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The Interesting Controversy Surrounding Chantix
(Varenicline)

I'll fess up that in my early teens and twenties | smoked cigarettes and
a pipe while attending college. | quit after three or four years of
smoking about a quarter to a half a pack a day. I've always
considered myself lucky to have gotten off so easily and attributed it to

x g my relatively ‘light’ usage. This part of my past has led to a strong
. 5o # curiosity about how nicotine produces addiction and how difficult it is
$& for many individuals to quit. The impact of tobacco products on our

society is nothing short of staggering It is the leading cause of

preventable death in the country today, causing more than 435,000 deaths annually and producing 39
million who are addicted.

So I've followed with great interest the information on Chantix (Pfizer's brand name for the chemical
Varenicline) since its release as a smoking cessation therapy in March of 2006. This drug illustrates
some of the amazing dynamics that take place today when a drug, which produces both beneficial and
dangerous effects, is released with great fanfare and publicity.

As often happens in many in these instances, the impact is personal, since | have very good friends who
benefited immensely from their use of Chantix in breaking heavy nicotine usage that stretched back
decades.

How does Nicotine work and what does Varenicline do to change this? Nicotine works on nervous
systems in the body that use the chemicals dopamine and acetylcholine as transmitting agents between
nerves. Some of the nervous systems using these chemicals control essential functions (heart rate,
breathing, blood pressure) and are also found in other areas of the brain, including those that involve
alertness and pleasurable sensations.

When Nicotine arrives at these brain sites, it increases the amount of dopamine that is released to
activate these nerves. All this occurs rapidly during smoking, with users achieving a burst of dopamine
release at these sites within 8 to 10 seconds of smoking, which is usually perceived as a pleasurable
burst of alertness and mild euphoria. Other effects occur as well at other nervous systems, resulting in
changes in heart rate, blood pressure and respiration.

What Varenicline does to change this process? It is a partial agonist, meaning that Varenicline also has
structural similarities to dopamine and nicotine and is capable of occupying the same sites in brain
centers that Nicotine would. It is claimed that Varenicline releases on average about one half of the
dopamine that nicotine would have at these brain sites.

After 4-5 days of continuous use of Varenicline, sufficient quantities occupy the sites on which Nicotine
would normally produce effects. When Nicotine is then used and arrives at these nerves, it finds the
sites already occupied by Varenicline and is unable to produce activity. So the smoker finds Nicotine
produces virtually no effects — and thus no reward — for using. Success experienced by smokers
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is usually after one to three months of taking Varenicline tablets. For those who have experienced
success with Varenicline, it is nothing short of a transforming experience in which Nicotine is simply no
longer desired.

Pfizer's large publicity during the release of its’ product, and it's current extensive advertising campaign
on television have not been without it's critics. Specifically critics (including Public Citizens Health
Research Group worstpills.org) have citied Pfizer's changing statements on effectiveness of the drug,
the company’s initial attempts to give the drug a different name, and inadequate FDA review before
approval.

Initially Pfizer had publicly stated that its research indicated a 20% success rate of one in five users
quitting smoking for one year. Later public marketing campaigns promoted a 44% success rate at 12
weeks. In addition when Pfizer first released the drug it wanted the name Champix. The FDA rejected
the name, citing in terms of promotion that, "it is overly fanciful and overstates the efficacy of the
product". Thus Pfizer chose the name Chantix. Interestingly the European equivalent of the FDA, the
European Medicines Agency (EMEA) allowed the name Champix.

More importantly critics have noted those stopping Varenicline use experienced problems similar to
those after Nicotine patch use. Significant numbers of users were having difficulty adjusting to the
chemically enhanced dopamine levels that Varenicline was producing and were experiencing some
degree of back-end withdrawal. These effects were significant enough that half of the individuals in
Pfizer's studies, who had reported no nicotine use for 12 weeks, had relapsed to smoking within one
year of the study. Pfizer’s literature has always noted some patient’s might experience side effects of
vomiting, nausea, constipation, sleep disturbances and abnormal dreaming. Their information materials
have also indicated rare adverse reactions of kidney failure, suicidal thoughts, hallucinations and other
psychotic effects.

Within the last year though, reports of patients using Varenicline having suicidal thoughts and making
attempts to kill themselves at higher than normal rates have been reported to the FDA and The
European Medicines Agency.

Both agencies note the difficulty in determining if the symptoms are due to Varenicline, since people can
become depressed when they stop smoking. Currently the FDA is investigating more than 55 reported
suicides and 100 specific psychaotic events attributed to Varenicline. The European Medicines Agency
has received reports of increased suicidal thoughts and attempts during July, October and November of
2007.

In November of 2007 both the FDA and the European Medicines Agency released independent
warnings to physicians to be on the alert for strong depression during treatment with Varenicline. The
European Medicines Agency has gone the furthest — requesting the Pfizer change its product
information to both physicians and patients.

The proposed changes advise doctors to tell their patients that depression can be a side effect of giving
up smoking. Patients, who start to get suicidal thoughts, should immediately stop taking the drug and go
see their doctor at once.

Overall, experts agree these reactions appear to be rare, as is the case with many medications. This
drug was released with great fanfare and shows great promise for some, but as always, all patients
using this drug need to know the signs of potential serious adverse reactions and when to seek help.

Be careful out there....
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