Questions and Answers
When Considering Participation in the FAN Research Study?

What is the FAN research study?

The FAN study is a pilot study (done with a small number of participants) funded by the Susan
G. Komen Foundation. It is designed to determine if an over-the-counter medication helps
decrease the severity and number of hot flashes experienced by women who have been
treated for breast cancer.

Why is the study being done?

Nearly two-thirds of postmenopausal women who have had breast cancer report hot flashes and
over half of them report hot flashes that are severe. Hot flashes are often a side effect of
treatments and medications that decrease or deplete estrogen levels. (High levels of estrogen
play a key role in the development and growth of some types of breast cancer). These treatments
include drugs called SERMs, selective estrogen-receptor modulators and Als, aromatase
inhibitors. Some SERMS are Tamoxifen® and Novodex®. Als include drugs such as
Raloxifene (Evista®), Exemestane (Aromasin®), Anastrozole (Arimidex®) or Letrozole
(Femara®). While both SERMs and Als have been proven effective in the prevention and/or
treatment of breast cancer, use of these drugs is associated with hot flashes. Breast cancer
patients treated with these drugs may have up to a three-fold increased risk of developing hot
flashes.

Currently women who experience hot flashes as a result of their breast cancer treatment have
limited options available to decrease their hot flashes. The most effective treatment for hot
flashes in post menopausal women is hormone replacement therapy. Unfortunately, use of
hormone replacement therapy is not appropriate for women who have had breast cancer.
Further, results from the Women’s Health Initiative demonstrated that use of estrogen and
progesterone is associated with increased risk for heart attack, stroke and venous thrombosis
(blood clots in veins).

There has been some research done with drugs called selective serotonin reuptake inhibitors
(SSRIs). These studies have demonstrated that these drugs are helpful in treating hot flashes, but
the studies have been of relatively short duration (5 to 12 weeks). In addition, higher doses were
most effective and higher doses may be associated with significant adverse effects. Further, these
drugs are not FDA approved for the treatment of hot flashes and are not available without a
prescription. It is also of concern that the most common side effect of SSRI’s is decreased
appetite and nausea. These side effects may be particularly burdensome in breast cancer
survivors. Therefore, it is important to identify safe, effective, and easily accessible alternative
treatments. If this study proves successful, breast cancer survivors may have access to a safe,
readily available over the counter medication to reduce their hot flashes.

How many women will be in the study?
We will enroll 70 women in this study.

Will it cost anything to participate in the study?
There is no cost to participants in the Fan Research Study.
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How long will the study last?
Each participant will be asked to be in the study for a period of 12-14 weeks. The entire study
will take approximately two years to complete all of the enrolled participants.

Where is the study being done?
The FAN study is being done at the University of Tennessee Health Science Center at
66. N. Pauline in the Preventive Medicine Clinic.

Who can participant?

Every research study has a set of inclusion and exclusion rules for the safety of the participants
as well as to ensure that the study results will be useful for making treatment decisions for other
women in the future.

A woman may be eligible for FAN if she is:

Currently being treated OR has been treated with selective estrogen-receptor
modulators (SERMs) and/or aromatase inhibitors (Als) for breast cancer

A NON-SMOKER, age 18 or older

Experiencing 14 or more hot flashes or night sweats per week for at least one
month

NOT taking anti-depressant medication

T RN

Willing to accept-random assignment to one of 4 groups.

What is involved in the FAN study?
At the first clinic visit staff will review your medication and medical history and complete a
physical exam including lab work and an EKG to determine if a woman is eligible to participate.

Women who choose to participate will attend 4 clinic visits and have two telephone follow-up
visits. During the clinic visits, you will complete questionnaires about your overall health, hot
flashes, sleep, depression, and quality of life

What is the medication used in this trial and why?

The cause of hot flashes is not well understood. It is thought however that chemicals in the body
such as serotonin play a role in regulating hot flashes. Based on studies using prescription
medications that increase serotonin, it was found that increases in serotonin, decrease hot flashes.
Given that drugs that influence serotonin also influence hot flashes, it makes sense to evaluate
other agents that increase serotonin. Based on research, nicotine (not tobacco) has been shown
to increase serotonin levels. Therefore, the FAN study wants to see if nicotine increases the
levels of serotonin. If so, it is probable that nicotine may have a role as a therapeutic agent in the
treatment of hot flashes. The medication used in this study is the nicotine patch.

Using Nicotine as a Medication Seems Crazy, is it Safe?

Nicotine as a Therapeutic Agent
Nicotine has long been evaluated as a therapeutic agent not only as a treatment for
smoking cessation but for several diseases: ulcerative colitis, Tourette's Syndrome,
Alzheimer’s disease, Parkinson’s, sleep apnea, and attention deficit disorder.
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Nicotine Compared with Smoking Tobacco
It is easy for most everyone to confuse nicotine with smoking tobacco. After all there is
nicotine in cigarettes. However, there is a huge difference in putting on a nicotine patch
and smoking tobacco. Cigarettes contain over 4000 harmful chemicals that are burned
and enter the lungs. Cigarette smoking, not nicotine, has been linked to cancer and other
diseases.

Isn’t Nicotine Toxic and Addictive?
While nicotine can be toxic to humans in high dosages, it has been deemed safe by the
FDA as evidenced by the change of nicotine replacement therapy (gum and patch)
from “prescription only” availability to over-the-counter status.

The safety of nicotine is influenced by the rate and route of dosing and by the duration of
exposure. The effects of nicotine are most intense and addictive with the rapid dosing that
IS observed with cigarette smoking.

The two lowest dose patches, 7 mg. and 14 mg., are being used in the FAN study. Use of
the patch provides a steady, slow dose of nicotine in the blood stream. This is quite
different from the immediate delivery of nicotine to the brain observed in smoking
cigarettes.

Further, there is no literature to support that the patch may increase the risk for
renewed addiction in former smokers or in individuals with an addictive personality.

What are the most common side effects of the nicotine patch?

As with any medication there is the potential for some side effects.

Although most people do not experience any major side effects from the nicotine patch, it is
possible you could experience some insomnia, abnormal dreams, irritation at the application site
or nausea. This will be discussed with you in detail at the visit.

What is the nicotine patch used for?
The nicotine patch is an FDA-approved over-the-counter medication for smoking cessation.

What protections do | have?
Before and during the research study, you have several important rights:

* Informed consent: you have the right to all information about FAN to make a thoughtful
decision about joining the study.

* You have the right to stop participating in the study at any time.

* Participant safety is central to the clinical trial process and very important to FAN
investigators. There are many safeguards to ensure that your well-being is protected at all
times.

* The health care team will closely monitor participants’ health and watch for any side
effects.

Will I need to see my regular doctor?

Participating in a research study does not replace your regular medical care. You should continue
to see your regular doctor and let him/her know that you are participating in the FAN study.
How do I find out if I can participate in the FAN study?

CALL (901) 448-8400 or toll free 800-916-2606, TODAY!!
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