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design change or a profile change or a thickness 

change or some kind of device change, that your 

current testing would actually be reflective of 

whether or not that device would be better or worse 

than your current material? 

DR. DUHAMEL: Well, let me make a couple 

of editorial comments before I answer your question. 

One of them is needless to say we're very reluctant to 

make design changes if it's going to take five years 

of clinical testing to come to the end of the day and 

get an approval. So we think making design changes is 

not a trivial matter, in addition to deciding what 

would be a worthwhile change to make. 

The other point, thank you for the 

compliment on the cleverness of the testing. It meets 

what I think was discussed at the beginning of this 

proceedings as the least burdensome path. I think the 

testing is a reasonable approach to instead of 

spending $2 million and building individual instrons 

(phonetic), we took an approach that would test, you 

know, a fairly sized numb'& of devices in a rather 

reasonable way. 
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*c - 
21 only been in existence for four or five years I don't 
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In terms of what to do with the data, what 

does it mean? Any kind of in vitro test has limited 

ability to predict what will happen. I can tell you 

what's wrong with the model, but there are certain 

aspects of the model that at least, the very least 

allow you to compare different styles and different 

designs. 

One aspect of the model, the kind of 

compression testing that we did with flat plates on 

the opposing surfaces means that the opportunity to 

break is only on the radius. So just by definition 

the model is intended to force failure at the radius. 

Is that representative? Perhaps not. 

One point that has to be made about the 

data, we can discuss about the niceties of the way it 

was done, but there's nothing in out data that 

indicates that we're way off in terms of the states 

forces and the cycles that it must account. 

know, but it does test what was a reasonable set of 
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assumptions at that time. 

CHAIRMAN WHALEN: Dr. Bandeen-Roche. 

DR. BANDEEN-ROCHE: Just a procedural 

question for the chair. Would you prefer that I ask 

all of my questions at once or would you rather have 

me address one area and then defer to others and come 

back? 

CHAIRMAN WHALEN: You can go ahead and 

take all of your questions. 

DR. BANDEEN-ROCHE: Okay. I have 

questions in three areas. The first area goes to the 

safety outcomes. 

Thank you very much for those excellent 

displays that showed the Kaplan-Meier curves on the 

top and point prevalences on the bottom. Do you have 

a display like that for pain? 

DR. DUHAMEL: We have the numbers. 

DR. BANDEEN-ROCHE: I mean, 

numbers just giving the three year 

incidence, but I was interested in 
fC * 

prevalence. 

DR. DUHAMEL: Okay. 
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DR. BANDEEN-ROCHE: And also the 

trajectory as well. 

DR. DUHAMEL: Right. 

DR. DUHAMEL: We can give you the 

individual numbers, but I think you may be having -- 

the time course is somewhat like infection. The pain 

is high at the, you know, immediate postoperative 

period, and then it tends to level off. 

DR. BANDEEN-ROCHE: Okay. 

DR. DUHAMEL: What you would expect. 

DR. BANDEEN-ROCHE: And so I'll appreciate 

when -- whenever they come. Let me move on while 

you're looking for the number. 

DR. DUHAMEL: Okay. 

DR. BANDEEN-ROCHE: In terms of your 

connective tissue disease and systemic diagnoses, this 

is just a back-of-the-envelope calculation off your 

slide. So correct me if I'm wrong. 

DR. DUHAMEL: Sure. 

DR. BANDEEN-ROCHE: This goes to confirmed 
SC - 

and unconfirmed diagnosis. I mean it doesn't include 

unconfirmed. It's confirmed and unsure, unresolved. 
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So mY calculation was 24 among the augmentation 

patients out of 901 total patients, 19 out of the 237 

reconstruction. 

DR. DUHAMEL: If you take a moment, it 

will be easier for all of us, I think, to -- 

DR. BANDEEN-ROCHE: Yeah, that's fine. 

DR. DUHAMEL: -- look at the slide. 

DR. BANDEEN-ROCHE: That's fine. 

(Pause in proceedings.) 

DR. BANDEEN-ROCHE: Yes. I'm adding ten 

and 24 to get 24 out of 901 total augmentation 

patients. That's conservative. Eight plus 11, 19 

reconstruction patients. 

Now, if you just do aback-of-the-envelope 

calculation, that's about 2.5 percent of augmentation 

and about 8.5 percent of reconstruction. That seems 

awfully high. Can you comment about that? 

DR. DUHAMEL: Yeah. First of all, you'd 

need many envelopes to get to this because if you had 

used the envelope when all of the original diagnoses 

se. 
were there, they would have all been uncertain at that 

point, and you can see what's happening. 
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Among the 41 initial reports, 17 of them 

were incorrect and then were confirmed to be 

incorrect. so these uncertain are yet to be 

determined, and as a matter of fact, since database 

closure, we have had, I believe, on the 14 in the A-95 

-- someone will correct me if I'm wrong -- but I think 

that there were four that come out of that total. 

Three of them proved to be incorrect. One of them was 

actually confirmed and added to the pre-implant total 

because it was confirmed to be a pre-implant onset. 

So that would be seven at the bottom of the slide. 

In the R-95 we have, I believe, one that 

came out of that total, and I believe that that one 

was proven to be incorrect. 

