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Presenter
Presentation Notes
Good morning distinguished members of the FDA Advisory Committee and FDA.
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Introduction

Jeff Secunda
Vice-President, Technology & Regulatory Affairs 
AdvaMed

Presenter
Presentation Notes
I’m Jeff Secunda, vice-president of regulatory affairs at AdvaMed.  

AdvaMed is the world’s largest medical technology association, representing medical device manufacturers.

 

The majority of surgical mesh device manufacturers have joined together under AdvaMed to create the transvaginal mesh working group.



This working group represents approximately 90% of the mesh sold to treat pelvic organ prolapse.



Today, this working group will present their perspective on surgical mesh for pelvic organ prolapse.
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Presentation Objectives

Transvaginal mesh is safe and effective for 
treating POP
Can be appropriately regulated within Class 
II and 510(k) clearance paradigm
Current regulatory pathway fostered 
development and continued improvement

Presenter
Presentation Notes
The manufacturers of transvaginal mesh strongly believe that these devices are safe and effective for treating pelvic organ prolapse – and we are confident that they can continue to be appropriately regulated within Class II and the 510(k) clearance paradigm.

 

The current regulatory pathway has fostered the development – and continued improvement - of devices to treat this critical women’s health condition.  And in the hands of experienced surgeons, these devices are safe and effective with clearly established benefit-risk profiles based on clinical data. 

 

We are aligned with most of FDA’s recommendations to further clarify the benefit-risk profile for new mesh devices through clinical trials, longer-term post marketing trials, a continued emphasis on training and improved patient and physician labeling.

 

To ensure these are integrated into the regulations, we are further recommending that FDA define these requirements in a Special Control document as allowed for by the 510(k) regulation.
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Agenda

Unmet 
Medical 
Need

Suzette E. Sutherland, MD
Surgeon, Metro Urology
Adjunct Associate Professor 
University of Minnesota

Clinical 
Overview

Piet Hinoul, MD, PhD
Director, Medical Affairs
Ethicon Women’s Health and Urology

Regulatory 
Pathways

Ginger Glaser
Sr. Director, Global Quality & Regulatory Affairs
American Medical Systems

Presenter
Presentation Notes
I’d like to now outline our presentation agenda.  

 

Dr. Suzette Sutherland, a urologist in private practice who specializes in female urology. 

 

Dr. Piet Hinoul, Medical Affairs Director, for Women’s Health and Urology, at Ethicon, will discuss the effectiveness and safety data, and why we believe it shows a favorable benefit/risk profile for pelvic organ prolapse.

 

Ginger Glaser , Senior Director of Global Quality and Regulatory Affairs at American Medical Systems, will outline device manufacturers’ proposals, and describe how fully utilizing the existing FDA pathway will allow FDA to enforce these proposals.

  

Given the limited time we have to speak today, we are not able to go into great detail on some issues. We look forward to answering any questions you may have, to further clarify our perspective and proposals on transvaginal mesh. 

 

I would now like to turn the lectern over to Dr. Sutherland.  



Metro Urology
Centers for Continence Care and Female Urology
The Pelvic Floor Center
Department of Urologic Surgery, University of Minnesota 
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Presenter
Presentation Notes
Good morning.  Thank you for the opportunity to speak today.

AdvaMed is reimbursing me for my time to be here.

But let me be clear about the reason I’m REALLY here.

For the last 7 years I have been performing transvaginal mesh procedures for pelvic organ prolapse.

For many women a mesh procedure is their only chance for a durable repair.



Mischaracterizing benefit/risk profile

Complex surgery

Serious complications are very rare 

Mesh procedures provide a lasting benefit

6

Presenter
Presentation Notes
I come here today because I am concerned that we are mischaracterizing the real risks and benefits of these procedure, and in so doing may be inadvertently scaring women away from a procedure that may provide them a real and lasting benefit. 

I have no doubt that there are women who have suffered from complications from these procedures, just as women have from any of the other surgical options for prolapse.  Correction of pelvic prolapse is a complex surgery.  

But in the case of mesh repairs, serious complications are VERY rare – and most cases easily manageable – in the hands of EXPERIENCED surgeons.  



What’s equally as important is that  what I see clinically and based on the data coming back to date -  I believe transvaginal mesh procedures WILL provide a lasting benefit and impact on a woman’s life.





