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INTRODUCTION

You are being asked to participate in a research study.  Taking part in this study is entirely voluntary.  You do not have to take part.  No study procedures or tests will be done unless you sign this consent form.  This consent form will give you more information about this study.  Please ask as many questions as you need to before you decide if you want to be in the study.  You should not sign this consent form if you have any questions that have not been answered.  You may take home an unsigned copy of this consent form to think about or discuss with family or friends before making your decision.
SOURCE OF FUNDING

The study site is being paid by the sponsor (the company paying for this study) to conduct this research study.

You must be honest with the study doctor about your health history or it may not be safe for you to be in this study.

BACKGROUND AND PURPOSE OF THE STUDY

The purpose of the study is to evaluate the safety of an experimental form of the drug, fentanyl, called Fentanyl SL Spray.  Fentanyl SL Spray is being evaluated for the treatment of breakthrough cancer pain in opioid-tolerant subjects.  Fentanyl SL Spray is investigational.  “Investigational” means this form of the drug has not been approved by the U.S. Food and Drug 

Administration (FDA).  Other forms of the drug that can be taken under the tongue are approved by the FDA for the treatment of severe pain.  The focus of this research is the new method of spray delivery.

You are being asked to be in this study because you have cancer and pain related to that cancer.  You are also currently taking an opioid treatment to help control the cancer pain.

The type of pain the Fentanyl SL Spray will try to treat is called breakthrough pain.  This breakthrough pain is occurring in episodes throughout your day, on top of a persistent background pain.  The persistent background pain is generally well-controlled by your stable ongoing opioid therapy.

The study drug will be given as a spray that you will aim under your tongue (sublingual).  You will be taught how to do this.  You will have an opportunity to ask questions about the correct way to apply the spray.

Approximately 300 subjects will participate in this study at about 60 sites in United States and 10 in Canada and India.  Depending on how you respond to the study drug, you will be in this study up to 111 days.  There are two periods to this study.  The first period may last up to 26 days.  Subjects who are new to the study drug will start the study in the first period.  The second period will last up to 90 days.  If you have just completed the INS-05-001 study, you will enter at period two and will be in the study up to 90 days.  This study will end with a follow-up phone call approximately 30 days after your final visit.

STUDY DRUG

The study drug in this study is Fentanyl SL Spray.  Fentanyl SL Spray will be sprayed under your tongue when you have breakthrough pain.

There are two periods to this study.  The first period is called an “open-label titration.”  During this period you will be treated with the study drug for your episodes of breakthrough pain to see if there is an amount that is best for you to achieve pain relief.  The “open-label” means that both you and your study doctor will know that you are receiving Fentanyl SL.  The “titration” means that you will adjust the dose of Fentanyl SL Spray to see if you find a dose that provides adequate pain relief.  You will begin at a low dose and then increase upward, if necessary, until there is adequate pain relief and tolerable side effects after treating two consecutive episodes of breakthrough pain.  The lowest dose is 100 micrograms, and the increasing dose strengths will be 200, 400, 600, 800, 1200, and 1600 micrograms.

During this period, you will be able to take sublingual Fentanyl SL Spray for up to four episodes of breakthrough pain per day.  Your study doctor and the study team will provide guidance to help you get to the appropriate dose.  A “successful” dose is one that provides adequate pain relief with tolerable side effects for two consecutive breakthrough pain episodes.  The open-label titration period may take up to 26 days to see if there is dose that is appropriate for you.  You will be able to take your usual breakthrough pain medicine for those episodes as well.

If you are a new subject and if a “successful” dose has been established for you, you will then proceed to the second period of the study.  If you were in the previous study of the Fentanyl SL Spray, you will join this study in the second, the Open-label Maintenance Period.  To be eligible for the Open-label Maintenance period, subjects must achieve adequate pain relief with tolerable side effects for two consecutively‑treated episodes of breakthrough cancer pain without having to re‑dose.  You must complete the informed consent process and must sign anew consent form for this study.

STUDY PROCEDURES

There are requirements to be in this study that the study doctor will evaluate.  This is called screening.

Screening – 

You will come to the clinic for a screening visit.  During the screening visit, you will be examined to see if you can be in the study.

· You will have a physical exam.

· Blood will be drawn and urine will be collected for laboratory tests.

· Your body mass index will be measured.