Do I have those numbers? Yeah. 

So in a way it's a work in progress with 

those. So, yes, one is free to do sort of worst case 

analysis, if you will, but the history of this is that 

there's a very high degree of incorrect reporting, and 

I think one additional point about the reliability of 

*r. 
the reports is that if you look at the number of 

reports, 41 and 42, and you consider that the 
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augmentation group is four times higher, you know, the 

sample size, than the reconstruction group, not only 

is it high in both groups. It's almost four times 

higher, the degree of incorrect reporting. That to me 

isn't surprising the lots of things going on with 

those patients medically that would explain, I suspect 

the overreporting. 

DR. BANDEEN-ROCHE: Can you briefly 

describe you surveillance for that sort of thing? So 

you described you had a checklist. Let me give you an 

example. Would you ask on that checklist, "Do you 

have ankylosing spondylitis?" or would you -- you 

know, could you just describe it a little bit? 

DR. DUHAMEL: That's right, and that's -- 

there was a questionnaire that was directed to 

connective tissue disease. It was the wrong part of 

the question that was targeted to symptoms. The last 

page was essentially a shopping list of specific 

connective tissue diseases. 

And so a patient might have checked it 
*e - 

without having any idea of what it meant or she might 

have been very well informed about what it meant. It 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 20005-3701 www.nealrgross.com 



c 
‘ 

4 

c 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

108 

was a check mark. 

DR. BANDEEN-ROCHE: If I generically felt 

very fatigued and, you know, that's all I knew, I was 

just really fatigued, would that have made it onto 

your checklist? 

DR. DUHAMEL: I think we need to show you 

the checklist. 

good. 

DR. BANDEEN-ROCHE: Okay. That would be 

out? 

DR. DUHAMEL: So can we pull the checklist 

If you don't mind, while we're checking 

that, can I answer a previous question -- 

DR. BANDEEN-ROCHE: Sure, sure. 

DR. DUHAMEL: -- about pain? This is 

prevalence. Okay. I'll give you prevalence. 

DR. BANDEEN-ROCHE: Okay. 

DR. DUHAMEL: Reconstruction patients at 

four weeks was 5.1 percent. If I jump to the vagaries 

in between, at three years it was 3.0 percent. In the 
+c 

case of augmentation, 95 at zero to four weeks, it was 

11 percent, and when we jump to three years it's 1.5 
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percent. 

DR. BANDEEN-ROCHE: Can you give me one in 

between number, one or two years? 

DR. DUHAMEL: Pick one. You've got your 

choice. 

DR. BANDEEN-ROCHE: Two years, two years. 

DR. DUHAMEL: Okay. For reconstruction it 

was 6.2 percent and for augmentation, 9.5, it was 1.3 

percent. 

DR. BANDEEN-ROCHE: Thank you. 

DR. DUHAMEL: I might make one more 

comment about this, and it's true about all of the 

complications. There is no analysis of the basis for 

the -- pain is pain. If the pain is caused by an 

automobile accident or something totally irrelevant 

that is going on at the time, if the score is -- if 

it's scored breast pain, it counts, and it's included 

in the numbers. 

I think there is actually Dr. Smith -- is 

that -- maybe you could speak to the things that are 
$0 

on the list. 
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who evaluated all of the forms, and he can do the best 

job of telling that. 

DR. SMITH: Hello. My name is Howard 

Smith. I'm a professor of medicine at Case Western 

Reserve and part of Cleveland Clinic Health System. 

My travel and reimbursement is being paid by McGhan. 

I work as the rheumatology consultant for McGhan on 

this project. 

I'm not involved in any pending lawsuits. 

I don't routinely see surgical patients. I'm not a 

surgeon and I don't take care of patients with breast 

problems. 

The questionnaire had five pages to it. 

The first four pages deal with subjective symptoms, a 

list of do you have fatigue, do you have rashes, do 

you have arthritis, lots of things on four pages. The 

last page had a listing of approximately 20 different 

types of rheumatological diseases, and if a patient 

didn't know what they had, didn't know what it was but 

knew that they had ankylosing spondylitis or Raynaud's 
ee 

phenomenon, they checked that off. 

SO basically we've scored it two ways. If 

NEAL R. GROSS 
COURT REPORTERS AND TRANSCRIBERS 

(202) 234-4433 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 20005-3701 www.nealrgross.com 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

i9 

20 

21 

22 YOU add in other types of autoimmune diseases, 

111 

a patient checked anything on the last page that said 

they had a rheumatological, immunological disease, 

that was an automatic positive that then their plastic 

surgeon was notified to notify the patient to find out 

if it's true or false. 

If the patient had a certain conglomerate 

of symptoms that would add up to an autoimmune 

disease, they also received that, and there was a 

scoring system for that. 

As far as the incidence, the numbers, what 

you have to realize are that autoimmune or at least 

connective tissue diseases are extremely common in the 

population. Rheumatoid arthritis in and of itself is 

one percent of the world's population. Fibromyalgia 

is at least in women three and a half percent of the 

population. By the age of 70, it's 7.6 percent of the 

population. 

SO if you add one percent plus three and 

a half, you're at four and a half percent. We've only 

talked of two of 107 different types of arthritis. SO 

when you add in other typzs of -- you add in lupus; 
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Raynaud's phenomenon, it's going to be up there. 

