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Part A.1.  Contact Information, Agreements, and Signatures

Date:  04/13/09

UNC IRB Study # - 08-0679




Title of Study:  PROACT (Preserving Reproductive Opportunity After Cancer Treatment): NIH Oncofertility Consortium for Ovarian Tissue Cryopreservation

Name and degrees of Principal Investigator:  Jennifer Ellen Mersereau, MD, MSCI

Department:  OB-gyn
Mailing address/CB #:  7570

UNC-CH PID:  7140-19046
Pager:  216-4058

Phone #:  966-5283
Fax #:  966-5214
Email Address:  jmerse@med.unc.edu

For trainee-led projects: __ undergraduate  __ graduate  __ postdoc  __ resident  __ other
Name of faculty advisor:       
Department:       
Mailing address/CB #:       
Phone #:       
Fax #:       
Email Address:       
Center, institute, or department in which research is based if other than department(s) listed above:  Northwestern University 

Name of Project Manager or Study Coordinator (if any): 

Department:       
Mailing address/CB #:       
Phone #:       
Fax #:       
Email Address:       
List all other project personnel including co-investigators, and anyone else who has contact with subjects or identifiable data from subjects.  Include email address for each person who should receive electronic copies of IRB correspondence to PI:  Marc Fritz, MD (mafritz@med.unc.edu), Lisa Carey, MD, Samantha Meltzer-Brody, MD, David R. Rubinow, MD, Cort Pedersen, MD, Kathleen Lapp, MD, Robert Bashford, MD, or Susan Girdler , PhD
Name of funding source or sponsor (please do not abbreviate):       
__  not funded   _x_  Federal   __  State   __  industry   __  foundation   __  UNC-CH

__  other (specify):  NIH Grant: U54RR024347  
For industry sponsored research (if applicable):
Sponsor’s master protocol version #:      
Version date:      
Investigator Brochure version #:      
Version date:      
Any other details you need documented on IRB approval:      
RAMSeS proposal number (from Office of Sponsored Research):      
Checklist of Items to Include with Your Submission

Include the following items with your submission, where applicable.

· Check the relevant items below and include one copy of all checked items 1-11 in the order listed.

· Also include two additional collated sets of copies (sorted in the order listed) for items 1-7.

→ Applications will be returned if these instructions are not followed.

	Check
	Item
	Total No. of Copies

	□
	1.  This application.  One copy must have original PI signatures.
	3

	□
	2.  Consent and assent forms, fact or information sheets; include phone and verbal consent scripts.
	3

	□
	3.  HIPAA authorization addendum to consent form.
	3

	□
	4.  All recruitment materials including scripts, flyers and advertising, letters, emails.
	3

	□
	5.  Questionnaires, focus group guides, scripts used to guide phone or in-person interviews, etc.
	3

	□
	6.  Documentation of reviews from any other committees (e.g., GCRC, Oncology Protocol Review Committee, or local review committees in Academic Affairs).
	3

	□
	7.  Protocol, grant application or proposal supporting this submission, if any (e.g., extramural grant application to NIH or foundation, industry protocol, student proposal).  This must be submitted if an external funding source or sponsor is checked on the previous page.
	1

	□
	8.  Addendum for Multi-Site Studies where UNC-CH is the Lead Coordinating Center.
	1

	□
	9.  Data use agreements (may be required for use of existing data from third parties).
	1

	□
	10.  Only for those study personnel not in the online UNC-CH ethics training database (http://cfx3.research.unc.edu/training_comp/):  Documentation of required training in human research ethics.
	1

	□
	11.  Investigator Brochure if a drug study.
	1


Principal Investigator:  I will personally conduct or supervise this research study.  I will ensure that this study is performed in compliance with all applicable laws, regulations and University policies regarding human subject’s research.  I will obtain IRB approval before making any changes or additions to the project.  I will notify the IRB of any other changes in the information provided in this application.  I will provide progress reports to the IRB at least annually, or as requested.  I will report promptly to the IRB all unanticipated problems or serious adverse events involving risk to human subjects.  I will follow the IRB approved consent process for all subjects.  I will ensure that all collaborators, students and employees assisting in this research study are informed about these obligations.  All information given in this form is accurate and complete. 

Signature of Principal Investigator
Date

Faculty Advisor if PI is a Student or Trainee Investigator:  I accept ultimate responsibility for ensuring that this study complies with all the obligations listed above for the PI.

Signature of Faculty Advisor
Date

Note: The following signature is not required for applications with a student PI.

Department or Division Chair, Center Director (or counterpart) of PI:  (or Vice-Chair or Chair’s designee if Chair is investigator or otherwise unable to review):  I certify that this research is appropriate for this Principal Investigator, that the investigators are qualified to conduct the research, and that there are adequate resources (including financial, support and facilities) available.  If my unit has a local review committee for pre-IRB review, this requirement has been satisfied.  I support this application, and hereby submit it for further review.

Signature of Department Chair or designee
Date

Print Name of Department Chair or designee
Department

Part A.2.  Summary Checklist  Are the following involved? 
Yes
No

	A.2.1.  Existing data, research records, patient records, and/or human biological specimens?
	  _x_
	  __

	A.2.2.  Surveys, questionnaires, interviews, or focus groups with subjects?
	  __
	  _x_

	A.2.3.  Videotaping, audiotaping, filming of subjects, or analysis of existing tapes?
	  __
	  _x_

	A.2.4.  Do you plan to enroll subjects from these vulnerable or select populations:

a.  UNC-CH students or UNC-CH employees?

b.  Non-English-speaking?

c.  Decisionally impaired?

d.  Patients?

e.  Prisoners, others involuntarily detained or incarcerated, or parolees?

f.  Pregnant women?

g.  Minors (less than 18 years)?  If yes, give age range: 12 to 41 years  
	  __

  _x_

  __

  _x_

  __

  __

_x_
	  _x_

  __

  _x_

  __

  _x_

  _x_

  __

	A.2.5.  a.  Are sites outside UNC-CH engaged in the research?

b.  Is UNC-CH the sponsor or lead coordinating center for a multi-site study?