Normal Anterior Utero-vaginal / Superior Posterior
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Presenter
Presentation Notes
As you might imagine from these pictures, pelvic organ prolapse is a very distressing condition.  The woman’s uterus, bladder, and/or bowels can be literally protruding outside of her vagina – causing a wide range of urinary, bowel, and sexual symptoms – not to mention the uncomfortable sensation of a bulge, and even pain.
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Presenter
Presentation Notes
From a surgical perspective adequately treating symptomatic prolapse can be very complicated, because not all bulges are alike.  Prolapse can occur in different vaginal compartments –  anterior, posterior, apex, and any combination thereof.



Colporrhaphy
Native tissue repair
With apical repair
▪

 
USL or SSL

Abdominal sacral colpopexy
Includes synthetic mesh
Open, Lap or Robotic

Transvaginal mesh
Includes synthetic mesh
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Presenter
Presentation Notes
In addition to transvaginal mesh repairs, we currently have several different types of surgery to treat prolapse – including simple transvaginal colporrhaphy with a concomitant apical repair and what’s been considered by some to be the “gold standard” - abdominal sacral colpopexy which I’d like to make very clear, also uses synthetic mesh. 

But all women are not appropriate candidates for all procedures.

The reason surgeons began reinforcing the prolapse repairs with mesh in the first place was because some women don’t have native tissue strong enough to stitch together to provide any type of meaningful, lasting repair. 

For these women, the additional support provided by transvaginal mesh may be their only hope for a durable repair.



Type of prolapse
Severity
Prior surgeries (especially prolapse)
Concomitant pelvic symptoms
Medical co-morbidities
Age
Sexual activity
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Presenter
Presentation Notes
One of the most important steps in this surgical process is counseling the patient about her condition and her options – taking into consideration what type of prolapse she has, the degree or severity thereof, prior surgeries (esp for prolapse), concomitant pelvic symptoms such as pressure and pain, any medical comorbidities, age, sexual activity….  

I unfortunately don’t have the opportunity in the time allotted to go through how we weight all of these considerations, but I would be happy to answer any specific questions you may have. 





Mansoor

Eglin

Migliari

Nicita
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Presenter
Presentation Notes
Like many surgeons, I have been turning increasingly to mesh surgeries over the years because of the unacceptable rates of prolapse recurrences seen clinically with more traditional surgeries, and the high efficacy and durability appreciated with mesh repairs.  



While this does not seem to be discussed much –the rates of re-operation for recurrence following traditional procedures ARE unacceptable.  Before transvaginal mesh kits became available I, like many surgeons, was cutting my own mesh to address this problem of recurrence.  



Made procedures more consistent

Helped surgeons to operate in harder-to-
reach parts of vagina

Less invasive vs. abdominal approach

Standardized tools help surgeons
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Presenter
Presentation Notes
The advance of transvaginal mesh kits made these procedures more consistent and allowed surgeons to be more effective in reaching parts of the deeper vagina that were previously a significant challenge.  

Adequate and safe access through the vagina, rather than abdominally, is less invasive and translates to advantages to the patient with respect to less postoperative pain and shorter recovery times.

The use of standardized tools has been a big advance.



Anatomic superiority seen with mesh

Mesh vs. Non-mesh QoL improvements 
equivalent

Follow-up 1 year: not sufficient

Anatomic superiority predicts future 
outcomes

13

Presenter
Presentation Notes
But the issue of improved efficacy with mesh still seems to be in question, as it translates to a decrease in recurrence rates. 



Recent RCTs  and case series on TVM noted anatomical superiority with the use of mesh.



While mesh also demonstrated improvements in quality of life – these improvements were equivalent to the non-mesh groups.



This may be because most of these studies go out to only 1 year.  Since this is a progressive process, this is not a sufficient amount of time for evaluation following prolapse procedures. 



As a surgeon, I feel strongly that anatomical superiority clearly predicts better future outcomes with better sensitivity.  This is not only through continued anatomical success, but through QoL differences that may be appreciated as the number and DEGREE of anatomical failures in the non-mesh group increase over time. 









Experience of surgeon is critical 

Must understand differences in 
procedures:  mesh vs. no mesh 

Increased surgical experience helps 
reduce complications

14

Presenter
Presentation Notes
Now, there has been a lot of focus on the potential complications of transvaginal mesh.



As with any surgical procedure there is a learning curve, and during MY own learning curve, I noted complications such as vaginal mesh exposures and obstructing symptoms from overly tensioned mesh. 



But I quickly learned to appreciate the differences in the surgical dissection technique necessary for a successful vaginal mesh repair as opposed to a non-mesh repair. 



As with all surgery, there is a skill – or an ART – to performing these vaginal mesh procedures, with the goal of providing support, while maintaining a functional vaginal space.  



Appreciating the surgical nuances between mesh and non-mesh repairs helps keep complications to a minimum.



