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Estrogen vs estrogen and testosterone for secondary vestibulodynia

Anne Arundel Medical Center 


Anne Arundel Medical Center 

Informed Consent

Title: 
A Double-Blind Trial of Estradiol 0.03% versus Estradiol 0.03% plus Testosterone 0.1% versus placebo for the treatment of secondary vestibulodynia 

Study Number: 97354-1
Investigator: Andrew Goldstein, M.D.

Co-investigators: Susan Kellogg, Ph.D., Kristene Whitmore, MD.

Telephone 
(410) 897-9234- 24 hour number

Introduction: 

You are being invited to take part in a research study. Before you decide if you want to participate in this research study, it is important for you to understand why the research is being done and what it will involve. This consent form describes the purpose, procedures, benefits, risks, discomforts, and precautions of the study. It also describes the alternative procedures available to you and your right to withdraw from the study at any time. No guarantees or assurances can be made as to the results of the study.

Please take time to read the following information carefully and discuss it with friends, relatives, or your family doctor if you wish. Please ask if there is anything that is not clear or if you would like more information. Take time to decide whether or not you wish to take part. You will be given a signed copy of this consent to take home with you. 

If you are not completely truthful with your study doctor regarding your health history, you may harm yourself by participating in this study

Financial Disclosure: 

None of the investigators have any financial interest in the medications  that are being studied. The investigators are not being paid to conduct this study. The costs of this  study are being funded by the investigators.

Purpose of the Study:

Vestibulodynia , (formerly called vulvar vestibulitis syndrome.) is the most common cause of painful sexual intercourse affecting 12% of pre-menopausal women in the general population. Vestibulodynia is characterized by a severe, burning/sharp pain that occurs in response to pressure localized to the opening of the vagina called the vulvar vestibule.  Dyspareunia (i.e., painful intercourse) is the defining symptom of vestibulodynia. Painful intercourse can be present from the first intercourse attempt (i.e., primary vestibulodynia) or it may develop after a period of pain-free intercourse (i.e., secondary vestibulodynia). It has been shown clearly by several authors that oral contraceptive pill use significantly increases the risk of developing vestibulodynia. In addition, it has been well described that oral contraceptive pills cause changes in blood levels of hormones (estradiol, free testosterone, and progesterone.) It has been shown that oral contraceptive pills cause changes in hormonal receptors as well as an altered tissue structure in the vulvar vestibular mucosa. The study investigators, and other authors, have hypothesized that these changes may cause thinning of the vulvar vestibule thereby causing vestibulodynia. This study is designed to see if replacing estrogen and testosterone in the vestibular tissue relieves the symptoms of vestibulodynia. 
Length of the Study and number of participants:

The study will consist of three visits to the study center. Each visit is expected to last approximately one hour. The total amount of time you will participate in the study is 14 weeks, including a 2 week pretreatment period and a 12 week treatment period. You will have a physical exam and fill out questionnaires at each visit.  

Up to 45 women may participate in this study. 

Who may participate

You may participate if you are:

· between that age of 18 and 35 and are premenopausal .

· have a diagnosis of  vestibulodynia confirmed by the study investigators

· developed vestibulodynia while on hormonal contraceptive and are currently taking hormonal contraceptives.

· willing and able to comply with the study requirements. 

· have a negative pregnancy test prior to enrolling in this study and will use at least one form of birth control during the course of the study. 

· willing to attempt intercourse at least two times during the course of the study (in between the first and second study visits) and approximately one week  before the third study visit.).

· have at least a 5 out of 10 on a questionnaire (VASPI) that you will fill out between the first and second visits. 

You may not participate if you:

· have a history of an estrogen dependant malignancy such as breast or uterine cancer
· have a history of deep venous thrombosis
· have any medical condition that requires you to continue hormonal contraceptives such as endometriosis.
· have active liver disease such as hepatitis
· have a diagnosis of interstial cyctitis as determined by cystoscopy or PUF questionnaire (which will be administered out at the first study visit.)  
· have any known hormonal disease such as polycystic ovarian syndrome.
· have pelvic floor muscle hypertonus as determined by the study investigators. .

· have been  diagnosed with vulvar dermatologic conditions including  lichen planus lichen planus, psoriasis, lichen simplex chronicus, candidiasis, intraepithelial neoplasia, or carcinoma.