If yes, include the Addendum for Multi-site Studies.

If yes, will any of these sites be outside the United States?

If yes, is there a local ethics review committee agency with jurisdiction? (provide contact information)
	  _x_

  __

  __

  __


	  __

  _x_

  __

  __



	A.2.6.  Will this study use a data and safety monitoring board or committee?


If yes:
UNC-CH School of Medicine DSMB? (must apply separately)


Lineberger Cancer Center DSMC?


Other?  Specify:       
	  __

  __

  __

  __
	  _x_

  __

  __

  __

	A.2.7.  a.  Are you collecting sensitive information such as sexual behavior, HIV status, recreational drug use, illegal behaviors, child/physical abuse, immigration status, etc?

b.  Do you plan to obtain a federal Certificate of Confidentiality for this study?
	  _x_

  __
	  __

  _x_

	A.2.8.  a.  Investigational drugs? (provide IND #      )

b.  Approved drugs for “non-FDA-approved” conditions?

All studies testing substances in humans must provide a letter of acknowledgement from the UNC Health Care Investigational Drug Service (IDS).
	  __

  __
	  _x_

  _x_

	A.2.9.  Placebo(s)?
	  __
	  _x_

	A.2.10.  Investigational devices, instruments, machines, software?  (provide IDE #      )
	  __
	  _x_

	A.2.11.  Fetal tissue?
	  __
	 _x_

	A.2.12.  Genetic studies on subjects’ specimens?
	  __
	  _x_

	A.2.13.  Storage of subjects’ specimens for future research?


If yes, see instructions for Consent for Stored Samples. 
	  _x_
	  __

	A.2.14.  Diagnostic or therapeutic ionizing radiation, or radioactive isotopes, which subjects would not receive otherwise?


If yes, approval by the UNC-CH Radiation Safety Committee is required.
	  __

  
	  _x_

  

	A.2.15.  Recombinant DNA or gene transfer to human subjects?


If yes, approval by the UNC-CH Institutional Biosafety Committee is required.
	  __
	  _x_

	A.2.16.  Does this study involve UNC-CH cancer patients?


If yes, submit this application directly to the Oncology Protocol Review Committee.
	  _x_
	  __

	A.2.17.  Will subjects be studied in the General Clinical Research Center (GCRC)?


If yes, obtain the GCRC Addendum from the GCRC and submit complete application (IRB application and Addendum) to the GCRC.
	  __
	 _x_


Part A.3.  Conflict of Interest Questions and Certification

The following questions apply to all investigators and study staff engaged in the design, conduct, or reporting results of this project and/or their immediate family members.  For these purposes, "family" includes the individual’s spouse and dependent children.  “Spouse” includes a person with whom one lives together in the same residence and with whom one shares responsibility for each other’s welfare and shares financial obligations.
	A.3.1.  Currently or during the term of this research study, does any member of the research team or his/her family member have or expect to have:

(a) A personal financial interest in or personal financial relationship (including gifts of cash or in-kind) with the sponsor of this study?

(b) A personal financial interest in or personal financial relationship (including gifts of cash or in-kind) with an entity that owns or has the right to commercialize a product, process or technology studied in this project?

(c) A board membership of any kind or an executive position (paid or unpaid) with the sponsor of this study or with an entity that owns or has the right to commercialize a product, process or technology studied in this project?
	__  yes

__  yes

__  yes
	_x_  no

_x_  no

_x_  no

	A.3.2.  Has the University or has a University-related foundation received a cash or in-kind gift from the sponsor of this study for the use or benefit of any member of the research team?
	__  yes
	_x_  no

	A.3.3.  Has the University or has a University-related foundation received a cash or in-kind gift for the use or benefit of any member of the research team from an entity that owns or has the right to commercialize a product, process or technology studied in this project?
	__  yes
	_x_  no


If the answer to ANY of the questions above is yes, the affected research team member(s) must complete and submit to the Office of the University Counsel the form accessible at http://coi.unc.edu.  List name(s) of all research team members for whom any answer to the questions above is yes: 

Certification by Principal Investigator:  By submitting this IRB application, I (the PI) certify that the information provided above is true and accurate regarding my own circumstances, that I have inquired of every UNC-Chapel Hill employee or trainee who will be engaged in the design, conduct or reporting of results of this project as to the questions set out above, and that I have instructed any such person who has answered “yes” to any of these questions to complete and submit for approval a Conflict of Interest Evaluation Form.  I understand that as Principal Investigator I am obligated to ensure that any potential conflicts of interest that exist in relation to my study are reported as required by University policy.

Signature of Principal Investigator
Date

Faculty Advisor if PI is a Student or Trainee Investigator:  I accept ultimate responsibility for ensuring that the PI complies with the University’s conflict of interest policies and procedures.
Signature of Faculty Advisor
Date

Part A.4.  Questions Common to All Studies
For all questions, if the study involves only secondary data analysis, focus on your proposed design, methods and procedures, and not those of the original study that produced the data you plan to use.
A.4.1.  Brief Summary.  Provide a brief non-technical description of the study, which will be used in IRB documentation as a description of the study.  Typical summaries are 50-100 words.  Please reply to each item below, retaining the subheading labels already in place, so that reviewers can readily identify the content.

Purpose:  The purpose of this study is to investigate possible methodologies that would enable long term preservation of reproductive options for female patients with cancer requiring treatments (chemotherapy, radiation therapy, etc.) that seriously threaten their future fertility. We would like to evaluate the feasibility of offering these patients one of three options regarding fertility preservation prior to their cancer treatment. These options are emergency IVF, oocytes cryopreservation, and ovarian tissue cryopreservation.  

Participants:  Female patients with cancer and other illnesses requiring treatments that seriously threaten their future fertility.