In my own experience mesh erosions into the bladder/urethra or bowel are very rare, and mesh exposures that can’t be easily managed are also very rare. 



Usually occur in the first year 
Associated with initial wound healing

Minor and easily managed
Topical estrogen application
Minor surgical excision and repair
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Presenter
Presentation Notes
With respect to vaginal mesh exposures, most occur within the first year and are associated with poor initial wound healing along incision lines.

Treating this can often be done with simple transvaginal estrogen therapy to promote re-epithelialization over the graft, or minor surgical excision of exposed graft and repair.  





Very rare 
Most associated with interoperative 
malplacement

Manageable in experienced surgical 
hands 

Transvaginally or endoscopically
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Presenter
Presentation Notes
In the case of mesh erosion into neighboring organs – again – very rare – 



In experienced hands, these have been able to be managed by minimally-invasive means either through transvaginal or endoscopic excision, with resolution of associated symptoms. 









Complications can arise from
Tensioning/bunching
Narrowing of vaginal canal

Treatments
Vaginal/pelvic floor PT
Releasing incisions in the mesh
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Presenter
Presentation Notes
In the case of dyspareunia or pelvic pain, severe cases are usually associated with  over-tensioning of the mesh in an attempt to provide maximal support.  This can often be addressed through manual vaginal manipulative physical therapy or releasing incision into the mesh to eliminate the tension.





COLPORRAPHY SACRAL COLPOPEXY
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Presenter
Presentation Notes
Again - it’s vital for us as surgeons to discuss with women the risks of ALL of the surgical options. 



Traditional colporraphy, as you see on the left, is associated with a high recurrence and re-operation rate.

And compared to the transvaginal techniques, abdominal sacral colpopexy displayed on the right,  is associated with a higher risk of intraoperative bleeding, bowel, bladder or ureteral injury, postoperative small bowel obstruction, postoperative pain and vaginal mesh exposure deep at the apex that is often much more difficult to excise and repair.



These complications of the abdominal sacral colpopexy, as well as recurrences, have just as much impact – if not more on the patient -- than those associated with transvaginal mesh.  



Important treatment option for women

Surgery is complex; should only be done 
by experienced surgeon

Continuing medical advances for this 
condition is critical
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Presenter
Presentation Notes
In summary – transvaginal surgical mesh kits have brought important new choices to women.  For many women – it is the best option for a durable and lasting repair.



Of course, each woman’s situation is unique.  And it’s up to her and her doctor to decide which type of treatment is best.



While transvaginal mesh kits have helped the surgical community standardize these procedures, the complexities of prolapse surgeries still need to be respected – and should only be done by experienced surgeons who understand the pelvic anatomy and surgical techniques necessary to successfully work with mesh in the vagina. 



There has been great progress made in this area of women’s health in a short amount of time – and while I’m not a regulatory expert – I do hope that we don’t slow down the medical advances we have seen thus far by putting restrictions on these devices that have helped so many women.  



We need to give women accurate information about the risks and benefits of EVERY procedure so we ensure they take advantage of the surgical option that may be in their best interest overall.



Thank you for your time today.
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Safety & Efficacy

Piet Hinoul, MD, PhD
Director, Medical Affairs
Ethicon Women’s Health and Urology

Presenter
Presentation Notes
Good morning.  I’m Dr. Piet Hinoul, the worldwide medical affairs director for Women’s Health and Urology at Ethicon.

I came to Ethicon two years ago – and up until that time I was a practicing uro/gynecologic surgeon. 

I performed hundreds of transvaginal mesh procedures, as well as traditional surgeries, to treat Pelvic Organ Prolapse.  As a result, I have seen first-hand the clinical benefit this treatment option can provide women. 

Today, I am speaking on behalf of the transvaginal mesh working group.
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Presentation Overview

Address FDA questions
Discuss data regarding benefit-risk profile
Outline clinical proposals for transvaginal 
mesh 

Presenter
Presentation Notes
In the next few minutes – I would like to address the questions that FDA asked you to consider.

I will highlight the data that demonstrate a favorable benefit risk profile of transvaginal mesh repair for prolapse.

 I will also outline the clinical proposals that the working group is suggesting to continue to ensure the safety and effectiveness on both existing products and new products coming to the market.   
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Pre-Clinical and Clinical Studies 

Numerous 1-3 year studies
5-year studies in progress
Bench and in vivo testing

Biocompatibility 
Biomechanics
Animal studies
Anatomical models
Computer models

Presenter
Presentation Notes
Device manufacturers have been consistently improving these products and conducting studies on these devices, since they first became available.  

