OBGYN Research Program Study Protocol – Pretend Study

***Note:  This is NOT a real study.  This study was created simply as a model of language used in the IRB protocols of common types of studies.  Please use this sample protocol as a guide while completing the IRB protocol for your study.  If you have any questions, please contact Angela Thomas at 615-5120 or Melissa Schon at 763-0247.*** 
Title: Pelvic Organ Prolapse study with language for questionnaires, routine procedures, secondary analysis, database search of patients, analyzing tissue from surgery, approaching patients in clinic for recruitment, and case studies
Principal Investigator: Pretend Investigator, MD; Obstetrics & Gynecology
Co-Investigators: Pretend Co-Investigator; MD; Obstetrics & Gynecology 
1. Objective (1-3 sentence description of the purpose of your study)
The purpose of this study is to determine the effects of pelvic floor anatomy, endopelvic fascia tissue properties, age and parity on the development of pelvic organ prolapse.  This study also includes a case study of a nulliparous woman with pelvic organ prolapse.
2. Specific Aims (Usually 1-3 aims; Specifically, what does your study aim to accomplish)
Aim 1: To determine differences in pelvic anatomy in women with and without prolapse

1A: To explore the effects of age on pelvic anatomy 


2A: To explore the effects of prolapse severity on pelvic anatomy

Aim 2:  To determine differences in endopelvic fascia tissue properties in women with different types of pelvic organ prolapse


1A:  To explore differences in tissue properties by prolapse compartment


2A:  To explore differences in tissue properties by prolapse severity

Aim 3: To determine the postpartum birth-related changes in pelvic anatomy 


1A:  To explore the effects of age at first delivery


2A:  To explore the effects of delivery mode and other obstetric variables
Aim 4: To explore pelvic floor characteristics of a nulliparous woman presenting with stage 4 pelvic organ prolapse
3. Background (1-2 Paragraphs; Describe the health problem, describe the existing research that is related to this study and describe gaps in knowledge that make this study important) 
Pelvic organ prolapse is a condition where the pelvic organs such as the bladder, uterus, or rectum fall downward and protrude through the opening of the vagina.  One in 11 women will experience pelvic organ prolapse so severe that she will need surgery for it at least once in her lifetime.  The cause of pelvic organ prolapse are uncertain.  There is a four-fold increase of pelvic organ prolapse with one vaginal delivery.  This risk continuously increases with increased parity and eventually begins to level off.  Levator ani injury has also been linked to pelvic organ prolapse.  However, there are many women with pelvic organ prolapse who have not had levator ani injury.  Women with pelvic organ prolapse may have unique tissue properties and these properties may vary by prolapse compartment and severity.  Pelvic organ prolapse seems to have an onset around 55 years of age.  However, we do not know the effects of age and how age may interact with changes occurring as a result of vaginal birth.  
The purpose of this study is to determine the effects of pelvic floor anatomy, endopelvic fascia tissue properties, age and parity on the development of pelvic organ prolapse.  This study also includes a case study exploring pelvic anatomy characteristics of a nulliparous woman presenting with stage 4 pelvic organ prolapse. Knowledge and insights emanating from this study will potentially advance research efforts surrounding pelvic organ prolapse and ultimately may lead to better prevention, diagnosis, and treatment of this condition. 
4. Study Team Expertise (1-2 paragraphs; What do the PIs and Co-Is bring to the table that will ensure the research is carried out as planned)
In addition to the study team’s expertise in clinical care, patient satisfaction, and research investigation, this study team has expertise in administrating and conducting pelvic floor research. This expertise stems from but is not limited to Pretend Investigator, MD’s (PI) standing as Director of the Pelvic Floor Research Group and 15 years of experience in the clinical and surgical care of patients with pelvic floor disorders,  Pretend Co-Investigator, MD’s (Co-I) standing as the Gynecology Division Chief in the OBGYN department and experience as a Co-Investigator on numerous studies involving pelvic floor disorders.
5. Methodology 
a. Inclusion/Exclusion Criteria
There are seven populations that will be studied under this protocol:
1. Women with pelvic organ proplapse who have previously participated as cases in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

2. Women with normal support who have previously participated as controls in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

3. Women 18 to 54 who have been diagnosed with pelvic organ prolapse

4. Women 18 to 54 with normal support

5. Primiparous women six to eight weeks postpartum who are ages 14 years and older

6. Surgical tissue from women who are undergoing pelvic organ prolapse surgery

7. One nulliparous woman presenting with stage 4 pelvic organ prolapse.
 

As there are separate inclusion/exclusion criteria for each of these populations, the criteria for each are listed below:

1. Women with pelvic organ proplapse who have previously participated as cases in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

The involvement of women in this population will be a secondary analysis of data already acquired under the previous pelvic organ prolapse study (IRB# 1234-5678).  The data from all 150 women that was collected in this previous study (IRB# 1234-5678) will be analyzed in the proposed study.  As this portion of the study involves no collection of new data, there are no other inclusion/exclusion criteria to list.