Procedures (methods):  This is a feasibility study involving the recruitment and enrollment of subjects, procurement and handling of ovarian tissue, cryopreservation technology, and oocyte maturation studies, for subjects facing a new cancer diagnosis that will threaten their future fertility.  This entire program is currently in place and operational at Northwestern University.  UNC is one of over 20 national institutions that comprise the National Physician’s Cooperative (NPC) that was formed in conjunction with this program to recruit and enroll suitable subjects with a cancer diagnosis who will provide one ovary for the cryopreservation technology and oocyte maturation studies that will be conducted at Northwestern University.
A.4.2.  Purpose and Rationale.  Provide a summary of the background information, state the research question(s), and tell why the study is needed.  If a complete rationale and literature review are in an accompanying grant application or other type of proposal, only provide a brief summary here.  If there is no proposal, provide a more extensive rationale and literature review, including references.

Although malignancy remains a critical health concern, significant medical advances in cancer detection and treatment have improved survival rates for patients. As patients live longer, the early and late consequences of cancer management are beginning to assume greater importance for survivors, their families and providers. For instance, when considering the long term sequelae of cancer therapy, infertility surfaces as a primary concern, particularly, among female survivors1. Unlike other late effects of cancer treatment, such as complications in cardiovascular or liver function, female infertility has biological and psychosocial implications that cannot be narrowly defined, nor easily addressed given the number of ethical and legal questions surrounding fertility preservation2. The clinical implications can range from acute ovarian failure, to induced premature menopause and ultimately may result in difficulty with getting pregnant3. Particularly at risk are females who are older at the time of cancer diagnosis, those who have received abdominopelvic radiation or high doses of alkylating agents (particularly cyclophosphamide and procarbazine) and those diagnosed with Hodgkin lymphoma4-7. These concerns are not limited to cancer patients; treatment for other medical conditions such as rheumatoid arthritis and lupus may also result in infertility.

Traditionally, female cancer patients who wanted to have their own biological children in the future had limited options:  protecting the ovaries from radiation and emergency in vitro fertilization (eIVF)8, 9. Shielding a patient’s ovaries during radiation therapy has become common practice10. However, emergency IVF, which relies on mature oocytes and sperm, is not always an option for young patients and those without a partner. 

Mature oocytes can be retrieved following hormonal stimulation that is identical to that used for in vitro fertilization and cryopreservation11. Until recently, post thaw recovery of cryopreserved oocytes with subsequent fertilization and embryo transfer lead to disappointing results12. However, improvements in both freezing and thawing techniques for human oocytes necessitated by the ban in Italy on freezing embryos (only eggs can be frozen) are currently leading to acceptable pregnancy rates13-17. Like in vitro fertilization with freezing of embryos, the patient must undergo hormonal therapies to stimulate the growth of multiple follicles, followed by surgical oocyte retrieval: a process that may take up to 3 weeks and can put the patient at risk of hyperstimulation syndrome. Therefore, the use of emergency IVF with the freezing of embryos or oocytes may delay the start of cancer therapies and may not be feasible for patients who have not yet reached puberty.

Fertility preservation options for female patients who cannot delay treatment or are too young to undergo hormonal stimulation rely upon ovarian tissue cryopreservation with subsequent transplantation and/or in vitro follicle maturation. Ovarian tissue containing immature oocytes (primordial follicles, antral and pre-antral follicles) has been successfully cryopreserved in several animal models including rodents, sheep, and non-human primates18-20.  When thawed, this tissue can be grafted into a host with resumption of both endocrine and reproductive function. In 2004, the first successful application of this technology was reported in humans21 using autologous orthotopic transplantation of frozen thawed human ovarian tissue. In this study, the patient had return of endocrine function within 3 months of the transplant and achieved a spontaneous pregnancy. As of October 2007, there have been <15 reports of pregnancies (all but one spontaneous) following transplant of frozen/thawed ovarian tissue21-26.
However, an important concern with transplanting ovarian tissue is the potential reintroduction of cancerous cells into a patient in remission, as seen in rodent lymphoma. Ovarian tissue transplant using this leukocyte rich tissue may be contraindicated in patients with certain types of cancer27.

An alternative to transplantation of the ovarian tissue is isolation of the immature oocytes from the cryopreserved ovarian tissue and maturation in vitro with subsequent in vitro fertilization28. Traditional in vitro maturation systems make use of a 2-dimensional culture29 that yields few oocytes that are viable, mature or fertilizable.  An innovative approach to immature oocyte growth and development has been discovered at Northwestern University which allows for successful follicle and oocyte maturation, and results in highly successful fertilization, pregnancy, and offspring in mice. Xu et al. have demonstrated that a 3-dimensional scaffold system using alginate, which may more closely mimic the in vivo ovarian physiologic conditions, produces a high follicle survival rate (93%) and oocyte maturation success (73%) in mice30. Embryos derived from these oocytes were successfully fertilized in vitro and transferred to pseudopregnant female mice to produce live young. Both male and female offspring were also fertile. Parallel studies are underway in non-human primates. Ovarian follicles are contained in the cortex of the ovary. Large numbers of follicles can be obtained from strips of the ovarian cortex thus eliminating the need for hormonal stimulation of the ovary.  Restoration of fertility and endocrine function made possible by maintaining the structural integrity of follicle using in vitro follicle maturation (IFM) could substantially improve the quality of life for women of reproductive age receiving cancer therapies which may otherwise impair ovarian function. It is this technology that has driven this large multi-center, interdisciplinary NIH proposal which will explore its utility in humans. 

We are submitting two additional IRB applications (one regarding oocytes cryopreservation and one regarding emergency IVF) to be able to offer potential subjects the array of cutting-edge experimental treatment options for fertility preservation.  The age of the patient, her current partner status or willingness to use donor sperm, her time available before treatment and specific diagnosis, and her degree of risk aversion will help determine the protocol that fits her best.
A.4.3.  Subjects.  You should describe the subject population even if your study does not involve direct interaction (e.g., existing records).  Specify number, gender, ethnicity, race, and age.  Specify whether subjects are healthy volunteers or patients.  If patients, specify any relevant disease or condition and indicate how potential subjects will be identified.