· You will have an electrocardiogram (ECG - tracing of the electrical activity of the heart).

· You will be asked about your past and current medical and cancer history that include the severity and number of episodes of breakthrough pain that you have.  You will report whether the usual drugs you take for breakthrough pain episodes are at least partially controlling the breakthrough pain.

· You will also be asked about the severity of your persistent pain, and whether it is being controlled with your stable dose of opioids and about what medicines you are taking.

· Mouth and throat exam.

· Vital signs (pulse, breathing rate, blood pressure and temperature).
· Pregnancy test (women who are able to get pregnant).

It may be possible to have the screening visit and the open label dosing visit on the same day if the study doctor and study staff are comfortable doing this. If that is the case, the screening procedures will stand for both visits.

Subjects who enter this study from study INS-05-001 will not have to repeat screening procedures.

Open-label Titration – 

Your study doctor might decide that the Open-label Titration visit can happen on the same day as the Screening visit (unless you are a woman capable of getting pregnant and your pregnancy test results are not known).  You will be trained on the use and doses of the study drug.  You will 

complete a questionnaire about your satisfaction with the study drug.  Study staff will then maintain daily contact with you to assist with management of your study drug and to answer any questions you may have.

If your study doctor does not decide to do the Open-label Titration visit on the same day as the Screening visit, you will return to the clinic and will be trained on the use and doses of the study drug.  In addition, you will have your medical history updated.  You will fill out a questionnaire to evaluate your usual supplemental medicine.  Study staff will then maintain daily contact with you to assist with management of your study drug and to answer any questions you may have.

You will start at the 100mcg dose of Fentanyl SL Spray, unless you have recently been treated with approved short-acting fentanyl.  If so, your study doctor may start you at another dose of Fentanyl SL Spray.  You will have 26 days to establish your successful dose before moving into the open‑label maintenance phase.

Open-label Maintenance Visit – 

If you have successfully reached a dose of the study drug to manage your pain, you will continue into the Open-label Maintenance Period.  Subjects who have successfully completed study INS‑05‑001 can also enter the study at this phase.

Procedures at this visit include collecting and counting study drug containers from previous periods, a mouth and throat exam, collecting vital signs, collecting blood and urine for tests, recording all medicine taken, and asking about any side effects.  You will be given new study drug.  You will complete a questionnaire to evaluate the study drug.  You will be given and trained on the Open-label Maintenance study drug.  It is possible there may be unscheduled visits during the Open-label Maintenance period to check up on how you are doing or if a dose change is required.

Four Week Interval Visit and Phone Calls – 

At each four-week study visit during the 90-day Open-label Maintenance Period, you will come in for an office visit.  The study doctor will check on side effects and record other medicine you are taking.  You will receive additional study drug.  You will complete a questionnaire to evaluate the study drug.

You will also be called every two weeks on the phone between these visits so the study staff can check on your progress.  If a change in dose is required during the 90 day maintenance period, you will have to return to the clinic for evaluation.

End of Study – 

You will return to the clinic for examinations and to return all study supplies after you stop taking the study drug.  You must return within 7 days of completing the study drug for this visit.

At the final study visit, you will have all of your study drug collected and counted.  You will have a physical exam including an exam of your mouth and throat.  You will have blood and urine taken and be asked about any side effects that you have experienced, you will have an ECG.  Your vital signs will be taken.  You will complete a questionnaire to evaluate the study drug.

You will receive a phone call from the study doctor’s office about 30 days after completing your final study visit.  You will be asked general questions about your health, other medicine or treatments, and any side effects that may occur during that 30-day period.

Before you begin study treatment, and at various visits, you will be asked about the drugs you may be taking to make sure you are not taking drugs that are not allowed while you are in this study.  At visits where blood draws are required, the total amount of blood drawn will be approximately two tablespoons.

You will receive detailed instructions to follow while you use the study drug.  It is important that you understand these instructions.  You must return all used and unused study drug at each visit.  If you have any questions, discuss them with the study doctor or study staff.

RISKS AND DISCOMFORTS OF PARTICIPATING IN THE STUDY

This study drug is investigational.  Side effects may occur.  There may be risks that we don’t know about at this time.  There may be rare and unknown side effects.  Some of these may be life-threatening.  Side effects, risks, and discomforts may result from taking the study drug or from the tests and procedures used in this study.