2. Women with normal support who have previously participated as controls in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

The involvement of women in this population will be a secondary analysis of data already acquired under the previous pelvic organ prolapse study (IRB# 1234-5678).  The data from all 150 women that was collected in this previous study (IRB# 1234-5678) will be analyzed in the proposed study.  As this portion of the study involves no collection of new data, there are no other inclusion/exclusion criteria to list.

3. Women 18 to 54 who have been diagnosed with pelvic organ prolapse
Inclusion Criteria

· Women 

· Ages 18 to 54
· Pelvic organ prolapse with descent at least 1 centimeter below the hymenal ring

Exclusion Criteria
· Men

· Under age 18

· Over age 54

· Pelvic organ prolapse without descent of at least 1 centimeter below the hymenal ring

· Previous surgery for pelvic organ prolapse, urinary incontinence, or fecal incontinence

· Pelvic masses

· Currently under treatment for cancer

· Previous radiation to the pelvis

· Any autoimmune disorder

· Currently pregnant

· Pregnant in the past year

4. Women 18 to 54 with normal support

Inclusion Criteria

· Women 

· Ages 18 to 54

· Pelvic organ prolapse with descent at least 1 centimeter below the hymenal ring

Exclusion Criteria
· Men

· Under age 18

· Over age 54

· Pelvic organ prolapse without descent of at least 1 centimeter below the hymenal ring

· Previous surgery for pelvic organ prolapse, urinary incontinence, or fecal incontinence

· Pelvic masses

· Currently under treatment for cancer

· Previous radiation to the pelvis

· Any autoimmune disorder

· Currently pregnant

· Pregnant in the past year

5.
Women six to eight weeks postpartum who are ages 14 years and older

Inclusion Criteria

· Women 

· Ages 14 and older

· Six to eight weeks postpartum

· Primiparous with one term vaginal delivery (spontaneous or operative)

Exclusion Criteria
· Men

· Under age 14

· More that one delivery

· No vaginal delivery

· Previous surgery for pelvic organ prolapse, urinary incontinence, or fecal incontinence

· Pelvic masses

· Currently under treatment for cancer

· Previous radiation to the pelvis

· Any autoimmune disorder

· Currently pregnant

6. Surgical tissue from women who are undergoing pelvic organ prolapse surgery
Small samples (5mm x 5mm x 2mm) samples of endopelvic fascia will be obtained from patients undergoing pelvic organ prolapse surgery.  These samples will be used for tissue strength testing.  These will be obtained from areas normally trimmed and discarded during the course of these operations.  Because patients already give consent for removal of tissue at the time of these operations, separate informed consent is usually not required.  The only inclusion criterion for this portion of the study is undergoing pelvic organ prolapse surgery.
7. One nulliparous woman presenting with stage 4 pelvic organ prolapse
This will be the only woman included in this portion of the study.  She is 52 years of age, has pelvic organ prolapse descent three centimeters below the hymenal ring.  She has had no previous surgery for pelvic organ prolapse, no pelvic masses, is not currently under treatment for cancer, has had no previous radiation to the pelvis, has no auto immune disorder, is not currently pregnant, and has not been pregnant in the past year.
b. Recruitment Plan and Study Design
As there are separate recruitment goals for each of the five populations, the recruitment plan for each population is listed separately below:

i. Number of Subjects
1. Women with pelvic organ proplapse who have previously participated as cases in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· N = 150;  There are 150 women in this category and secondary analysis will be conducted on the data of all 150 women

2. Women with normal support who have previously participated as controls in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· N = 150;  There are 150 women in this category and secondary analysis will be conducted on the data of all 150 women
3. Women 18 to 54 who have been diagnosed with pelvic organ prolapse

· N=150;  We will recruit 150 women in this category
4. Women 18 to 54 with normal support

· N=150;  We will recruit 150 women in this category
5. Primiparous women six to eight weeks postpartum who are ages 14 years and older

· N=30; We will recruit 10 young ladies ages 14-20, 10 women ages 21-30, 10 women ages 41 and up.
6. Surgical tissue from women who are undergoing pelvic organ prolapse surgery

· N=20; We will obtain 20 endopelvic fascia samples from women undergoing pelvic organ prolapse surgery

7. One nulliparous woman presenting with stage 4 pelvic organ prolapse
· N=1; This will be the only subject in this portion of the study

ii. Method of Contact
1. Women with pelvic organ proplapse who have previously participated as cases in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· There will be no contact with these women as their data from the previous study will undergo secondary analysis as part of this proposed study
2. Women with normal support who have previously participated as controls in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· There will be no contact with these women as their data from the previous study will undergo secondary analysis as part of this proposed study
3. Women 18 to 54 who have been diagnosed with pelvic organ prolapse

· We will do a database search of all women seen in the past 10 years in the patient clinics of Pretend Investigator, MD and Pretend Co-Investigator, MD.  The diagnosis codes that will be searched for will be IDX codes 111.1, 222.2, and 333.3.  This will give us our “initial” population.
· As previous surgery for pelvic organ prolapse, urinary incontinence, or fecal incontinence are exclusion criteria in this group, we will exclude women in our “initial” population by who have had this surgery at the University of Michigan by doing a second database search.  The diagnosis codes that will be searched for will be IDX codes 444.4, 555.5, and 777.7.  The final sample of women (i.e. women in the “initial” population who were not excluded because of surgery), will become the “contact” population.
· We will send each woman identified in the “contact” population a letter describing the study, informing why they were contacted, and informing them that a Research Assistant will be calling them within a few weeks to recruit them for the study.  This letter will include the contact information for the study team in the event any woman would like to initiate the contact or inform us that she would not like to participate. (See Contact Letter).  Contact Letters will be mailed to the last address listed in CareWeb.  
· Two weeks after mailing, the Research Assistant will telephone each potential subject for recruitment using the last phone number listed in CareWeb. The Research Assistant will attempt to reach each woman by telephone up to four times.  Women who are not able to be contacted by the fourth attempt will be considered as “unable to contact” and all attempts to recruit for this study will end.