Subjects will include female patients, age 12-41 years of age, who are planning to undergo surgery, chemotherapy, drug treatment and/or radiation for the treatment or prevention of a medical condition or malignancy expected to result in permanent and complete loss of subsequent ovarian function, or have a medical condition or malignancy that requires removal of all or part of one or both ovaries.  Patients of all races and ethnicities will be considered for enrollment.  Potential subjects will be identified by their primary physician who is managing the medical condition that will be resulting in the loss of fertility, whether that is her oncologist, rheumatologist, surgeon, etc.  UNC is one of over 20 national institutions that comprise the National Physician’s Cooperative (NPC) – we hope to enroll at least 6 subjects a year to participate in this project.  
A.4.4.  Inclusion/exclusion criteria.  List required characteristics of potential subjects, and those that preclude enrollment or involvement of subjects or their data.  Justify exclusion of any group, especially by criteria based on gender, ethnicity, race, or age.  If pregnant women are excluded, or if women who become pregnant are withdrawn, specific justification must be provided.

Inclusion Criteria  

1.  Female, age 12-41 years old, post-menarchal.
2.  Will undergo surgery, chemotherapy, drug treatment and/or radiation for the treatment or prevention of a medical condition or malignancy expected to result in permanent diminished or complete loss of subsequent ovarian function. 

3.  Or have a medical condition or malignancy that requires removal of all or part of one or both ovaries.

4.  Patients must have newly diagnosed disease.

5.  For patients undergoing elective removal of an ovary for fertility preservation only, they must have two ovaries. 

6.  Sign an approved informed consent and authorization permitting the release of personal health information. The patient and/or the patient’s legally authorized guardian must acknowledge in writing that consent for specimen collection has been obtained, in accordance with institutional policies approved by the U.S. Department of Health and Human Services.

Exclusion Criteria

1.  Women with psychological, psychiatric, or other conditions which prevent giving fully informed consent.

2.  Women whose underlying medical condition significantly increases their risk of complications from anesthesia and surgery.

3.  Subjects with extensive disease whose therapy is deemed palliative by the medical oncologist will not be selected.

4.  Subjects with suspected severe diminished ovarian reserve, such as a follicle stimulating hormone (FSH) level of >15 or prior failed IVF cycles (cancelled for poor response).

A.4.5.  Full description of the study design, methods and procedures.  Describe the research study.  Discuss the study design; study procedures; sequential description of what subjects will be asked to do; assignment of subjects to various arms of the study if applicable; doses; frequency and route of administration of medication and other medical treatment if applicable; how data are to be collected (questionnaire, interview, focus group or specific procedure such as physical examination, venipuncture, etc.).  Include information on who will collect data, who will conduct procedures or measurements.  Indicate the number and duration of contacts with each subject; outcome measurements; and follow-up procedures.  If the study involves medical treatment, distinguish standard care procedures from those that are research.  If the study is a clinical trial involving patients as subjects and use of placebo control is involved, provide justification for the use of placebo controls.  
1) Patients will be identified by her primary physician (medical oncologist, rheumatologist, etc). We plan to enroll approximately 6 subjects per year who are between the ages of 12-41 years (and post-menarchal), with potentially curable diseases, as determined by their primary physicians. These usually include, but will not be limited to subjects with leukemias, lymphomas and breast cancers. Subjects with extensive disease whose therapy is deemed palliative will not be selected. The medical oncologist will notify the subjects that the study is being conducted and, if there is interest, will refer the subject to the reproductive endocrinologist. 

2) The reproductive endocrinologist will further provide a detailed explanation of the study and counsel subjects regarding the extent to which participation in the study might be of ultimate benefit and risk to them. They will also be counseled prior to study entry for the unknown risk of possible genetic damage/fetal defects from the cryopreservation and subsequent in vitro handling of gametes and embryos. The reproductive endocrinologist will obtain consent from the subject to participate in the study. 

3) We will offer each potential subject an appointment with a clinical psychologist with experience in issues related to Assisted Reproduction to counsel each potential subject and determine the emotional well-being and suitable to tolerate the study. For subjects less than 18 years of age, they and their parents must meet with the psychologist prior to participating.  Potential subjects who are deemed ineligible for the study will be debriefed following their interview and assessment and provided with referrals to the UNC Psychiatric Services for support groups and/or counseling as needed. The consultations by the reproductive endocrinologist and clinical psychologist will occur within 48 hours of being referred by the medical oncologist. 

4) All subjects will undergo standard preoperative history and physical examination. In addition, each will have a preoperative and post-operative assessment (complete history and physical examination) by anesthesia as routinely performed before and after surgery. Following surgery each individual will have a postoperative surgical visit to ensure complete recovery and healing of the incision sites. 

5) Laparoscopy will be performed under general anesthesia using standard techniques. The surgical technique will involve 3-4 operating ports of 5-10 mm placed at the umbilicus, suprapubically, and/or at the lateral abdomen. The uterine manipulator will be used to facilitate good operating field exposure. The abdomen will be inflated with air through a Verres needle to create a pneumoperitoneum and the laparoscope will be introduced into the abdomen at the umbilicus. Once two grossly normal ovaries are identified, the procedure will entail securing one ovary, identifying the ligamentous attachments, and the ovarian pedicle containing the ovarian blood vessels. The ovarian pedicle transected by using the harmonic scalpel or plasma kinetic forceps. Subsequently the ovary will be removed and the procedure concluded. The estimated blood loss will be 10 ml and the operating time of surgery is estimated to be about 30 minutes. The remaining ovary will be left intact to allow for the potential resumption of ovarian function and reproductive capacity after cancer management. If the ovaries appear abnormal by gross inspection or are situated in an inaccessible position, then the procedure will be terminated, all instruments will removed, and the subject returned to the post-operative recovery room. 