So actually the numbers are probably less 

than expected. 

DR. BANDEEN-ROCHE: All right. Thank you 

for that. Thank you for that clarification. 

The second set of questions briefly goes 

to quality of life, and thank you, indeed, for 

providing quality of life, as well as self-esteem, et 

cetera. 

In terms of your patient satisfaction 

data, there was quite a substantial number missing by 

the third assessment. So my calculation is about 40 

percent of the reconstruction patients do not appear 

in the satisfaction calculation at the reconstruction 

evaluation; is that correct? 

And if so, can you describe where the 40 

percent are in terms of who just couldn't be 

contacted, who were explanations, just roughly? 

DR. DUHAMEL: Well, let me first say that 

unlike the complications, we did not censor the 

quality of life data. Sdcthe patients, all of the 

patients that were reporting were captured. 
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I believe that one of the criteria was 

that we had to have scores for all of the time periods 

for that patient, and so there may have been some 

fallout due to that. 

DR. BANDEEN-ROCHE: Right. 

DR. DUHAMEL: And I can't tell you whether 

the fallout occurred at one year or, you know, at six 

years, and we did not do any kind of analysis of that. 

DR. BANDEEN-ROCHE: Okay. Why was breast 

size not evaluated for reconstruction patients? I 

mean, you know -- 

DR. DUHAMEL: Well -- 

DR. BANDEEN-ROCHE: -- they would want to 

achieve a certain target, wouldn't they? 

DR. DUHAMEL: Well, no doubt, and the 

target would have been defined in their own estimation 

of the target. The charge actually in terms of the 

guidance, and I think it's a reasonable one; not that 

your question isn't reasonable, but in the statements 

in the guidance is that this is requested for 
+c 

augmentation, not for reconstruction. 

We did collect information on 
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satisfaction, but not necessarily on breast size. 

DR. BANDEEN-ROCHE: And can you please 

react to something I brought up yesterday? Because of 

the lack of a control group, the data do not 

distinguish changes for cancer survivors that are due 

to the implant versus those that are just due to 

recovery other than by anecdotal or by, you know, 

physician comment; is that correct? 

DR. DUHAMEL: I completely agree. There 

are many of the questions that we are asked and we 

attempt to deal with that could only legitimately be 

dealt with with a control, and there are no controls 

in this study. 

DR. BANDEEN-ROCHE: I just have one more 

area, and then I will be quiet. It goes to the 

representativeness of your population, and so I 

couldn't help noticing that among your augmentation 

investigators, half of them came from California. Can 

you please comment on, you know -- 

(Laughter.) 

SC 
DR. BANDEEN-ROCHE : -- how you -- how you 

What was the protocol 
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for investigators participating, and how does it 

justify them being representative of providers? 

DR. DUHAMEL: Well, in 1995 when that 

enrollment was going on, it was a period when it was 

very difficult to get investigators to enroll. Here 

they were going to commit five years and a lot of 

paper work, and with McGhan Medical people hounding 

them to deliver the right data on time. 

It was very difficult to enroll 

investigators, and they got them wherever they could. 

I don't mean that in a pejorative sense. I simply 

mean that they called the people who were doing the 

procedures and asked who wanted to participate in the 

study, and this was done by phone with some sort of 

informed intuition about who might be interested based 

on, you know, sales reps. or whatever, but it was an 

attempt to very quickly enroll as many investigators 

as possible, and that's the way it came out. 

DR. BANDEEN-ROCHE: Thank you. 

CHAIRMAN WHALEN: Does the panel have any 
l c 

DR. BURKHARDT: I do. 
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determine the recommended fill volume for these 

devices? 
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DR. DUHAMEL: The recommended fill volume 

is -- 1 may have to turn to one of our engineers for 

that, but it is -- it begins with the volume of the 

mandrel -- 
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DR. BURKHARDT: Right. 

DR. DUHAMEL: -- as being shaped around 

the mandrel, and is there anyone who can help me here 

with this about how the range is set? 

DR. BURKHARDT: I mean, is it just an 

eyeball thing? 

15 DR. DUHAMEL: No, not quite. 
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Come on, Tom. This is Tom Powell, who is 

our recently hired head of technology, but he will be 

glad to tell you the answer. 

MR. POWELL: Good morning, panel. 

It's been my experience in this short time 

SC. 
that what we've done is we've actually done a 

calculation of the mandrel volume and then tried to 

116 
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correlate that to implant volume based on percentages 

to where we believe we are at a point where the shell 

isn't stressed, and we'll make modifications based on 

experimental values looking at different shell 

thicknesses within our range. 

DR. BURKHARDT: I mean, do you actually -- 

do you take models and fill them in the factories? 

The reason I'm asking is because folding 

is obviously one of the things that has been 

implicated in the leakage problem that we have. Do 

you fill them in the factory until they don't fold and 

then use that as a basis for your recommendations, or 

how do you figure that out? 

MR. POWELL: Well, again, the folding 

mechanism, I think, is an indeterminant at this time. 

What we do an evaluation on is the cosmetic look at 

all these different implants at different fill levels, 

percentages of fill. We don't really look at them 

with the full flaw eye to that type of potential. 