· For those the Research Assistant is able to reach, she will begin reading the recruitment script.  (See Recruitment Script – Pelvic Organ Prolapse Cases)

· At the end of the recruitment script the Research Assistant asks if the woman would be interested in participating in the study.  If no, the woman will be thanked for her time and no further attempts to recruit will be made.

· If yes, the Research Assistant will ask the woman if it is ok to ask her some screening questions.  If yes, the Research Assistant will begin administering the screening form (See Screening Form – Pelvic Organ Prolapse Cases).  If no, the woman will be thanked for her time and no further attempts to recruit will be made.

4. Women 18 to 54 with normal support

· We will place advertisements in area newspapers.  We will also place an advertisement on the Engage website (http://www.umengage.org/ ).  We will also use the Women’s Health Registry and the OBGYN Clinical Research Recruitment Initiative to aid in recruitment. (See News advertisements, Engage website text, and Question for the OBGYN Clinical Research Recruitment Initiative)
· All advertisements will result in the potential subjects initiating contact.  The Research Assistant will read the recruitment script for women in this category (See Recruitment Script – Advertisement women initiating contact)
· For potential subjects whose names will be given to us by the Women’s Health Registry, the Research Assistant will attempt to reach each woman by telephone up to four times.  Women who are not able to be contacted by the fourth attempt will be considered as “unable to contact” and all attempts to recruit for this study will end.  For those the Research Assistant is able to reach, she will begin reading the recruitment script.  (See Recruitment Script – Women’s Health Registry)

· For potential subjects whose names will be given to us by the OBGYN Clinical Research Recruitment Initiative, the Research Assistant will attempt to reach each woman by telephone up to four times.  Women who are not able to be contacted by the fourth attempt will be considered as “unable to contact” and all attempts to recruit for this study will end.  For those the Research Assistant is able to reach, she will begin reading the recruitment script.  (See Recruitment Script – OBGYN Clinical Research Recruitment Initiative)

· As part of the OBGYN Clinical Research Recruitment Initiative, women are able to choose to initiate contact with our study.  For women choosing this option, and initiate contact, The Research Assistant will read the recruitment script for women in this category (See Recruitment Script – OBGYN recruitment women initiating contact)
· At the end of the recruitment script the Research Assistant asks if the woman would be interested in participating in the study.  If no, the woman will be thanked for her time and no further attempts to recruit will be made.

· If yes, the Research Assistant will ask the woman if it is ok to ask her some screening questions.  If yes, the Research Assistant will begin administering the screening form (See Screening Form – Normal Support).  If no, the woman will be thanked for her time and no further attempts to recruit will be made.

5. Primiparous women six to eight weeks postpartum who are ages 14 years and older

· Women who are visiting the OBGYN Taubman Health Center for their six week postpartum visit will be approached by a Research Assistant in Clinic.
· The Research Assistant will work closely with Medical Assistants to receive a list of women scheduled for their six week visit each day.
· After the Medical Assistant calls the patient back into a patient room and after the patient’s medical history is taken, the Medical Assistant will ask the patient (or her parent if under 18) if she would mind if a Research Assistant came in the room to describe a research study she may qualify for.  If no parent is present for women under 18, the medical assistant will not ask this question and no further contact will be made.  If the patient (or parent), says “No” to a Research Assistant coming into the room, no further contact will be made.
· If yes, the Research Assistant will enter the room and read the Recruitment Script (See Recruitment script – postpartum women).  
· At the end of the recruitment script, the patient (or her parent if under 18) is asked if they are interested in participating in this study.  If yes, the Research Assistant will take the name and phone number of the patient and inform them that she will be contacting her the next day to ask some screening questions and to set up an appointment date and time to come in for the study if she qualifies.  
· For women agreeing to further contact, the Research Assistant will attempt to reach each woman by telephone up to four times.  Women who are not able to be contacted by the fourth attempt will be considered as “unable to contact” and all attempts to recruit for this study will end.  For those the Research Assistant is able to reach, she will begin reading the enrollment script.  (See Enrollment Script – Postpartum Women) 

· At the end of the enrollment script the Research Assistant will ask the woman (and her parent if under 18) if it is ok to ask her some screening questions.  If yes, the Research Assistant will begin administering the screening form (See Screening Form – Postpartum Women).  If no, the woman will be thanked for her time and no further attempts to recruit will be made.
6. Surgical tissue from women who are undergoing pelvic organ prolapse surgery

Small samples (5mm x 5mm x 2mm) samples of endopelvic fascia will be obtained from patients undergoing pelvic organ prolapse surgery.  These samples will be used for tissue strength testing.  These will be obtained from areas normally trimmed and discarded during the course of these operations.  Because patients already give consent for removal of tissue at the time of these operations, separate informed consent is usually not required.  