· have an active vulvar or vaginal infection including yeast (candida) or bacteria 

· have had prior vulvar surgery 
· are pregnant or breastfeeding. 
· if you become pregnant while on the study, you must withdraw from the study.
· have received an investigational drug within four weeks prior to the study or who plan to use other investigational drugs during the course of this study.

· have a hypersensitivity to estrogen or testosterone..

· Are currently using any of the following medications: amitriptyline (Elavil), nortriptyline (Pamelor), desipramine, gabapentin (Neurontin), pregabulin (Lyrica), venlefaxine (Effexor), duloxetine (Cymbalta), and lidocaine. 

· have severe medical condition(s) that in the view of the investigator prohibits participation in the study. 

· have a history of substance abuse or any factor, which limits your ability to cooperate with the study procedures.

· are uncooperative or are not willing to attend regular visits.
Procedures to be followed during the study:

Visit 1 Screening

This visit will include a detailed history and physical examination. A vaginal culture will be obtained. You will fill out  two questionnaires that measure problems associated with sexual intercourse (Female Sexual Function Index (FSFI), Sexual Distress Scale (SDS).) You will fill out one questionnaire that may suggest that you have a condition of the bladder called interstitial cystitis (Pelvic Pain and Urinary Frequency questionnaire.)  Two tubes of  blood will be drawn from your arm to determine the levels of estradiol, testosterone, sex-hormone binding globulin, and albumin in your blood. A urine pregnancy test will be performed.

You will be given a questionnaire that consists of single questionnaire that asks you to rate the amount of pain you experience during one episode of sexual intercourse (Visual Analogue Scale of Pain During Intercourse (VASPI) ) You will fill out this questionnaire after you  attempt to have intercourse between the first and second study visits. 

Visit 2 Baseline

You will return approximately 2 weeks after visit 1.You will return the VASPI questionnaire that rated pain experienced during sexual intercourse. You will have a limited physical exam. As part of this exam the study investigator will touch your vulvar vestibule with a cotton swab device (vulvogeisiometer ) to determine the amount of pressure that is required for you to feel pain at the vestibule. A digital photograph of your vulva will be taken. A urine pregnancy test will be performed.

Participants meeting inclusion criteria and not having any exclusion criteria will receive one of the three study medications. You have a 33.3 % chance (one in three) of getting Estradiol 0.03% in methylcellulose gel, Estradiol 0.03% plus testosterone 0.1% in methylcellulose gel, or methylcellulose gel without any medication  ( a placebo.).You will not know which medication you are given. The study investigator  will not know  which medication you are given until to completion of the study. (This information will be available to your study investigator  in case of any serious adverse event). 

You will receive one 100gram vial of medication that will last for the whole study.  The medication should be applied as a thin film to the vulvar vestibule twice daily. Your study investigator will show you  the exact area where you are suppose to apply the medication and will give you a diagram to aid you. You will be encouraged to use a mirror to aid in applying the medication to the correct area. You will be given a copy of the VASPI which you will fill out after one episode of  at sexual intercourse that you will be  asked to have approximately one week before your next study visit.

Visit 3 

You will return approximately 12 weeks after visit 2. You will fill out the two questionnaires (FSFI and SDS) and you will return the VASPI. You will return all unused study medication. You will have a limited physical exam that consists of the investigator using the vulvogeisiometer to determine that amount of pressure that is required for you to feel pain at  the vulvar vestibule.  A digital photograph of your vulva will be taken. A urine pregnancy test will be performed. Two tubes of blood will be drawn to determine blood  levels of estradiol, testosterone, sex hormone binding globulin, and albumin 

Foreseeable discomforts and risks of the study:

Your symptoms of vestibulodynia may not get better. Specifically, you will have pain during the episode of intercourse that you have between the first and second study visits. You may have pain during the episode of intercourse that you have prior to the end of the study. 

The dosage of estradiol and testosterone in the study medication is unlikely to raise the blood levels of these hormones greater than the normal levels of a pre-menopausal woman who is having regular menstrual cycles. However, in the unlikely event that these levels exceed normal blood levels there may be an increase risk of the following: Abdominal cramps, bladder problems, bloating, breast discharge, breast swelling and tenderness, brown patches on the face, cervical changes, blood clotting disorders, depression, dizziness,  enlarged fibroids, gallbladder disease, headache, high blood sugar, high cholesterol, intolerance to contact lenses, liver disorders, menstrual problems, migraine, nausea,  swelling, tingling, twitching, vaginal yeast infection, vision changes, vomiting, weight changes, and jaundice.