DR. SPEAR: Can I help answer that 
+c 

question? I mean in my impression, at least? 

DR. BURKJURDT: Sure. 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 200053701 www.nealrgross.com 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

10 

19 

20 

21 

22 

118 

DR. SPEAR: My impression is that the way 

in part this is ascertained, of course, they look at 

the mandrels. That's not a one to one relationship. 

You know that. But it's actually the volume of saline 

that fills the device to its intended shape without 

either exaggerating the shape or not fulfilling the 

shape. 

I use the analogy of Macy's Day Parade and 

the things that get filled up that, you know, go down 

Broadway, and when they're full, when they're filled 

to their intended shape, that's when they're full. 

DR. BURKHARDT: There's a considerable -- 

the reason I ask is there's a substantial range that's 

recommended by the company in the fill volume. 

DR. SPEAR: The range goes from that 

volume up. They're up volumes, but they're not -- in 

other words, the minimum volume is the volume that 

fills the device to, its intended shape, as I 

understand it. 

DR. BURKHARDT: Okay. This next question 

*e - 
then again is for Dr. Duhamel. This is somewhat 

related to the whole issue of filling and shape. 
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I don't know where the dividing line is in 

terms of regulatory functions between what the FDA 

calls labeling and what you would call ordinary 

commercial marketing. 

But I'd like to read and enter into the 

record some comments from the brochure that you 

provided here. You're talking about "the perfectly 

natural anatomical breast implant with its upper area 

gently sloping downward and outward. The perfectly 

natural anatomical breast implant creates a more 

voluptuous and aesthetic natural shape. It offers a 

unique opportunity to scientifically customize the 

shape of the breast rather than just the bra size." 

And in your marketing material, I know 

that you have really emphasized this so-called 

anatomic shape. My question is: do you have any 

studies specifically for augmentation patients that 

are blinded in which you can tell the difference in 

the outcome? 

DR. DUHAMEL: No, we don't, and so I'll 

+t - 
have to turn to Dr. Spear to give you at least his 

impression of what the advantages are of that type 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 200053701 www,nealrgross.com 



7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 DR. SPEAR: Yeah. I think where this is 

l c 

21 most easily done, of course, is in the reconstruction 
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shape. 

DR. BURKJ3ARDT: Dr. Spear. 

DR. SPEAR: Well, I'm glad you asked that 

question. You know, from a clinical point of view, 

obviously this is among physicians a very 

controversial issue. I think the most correct way of 

looking at this, and this is my own personal opinion, 

is that these devices do have different shapes, and it 

is my opinion that the different shapes do achieve 

different shapes in vivo, in people. 

But I think I would stop there in terms of 

what I would say scientifically is correct. Whether 

one is, quote, more natural looking or the other I 

kind of leave to the realm of the marketers rather 

than the scientists. 

DR. BURKHARDT: But if there is a 

difference, it would be relatively easy to perform a 

prospective study that would be blinded to try to 

determine the difference with photographs. 

population where I think that study could be done 
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3 

4 

pretty easily because there's nothing there to 

interfere with the appearance of the device. But it 

could be done in augmentation, too. It would be very 

interesting to do. 

5 

6 

7 

a 

DR. BURKHARDT: Dr. Spear, in your many 

years of doing breast augmentation surgery, have you 

ever encountered a patient who experienced nursing 

problems that could reasonably be related to the 

9 augmentation procedure? 

10 

11 

12 

13 

14 

15 

16 

17 

ia 

19 

20 

21 

22 

DR. SPEAR: No, but that's another very 

good question. The reality is that as a clinical 

surgeon we are aware that some women have nursing 

problems who haven't had breast surgery and who 

haven't had breast implants. It becomes a very 

difficult task to sort out when someone who had 

difficulty nursing would have had that difficulty 

nursing because of their implant versus just normal 

biological phenomena. 

And I'm not aware. I've never had 

reported to me a single one of my patients who's had 

Zr. 
problems nursing, although that doesn't mean it 

couldn't have happened to someone. 
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3 

4 

5 

6 

DR. BURKHARDT: In your reports regarding 

nipple sensitivity, you reported a certain rather low 

incidence of changes in nipple sensitivity. Was this 

determined by direct examination, like two point 

discrimination and so forth, or was this all self- 

reported by patients? 

7 

a 

9 

10 

11 

12 

13 

DR. SPEAR: This is self-reporting data. 

It's interesting that at my institution we're 

embarking at this minute on, you know, an active 

assessment of just this subject using two point 

discrimination and other very sensitive testing, but 

in this study, you know, in the PMA it's just self- 

reporting. 

14 DR. BURKHARDT: Do you use different 

15 

16 

17 

18 

19 

20 

21 

22 

approaches in your augmentation? In other words, are 

you in a position to have any impression regarding the 

difference between the axillary inframammary and 

periareolar approaches? 

DR. SPEAR: In terms of sensitivity? 