7. One nulliparous woman presenting with stage 4 pelvic organ prolapse
As pelvic organ prolapse in nulliparous women is rare, we have already identified a patient from the clinic population of Pretend Investigator, MD who has already agreed to be contacted and followed as a case study. 
iii. Method of Consent
1. Women with pelvic organ proplapse who have previously participated as cases in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· Women participating in IRB# 1234-5678 signed a full informed consent that informed them that their data collected as part of that study may be used for analysis in a future study (See Consent form question #30).  No additional measures for consent will be taken as part of this study.
2. Women with normal support who have previously participated as controls in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· Women participating in IRB# 1234-5678 signed a full informed consent that informed them that their data collected as part of that study may be used for analysis in a future study (See Consent form question #30).  No additional measures for consent will be taken as part of this study.
3. Women 18 to 54 who have been diagnosed with pelvic organ prolapse

· For database searches to identify your “contact” population referenced above, we are requesting a waiver of consent for this portion of the project.
· We are also requesting a waiver of consent for women completing the screening form.  Women verbally agreeing and answering questions for the completion of this form implies consent.
· When an appointment to come in for the study is made, a packet will be sent in the mail to each subject.  This packet will contain a full, written, informed consent.  The subject will be instructed to read this document thoroughly, write down any questions, and bring the form with them to the appointment.  They will be asked not to sign it as it will be signed and witnessed by our study team at the time of the appointment. 
· At the time of the appointment, the Research Assistant will answer any questions the subject may have and if the subject would still like to participate, the Research Assistant will ask the subject to sign and date the document, the Research Assistant will sign and date the document, and a copy of the form will be made and given to the subject.
4. Women 18 to 54 who with normal support

· We are requesting a waiver of consent for women completing the screening form.  Women verbally agreeing and answering questions for the completion of this form implies consent.
· When an appointment to come in for the study is made, a packet will be sent in the mail to each subject.  This packet will contain a full, written, informed consent.  The subject will be instructed to read this document thoroughly, write down any questions, and bring the form with them to the appointment.  They will be asked not to sign it as it will be signed and witnessed by our study team at the time of the appointment. 
· At the time of the appointment, the Research Assistant will answer any questions the subject may have and if the subject would still like to participate, the Research Assistant will ask the subject to sign and date the document, the Research Assistant will sign and date the document, and a copy of the form will be made and given to the subject.
5. Primiparous women six to eight weeks postpartum who are ages 14 years and older
Women 18 years and older:

· We are requesting a waiver of consent for women completing the screening form.  Women verbally agreeing and answering questions for the completion of this form implies consent.
· When an appointment to come in for the study is made, a packet will be sent in the mail to each subject.  This packet will contain a full, written, informed consent.  The subject will be instructed to read this document thoroughly, write down any questions, and bring the form with them to the appointment.  They will be asked not to sign it as it will be signed and witnessed by our study team at the time of the appointment. 
· At the time of the appointment, the Research Assistant will answer any questions the subject may have and if the subject would still like to participate, the Research Assistant will ask the subject to sign and date the document, the Research Assistant will sign and date the document, and a copy of the form will be made and given to the subject.
Children 14-17
· We are requesting an alteration of consent for children completing the screening form.  At the time of being approached in clinic, the Research Assistant reads the recruitment script and asks the child and her parent if they would be interested in the study.  If so, the parent and child are asked if the Research Assistant may contact them by phone to ask some screening questions.  If yes, the parent and child provide a phone number for contact.  This verbal agreement and provision of contact information implies assent of the child and consent of the parent.  The subsequent completion of the screening form implies assent of the child and consent of the parent.
· When an appointment to come in for the study is made, a packet will be sent in the mail to each subject.  This packet will contain a full, written, informed consent.  The subject and her parent will be instructed to read this document thoroughly, write down any questions, and bring the form with them to the appointment.  They will be asked not to sign it as it will be signed and witnessed by our study team at the time of the appointment. 
· At the time of the appointment, the Research Assistant will answer any questions the subject and her parent may have and if the subject would still like to participate, the Research Assistant will ask the subject and her parent to sign and date the document, the Research Assistant will sign and date the document, and a copy of the form will be made and given to the subject and her parent.
· No child will be allowed to participate without the consent of her parent.
6. Surgical tissue from women who are undergoing pelvic organ prolapse surgery

Small samples (5mm x 5mm x 2mm) samples of endopelvic fascia will be obtained from patients undergoing pelvic organ prolapse surgery.  These samples will be used for tissue strength testing.  These will be obtained from areas normally trimmed and discarded during the course of these operations.  Because patients already give consent for removal of tissue at the time of these operations, separate informed consent is usually not required.  
7. One nulliparous woman presenting with stage 4 pelvic organ prolapse
· Pretend Investigator, MD will contact this patient via letter reminding her of this case study and informing her that a Research Assistant will be contacting her in the next few weeks.