The first 5 year studies on transvaginal mesh kits are being reported upon and additional studies are underway.  

This is, of course, in addition to the rigorous bench and animal testing that occurred before surgeons ever used these devices.

Today, to help you in your deliberations we would like to provide context of how these devices are being used, our analysis of the data, as well as our proposals to further the progress that has already been made in this important area of women’s health.
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Complicated Disease with Several 
Surgical Options

Patient’s General 
Condition

Transvaginal 
Mesh

Abdominal 
Sacrocolpopexy

Native 
Tissue Repair

Presenter
Presentation Notes
As Dr. Sutherland has just explained pelvic organ prolapse is a complex disease - involving several anatomic compartments and different levels of disease, and which can be addressed with different surgical options – each with their own potential complications.  
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Pelvic Organ Prolapse Treatment 
Algorithm 

Patient Labeling Surgeon

Benefit/Risk 
Profile

Informed 
Decision

Presenter
Presentation Notes
Patients and doctors need to consider all of the factors we just described as well as the patient’s medical history, the surgeons’ training and experience, and available data on interventions into account to make an informed decision on which surgical approach is best for that patient.



Transvaginal mesh, like all medical treatments, is not the optimal solution for everyone – but will be for some. 
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Effectiveness of Transvaginal Mesh

Significant higher anatomic cure rate vs. 
traditional surgeries 
Significant improvement in QoL measures 
comparable to traditional surgeries

Presenter
Presentation Notes
Starting with the FDA’s question on whether there is adequate assurance of effectiveness. 

Current data demonstrate that transvaginal mesh IS effective – first because it demonstrates a statistically significant higher anatomic cure than traditional surgeries.

Secondly, there is also a significant improvement in quality of life measures – comparable to traditional surgeries.
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Anatomic Cure Rate is the Most 
Objective Clinical Measure

POP-Q Score 
ICS, 1995
AUGS, 1996
SGS, 1996
NIH, 2001

FDA proposes anatomy 
as a co-primary endpoint

Presenter
Presentation Notes
• The first measure of efficacy is anatomic cure rate which is measured by POP-Q score -- a measure that an National Institutes of Health working group and medical societies have determined is the most objective measure.

We are aware of the ongoing scientific discussions regarding whether the staging of pelvic organ prolapse correlates with patient symptoms.  

Regardless of the outcome of these discussions, anatomic assessment will remain a cornerstone in assessing prolapse. 
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RCTs Demonstrate Anatomic Superiority 
of Transvaginal Mesh

RCT N
Follow-up
(months) 

Anatomic Cure

p Mesh Traditional 

Sivaslioglu (2008) 90 12 91% Ant 72% p<0.05 

Nguyen (2008) 75 12 87% Ant 55% p<0.05 

Carey (2009) 139 12 81% 
Ant/Post 65.6% p=0.07 

Nieminen (2010) 202 36 87% Ant 59% p<0.0001 

Iglesia (2010) 65 9.7 40.6 All 29.6 p=0.28 

Withagen (2011) 194 12 90.4 All 54.8 p<0.001 

Altman (2011) 389 12 82.3 Ant 47.5 p=0.008

Presenter
Presentation Notes
Now, let’s look at the literature addressing anatomic cure rates.



Among the randomized controlled trials for pelvic organ prolapse  ---  7 compared  transvaginal poly-propelyene mesh to traditional vaginal surgery.



These data clearly show that transvaginal mesh is efficacious in restoring pelvic floor anatomy.



In fact,  five of the seven, the difference between the two was statistically significant. 

Even the two studies by Iglesia and Carey that did not reach significance, trended in the same direction - showing higher efficacy for mesh.
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RCTs Demonstrate Improvement of QoL 
Measures of Transvaginal Mesh

Study N
Follow-up
(months) 

Functional Outcome
Mesh Traditional p 

Nieminen (2010) 202 36 
‘all symptoms’
Pre: 100%
Post: 28%

‘all symptoms’
Pre: 100%
Post: 42%

NS

Iglesia (2010) 65 3 

PFDI-20
Pre:100
Post:42.9
PFIQ-7
Pre:23.8
Post:4.8

PFDI-20
Pre:140.6
Post:26.4
PFIQ-7
Pre:38.1
Post:9.5

NS

Withagen (2011) 194 12 
UDI Prolapse
Pre:48
Post:5

UDI Prolapse
Pre:50
Post:6

NS

Altman (2011) 389 12
UDI
Pre: 86.9
Post:53.6

UDI
Pre:91.5
Post:53.6

NS

Carey (2009) 139 12 

PSI-QoL
mean change
Pre-

 

Post:
-6.9

PSI-QoL
mean change
Pre-

 

Post:
-7.8

NS

Presenter
Presentation Notes
The second measure considered in the studies was Quality of Life or QoL.