DR. BURKHARDT: Yes. 

fC - 
DR. SPEAR: I personally have not been 

made aware of a difference, although I'm very 
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3 all three approaches and cannot tell you that there's 

7 both of those questions, on the latter when we say 

a self-report, the modality of the data collection 

9 

10 

11 

12 1 

13 

14 

15 

16 

17 

ia 

19 

20 

21. no requirement to set or use any particular device, 

22 unlike some of our other study designs, we 
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interested in hearing if there are good scientific 

presentations about there being a difference. I use 

a difference in my clinical experience. 

DR. BURKHARDT: Thank you very much. 

DR. DUHAMEL: If I can make a comment on 

though is face to face. It is the form and the 

physician gathering the information. This is not a 

survey being collected from patients independently. 

DR. BURKHARDT: Thank you. 

CHAIRMAN WHALEN: Dr. Chang. 

DR. DUHAMEL: And I would like to comment. 

I said two questions so I was going to comment on the 

previous question, and I can only comment on the 

numbers. 

The devices were designed to provide 

choice obviously, and at least looking at the numbers 

in the case of the augmentation group, since there was 
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deliberately intend to enroll a certain amount, 

proportion of this device or that device, it was 

unrestricted among the available styles. 

And SO I look at those numbers, and I've 

always considered that that is the clinicians voting, 

you know. They're exercising their clinical judgment 

on the appropriate choice. 

Now, if that has no advantage, I'll leave 

that to Dr. Spear. 

DR. BURKHARDT: The reason I raise the 

question is that in breast implants, as in many parts 

of medicine now, every evening you can watch your 

television program and you see various medications 

being marketed directly to the public even though the 

patient eventually has to obtain these products with 

the intervention of a physician. 

Your company has marketed the so-called 

anatomically shaped breast implants directly to the 

public as an improved device over the round device 

with, so far as I can tell, a complete lack of 

scientific support for tha<"within the plastic surgery 

community. 
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DR. DUHAMEL: Two comments. One of them 

within the context of the trial, these enrollments and 

the selections that were made that I just referred to 

were done in 1995, long before there was any -- 

DR. BURKHARDT: I do understand that. 

DR. DUHAMEL: And the other was, make of 

that what you will, but that general program was 

reviewed by FDA. 

DR. BURKHARDT: I understand. 

CHAIRMAN WHALEN: Dr. Chang. 

DR. CHANG: I applaud McGhan's diligence 

in seeking questions regarding association of 

connective tissue disease symptoms in the patients 

with implants. For the one patient who did have post 

implant symptoms, is there follow-up? Do you know if 

that person required explantation? Is there any 

follow-up, although short? 

DR. DUHAMEL: I don't know, and we 

couldn't get that today. I know that we don't have 

that data readily available. We'd have to actively 

*c - 
seek that out. 

DR. CHANG: And I only ask that question 
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regarding anticipation of labeling concerns. 

DR. DUHAMEL: Right. 

CHAIRMAN WHALEN: I'd like to thank the 

sponsor. If we have further questions, we'll deal 

with them in a short time, but not right now. 

We're going to be taking a ten minute 

break, and then FDA will start with their 

presentation, and then there'll be a period later. 

(Whereupon, the foregoing matter went off 

the record at lo:23 a.m. and went back on 

the record at lo:35 a.m.) 

CHAIRMAN WHALEN: If we can come back to 

order then, I'd like to ask FDA to begin their 

presentation. 

DR. AREPALLI: Good morning. The product 

under consideration is McGhanMedical room temperature 

(unintelligible) saline filled breast implant, 

indicator for augmentation, reconstruction, and 

revision. 

My name is Sam Arepalli. I am the lead 

*c - 
reviewer of this PMA. 1111 be the first of the three 

FDA presenters this morning. 
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I will provide a brief summary of the 

preclinical analysis performed on the product. 

Subsequently Dr. Sahar Dawisha will give you clinical 

studies, and Dr. Telba Irony will provide comments 

from a statistician point of view. 

Next slide. 

This slide gives a brief description of 

the device. The device is available in five 

inflatable styles. They are smooth and textured, 

round and anatomical, and sizes ranging from 120 cc's 

t0 800 CC. 

The device consists of a silicone 

elastomer envelope filled with sterile saline for 

injection. The device is filled with saline at the 

time of surgery. The silicone envelope mainly has two 

parts. They are shell and diaphragm valve. 

The shell is manufactured from room 

temperature vulcanized (unintelligible) supplied by 

Newsil (phonetic) Corporation. The individual 

components of the (unintelligible) are 
St - 

polydimethylsiloxanes, methyl (unintelligible), and 

(unintelligible) silica. 
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1 Next slide. 

2 

3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

13 

The devices indicated for unilateral or 

bilateral hypoplasia of the breast, breast 

reconstruction in patients with adequate tissue 

coloring following mastectomy or trauma, asymmetry, 

ptosis, or aplasia of the breast, replacement of 

implants for medical or cosmetic reasons, and 

congenial deformity of the breast. 

We have a question for the panel regarding 

revision indication letter. The next two slides 

provide a brief summary of preclinical test data, 

namely, chemical analysis, toxicologist studies, and 

mechanical testing. 

14 

15 

16 

17 
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22 

These data were submitted since 1994 in 

(unintelligible) amendments to the PMA. This slide 

briefly describes chemical analysis conducted by the 

sponsor on the device. 

First, the (unintelligible) components 

like xylenes were analyzed using a hexane detector. 