· The Research Assistant will screen this woman to ensure that her medical history has not changed (see inclusion/exclusion criteria).  We are requesting a waiver of consent for women completing the screening form.  Her verbally assent and subsequent answering of the questions for the completion of this form implies consent.
· When an appointment to come in for the study is made, a packet will be sent in the mailed to this subject.  This packet will contain a full, written, informed consent.  The subject will be instructed to read this document thoroughly, write down any questions, and bring the form with her to the appointment.  She will be asked not to sign it as it will be signed and witnessed by our study team at the time of the appointment. 
· At the time of the appointment, the Research Assistant will answer any questions the subject may have and if the subject would still like to participate, the Research Assistant will ask the subject to sign and date the document, the Research Assistant will sign and date the document, and a copy of the form will be made and given to the subject.
iv. Method of Interaction/Procedure/Intervention
1. Women with pelvic organ proplapse who have previously participated as cases in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· There will be no interactions, procedures, or interventions with women in this category as only their data will undergo secondary analysis.

2. Women with normal support who have previously participated as controls in a pelvic organ prolapse study of women 55 and over (IRB# 1234-5678)

· There will be no interactions, procedures, or interventions with women in this category as only their data will undergo secondary analysis.

Populations:
3. Women 18 to 54 who have been diagnosed with pelvic organ prolapse,
4. Women 18 to 54 with normal support, AND
5. Primiparous women six to eight weeks postpartum who are ages 14 years and older
7.    One nulliparous woman presenting with stage 4 pelvic organ prolapse
Will undergo the following procedures:

I. 
Clinic Exam 
· [Baseline] Standing Stress Test (Miller 1998)

· Each control subject will arrive will arrive with a symptomatically full bladder.   

· Each control subject will hold a paper towel against the vaginal opening and cough three hard times.  Subjects who leak urine will be excluded, those who do not will move on to the next part of the protocol.

· Pregnancy Test

· Prior to any testing, each subject will be given a urine pregnancy test to ensure that they are not pregnant.

Supine (Lithotomy Position) 

· POPQ (Bump 1996)

· We will quantify prolapse size as the number of centimeters below the hymenal ring of the most dependent part of prolapse during a maximum Valsalva effort based on the standard technique for quantifying pelvic organ prolapse (“POP-Q examination” Bump 1996). 

· Q-tip Measurements

· Urethral mobility will be quantified using Q-tip measurements as previously described (Fantl 1986).

· Instrumented Speculum Pelvic Muscle Strength Test (Sampselle 1998)

· We will measure the effect of the levator ani muscle on closing the urogenital hiatus in the mid-sagittal using an instrumented vaginal speculum. We have extensive experience in quantifying levator strength with this devise over the past five years in our other projects (Sampselle 1998).  As a brief description, sensors mounted on the bills of the speculum measure the forces applied by the muscles as they elevate the posterior vaginal wall against the pubic symphysis. The instrument has reported reliability and validity with repeatability within-visit ranging from .89-.98 (Sampselle, 1998). Using this device, we will measure the effect of the levator ani muscle on closing the urogenital hiatus in the mid-sagittal plane.  We have chosen the term vaginal closure force rather than levator strength because passive elastic tissue tension contributes to closing the vaginal canal and urogenital hiatus.  The connective tissue properties, although contributing at rest, would not increase during volitional contraction of the pelvic floor muscles and therefore the VCFRest is attributable to the levator ani.  To make these measurements, the speculum is placed in the vagina and measures the forces closing the pelvic floor.  This will allow us to quantify vaginal closure forces at rest (VCFRest) and during maximal voluntary contraction (VCFMax).  Resting measures are made to reflect the resting tone exhibited by the LA muscle (Taverner 1959).  From these data we will be able to calculate the amount that force can be increased during maximal contraction above resting strength of the levator ani muscle during maximal contraction VCFCTX-R.  

· Place urethral catheter

· Intravesical and intraurethral pressures will be recorded using a 8 Fr dual-tip microtransducer (GaeltekTM , MMI, Hackensack N.J.) catheter which has one pressure transducer located within 1 cm of its tip and another 6 cm distal to the first. 

· Leakpoint Pressure (Miklos (1995)

· A woman will be asked to cough maximally until the examiner judges that she has made the maximal effort she is capable of.  The external urinary meatus will be observed during these maneuvers and urine leakage noted. If incontinence occurs leak point pressure will be determined (Bump 1995).

· Maximum Urethral Pressure (Hilton 1983, Enhorning 1961)

· A retrograde, medium fill cystometrogram and urethral function testing will be carried out using the technique described by Hilton (1983), except that pressure transmission ratios will be obtained from specific locations using the technique described by Enhorning (1961) to avoid motion artifact.
Measures during rest, at the point of maximum Valsalva with the pelvic muscles relaxed and during a maximum pelvic muscle contraction will be tallied.  

Standing Position

· Ultrasound Scan of Urethral Vesical Neck Mobility (Schaer, 1995) with device in place (subjects will undergo cough, kegel, and Valsalva).
Urofolow

· Each subject will empty her bladder by sitting on a special toilet, linked to a computer that measures urine flow, urine volume, total time of urination, and other voiding characteristics.