6) After the ovary is removed, a small portion will be provided to Pathology for review. Of the remaining tissue, 80% will be cryopreserved for later use by the subject.  The 80% of ovary to be cryopreserved will be stored at Reprotech, Ltd. in Roseville, Minnesota. Reprotech, Ltd. is an FDA compliant and American Association of Tissue Banks accredited long term storage facility for reproductive tissues. Reprotech, Ltd. provides maximum flexibility for the subjects involved. In this way, tissues can be stored as long as the subjects wish and transported to a fertility treatment center of their choice at a time of future use. Reprotech, Ltd. does not perform fertility treatments and is not affiliated with any fertility center so there is no potential conflict of interest. Subjects will execute a separate storage agreement with Reprotech, Ltd which defines the length of storage, shipping requirements, infectious disease screening and disposition of the tissues in the event of their death. The cost of shipping the patient's ovarian tissue to Reprotech, Ltd (approximately $150) and the fee for the first year of storage of the tissue at Reprotech, Ltd (approximately $300) will be paid by the Oncofertility Consortium Administrative Core (Chicago, IL). The subject will be responsible for storage costs after the first year.  The remaining 20% intended for research will be cryopreserved and transferred to Reprotech, LTD.  Later, the 20% of ovarian tissue intended for research will transported to the appropriate research site and be thawed to permit studies designed to determine how best to recover usable eggs from the tissue (see http://www.northwestern.edu/crr/Roadmap.html for more details regarding studies). At no time during these research studies will eggs be fertilized.   

7) Infectious Disease Screening and Testing: Banking and subsequent use of ovarian tissue is regulated by the Food and Drug Administration (FDA). In order to comply with current tissue banking regulations (Federal Register 21 CFR 1271) and to be prepared for any future changes in regulations while these ovarian tissues are in storage, patients will be tested and screened for a number of infectious diseases prior to banking ovarian tissue. The screening and tests that will be performed are the same that would be performed on an anonymous reproductive tissue donor. The testing that will be performed will be testing that is mandated for donors of leukocyte rich tissues. In this way, the tissue could potentially be used by the patient or would be suitable for use in another individual (such as a gestational surrogate) in the future if the patient's medical diagnosis indicated that option. In addition, a sample of the patient's blood plasma will be stored with the ovarian tissue to permit any future testing required under federal tissue banking regulations. Screening tests for infectious disease will include hepatitis B & C, syphilis, HIV, and HTLV 1 & 2 which will become part of the laboratory expenses to be paid by the subject.  Depending on the type of infection, the subject will be referred to her own primary care provider for treatment or, in the event that she does not have a provider, she will be referred to the internal medicine department at UNC.  For more complicated infections, like HIV, she will be immediately referred to the Infectious Disease division at UNC.
8) This surgical procedure will be performed solely for the purposes of this study, but can potentially be coordinated with another procedure such as placement of a central line for future planned chemotherapy. 

9) In patients undergoing laparotomy for other reasons, the ovary may also be removed during the initial laparotomy instead of performing a separate laparoscopic oophorectomy. Handling of the ovary will be similar to that described above.  

A.4.6.  Benefits to subjects and/or society.  Describe any potential for direct benefit to individual subjects, as well as the benefit to society based on scientific knowledge to be gained; these should be clearly distinguished.  Consider the nature, magnitude, and likelihood of any direct benefit to subjects.  If there is no direct benefit to the individual subject, say so here and in the consent form (if there is a consent form).  Do not list monetary payment or other compensation as a benefit.

Women with cancer about to undergo chemotherapy or radiation therapy may lose some or all of their ability to bear children in the future. Even if there is a post-therapeutic resumption of regular menstrual function, in general, the capacity to achieve pregnancy will be decreased because of unrealized damage to ovarian tissue and remaining eggs. A significant desire for preservation of fertility has been expressed by women with cancer as well as their families, which has been recognized by the National Cancer Institute and the American Society for Clinical Oncology as a priority therapeutic need. For instance, Northwestern University has conducted focus group sessions with young cancer survivors who had either lost or had sustained compromise of their reproductive capacity. The response was uniformly one of disappointment and frustration that these women could not conceive children of their own. Moreover, focus group sessions held with the parents of these individuals revealed a single common theme: “Why wasn’t this research available when my daughter was diagnosed and treated for cancer?” 

The current fertility options for these women are extremely limited and pit the desire for germline preservation against a delay in cancer treatment. A remarkable scientific discovery has provided an opportunity to make great advances in our understanding of oocyte cryopreservation and fertility preservation in women with cancer. Herein, the entire purpose of the proposal is to avoid infertility in women likely to suffer ovarian damage from chemo- or radiation therapy for cancer and provide an option for future child bearing. 

There may be no direct benefit to the subject by participating in this project. Should new technologies become available, it is hoped that the stored cryopreserved ovarian tissues and eggs may be used by the subject in the future for the purpose of becoming pregnant or to regain normal ovarian hormone production. Additionally, the eventual technology developed by this protocol may provide other cancer sufferers the opportunity to have children following treatment. Based on these considerations, the likely benefit of this proposal to society will fill an unmet need. 

The use of ovarian transplant, in vitro maturation or other new technology that cannot be envisioned now may allow the patient to use some of her cryopreserved and stored ovarian tissue in the future. However this possibility cannot be assured and the patient will be thoroughly counseled about the experimental nature of this protocol.

A.4.7. Full description of risks and measures to minimize risks.  Include risk of psychosocial harm (e.g., emotional distress, embarrassment, breach of confidentiality), economic harm (e.g., loss of employment or insurability, loss of professional standing or reputation, loss of standing within the community) and legal jeopardy (e.g., disclosure of illegal activity or negligence), as well as known side effects of study medication, if applicable, and risk of pain and physical injury.  Describe what will be done to minimize these risks.  Describe procedures for follow-up, when necessary, such as when subjects are found to be in need of medical or psychological referral.  If there is no direct interaction with subjects, and risk is limited to breach of confidentiality (e.g., for existing data), state this.