The device was exhaustively extracted with several 

et; 
solvents. We checked for exhaustive extraction. The 

hexane extractable residue was subject to several 
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analyses like gel (unintelligible), infrared 

spectroscope analysis, analysis and identification and 

quantification by gas chromatography, coupled with 

mass spectrometry. 

And additionally, analysis for metals and 

(unintelligible) silica were also performed. 

FDA has no pending questions regarding 

chemical testing of this product. 

The next two slides describe toxicology 

testing and the status of each test. 

The toxicology tests performed are 

cytotoxicity, irritation, implantation, 

hemocompatibility, pyrogenicity, immunotoxicity, 

sensitization, bacterial (unintelligible), mammalian 

cell (unintelligible) density, unscheduled DNS 

synthesis assay, embryonic cell transformation assay, 

carcinogenicity, and teratology, and finally 

reproductive toxicology and pharmacokinetics. 

For pharmacokinetics and reproductive 

toxicology, (unintelligible) and published articles 

were provided in lieu of t*e'st data. 

The FDA has no questions regarding all of 
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The question for panel input will be 

presented right after FDA statistician's presentation. 

This slide is a brief description of 

medical device reporting on the McGhan saline filled 

breast implant device. This slide summarizes the 

16 (unintelligible) device reports that FDA has received 

17 for McGhan saline filled breast implants in 

ia (unintelligible). 

19 The first column is this one, MAUDE, 

20 

21 

22 
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the toxicology tests performed. 

The mechanical tests performed are, on the 

device, of course, static rupture, static impact, 

valve competency, fused joints, tensile strength, 

ultimate elongation, tear resistance, abrasion, 

fatigue rupture, and fold flaw. 

All tests were complete, and FDA has no 

further questions except for fatigue testing and fold 

flaw testing, and we have a question for panel input 

on these issues. 

summarizes the most frequent problems recorded to the 

MAUDE system, which recec&s reports directly from 

patients and health care professionals -- I'm sorry -- 
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practitioners, but not from the sponsor. 

The second column, this one, lists the 

five adverse events that are reported on summary from 

-- in the summary form by McGhan on a quarterly basis. 

So that's all that I have to say about the 

preclinical, and thank you very much. 

And now I turn it to Dr. Sahar Dawisha. 

Sahar. 

DR. BURKHARDT: Excuse me, Mr. Chairman. 

What does MAUDE mean? 

DR. AREPALLI: Anybody there to answer 

that from OSB? 

PARTICIPANT: Say that again? 

PARTICIPANT: (Inaudible.) 

MR. DILLARD: Jim Dillard, FDA. 

Manufacturer and user device experience. 

DR. BURKHARDT: Thank you very much. 

MR. DILLARD: You're welcome. 

DR. DAWISHA: Good morning. I am Sahar 

Dawisha, Medical Officer in the Division of General 

*c : 
and Restorative Devices, and 1'11 be presenting FDA's 

clinical perspective of the information in McGhan 
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Medical saline filled breast implant PMA. 

The studies summarized in the PMA are 

shown in this slide and consist of a retrospective 

assessment of the SEER database, a one year, large, 

simple trial, an augmentation and reconstruction study 

in 1990, and the same studies in 1995. 

The SEER and LST were conducted in 

response to suggestions from FDA on the type of 

information needed for PMA submission. The AR-90 is 

a prospective study which was initiated in 1990 prior 

to FDA's suggestions. The A-95 and R-95 studies were 

designed and initiated in 1995 with FDA input and 

approval. My slides will refer to these studies as 

AR-95. 

15 

16 

17 

Because they constitute the sponsor's 

major clinical studies for demonstration of safety and 

effectiveness and they represent the most current 

18 implant styles and surgical practices, I will focus on 

19 

20 

21 

22 

these two studies summarizing these other studies 

shown here briefly. 

SC 
You 1 ve already seen this slide from 

yesterday. It summarizes the SEER database. I'm not 
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going to go into the details again, other than to say 

that the main reason for implant removal other than 

for planned stage reconstruction in the SEER database 

was for capsular contracture. 

The large, simple trial was designed as a 

prospective study of a large number of patients 

followed only for the safety endpoints of infection, 

rupture deflation, capsular contracture and 

reoperation. A sample size of 3,000 and 5,000 

patients was proposed by the sponsor to estimate 

complication rates with the precision of one to two 

percent. 

The LST results at one year on a by 

patient basis are summarized on this slide. The 

analysis method used here, as well as for the 

subsequent studies I will show, is a Kaplan-Meier 

survival analysis, which shows the risk of a first 

complication, along with a 95 percent confidence 

interval surrounding the risk rate, which is shown in 

parentheses. 

1=2 - 

Note that for the total group, the 

confidence intervals are all within one to two percent 
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You can see that for the complications 

shown, the revision patients generally have rates 

between those of augmentation and reconstruction with 

the exception of deflation. 

With the exception of this study and the 

implants in the A-95 and R-95 which were replaced and 

followed, the sponsor has not collected safety and 

effectiveness information on revision patients, and 

you'll be asked to address this on the panel 

questions. 

*c 
21 Before you get on to the studies, I'd like 
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as proposed by the sponsor. However, the intervals 

for the reconstruction and revision indications are 

larger. 