II. MRI Visit (75 minutes)

Ultrasound gel: Because some of the gel which we had placed in the vagina and on the perineum will have come off between the clinical exam and the MRI scan, we will be placing gel in the vagina and rectum just prior to the MRI.  This will be inserted with a small applicator similar to that used for self-administration of medications for vaginal infections.
Types of MRI scan to be obtained: 

	Table D3: Structures to be constructed

	Bones
	Pelvis and Sacrum

	Organs
	Urethra and Bladder

	
	Uterus and Vagina

	
	Rectum 

	Muscles
	Levator ani

	
	   Pubococcygeus

	
	   Puborectalis

	
	   Iliococcygeus

	Fascial 
	Arcus Tendineus Fascia Pelvis 

	
	Cardinal Ligament

	
	Uterosacral Ligament

	Table D2:  Scan type and purpose

	MRI scan type
	Patient State
	Purpose 

	Proton density axial, coronal and sagittal 
	Rest
	Establish detailed pelvic floor structure of muscles and connective tissue 

	Rapid acquisition multi-slice sagittal images
	Maximal Valsalva
	Valsalva displacements in paravaginal, apical and anterior vaginal wall

	Dynamic mid-sagittal
	Rest to Valsalva 
	Plot 2-D displacements of all 3 pelvic compartments to record dynamic movement for subjective analysis


Three types of MRI scan will be used as summarized in Table D2. Multiplanar proton density scans will be obtained in orthogonal planes to provide the detailed anatomy of the pelvic floor as we have described (Tunn 2001, in Appendix). These will be used primarily for the detailed analysis of muscle geometry and loss in Aim 2.  Second rapid acquisition multi-slice images at rest and strain will form the basis for constructing the 3-D models in these two positions so that the change in distance between the origin of each connective tissue element and its insertion when subjected to the load of increased abdominal pressure to be determined needed for Aim 1. Finally a series of mid-sagittal images while the patient performs a maximal Valsalva maneuver will provide a video-clip demonstrating the excursion of the prolapse under abdominal load and during muscle contraction as this aids in interpreting the resting and straining studies and provides a subjective picture of the prolapse

Scan Acquisition Technique for Maximal Valsalva: 

Scans first at rest and then when the patient is holding a maximal Valsalva will be obtained using the following parameters TR: 300, TE 17 EC/1/1  Torso Phased Array coil, FOV 30X30, 8.0 mm Thk 2mm sp, 19 images /01:38, 256x128/ 1.00 Nex  This can be obtained during a 23 second breath hold.  This allows for the reconstruction of 3-D geometry both in the resting and the Valsalva positions.  The structures listed in Table D3 will then be constructed as outlined in Section C.  

The following steps will be used to create and verify model accuracy compared with the original MRI images:  1) Structure Outlining: The structures to be measured will be outlined in each axial, coronal and sagittal scan planes where they are best seen.  2) Model Creation:  Each of these components of the structure will be made into a 3-D shape by lofting the individual outlines made from the different scan planes.  3) Model accuracy verification: Each of the 3-D models made will then be compared against the original scans by placing them in the same space so the model edges can be seen relative to the scans.  Artifacts due to outlining errors of unrealistic lofting will be identified and corrected. 4) Model assembly:  Each of the axial, coronal and sagittal portions of the structure will then be imported into I-DEAS ®, a computer aided design program, that will allow them to be combined into a single object and measured.  5) Final Verification:  The final model will once again be checked against the original scans to assure that it agrees with the 2-D original scans.

Scans obtained at rest:  Scans with the patient supine and prolapse reduced will obtained according to our standard protocol (Tunn 2001 in appendix).  This permits the detailed anatomy of the levator to be determined.  These comparison images in standardized orthogonal planes are needed to assure direct comparison can be made between scan types within an individual and also from one subject to the next.  These sequences have been successfully used in the more than 500 subjects that have been scanned in our earlier projects.

Using these tri-planar images, 3-Dimensional volumetric models will be developed and refined of the pelvic floor structures Listed in Table D2 using 3-D slicer version 2.1b1. Each structure is constructed using optimal features from each scan plane. Because pelvic floor structures have complex shapes, no single scan plane has the orientation perpendicular to all parts of the structure.  When oblique scan planes are used partial volume-averaging artifacts can lead to incorrect models.  Therefore we will construct the structure by assembling portions best defined in individual scan planes.  

Prolapse reduction:  Scans for muscle measurements will be carried out with the prolapse reduced.  This is the natural position of most prolapses in the supine individual.  When a large prolapse that is not normally reduced is encountered, the woman is instructed in clinic how to reduce her prolapse so that they can do this at the beginning of the MRI scan.  

2-D dynamic MRI:  Using a FSE sequence with a TR of 30499, TE of 67.8 and EC 1/1 at 31.2 kHz, a torso phased array coil, 36 x 36 cm filed of view and 6 mm slice thickness (no gap) and 256 x 160 grid we will acquire 20 images at 1 second intervals while the patient performs a Valsalva to achieve maximal protrusion of the prolapse. Women are trained during the pelvic examination phase of their testing to cause the prolapse to extend to its maximal extent so that during the MRI scan this occurs predictably.  This produces a video clip demonstrating the dynamics of the prolapse as it protrudes

***During either the clinical visit or MRI scan, we will photographically record the findings of the pelvic examination.  The pictures will not display the subject’s name or any other identifying information.  We will store the pictures in locked files accessible only to research staff.