SIDE EFFECTS OF INVESTIGATIONAL DRUG

In this study you will be use Fentanyl SL Spray by spraying it under your tongue.  Possible side effects from fentanyl include nausea and vomiting and breathing problems.

Most Frequent Side Effects:  Some of the most frequent side effects reported with fentanyl treatment include:

· sleepiness,

· dizziness,

· nausea,

· vomiting,

· confusion,

· hallucinations,

· weakness,

· shortness of breath,

· slow breathing,

· slow heart rate,

· low blood pressure,

· headache,

· itching,

· rash,

· abdominal pain, and

· occurrence of cold sores.

Psychological or physical dependence and impaired mental and physical abilities have also been reported with fentanyl.

Other Side Effects:  Movement disorders and extreme irritability have been reported after withdrawal.  Symptoms of overdose may occur including hypoventilation (reduced breathing).  Less common side effects of fentanyl include:

· fatigue,

· diarrhea,

· depression,

· elevated mood, and

· upper respiratory tract infection.

Taking other medicine while taking Fentanyl SL Spray may cause or worsen side effects not caused by either medicine alone.  Tell your study doctor about any new medicine you begin taking while in this study.  If you have any side effects or other reactions while in this study, tell your study doctor immediately.

Your condition may not get better or may become worse during this study.
Only the study subject should take the study drug.  The study drug contains a medicine in the amount that may be fatal to a child.  It must be kept out of the reach of children and people who may not be able to read or understand the label.
SIDE EFFECTS OF TESTS AND PROCEDURES

You will have various tests done as part of this study, some of which may have possible side effects or risks.  Blood being drawn for laboratory tests may cause some discomfort, may occasionally cause some bleeding or bruising and redness at the needle stick site, and may rarely cause fainting.

RISKS TO THE FETUS OR NURSING INFANT

If you are a woman who is, or can become pregnant, the study drug may present risks to your unborn child which are currently unknown.  The study drug may also be passed to an infant through the mother’s milk.  You may not take part in this study if you are pregnant or breastfeeding.  In addition, you must agree to use a method of birth control acceptable to the 

study doctor while you are in the study.  If you do become pregnant while on this study, you must inform your study doctor immediately.  The sponsor and your study doctor will follow the outcome of your pregnancy.

If you are a sexually active man, you must use birth control.  Tell your partner, if she can become pregnant or is pregnant, that the effects of the study drug on the fetus are unknown.

POSSIBLE BENEFITS

Breakthrough pain symptoms related to your cancer may reduce or disappear.  However, neither your study doctor nor the sponsor can guarantee that this will occur.  The information obtained during this study may be useful scientifically and may benefit future patients with breakthrough pain episodes due to cancer.  It is possible that you may receive no benefit from your participation in the study.

NEW FINDINGS

You will be told of any new and significant information that might develop during the course of the study that could affect your decision to continue in the study.  You may be asked to sign a revised consent form if this occurs.
COST

Neither you, nor your insurance company, will be billed for taking part in this research, including the study drug and the tests required for this study.

You or your insurer will be billed for costs of routine treatment of your cancer and alternate treatments, other medical conditions that you might have, tests, emergency room visits, and hospital visits that are not part of or due to this study.  If your condition becomes worse, and it is unrelated to this study, you will be billed for the cost of any additional tests and treatments, as well as other related medical fees.

Your insurance company may not pay for the costs of standard care if you are in a study.

Ask your study doctor to discuss the costs that will or will not be covered by the sponsor.  This discussion should include the costs of treating possible side effects.  Otherwise, you might have unexpected expenses from being in this study.

PAYMENT FOR PARTICIPATION

You will not be paid for participating in this study.

ALTERNATIVE TREATMENTS

Other methods of break through pain treatment are available including alternative opioid treatments.  Your study doctor or primary care doctor will discuss these alternatives with you.

EMERGENCY CARE AND COMPENSATION FOR INJURY

If you are injured by being in this study, the study doctor will give you care or help you find care.

If you are injured as a direct result of taking part in this study, the sponsor will pay for the cost of treatment to the extent that such costs are not covered by your health insurance policy, by a government program, or any other third party.  The sponsor has no plans to pay for injuries if you do not follow the directions of the study doctor.  No other compensation for injury is offered.

You do not give up any of your legal rights by being a subject in this study.