The patient's participation in this study may involve the following risks.  Most of these are related to the general risks of surgery.

· FOR PATIENTS UNDERGOING ELECTIVE LAPAROSCOPIC OOPHRECTOMY that was not required to treat their medical condition:

1. Risks of laparoscopy include infection, damage to the patient's internal organs or bleeding problems as a result of insertion or manipulation of the laparoscopic instruments.  The chance of the patient requiring hospitalization for complication(s) is about 1%.  The patient's chance of dying as a result of such complication(s) is less than 1 in 10,000.

2. Risks of general anesthesia: The patient's risk of death from anesthesia is less than 1 in 10,000.  

· REMOVAL OF THE OVARY:  There is a theoretical risk that the patient may experience a loss of fertility due to the removal of an ovary and/or may experience an early menopause caused by the loss of hormones produced by ovaries. The patient may regain spontaneous ovarian function. The surgery to remove tissue would then have been unnecessary.  In addition, it is possible that the surgery itself could cause scar tissue or damage to the remaining ovarian tissue, so that chances for pregnancy could be reduced. These circumstances are very unlikely and much less likely than the patient’s chance of losing ovarian function as a consequence of her medical, surgical or radiation treatment of her cancer or medical condition. She may also be at risk for the psychological consequences, including emotional upset, of having one ovary removed – she will be offered a visit with a clinical psychologist prior to entering the study to minimize the chance of this.

· CRYOPRESERVATION: Although care will be taken, damage to the removed ovarian tissue may occur during any part of the cryopreservation (freezing), shipping or storage process.  The effects of cryopreservation and long term storage on human ovarian tissues are not known and possible damage to the tissues may occur.  The risk of birth defect(s) and/or genetic damage to any child who may be born following such a procedure is also unknown.  However, thousands of children have been born worldwide from frozen embryos and eggs and there has been no report of increased risk of birth defects in these children. The ovarian tissue removed may not yield usable eggs, or pregnancy may not result when the eggs are ultimately used.  Some patients may have particular risks associated with their underlying disease.  If a cancer or other disease already affects the ovarian tissue, then it may never be possible to use the tissue in the future.  This may not be known until the patient wishes to use her ovarian tissue. Tissue could be lost or made unusable due to equipment failure, or unforeseeable natural disasters beyond the control of this program.

· INFECTIOUS DISEASE TESTING. Infectious disease testing may indicate that the patient has an infectious disease of which she was previously unaware and which may require treatment or may delay the start of her cancer or medical treatment. Although infectious disease testing will be performed within 7 days of removal of the ovary and additional plasma samples from the patient will be stored with her ovarian tissue, a future change in federal regulations for testing prior to use of this tissue may render the tissue unusable. Infectious disease testing and screening performed around the time of surgery may be inadequate to permit safe use of your tissue after the long term storage of the tissue. While a sample of blood plasma will be stored to minimize this risk, the tests required in the future may require a sample other than plasma, the plasma sample may be inadequate or it may be lost or damaged during cryopreservation or storage. Infectious disease testing is only required for the patient to make use of her own tissue and is not required for use of the research tissue or the research study.

· CONFIDENTIALITY will be maintained as ovarian tissue from each subject will be assigned a study number.  None of the study documents will contain the subject’s name or other identifying information.  In order to protect the subject’s identity and protected information, the investigators will keep the list of subjects and study numbers in a locked and protected area.

· Ovarian tissue reserved for research purposes will be used to investigate the feasibility, efficacy, and safety of cryopreservation techniques and the in vitro culture system. Oocytes obtained form these follicles will not be used for in vitro fertilization.

A.4.8.  Data analysis.  Tell how the qualitative and/or quantitative data will be analyzed.  Explain how the sample size is sufficient to achieve the study aims.  This might include a formal power calculation or explanation of why a small sample is sufficient (e.g., qualitative research, pilot studies).

Study Design

The purpose of this study is to evaluate the feasibility of a fertility preservation program for female patients with cancer requiring treatments (chemotherapy, radiation therapy, etc.) that seriously threaten their future fertility. Specifically, we plan to measure the time it takes to get a fertility preservation program referral, the amount of time needed to participate in any of the fertility preservation program options, and the proportion of patients who delay their cancer treatment in order to participate in a fertility preservation program. In addition, we will count how many patients choose which fertility preservation program option, and how many choose to not participate, or drop out.

Sample Size

We plan to enroll at least 6 patients in approximately 12 months.
Data Analysis

In this feasibility study, we plan to measure the time it takes to get a fertility preservation program referral, the amount of time needed to participate in any of the fertility preservation program options, and the proportion of patients who delay their cancer treatment in order to participate in a fertility preservation option.  Also of interest are the number of patients counseled, the number choosing each of the possible options available, and any information concerning future pregnancy and/or recurrence rates. 

Twenty percent of the tissue collected will be used for basic science research studying the handling of ovarian tissue, cryopreservation technology, and oocyte maturation studies.  Please see http://www.northwestern.edu/crr/Roadmap.html for more details regarding studies.  The other 80% will be stored privately for the patient’s own potential use in the future.   

Since this is a feasibility study, no formal statistical testing is planned. We will report appropriate descriptive statistics, which could include means, variances, medians, minimums, and maximums for continuous variables, and frequency tables for categorical data. Confidence intervals will be calculated where appropriate.

A.4.9.  Will you collect or receive any of the following identifiers?  Does not apply to consent forms.