Records will be used for analysis of anatomical defects as well as for teaching purposes and presentations, but individuals will never be identified.***

6. Surgical tissue from women who are undergoing pelvic organ prolapse surgery
Small samples (5mm x 5mm x 2mm) samples of endopelvic fascia will be obtained from patients undergoing pelvic organ prolapse surgery.  These samples will be used for tissue strength testing.  These will be obtained from areas normally trimmed and discarded during the course of these operations.  Because patients already give consent for removal of tissue at the time of these operations, separate informed consent is usually not required.  There is no specific interaction with patients as part of this study.  This study only involves tissue analysis for this group.

v. Survey Instruments
1. What are they?

2. Under what conditions will they be administered (e.g. phone, face-to-face, self-administered)

3. How long will each instrument take?

There will be no survey instruments for women in populations 1 and 2.  Their data will undergo secondary analysis.  This data includes a survey instrument, however, there are no new survey instruments introduced for these populations under this proposed study.

Women in populations 3, 4, 5, and 7 will receive a 64-item questionnaire in the mail.  This questionnaire will be self-administered and will take approximately 10-15 minutes to complete.  This questionnaire contains questions about general health, demographics, child birth, reproductive history, urinary incontinence, fecal incontinence, symptoms of pelvic organ prolapse, and quality of life issues surrounding pelvic organ prolapse. 

As population 6 involves tissue analysis, there will be no survey instruments.

vi. Compensation
1. Are subjects being paid?  How much?

2. If they do not complete the entire study, will they receive partial payment and how is that determined?

3. Will they be compensated for parking?

Women in populations 1 and 2 will not be paid for the secondary analysis of their data.

Women in populations 3, 4, 5, and 7 will be paid $100 for the completion of the clinic exam and $100 for the MRI for a total of $200.  Women will also receive free parking.  The will have the option to choose either valet or regular parking in the parking structure.  Women completing a portion of the study will have compensation prorated based on the amount of the study that was completed.

As population 6 does not involve the recruitment of women, but the analysis of their tissue, there will be no compensation for this portion of the study.
c. Subject Withdrawal
i. Under what conditions will a subject be withdrawn prior to completion (Tip: examples: subject’s request, did not meet criteria, investigator no longer thought it was safe for the subject, subject did not comply)

ii. If a subject withdraws prior to completion, what is the plan for the use of their data
Any subject may withdraw at any time for any reason.  These reasons may include but are not limited to:

· Subject’s (or parent’s) request

· Adverse event – at Investigator’s request

· A concomitant therapy which could interfere with the results of the study

· Noncompliance

· Other

The data for any subject who withdraws prior to completion will be used and analyzed, but will be “flagged” as incomplete data in our data set.

d. Data Retention and/or Data Destruction Plan
i. How long will you keep subject data?
ii. If you plan to destroy the data, how will you destroy it?
Data collected will be retained for study recordkeeping purposes and for future research use.  No data will be destroyed. 
For endopelvic fascia, the tissue will be returned to Pathology for destruction after analysis is complete.
6. Risks & Benefits (Tip: there is always a risk even if it’s only breach of confidentiality; another common risk is discomfort during a procedure)

a. What are the risks and what will be done to monitor the risks?

b. What is the likelihood of each risk (common, likely, infrequent, or rare)?

(Tip: Sample breach of confidentiality language:  “Participation in this study poses a risk for breach of confidentiality. "Rare" likelihood. To minimize the breach of confidentiality risk, we will not use the subject’s name or hospital number to identify them on any study records. Instead a unique study number will be assigned to each subject. Only this number will be used on study documents that relate to the subject. We will keep the list, electronically, of subject names and corresponding unique study number on a secure, locked, password protected server.”) 

Potential Risks

· Participation in this study poses a risk for breach of confidentiality.  RARE
· Subjects may experience discomfort during the pelvic examination, however this should be no greater than that experienced at the time of a routine gynecologic examination. LIKELY  

· As a result of the catheterization procedure approximately two out of 100 women may develop a bladder infection. In the unlikely chance that you develop symptoms of a bladder infection, it will be treated with antibiotics.  An untreated bladder infection could lead to kidney infection.  INFREQUENT
·  There may also be mild discomfort when the catheter is inserted. LIKELY

