRT may cause alterations
In some circulating drug levels, but not normally
enough to cause therapeutic problems. E.qg.

Theophylline

Insulin

Clozapine

Imipramine

Chlomipramine




New Smoking
Cessation Aids
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receptor partial agonist :
Partial agonist Antagonist
Binds with high affinity to the Prevents stimulation of the receptor
a4b?2 receptor, only partially by nicotine*
stimulating dopamine release? This reduces the pleasurable effects
Provides relief from craving and of smoking and potentially the risk of
g zull relapse after a temporary lapse?-

withdrawal symptoms?-3



The evidence

Two identical comparator studies!?

varenicline vs. bupropion SR and placebo

Extended therapy study?

Effect of an additional 12 week course of varenicline vs. placebo

Long-term safety study~

varenicline vs. placebo over 1 year




Efficacy:. Continuous
abstinence rates wks 9-12*

Odds Ratio (95% CI) Odds Ratio (95% CI)
Cvs P 3.85(2.70, 5.50) p<0.001 Cvs P 3.85(2.69, 5.50) p<0.001
CvsB 1.93(1.40, 2.68) p<0.001 CvsB 1.90 (1.38, 2.62) p<0.001
~  60- BvsP 2.00(1.38, 2.89) p<0.001 BvsP 2.02(1.40, 2.92) p=0.001
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The 4-week Continuous Abstinence Rate, weeks 9-12 is defined as the percentage of subjects who abstained from smoking (not even a puff) from Week 9 through 12 of the study as
confirmed by both subject self-report and by end-expiratory carbon monoxide (CO) measurement. 1. Gonzales D et al. JAMA 2006; 96:47-55. 2. Jorenby DE et al. JAMA 2006; 296:56-63.



Efficacy: 52 week quit rates

Secondary endpoint —

Pooled analysis of comparator studies (n=2,045)1
0 &
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=
(n=692) (n=669)
0 varenicline bupropion
1mg bd 150mg bd Placebo

[0 CHAMPIX [Bupropion SR M Placebo

Varenicline vs. bupropion OR = 1.56 (95% CI 1.19, 2.06), p<0.0013
Varenicline vs. placebo OR =2.82 (95% CI 2.06, 3.86), p<0.0001

1. Gonza les DH et al. Presented at 12th SRNT meeting, 15-18th Feb, 2006, Orlando, Florida. Abstract PA9-2.



Adverse events

Adverse events occurring 10% for varenicline and more frequently
than placebo

Gonzalesetal ! Jorenby et al 2
n=1,025 n=1,027
varenicline bupropion placebo varenicline bupropion placebo
n=349 n=329 n=344 n=343 n=340 n=340

Nausea 28.1 12.5 8.4 29.4 7.4 9.7
- mild23 71.4 65.9 75.9 71.3 56.0 90.9
- moderate?3 26.5 29.3 17.2 23.8 40.0 9.1
- severe?3 2.0 4.9 6.9 5.0 4.0 0
Headache 15.5 14.3 12.8 7.9
Abnormal Dreams 10.3 5.5 13.1 5.9
Insomnia 14.0 21.9 14.3 21.2

L The most commonly reported side effect was nausea; most cases were
mild-to-moderate and decreased over time!:

1. Gonzales D et al. JAMA 2006;296:47-55. 2. Jorenby DE et al. JAMA 2006;296:56-63. 3. Tonstad S et al. Presented at AHA meeting, 13-16th November 2005, Dallas, USA.



Onset and presence of nausea

by study week 1

First onset of nausea
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Contraindications and cautions

Contraindications
Hypersensitivity to varenicline or excipients

Precautions
Pregnancy — not recommended
Breast feeding - risk/benefit

Age <18 — not recommended (safety not
established)

Renal impairment — reduce to 1mg/day
Psychiatric illness (secondary to cessation)



Real world experience
Launched in the US 24" July 2006

By October, 40,000 prescriptions
per week, 60% market share of
smoking cessation prescriptions

No major concerns

Recent case reports of varenicline
and suicide, but not possible to
show a causal relationship




CHAMPIX dosing instructions 1




CHAMPIX packs



Summary and conclusions

Smoking is the leading cause of preventable iliness
and premature death

The majority of smokers want to quit many make
numerous quit attempts (most of these are unaided)

The most effective methods of for helping smokers
to quit is to combine pharmacological therapy and
behavioural support

Pharmacological therapies include: NRT, bupropion
and varenicline



Summary and conclusions

Varenicline (Champix) is a new class of
smoking cessation therapy with a dual

Partial agonist action: reduces craving and withdrawal symptoms
Antagonist action: reduces the reinforcing effects of smoking

t has shown to be more effective than
pupropion

—avourable safety and tolerability profile

Smokers can access a behavioural support
programme

Simple to prescribe, simple to use




News on nicotine vaccine

Nabi (US) have some 12-month data
See for more information

Novartis now hold the global rights to the vaccine
(NicQb) developed by Cytos



NicVax Antibody Function

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



12-month CARS

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



12-month CAR by antibody level

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

*defined as top 30% measured by AUC

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



Adverse events

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



Discontinuations due to AES

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



| ocal reactions

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



Cigarette consumption in non-
abstainers

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Slides presented by Rennard et al at the American Heart Association Meeting November 2007. Available online at www.nabi.com



NicVax conclusions to date

Most effective dose is five injections of 400
ug

The antibody level predicts smoking
cessation

Good safety profile



New MAQO-B inhibitor

Evotec (EVT 302)

Superior safety profile over marketed MAO-B
Inhibitors

Prolonged MAO-B inhibition offering the

potential for once a week dosing at very low
exposure levels



Dianicline & Surinabant

Dianicline
similar to varenicline

project PASS IV: randomized, double-blind, phase 3 multi-
center clinical trial designed to demonstrate the efficacy of
Dianicline as an aid to smoking cessation after seven
weeks of treatment

Surinabant



QuitPak®

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

Bupropion + mecamylamine

Once daily dose

Phase 1 studies commenced
Commercialisation expected in 2009



AERX Essence(R) Nicotine Inhaler

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.

QuickTime™ and a
TIFF (LZW) decompressor
are needed to see this picture.



AERX Essence(R) Nicotine Inhaler

Phase 1 trial evaluating change in arterial
plasma nicotine levels and craving

18 male smokers were given one of three
nicotine doses (0.2mg, 0.4mg and 0.7mq)

Blood levels of nicotine rose much more
rapidly following a single-breath inhalation
compared to published data on other
approved nicotine delivery systems



AERX Essence(R) Nicotine Inhaler

Craving measured (0-10 point scale) before and
after dosing for up to four hours

Baseline craving scores were 5.5, 5.5 and 5.0,
respectively, for the three doses

Five minutes following inhalation craving scores
were reduced to 1.3, 1.7 and 1.3

Remained below baseline over the 4-hours of
testing

No serious adverse reactions were reported in the
study



E-cigarette



Niconovum products

Increase in nicotine plasma levels, ng/ml
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