__  No    _x  Yes    If yes, check all that apply:  

a. _x_
Names

b. _x_
Telephone numbers  
c. _x_
Any elements of dates (other than year) for dates directly related to an individual, including birth date, admission date, discharge date, date of death.  For ages over 89:  all elements of dates (including year) indicative of such age, except that such ages and elements may be aggregated into a single category of age 90 and older

d. _x_
Any geographic subdivisions smaller than a State, including street address, city, county, precinct, zip code and their equivalent geocodes, except for the initial three digits of a zip code

e. __
Fax numbers 

f. _x_
Electronic mail addresses

g. __
Social security numbers 

h. _x_
Medical record numbers

i. 
__
Health plan beneficiary numbers

j. __
Account numbers 

k. __
Certificate/license numbers 

l. __
Vehicle identifiers and serial numbers (VIN), including license plate numbers 

m. __
Device identifiers and serial numbers (e.g., implanted medical device)

n. __
Web universal resource locators (URLs) 

o. __
Internet protocol (IP) address numbers 

p. __
Biometric identifiers, including finger and voice prints

q. __
Full face photographic images and any comparable images

r. __
Any other unique identifying number, characteristic or code, other than dummy identifiers that are not derived from actual identifiers and for which the re-identification key is maintained by the health care provider and not disclosed to the researcher

A.4.10.  Identifiers in research data.  Are the identifiers in A.4.9 above linked or maintained with the research data?  

_x_  yes  __  no

A.4.11.  Confidentiality of the data.  Describe procedures for maintaining confidentiality of the data you will collect or will receive.  Describe how you will protect the data from access by those not authorized.  How will data be transmitted among research personnel?  Where relevant, discuss the potential for deductive disclosure (i.e., directly identifying subjects from a combination of indirect IDs).

Participation in this research is confidential. All research tissues will be de-identified; participants will be identified by number (random code), and not by name, medical record number or other identifier to minimize the likelihood of deductive disclosure of subject’s identity.  No information by which the patient can be identified will be released or published in connection with this study.  Only the PI and co-investigators will have access to files matching the patient with tissue specimen numbers.  All data will be stored in a confidential, password protected database at UNC as well as the Cancer Central Clinical Database (C3D) provided by NIH/NCI for the Oncofertility Consortium.  Data will be permanently stored by the PI and co-investigators.  
A.4.12.  Data sharing.  With whom will identifiable (contains any of the 18 identifiers listed in question A.4.9 above) data be shared outside the immediate research team?  For each, explain confidentiality measures.  Include data use agreements, if any.

__  No one


_x_  Coordinating Center:  Northwestern researchers associated with the NIH Oncofertility Consortium: Fertility Preservation in Women with Cancer


__  Statisticians:  Northwestern researchers associated with the NIH Oncofertility Consortium: Fertility Preservation in Women with Cancer


__  Consultants:  


__  Other researchers:  

__  Registries:  

__  Sponsors:  


_x_  External labs for additional testing:  this is part of the subject’s agreement with Reprotech – please see attached contracts that the subject will sign with Reprotech.


__  Journals:  


__  Publicly available dataset:  


__  Other:  

A.4.13.  Data security for storage and transmission.  Please check all that apply.

For electronic data:  

_x_  Secure network
_x_  Password access
_x_  Encryption



__  Other (describe):  


__  Portable storage (e.g., laptop computer, flash drive)


Describe how data will be protected for any portable device:  

For hardcopy data (including human biological specimens, CDs, tapes, etc.):


__  Data de-identified by research team (stripped of the 18 identifiers listed in question A.4.9 above)


_x_  Locked suite or office


_x_  Locked cabinet 


_x_  Data coded by research team with a master list secured and kept separately


__  Other (describe):  

A.4.14.  Post-study disposition of identifiable data or human biological materials.  Describe your plans for disposition of data or human biological specimens that are identifiable in any way (directly or via indirect codes) once the study has ended.  Describe your plan to destroy identifiers, if you will do so.

Data will be permanently stored by the PI and co-investigators.  
Part A.5.  The Consent Process and Consent Documentation (including Waivers)
A.5.1.  Describe the process of obtaining informed consent from subjects.  If children will be enrolled as subjects, describe the provisions for obtaining parental permission and assent of the child.  If decisionally impaired adults are to be enrolled, describe the provision for obtaining surrogate consent from a legally authorized representative (LAR).  If non-English speaking people will be enrolled, explain how consent in the native language will be obtained.  Address both written translation of the consent and the availability of oral interpretation.  After you have completed this part A.5.1, if you are not requesting a waiver of any type, you are done with Part A.5.; proceed to Part B.

Participation will be completely voluntary. The subject will be notified of the study by the medical oncologist with an explanation of the purpose of the study. With the subsequent visit to the reproductive endocrinologist, the subject will learn more about the details of the study as well as alternative methods to preserve fertility including “emergency IVF”. Procedural details will be extensively discussed with the subject. The subject may choose to sign a consent form at that time or be given a copy of the consent to further contemplate whether to participate in the study. The person seeking consent will be the reproductive endocrinologist. At anytime in the process of obtaining consent or after signing the consent the subject may choose to withdraw from the study without affecting her clinical care. 

For subjects age 12-17, we have special consent forms in place, including a parental consent form, as well as one for subjects age 12-14 and one for those 15-17.  Both parents must give permission, unless one parent is deceased, unknown, incompetent, or not reasonably available, or when one parent/guardian has legal responsibility for the care and custody of the child.  We will only enroll subjects for whom we have assent form the subject as well has her parents (or legal guardian). In addition, minors will be re-consented when they are age 18.  
A.5.2.  Justification for a waiver of written (i.e., signed) consent.  The default is for subjects to sign a written document that contains all the elements of informed consent.  Under limited circumstances, the requirement for a signed consent form may be waived by the IRB if either of the following is true.
Chose only one:  
Not applicable

A.5.3.  Justification for a full or partial waiver of consent.  The default is for subjects to give informed consent.  A waiver might be requested for research involving only existing data or human biological specimens (see also Part C).  More rarely, it might be requested when the research design requires withholding some study details at the outset (e.g., behavioral research involving deception).  In limited circumstances, parental permission may be waived.  This section should also be completed for a waiver of HIPAA authorization if research involves Protected Health Information (PHI) subject to HIPAA regulation, such as patient records.
Not applicable

Part B.
Questions for Studies that Involve Direct Interaction with Human Subjects