· There is no known risk associated with the use of ultrasound waves to locate the bladder in the abdomen.  Because there are none known, this is given the classification of RARE.
· MRI does not involve the use of radiation; it does however involve the use of a strong magnetic field. Prior to starting the scan each subject will be asked if they have any metal implanted in their body. The presence of implanted metal will influence the scans. Some women who have claustrophobia (fear of small closed places) are concerned about being in the scanner, and if at any point during the scan this concerns the subject, the scanning will be stopped. Some studies, like the MRI, have the potential to cause "peripheral nerve stimulation" (PNS).  PNS is a light touching sensation on the skin surface, lasting only for a few seconds and is not harmful to the subject.  The MRI machine is operated within federal guidelines so the potential for inducing PNS is low. There is the potential that a magnetic resonance image may reveal an abnormality, such as a cyst or tumor.  Many such abnormalities are not clinically significant, but subjects may want to investigate them further.  Such a finding might require additional studies, and maybe even treatment, neither of which would be paid for by the investigators, the sponsor, or the University of Michigan.  RARE
· Taking part in more than one research study may be harmful to the subject.  If subjects are already taking part in another study, we ask that they let us know.  Subjects should not take part in more than one study at the same time, unless the subject and the investigators agree that the subject is not likely to be harmed, and the outcome of the study will not be disturbed.  RARE
· As with any research study, though, there may be additional risks of participating that are unforeseeable or hard to predict. RARE
What will be done to reduce or monitor these risks?

· To minimize the breach of confidentiality risk, we will not use the subject’s name or hospital number to identify them on any study records. Instead a unique study number will be assigned to each subject. Only this number will be used on study documents that relate to the subject. We will keep the list of subject names and corresponding unique study number in a secure, locked location.  At the end of the project, this list will be destroyed. 

· The researchers use proper sterilization and cleaning procedures of the catheter in order to minimize the risk of developing a bladder infection.

· To minimize discomfort during the MRI, pads and blankets will be used to position each subject so they are as comfortable as possible during the scan. Subjects may wear foam earplugs to reduce hearing the loud noises made by the scanner. Subjects will be able to talk to us throughout the study, and can let us know right away if they want to stop the study and get out of the scanner.

· To minimize this discomfort during catheterization, an anesthetic cream is applied to numb the area around the urethra and a small catheter with a special coating is used. 

c. What are the benefits?  (compensation is NOT a benefit)
iii. To the individual (Tip: it’s ok to say “no direct benefits” here)

There are no direct benefits to the individual.
iv. To society (Tip: a typical benefit here is: “knowledge and insights emanating from this study will potentially advance research efforts surrounding [health problem] and ultimately may lead to better prevention, diagnosis, and treatment of this condition”)
The knowledge and insights emanating from this study will potentially advance research efforts surrounding pelvic organ prolapse and ultimately may lead to better prevention, diagnosis, and treatment of this condition.
7. Data & Safety Monitoring

a. Will there be a board your study will report adverse events and other problems to?
Yes.  
b. Adverse Events
Events that involve physiological, social, or psychological harm to subjects or risks of harm to additional subjects or others. AEs include expected and unexpected harmful effects, and unexpected risks of an interaction or an intervention. 
AEs may be caused by: 

· the test article or test procedure 
· other aspects of the interaction or intervention 
· the subject's underlying condition 
· the subject's concurrent standard treatment. 

AEs may be definitely related, probably related, possibly related, unlikely to be related, or definitely not related to the research. 

AEs may be observed in the specified project, or in other research settings similar to that of the specified project, or in projects involving a similar intervention. 

i. Method of Identifying, Recording, Monitoring and Reporting Adverse Events
In addition to reporting adverse events and other reportable incidences and occurrences (ORIO) to the IRB, we will also report these to a Data Safety and Monitoring Board.  Any adverse event or ORIO will be documented of that event including a description, subject number, date, outcome, and follow-up.   We will report to the Data Safety and Monitoring Board once every year at scheduled continuation time. We will also report any adverse events to the IRB at that time.  Deviations from this reporting schedule will be as informed by IRBMED’s Study Specific Adverse event reporting schedule (i.e. report adverse events resulting in changes in protocol or consent).  Reporting of ORIOs will follow IRBMED’s reporting timetable.   

8. Statistical Design (You don’t have to write like a statistician for this section.  Simply use your aims to determine if you will use descriptive statistics, frequencies, tests of significance, regression, etc.; List all tests you will use.  If you are unsure, list the possible tests that you may use.  Example:  “We will use descriptive statistics such as mean and standard deviation. A variety of tests may be used  to test for significant difference including, but not limited to, chi-square, ANOVA, and t-tests”)
We will use descriptive statistics such as mean and standard deviation. A variety of tests may be used to test for significant difference including, but not limited to, chi-square, ANOVA, and t-tests.  We will also use logistic regression to determine specific factors that contribute to the onset, severity, and treatment outcomes of pelvic organ prolapse.
�Use this as an example for studies conducting secondary analysis.  Follow this heading throughout this entire template.


�Use this as an example for studies conducting secondary analysis.  Follow this heading throughout this entire template.


�Use this as an example for studies recruiting patients who will be identified using a database.  May also use as an example for subjects needing to be re-contacted (many similarities).  Follow this heading throughout this entire template.


�Use this as an example for studies recruiting women from the population using advertisements, brochures, engage, fliers, etc.  Follow this heading throughout this entire template.


�Use this as an example for studies recruiting women from a clinical setting.  Also, use this as an example for studies recruiting minors (under 18 years of age.  Follow this heading throughout this entire template.


�Use this as an example for studies analyzing tissue specimens, especially those specimens already collected as part of usual care.  Follow this heading throughout this entire template.


�Use this as an example for studies involving case studies.  Follow this heading throughout this entire template.
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