The quality of life improvements reported in these studies for mesh were both clinically and statistically significant.



In the studies where improvements in both groups were compared – the improvements were similar. 
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NEJM Study Demonstrates Higher Cure 
Rate for Transvaginal Mesh 

Outcome Measure 
(at 1 year)

Colphorrhaphy 
n=189

Mesh Repair 
n=200 p-value

Cure Rate 47.5% 82.3% <0.001
No Vaginal Bulge 
Symptom 62.1% 75.4% 0.008

Successful Composite 
Primary Outcome 34.5% 60.8% <0.001

Altman NEJM, 2011 

Presenter
Presentation Notes
I now would like to discuss the largest randomized trial conducted to date on transvaginal mesh.

This landmark article -recently published in the New England Journal of Medicine- specifically addressed women with isolated anterior vaginal wall prolapse. 

This was a multi-center study that followed 389 women comparing mesh to traditional colporrhaphy.  They used a compound outcome measure for defining success –looking at both anatomic cure and the most specific prolapse symptom -- bulge.



[click]



Women using mesh had an 82% anatomic cure rate.  While those on traditional surgery only saw a 48% cure rate.



[click]



And mesh kits were superior for a symptomatic outcome as well – 75% in favor of mesh vs. 62% for colporrhaphy. 



[click]



The compound measure thus yielded a significant difference in favor of mesh with a combined anatomic and functional success of 61% versus 35%.



This  study provides level one evidence and is a clear indication that transvaginal mesh kits are a valuable treatment option, from both an anatomic as well as from a functional viewpoint for women suffering from anterior vaginal wall prolapse after one year. 
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Safety of Transvaginal Mesh

Serious adverse event rate is low
Serious mesh-specific  adverse event rate is 
very low
Adverse event rate is comparable to traditional 
surgery
Mesh-specific adverse events are manageable

Presenter
Presentation Notes
We looked at effectiveness – now let’s turn our attention to the safety.

FDA questions whether there is adequate assurance of safety of transvaginal mesh for prolapse.

The data demonstrate there IS adequate assurance of safety when we consider the true incidence of serious adverse events.

Serious adverse events that are mesh-related are very low.  
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FDA Website: Role of MAUDE

“MAUDE data is not intended to be used either to 
evaluate rates of adverse events or to compare 

adverse event occurrence rates across devices.”

Presenter
Presentation Notes
Looking at FDA’s MAUDE database, which is designed to identify new events and signals, there have been no new adverse events related to vaginal mesh identified since the initial introduction of the products. 

Although rates vary, the type of events remain the same.



 



C-32

Exposure ≠
 

Erosion

Mesh exposure – mesh exposed in the vagina 
Mesh erosion – perforation into a hollow organ

Presenter
Presentation Notes
We know from the literature that exposures are the most commonly reported adverse event for transvaginal mesh kits.  

We believe it’s important to understand an important distinction between mesh exposure, where a piece of mesh is exposed in the vagina, and mesh erosion, or perforation into a hollow organ.

Not differentiating between the two may lead one to over-interpret its clinical importance.

Mesh erosion complications are so rare that we learn about them in the literature, in case reports.

The long-term data we have for sacrocolpoexy – which uses the same material as the kits -- has established this. 
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Management of Exposure 

110 studies – 11,785 women

Exposure rate: 10.3%
Treatment of exposure

11% no treatment
21% topical estrogen
11% in-office procedure
56% partial surgical excision 

Abed et al. 2011

Presenter
Presentation Notes
For transvaginal meshes, when exposures occur - nearly half can be treated non-surgically as shown in a large meta-analysis of ten thousand women treated by mesh.
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Risk Factors for Mesh Exposure

Hysterectomy
Patients’ Increasing Age
Smoking
Diabetes
Surgeon Experience

Exposure rates: 2.9% (Experienced surgeon) 
vs.15.6% (Fellow)

Years of experience in prolapse repair, not mesh 
procedures, appeared to be protective

Abed et al. 2011; Achtari, et al. 2005 ; Withagen

 

et al. 2011

Presenter
Presentation Notes
One of the most important questions we need to ask ourselves is WHY these AEs are occurring.

And the risk factors for mesh exposure are becoming more and more apparent.  Several studies published this year show that hysterectomy, patient age, smoking, diabetes, and surgeon experience predispose patients to mesh exposure. 