→  If this does not apply to your study, do not submit this section.
B.1.  Methods of recruiting.  Describe how and where subjects will be identified and recruited.  Indicate who will do the recruiting, and tell how subjects will be contacted.  Describe efforts to ensure equal access to participation among women and minorities.  Describe how you will protect the privacy of potential subjects during recruitment.  For prospective subjects whose status (e.g., as patient or client), condition, or contact information is not publicly available (e.g., from a phone book or public web site), the initial contact should be made with legitimate knowledge of the subjects’ circumstances.  Ideally, the individual with such knowledge should seek prospective subjects’ permission to release names to the PI for recruitment.  Alternatively, the knowledgeable individual could provide information about the study, including contact information for the investigator, so that interested prospective subjects can contact the investigator.  Provide the IRB with a copy of any document or script that will be used to obtain the patients’ permission for release of names or to introduce the study.  Check with the IRB for further guidance.

At the UNC, women with a diagnosis of cancer (or other diseases whose treatment threatens future fertility, such as Lupus Nephritis) will be informed of the potential consequences of their treatment on ovarian function and fertility by their primary physician. They will be informed by this physician that a study is being performed to 1) advance our understanding of how to successfully freeze ovarian tissue in a manner that permits subsequent use by patients at some point in the future; 2) develop in vitro techniques that will allow maturation of oocytes from the cryopreserved ovarian tissue. If the subject is interested in participating in the study, she will have a consultation with a reproductive endocrinologist, who will more fully explain the details of the study (why and how the study is to be performed). 
B.2.  Protected Health Information (PHI).  If you need to access Protected Health Information (PHI) to identify potential subjects who will then be contacted, you will need a limited waiver of HIPAA authorization.  If this applies to your study, please provide the following information.

Not applicable.

B.3.  Duration of entire study and duration of an individual subject’s participation, including follow-up evaluation if applicable.  Include the number of required contacts and approximate duration of each contact.

All subjects will undergo a consultation appointment with the Reproductive Endocrinologist (approx 1 hour), offered a visit with a psychologist (approx 1 hour), one appointment with the pre-op team (approx 30 minutes), the surgery itself (approximately 3 hours total), and a post-operative appointment 2 weeks later.  The entire duration of the subject’s initial involvement should be less than 3 weeks.

During the consent process, we will ask subjects if they give permission to contact them as far as 30 years in the future to assess their current health state as well as their fertility plans.  If they agree to this, they will provide us with several means to contact them.  This will involve no more than one phone call or letter per year.
B.4.  Where will the subjects be studied?  Describe locations where subjects will be studied, both on and off the UNC-CH campus.

Reproductive Endocrinology and Infertility/Assisted Reproductive Technologies Clinic in the UNC Women’s Hospital, the Ambulatory Care Center Day-Op Suite, and the Women’s Hospital Operating Room Suites.

Other locations: Northwestern University – Theresa Woodruff’s laboratory, Reprotech, Ltd. in Roseville, Minnesota. Reprotech, Ltd

B.5.  Privacy.  Describe procedures that will ensure privacy of the subjects in this study.  Examples include the setting for interviews, phone conversations, or physical examinations; communication methods or mailed materials (e.g., mailings should not indicate disease status or focus of study on the envelope).


All data at UNC will be stored on a password-protected computer and in locked cabinets in a locked office of the study coordinator at UNC.  The assigned study IDs only and no identifiers will be included on all study materials except the initial and follow-up letters, and a single linked file (on a UNC computer behind the firewall) with the study IDs, names, addresses, email addresses, phone numbers, medical record numbers, and birth dates.


At Northwestern, all research tissues will be de-identified; participants will be identified by number, not name.  No information by which the patient can be identified will be released or published in connection with this study.  Only the PI and co-investigators will have access to files matching the patient with tissue specimen numbers.  All data will be stored in a confidential database including the Cancer Central Clinical Database (C3D) provided by NIH/NCI for the Oncofertility Consortium.  Data will be permanently stored by the PI and co-investigators.

B.6.  Inducements for participation.  Describe all inducements to participate, monetary or non-monetary.  If monetary, specify the amount and schedule for payments and if/how this will be prorated if the subject withdraws (or is withdrawn) from the study prior to completing it.  For compensation in foreign currency, provide a US$ equivalent.  Provide evidence that the amount is not coercive (e.g., describe purchasing power for foreign countries).  Be aware that payment over a certain amount may require the collection of the subjects’ Social Security Numbers.  If a subject is paid more than $40.00 at one time or cumulatively more than $200.00 per year, collection of subjects’ Social Security Number is required (University policy) using  the Social Security Number collection consent addendum found under forms on the IRB website (look for Study Subject Reimbursement Form).

None.

B.7.  Costs to be borne by subjects.  Include child care, travel, parking, clinic fees, diagnostic and laboratory studies, drugs, devices, all professional fees, etc.  If there are no costs to subjects other than their time to participate, indicate this.

The costs associated with surgery in this study will be borne by the subject. This includes pre-operative evaluation, surgery, anesthesia, pathology, and post-operative care. Any portion of the laparoscopy not covered by insurance will be borne by the subject. We have worked with UNC to provide a discounted research rate to subjects. The research rate cost associated with the study is approximately 60% of the total routine charge for out-patient laparoscopy. Costs associated with experimental procedures that are unrelated to the surgery will not be borne by the subject. This includes handling, cryopreservation, and storage of ovarian tissue for one year once the ovary is removed and all experiments conducted on ovarian tissue. After one year, the cost of storage of ovarian tissue at Reprotech, Ltd (approximately $300) will be paid by the subject.  Please note that we met with the ethics committee at the hospital and they concluded that it was appropriate to provide fertility preservation services to this population at the discounted research rate.  

Part C.
Questions for Studies using Data, Records or Human Biological Specimens without Direct Contact with Subjects


→  If this does not apply to your study, do not submit this section. 

Not applicable.
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