Risks of testosterone supplementation include increased acne, hair growth, hair loss, enlargement of the clitoris, and deepening of the voice. These risks are dose dependant and the dose of testosterone used in this trial should not provide above normal levels of testosterone. 

Estrogen treatment in post-menopausal women has been shown to increase the risk of breast cancer, deep venous thrombosis (blood clots), heart attack, and stroke. It is not known if these increased risks apply to pre-menopausal women.
Possible side effects from the blood draws include pain, bleeding, and bruising at the site of the blood draw. 

In order to protect you from the risk of loss of confidentiality, individual patient names will not be used for any purpose and you will be tracked only by a unique subject number. All data files will be password-protected and no hard copies with medical record numbers or account numbers will be printed. Information published will be in group form without individual identifying facts
As you will be stopping hormonal birth control, there is the risk of unintended pregnancy by participating in this study. 

Alternative treatments:

Currently there are no “gold standard”  treatments for vestibulodynia.  Many treatment options have been reported but very few have been evaluated in placebo controlled trials. The most widely studied treatment for vestibulodynia is surgery to remove the tissue of the vulvar vestibule. The success rates for this surgery range from 40%-100% depending on the study, with the majority of studies showing approximately 80% success rate. Side effects from surgery include bleeding, infection, scar tissue formation, increased pain, decreased vaginal lubrication, decreased orgasm, Bartholin gland cyst formation, and unfavorable cosmetic changes. Additional treatments have been proposed but have not been studied in well designed trials. These alternative treatments include interferon injections, biofeedback, intravaginal physical therapy, vaginal dilators, steroid injections, topical capsaicin, topical lidocaine, tricyclic antidepressants, acupuncture, cognitive-behavior therapy, hypnosis, and dietary changes. 

Your other alternative is not to participate in this study.  

New findings:

Any new important information which is discovered during the study and which may influence your willingness to continue participation in the study will be made available to you in a timely fashion. 

Potential benefits of the study:

There is the possibility that the symptoms of vestibulodynia , including pain during intercourse, be decreased. 

Compenensation

You will not receive any compensation for participating in this trial.  

Disclosure of protected health information (HIPAA):

For purposes of this study:

· The investigators will use medical information collected or created as part of the study, such as medical records and test results, that identifies you by name or in another way.  

· Your consent to participate in the study means that you agree that the Investigators  may obtain your medical information that he requests for study purposes from your physicians and your other health care providers.

· You are also agreeing that the Investigators  may use and share this information with the parties described below.  In addition, you agree that, during the study, you may not have access to some of your medical information obtained or created as part of this study. You will be allowed to access this information once the study is finished. 
· Unless required by law, the Investigators will share this medical information only with the Study Team and other professionals involved in the Study, and  the US Food and Drug Administration (FDA), governmental agencies in other countries where the study drug may be considered for approval, and the Institutional Review Board.  

· The purpose for using and sharing this information with these parties is to perform the study and to ensure the accuracy of the study data. Not all of the parties who will have access to your medical information as part of the study are prohibited by federal law from further sharing it, so the information, once received by them, may no longer be protected by federal law.

· You have the right to cancel this consent at any time by giving written notice to any of the Investigators.  If you cancel this consent, then the Investigators will no longer use or disclose your medical information, unless it is necessary to do so to preserve the scientific integrity of the study.  However, canceling this consent will not affect previous uses and disclosures and your medical information would not be removed from the study records.  

· If you fail to give your consent by signing this document, or if you cancel your consent later, then you will be not be eligible to participate in this study and will not receive any treatment provided as part of the study.  Unless and until you do cancel the consent, it will remain valid and effective. 

· All documents will be retained for 10 years after completion of the study.

In case of research- related injury

You understand that you must report any suspected study-related illness or injury to your study investigator immediately.  Medical therapy will be arranged for you by your study Investigator. for any physical injuries or illnesses which occur as a direct result of your participation in this research. You will not be reimbursed for your medical expenses that are not covered by your medical insurance or third party coverage. Compensation for lost wages and/or direct or indirect losses is not available. The Investigators will not provide any  form of compensation for injury.  You will not lose any of your legal rights as a research subject by signing this form. 
Costs:

There will be no charge to you for your participation in this study. The study drug, study related procedures, tests, and study visits will be provided to you at no charge to you or your insurance company.  Routine medical care not required for this study is not covered.