Patient selection and risk factors appropriately stated in the devices’ labeling, as well as the surgeon’s training, are therefore part of our proposal.
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Complication Rates in Perspective:
 Dyspareunia

Lowman, AJOG, 2008

Dyspar-

 eunia
Sacro-

 colpopexy SSLF USS Colporr-

 haphy Prolift

Baseline 41 % - 21 % 8 % 37 %

De Novo 15 % 36 % 26 % 19 % 17 %

Presenter
Presentation Notes
Another adverse event that has attracted attention is the occurrence of dyspareunia or painful intercourse.

It’s important to note that dyspareunia is inherent to the condition. 



And as you can see in the study by Lowman, dyspareunia at baseline and new onset dyspareunia post-intervention  is prevalent for all treatment options.
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Diwadkar

 

G.Obs

 

& Gyn, 2009

Adverse Events in Literature
Traditional 

Repair
Sacral

Colpopexy Mesh Kits

Number of studies 48 52 24
Subjects 7,827 5,639 3,425
Mesh

 

exposure/ infection 0.5 2.2 5.8
Cystotomy 0.4 1.0 0.7
Ureteral injury 0.3 0.2 0.1
Bowel injury 0.4 0.5 0.3
Bleeding complication 2.8 1.6 1.1
Wound complications 0.5 1.5 0.2
PE / DVT 0.1 0.3 0
Total reoperation rate 5.8 7.1 8.5
Total complication rate 15.3 17.1 14.5

Presenter
Presentation Notes
While there has been a lot of focus on the complications of transvaginal mesh, it’s important to note that the total complication rate for traditional repair, sacral colpopexy, and mesh kits are all very similar at 15, 17, and 15 respectively. 



While the total reoperation rate is higher for mesh kits, most of these constitute ambulatory procedures for mesh exposure while those for traditional repair and sacral colpopexy are often major in-patient operative procedures.
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Benefit/Risk Profile

Transvaginal mesh for the treatment of pelvic organ 
prolapse has a positive benefit/risk profile
Published scientific literature show devices are

Effective
Anatomical restoration
Improvement in QoL measures

Safe
No new risks identified
Serious AEs remain low

Important option for treatment of complicated disease

Presenter
Presentation Notes
Now we turn to the question of whether the benefits of transvaginal mesh outweigh the risks?”.

The data say yes.



[click] The benefits are clear in the areas of anatomic restoration and quality of life measures.



[click] Risk is well-defined. There are have been no new events identified since the introduction of the product and their rates remain low.



[click] This is a complicated disease – with a variety of presentations and available interventions.

As I noted earlier – these treatment options are not one size fits all – nor are they each the most appropriate for all patients.









C-38

Clinical Studies for Pre-market 
Evaluation of Transvaginal Mesh 

Clinical data should continue to be generated 
for all new products
Data should be included in the labeling

Presenter
Presentation Notes
So, turning to FDA’s questions regarding whether clinical studies should be performed premarket for transvaginal mesh – 



Our position is YES.



Because for transvaginal mesh products, clinical data should continue to be generated for all new products, to assure new products remain as safe and effective as current interventions 
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Key Considerations for Developing an 
Appropriate Clinical Plan

Must be developed in conjunction with 
surgeons, manufacturers and FDA
One trial design does not apply to all
Study type dependent on specific question of 
safety and efficacy asked

Presenter
Presentation Notes
We also want to make sure however, that we are clear on what a clinical trial is meant to achieve.

The appropriate trial design must be developed in conjunction with surgeons, manufacturers and FDA because we firmly believe that one trial design will not apply to all new pelvic floor meshes.  

The type of study will depend on the specific question of safety and efficacy asked depending on the product differences from current products. 





C-40

Key Considerations for Developing an 
Appropriate Clinical Plan

Indication for use 
Target patient population
Performance expectation and key claims
Pre-existing evidence 
Key questions to be addressed

Presenter
Presentation Notes
We also want to make sure however, that we are clear on what a clinical trial is meant to achieve.

The appropriate trial design must be developed in conjunction with surgeons, manufacturers and FDA because we firmly believe that one trial design will not apply to all new pelvic floor meshes.  

The type of study will depend on the specific question of safety and efficacy asked and depending on the product differences from current products. 
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Trial Design Considerations

Multiple efficacy endpoints:  Yes
Non-inferiority design for low-incidence 
AEs: No
RCT:  When appropriate, Yes  

Inherent Difficulties
Patient preference
Standardization of control arm
Difficulty blinding 

Presenter
Presentation Notes
For these reasons, we have reservations about FDA’s study design proposal – because we don’t believe one clinical trial design can fit all.