AUTHORIZATION TO USE AND DISCLOSE INFORMATION FOR RESEARCH PURPOSES
What information may be used and given to others?

The study doctor will get your personal and medical information.  For example:

· Past and present medical records

· Research records

· Records about phone calls made as part of this research

· Records about your study visits

· Information gathered for this research about:

Physical exams

Laboratory, ECG, and other test results

Questionnaires

Records about any study drug you received.

Who may use and give out information about you?

The study doctor and the study staff.

Who might get this information?

· The sponsor of this research.  “Sponsor” means any persons or companies that are:

· working for or with the sponsor, or 

· owned by the sponsor.

Your information may be given to: 

· The U.S. Food and Drug Administration (FDA),

· Department of Health and Human Services (DHHS) agencies,

· Governmental agencies in other countries, Multicare Health System, and

· Western Institutional Review Board® (WIRB®).

Why will this information be used and/or given to others?

· to do the research, 

· to study the results, and 

· to make sure that the research was done right.

If the results of this study are made public, information that identifies you will not be used.

What if I decide not to give permission to use and give out my health information?

Then you will not be able to be in this research study.

May I review or copy my information?

Yes, but only after the research is over.

May I withdraw or revoke (cancel) my permission?

This permission will be good until December 31, 2050.

You may withdraw or take away your permission to use and disclose your health information at any time.  You do this by sending written notice to the study doctor.  If you withdraw your permission, you will not be able to stay in this study.

When you withdraw your permission, no new health information identifying you will be gathered after that date.  Information that has already been gathered may still be used and given to others.

Is my health information protected after it has been given to others?

There is a risk that your information will be given to others without your permission.

VOLUNTARY PARTICIPATION AND WITHDRAWAL

Taking part in this study is completely voluntary.  You may decide not to participate or you may leave the study at any time.  Your decision will not result in any penalty or loss of benefits to which you are entitled.  If you decide to withdraw from the study you are asked to notify the study doctor or study staff as soon as possible at 253-403-1677 (24 hours).

Your doctor or the sponsor also has the right to take you out of the study, with or without your permission at any time.  The reasons for this may include:

· Side effects.

· Worsening of your condition.

· Your failure to follow study procedures or keep study appointments.

· Pregnancy.

· Your study doctor’s decision that this treatment is no longer in your best interest.

· The sponsor’s decision to no longer conduct the study at this site.

· You do not later consent to any future changes that may be made in the study plan;

· We are unable to find a successful dose during the Titration period.
· For any other reason.
When you stopped taking the study drug, you will be asked to return to the clinic for a final visit, return all study supplies, and have a final physical examination and laboratory tests.  Your study-related information that has been collected up to that point will be available to the study doctor, the sponsor, and the sponsor’s designees.

CONTACT INFORMATION

Dr. Lauren Kenneth Colman is in charge of this study at this site and is responsible for your care.  Dr. Colman can answer any questions about the research study and can be reached at 253‑403‑1677 (24 hours).  If you feel you have experienced a research-related injury or side effect, contact Dr. Colman or his office as soon as possible.

If you have questions about your rights as a research subject or if you have questions, concerns, or complaints about the research, you may contact:


Western Institutional Review Board® (WIRB®)


3535 Seventh Avenue, SW


Olympia, Washington  98502


Telephone:  1-800-562-4789 or 360-252-2500


E-mail: Help@wirb.com.

WIRB is a group of people who perform independent review of research.

WIRB will not be able to answer some study-specific questions, such as questions about appointment times.  However, you may contact WIRB if the research staff cannot be reached or if you wish to talk to someone other than the research staff.

Do not sign this consent form unless you have had a chance to ask questions and have received satisfactory answers to all of your questions.

If you agree to be in this study, you will receive a signed and dated copy of this consent form for your own information.

CONSENT

(1) I have had an opportunity to carefully read this consent form.

(2) I have had my questions answered to my satisfaction by the study staff.

(3) I consent to take part in this study.

(4) I have not given up any of my legal rights by being a subject in this study.

(5) I authorize the use and disclosure of my health information to the parties listed in the authorization section of this consent for the purposes described above. 
Signature of Subject

Date

Name (Print) of Subject

Signature of Person Conducting Informed Consent Discussion

Date

Name (Print) of Person Conducting Informed Consent Discussion
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