There were a total of 2, a55 patients 

enrolled, with the majority of these as augmentation. 

The follow-up rate at one year was approximately 62 

percent. Of the four complications studies, capsular 

contracture Baker Grade III or IV was generally the 

complication experienced with the highest overall 

frequency. 

to summarize the implant styles that were used in 
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McGhan Medical's clinical studies. Note that they are 

no longer manufacturing and marketing styles 60 and 

64, which contain leaf valves. 

In the 1990 study, styles 60, 68, and 168 

were used, and in the 1995 study, styles 68, 168 and 

468 were used in augmentation patients predominantly, 

and styles 168, 363, and 468 were predominantly used 

in reconstruction patients. 

There were no style 64 implants in the '95 

studies and only about six percent, 60. There were 

only -- I'm sorry -- there were only six percent of 

style 64 implants and no style 60 implants. 

I just wanted to point out that although 

I've used the sponsor's term of anatomical on this 

slide, the shape is more accurately described as 

contoured. 

The 1990 study was designed as an open 

label, prospective study at multiple sites with five 

years of follow-up for patients seeking primary 

augmentation and primary reconstruction with silicone 

SC. 
gel filled and saline filled implants. 

Safety was based on local complications, 
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and effectiveness was based on device failures, 

patient satisfaction and quality of life. A minimum 

sample size of 300 patients with saline implants was 

proposed without statistical justification. 

The patient disposition in the AR-90 study 

at five years is shown here. Of the 468 augmentation 

patients and 27 reconstruction patients enrolled, only 

approximately 50 percent completed the five year 

visit. Of the patients who were withdrawn, the 

majority of patients were lost to follow-up for both 

augmentation and reconstruction. 

Note that complications subsequent to 

implant removal in the 36 augmentation patients and 

four reconstruction patients are not included in the 

Kaplan-Meier rates to follow. 

This slide shows the interoperative 

medications used in the study, and because some 

patients had multiple medications, percentages sum to 

greater than 100. 

Note that at least 75 percent patients 

underwent some form of po&t irrigation of some type 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 200053701 www.nealrgross.com 



1 half had either steroids or antibiotics placed within 

2 the implant. 

3 

4 

5 

The sponsor has since advised against 

placement of solutions other than saline into the 

implants. The cumulative, five year Kaplan-Meier 

6 first occurrence risk rates of selected complications 

7 is shown here on a by patient basis with 95 percent 

8 confidence intervals in parentheses. The cumulative 

9 

10 

11 

risk of a first occurrence of any complication is 68 

percent for augmentation and 95 percent for 

reconstruction. 

12 Although only the five year cumulative 

13 rates are shown here, the cumulative rate of first 

14 occurrence of any complication increases overtime and 

15 has not leveled off by five years. 

16 

17 

The cumulative risk of at least one 

reoperation for any reason, including both implant and 

18 non-implant related, over the five year period is 

19 

20 

21 

22 

approximately 32 percent for augmentation and 65 

percent for reconstruction. 

*c - 
Of note, the cumulative risk of first 

occurrence of implant removal and wrinkling increased 
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1 over time as well. Breast pain of any severity was 

2 reported in at least 20 percent of patients 

3 cumulatively over the five years. 

4 

5 

6 years is shown here based on the number of procedures. 

7 There were 268 and 42 reoperation procedures performed 

8 respectively in augmentation and reconstruction. 

9 The most commonly performed procedure for 

10 augmentation was implant removal and fox 

11 reconstruction this was a nipple related. Nipple 

12 related included tatoo and other nipple procedures. 

13 

14 

15 

16 and no reconstruction implant removals without 

17 

18 The reasons for implant removal through 

19 

20 

21 

22 patient request for a size or shape change. 

138 

The most common types of reoperation 

procedures performed in the 1990 study through five 

Capsular related procedures were also 

among the most commonly performed procedures in 

augmentation. Not shown here are the two augmentation 

replacement. 

five years are shown on a by implant basis on this 

slide. Approximately two thirds of the implants were 
*c 

removed to treat a complication rather than due to 
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Note that the rows of complication and 

patient request sum to 100. The indented rows are 

subsets of the complication row and all percentages 

are based on the number of implants that were removed. 

With respect to complications 

necessitating implant removal, the single most common 

reason in both augmentation and reconstruction was due 

to leakage deflation. Fifty-one percent of all 

augmentation implants were removed due to this. 

In addition to local complications, the 

sponsor collected additional safety information as 

shown on this slide. Pre and post implant 

reproduction andlactationproblems were collected for 

all patients, and breast disease was collected on 

augmentation patients. 

The frequency of these reports were not 

increased after implantation compared to before. 

There were 11 augmentation patients and two 

reconstruction patients who reported a connective 

tissue disease, or CTD, diagnosis after implantation 

*c 
without such a report prior to implantation. Note 

that there was no confirmation of these diagnoses with 
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medical records, physical examinations, or laboratory 

tests. 

The types of CTDs reported by the patients 

is shown here with the first 11 occurring in 

augmentation, and the two cases of joint paint 

occurring in the reconstruction patients. 