 

We do agree that multiple efficacy endpoints – assessing both functional and anatomical outcomes are needed.



However, because of the low rate of adverse events, a trial powered for non-inferiority would require an unacceptable large number of patients --  in order to meet the endpoint with little gain in patient protection.  



There are also some practical limitations:



Patient preference to one type of surgery over another will influence recruitment

Ensuring that the control arm – the traditional repair – is performed in a standard fashion is another difficulty

And lastly –blinding the assessor has proven to be difficult as incision sites and adverse events reveal what type of surgery was performed.
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Working Group Clinical Trial Proposal

Single-arm prospective clinical trial
Multiple endpoints

anatomy 
symptoms

Secondary endpoints  could include 
QoL measures
de novo dyspareunia

Safety endpoints TBD
Study duration

1 year pre-approval
3 - 5 years post-approval

Presenter
Presentation Notes
We believe that for the introduction of the majority of new devices -  a single arm prospective trial with multiple efficacy endpoints assessing function and anatomy will appropriately address the questions regarding continued safety and efficacy.  



As I mentioned, we feel the study should be powered with multiple efficacy endpoints that assesses both anatomy and symptoms. 
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Conclusion

Superior in anatomic cure
Comparable in QoL measures
Serious adverse events (erosion) are very rare
Adverse events (exposure) manageable
Device manufacturers committed to 

Collecting long-term data 
Conducting pre-market clinical trials

Presenter
Presentation Notes
In conclusion, we believe the data demonstrate that transvaginal mesh is superior or equivalent to traditional surgery with respect to anatomic cure, and is comparable in quality of life measures -- that serious adverse events, including mesh erosion - not to be confused with exposure - are rare. And mesh exposure, the most common adverse event, is usually minor and well- managed. 

 

Device manufacturers are committing to collecting long-term data to further elucidate the benefit/risk ratio and to perform pre-market clinical trials for new devices for this indication.

 

As a gynecologic surgeon who has seen first-hand the positive difference these procedures can make in a woman’s life – and now as a medical director committed to ensuring the safety of these products - I want to make sure that this option remains available to the patients who need it.

I would now like to introduce Ginger Glaser, Senior Director of Global Quality and Regulatory Affairs at American Medical Systems, to discuss our regulatory proposals in greater detail and to discuss the appropriate regulatory pathway.
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Regulatory Pathway

Ginger Glaser
Sr. Director, Global Quality & Regulatory Affairs
American Medical Systems

Presenter
Presentation Notes
Thank you Dr. Hinoul and good morning everyone.
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FDA Topic

The regulatory controls necessary to 
provide reasonable assurance of safety 
and effectiveness of transvaginal POP 
mesh

Presenter
Presentation Notes
I would like to focus my presentation on the question FDA is posing to you regarding the appropriate regulatory pathway for transvaginal mesh. 



As the members of the advisory committee have seen from their briefing booklets, due to the FDA’s evaluation of the literature & MAUDE data, FDA believes additional regulatory controls are needed for the product category.



As Dr. Hinoul described, these devices have been shown to be a safe and effective treatment option for women with prolapse. We agree that the early experience with these devices, as is common with all new devices, has identified areas to further study that may facilitate continued achievement of optimum patient outcomes. Thus, we agree that FDA should utilize additional regulatory tools available within the class II, 510k process, to ensure such information is collected and that patients and physicians receive the information they need to continue to use the products safely and effectively.
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Device Manufacturers/FDA Alignment

Pre-market clinical trials for new products 
Additional post-market clinical data on current products
Standardized labeling

Physician labeling presenting safety and 
effectiveness information based on clinical evidence
Patient labeling describing benefits and risks

Pre-clinical studies specific to intended device use
Device-specific physician training programs

Presenter
Presentation Notes
In fact, of the types of controls that FDA has referenced, we agree with nearly all of them. 

 

Specifically, as you just heard, we agree that:

 

[click] New products should have premarket clinical trials prior to the product gaining marketing clearance

 

We also suggest that the following actions should be required:

[click] Collecting additional post market clinical data on current products



[click] Revising the physician labeling for transvaginal mesh to have standardized content that clearly presents safety and effectiveness information based on clinical evidence. 

Creating standardized patient labeling that clearly describes the risks and benefits of the devices for patients considering mesh repairs



[click] Requiring conduct of rigorous and specific pre-clinical, or bench, studies that are specific to the intended device use



[click] In addition, device specific physician training programs should be required. 