Serious Adverse Events:

Every serious adverse medical event, whether related to, or not related to the investigational protocol will be reported to the Anne Arundel Medical Center’s Research Integrity Officer within 24 hours of the report being received by the Investigator. Every serious adverse medical event, whether it occurs on or off the Campus of the Anne Arundel Medical Center will be reported to the Anne Arundel Medical Center’s Research Integrity Officer within 24 hours. 

Whom to contact:

For answers to questions related to this study, to report a research- related injury or illness or for information about study procedures, you may contact your study Investigator or Dr. Andrew Goldstein at (410) 897-9234 during normal business hour, at night, and on holidays and weekends.  

If you have any questions about your rights as a research subject, or complaints regarding the research study, you should call the Anne Arundel Medical Center’s Research Integrity Officer at 443-481-1320 during business hours Monday- Friday 9:00am to 4:00 pm EST. 

Voluntary Participation/Withdraw

Your participation in this study is voluntary. You may decide not to participate or you may withdraw from this study at any given time without penalty or loss of benefits to which you are otherwise entitled and without effect on your future medical care. There will be no change in your medical care or eligibility to participate in future research studies.

In addition, the study doctor can stop your participation at any time without your consent for the following reasons: if it appears to be medically harmful to you, if you fail to follow directions for participating in the study, if it is discovered that you do not meet the study requirements, if you become pregnant, at the discretion of the study doctor, or if the study is cancelled.

If you withdraw from the study, please be aware that to meet regulatory requirements, the information collected about you will still be processed and used in submissions to regulatory agencies. 

Primary care physician notification

Participation in this study should not be considered a substitute for treatment by your primary care physician or specialist. Please ask your study doctor questions about the results of your laboratory tests or diagnostic procedures. Please review this information with your primary care physician or specialist. Unless specifically requested, your primary care physician or specialist will not be contacted by your study doctor regarding your participation in this study. 

Consent:

You do not give up any of your legal rights by signing this informed consent form. This consent form contains important facts so that you can decide if it is in your best interest to participate in this research study. If you have any questions that are not answered in this consent form, the study doctor can give you further information.

All of your questions about the study have been answered. Based on this information, you voluntarily agree to participate in the study. All oral and written information and discussion about the study are in English, a language you can read and understand. You will not lose any of your legal rights as a research subject by signing this consent form. You will receive a copy of this signed consent form.

__________________
__________________
_____
______

Printed Name of subject
Signature


Date
Time

__________________
___________________
_____
______

Printed Name of Person
Signature


Date 
Time

Obtaining Consent/Witness

INVESTIGATOR STATEMENT

I certify that the research study has been explained to the above individual by me or my research staff including the purpose, the procedures, the possible risks and the potential benefits associated with participation in this research study. Any questions raised have been answered to the individual’s satisfaction.

______________________
____________________
_____
_____

Printed Name of Investigator
    Signature


Date 
Time

Anne Arundel Medical Center 

Informed Consent

Title: 
A Double-Blind Trial of Estradiol 0.03% versus Estradiol 0.03% plus Testosterone 0.1% for the treatment  of secondary vestibulodynia 

Addendum

After reading this informed consent, please answers the following questions to demonstrate that you understand the complex issues outlined in this informed consent.

1) The medication that is currently the “gold standard” for vestibulodynia  is:

A) Surgery

B) Interferon

C) Steroids

D) The is no current “gold standard” therapy

2) Which statement is true about the medication you will use in this trial?

A) You will definitely use both Estradiol  and Testosterone 

B) You will use either Estradiol or testosterone and you and Study Investigator will know which one you are using

C) You may be treated with only a placebo cream

3) Some risks associated with the use of testosterone, include:

A) Acne

B) Increased hair growth

C) Skin cancer 

D) Choices A and B 

4) The FDA has warned about risks associated with post-menopausal use of estrogen. The study Investigators do not  know if these  same risks apply to premenopausal. These risks include an increased risk of :

A) Heart attack

B) Stroke

C) Breast cancer  

D) All the above

5) Which statement is true about your participation in this trial?

A) You must complete the trial even if you are having severe side effects from the medication you are using.

B) You may continue this trial if you become pregnant.

C) You may withdraw from the trial at any time but if it is before the completion of the trial you will be fined $500 dollars.

D) You may withdraw from the study at anytime but the information collected about you will still be processed. 
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