 

We are committed to implementing, and in many cases have already implemented, these actions. Although not a topic for an FDA control, we have also committed to working with certifying boards and specialty societies in developing practice guidelines and training programs to assist surgeons in using transvaginal mesh.
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Discussion Points

Pre-market clinical trial design
Device classification

Presenter
Presentation Notes
Our position on regulatory controls differs from that of FDA in only 2 points, one of which is simply a matter of degree. 

 

First, as you heard from Dr. Hinoul, we would like to discuss a more appropriate design for the pre-market clinical trials than was proposed by FDA in their briefing materials.

 

Second, unlike FDA, we believe that there is NO need to reclassify transvaginal mesh for prolapse repair into Class III, because all the necessary controls are available within the Class II 510(k) paradigm, and based on the data Dr. Hinoul just presented, we have demonstrated that there is sufficient information available to establish these special controls.
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Historical Perspective

FDA surgical mesh guidance
Post-market clinical trials
Extensive physician training programs

Presenter
Presentation Notes
Historically, the 510K guidance on surgical mesh was applied to transvaginal mesh for prolapse repair, as it was the only relevant guidance document available from FDA. This guidance is not specific to the nuances of transvaginal mesh.

 

In addition to following this guidance, manufacturers have conducted post-market clinical trials and offered extensive physician training programs supporting the use of our devices.

 

There is NO need to reclassify transvaginal mesh prior to FULLY  UTILIZING the many other regulatory mechanisms available WITHIN the existing, Class II, 510(k), regulatory framework.

 

FULLY UTILIZING the existing framework has the benefit of providing the information physicians and FDA are seeking while at the same time allowing manufacturers an efficient system in which we can provide surgeons and patients with continually improved devices. 
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Special Controls for Class II Devices

Device specific pre-clinical testing 
Pre-market clinical studies
Physician training
Labeling requirements

Patient
Physician 

Post-market activities
Clinical studies, registries, surveillance

Presenter
Presentation Notes
As FDA clearly points out in their briefing booklet, the Special Controls provisions of the regulations give FDA the authority to create very specific regulatory requirements for Class II, 510(k) devices. 



These Special Controls may cover a wide range of activities, such as pre-clinical testing, pre-market clinical studies, physician training, labeling requirements, and post-market activities such as clinical studies, registries or enhanced surveillance. Additionally, as FDA also references in their materials, 522 orders that specify post-market clinical study requirements are also applicable to Class II, 510(k) products. The proposed special controls provide sufficient evidence to address the concerns being discussed today.

 

Although, as we stated earlier, we do not believe a randomized control trial vs traditional repair is needed. However such a trial could be required in a Special Controls document as described in the regulations for Class II, 510(k) devices.

 

The regulation describes Special Controls as those steps needed to “provide reasonable assurance of the safety and effectiveness of the device.” It does not define nor preclude any type of study design or duration for either pre-market or post-market clinical requirements. Neither does it require comparison only to other devices. 
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Transvaginal Mesh for POP Repair 
Should Remain Class II

Submission Requirements 510(k)
Bench Data
Pre-market Clinical Trials

RCTs
Physician Training
Patient and Physician Labeling Controls 
Post-market Clinical Data
Active Surveillance

Design Control Detail X

Manufacturing Controls and Inspection X

Clinical data presented in 510(k)s are intended to establish equivalence
to a comparator of safety and efficacy.
Clinical data presented in PMAs are intended to establish the standard 
of safety and efficacy. 

Presenter
Presentation Notes
Based on the breadth of the regulatory controls available for Class II 510(k) products, we believe that transvaginal mesh for the treatment of prolapse should remain in Class II, and Special Controls and 522 studies should define the requirements that address all of the questions raised by the FDA and that ensure the continued safety and effectiveness of current and future devices. 

 

From our perspective, the issue isn’t that the regulatory framework governing transvaginal mesh is broken and needs to be replaced, but rather that it has not been fully utilized. We have demonstrated our intent to meet and exceed FDA requirements for our devices, and we are committed to continuing to improve our devices, our training and the information provided in our labeling so that patients and physicians have the best information on which to base a decision on if and when they should use transvaginal mesh.
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Conclusion

Transvaginal mesh is safe and effective
Class II, 510(k) pathway is appropriate

Presenter
Presentation Notes
Finally, on behalf of the members of the Surgical Mesh Working Group, I would like to conclude by thanking you for giving us the opportunity to present the data showing that transvaginal mesh is a safe and effective treatment option that should continue to be regulated under the Class II, 510(k) pathway. We have the data to create special controls and we look forward to the opportunity to further discuss the proposed special controls and clinical trial designs with the FDA. Thank you.
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