Without a control group of sufficient 

numbers of similar types of patients followed for the 

same duration and without diagnostic confirmation, 

conclusions regarding the association of these CTDs 

with these implants cannot be made. 

The sponsor performed subgroup analysis 

for the variables of surface texturing, placement, 

valve type, and for the complications of infection, 

capsular contraction, Baker Grade III or IV, leakage 

deflation, and implant removal. 

Because the reconstruction sample size was 

small, analyses were not performed for this group. 

There was statistically significantly higher leakage 

deflation by log rank test for the leaf versus 

*c 
diaphragmvalve and for submuscular versus subgranular 

placement. Although not statistically significant, 
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1 the risk of implant removal, capsular contracture 

2 Grade III, IV, and infection were also numerically 

3 higher for the leaf versus diaphragm valve. 

4 

5 

6 The effectiveness results in the 1990 

7 study are shown here. With respect to breast size and 

8 qualify of life, all measures were generally improved 

9 after implantation, and patients were generally 

10 satisfied. 

11 

12 

13 

14 

i5 augmentation patients. 

16 Although the sponsor refers to A-95 and R- 

17 95 as two distinct studies, I will be discussing these 

18 studies together, referring to them as AR-95. 

19 

20 

21 

22 
I 

Recall that McGhan is no longer 

manufacturing the leaf valve. 

Of note is that the quality of life 

changes were not statistically significant, and that 

the mean MOS-20 mental health score actually worsened 

at three years compared to before implantation in 

With the exception of no breast size 

measurements in reconstructionpatients, the endpoints 

l e - 

are the same for these two patient populations. 

CTD symptomatology with attempted 
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22 Approximately 70 percent of the patients 
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confirmation of diagnosis was performed, as well as 

collection of reproduction and lactation problems and 

breast cancer disease in all patients. 

A sample size of 1,300 total primary 

augmentation and reconstruction patients with at least 

150 of these as reconstruction was proposed to 

estimate the 95 percent confidence interval for 

precision of complications. 

According to a recent PMA amendment from 

the sponsor clarifyingpatient disposition, there were 

no patients who had traversed the six month allowable 

time frame for completing their four year visit at the 

time of PMA submission. However, 560 augmentation and 

44 reconstruction patients did come in for a four year 

visit. 

Therefore, while I will be showing the 

patient disposition as shown here at three years, FDA 

believes that the Kaplan Meier risk rates at four 

years should be presented for completeness, even if 

that means updating the four year Kaplan-Meier rates 

for a potential product label. 
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completed their three year visit, and of the withdrawn 

patients, the majority of augmentation patients were 

lost to follow-up and the majority of reconstruction 

patients were explanted. 

For the patients who underwent 

explantation of off study implants, subsequent 

complications are not included in the Kaplan-Meier 

complication rates to follow. 

The four year cumulative Kaplan-Meier 

rates, first occurrence and 95 percent confidence 

intervals for selected complications is shown here on 

a by patient basis for the patients in the '95 study. 

You can see that the largest confidence intervals are 

plus or minus six percent for the reconstruction 

group, and for augmentation the largest 95 percent 

confidence intervals are generally plus or minus three 

to four percent. 

18 Note that the reoperation rate shown here 

19 

20 

21 

22 

refers to all secondary treatment procedures 

regardless of the sponsor's subjective designation of 

1e. 
implant relatedness, and that for the complications of 

breast pain, wrinkling and loss of nipple sensation 
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al 1 severity levels are included here for 

completeness, and because even mild events as late as 

four years postoperatively may be clinically 

significant. 
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The cumulative risk of a first occurrence 

of a complication is 60 percent for augmentation and 

84 for reconstruction. This risk increases over time 

and has not leveled off by four years. 

The cumulative risk rate of at least one 

reoperation for any reason over the four year period 

is 24 percent for augmentation and 77 percent for 

reconstruction and also has not leveled off by four 

years. 

You'll be asked to address the curation 

and type of follow-up needed to fully characterize the 

long-term safety of these implants. 

The most common types of reoperation 

procedures regardless of the sponsor's subjective 

designation of implant relatedness performed in the 

1995 study through four years is shown here based on 

*c. 
the number of procedures. Percentages do not sum to 

100 as I have omitted infrequently performed 
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1 procedures from this table. 
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4 
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7 

There were 402 and 433 procedures 

performed in augmentation and reconstruction over the 

four years. As in the AR-90 study, the most commonly 

performed procedure in augmentation was removal with 

replacement and for reconstruction this was a nipple 

related procedure. 

8 

9 

13 

14 

Capsule related procedures, which include 

capsulectomy, capsulotomy, andcapsuloraphy, were also 

among the most commonly performed reoperation 

procedures in augmentation. 

Not shown here are the ten implant 

removals without replacement in augmentation and 17 in 

reconstruction. 

15 

16 

17 

The reasons for implant removal through 

four years are shown here on a by implant basis. As 

in the m-90 study, most implants were removed to 

18 treat a complication rather than due to patient 

19 

20 

21 

22 

request for a size or shape change. 

Note that the complication rose and 
et. 

patient requests rose as in the previous table, sum to 

100 percent. The indented rows are a subset of the 

145 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 20005-3701 www.nealrgross.com 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

146 

complication, and all percentages are based on the 

number of removed implants. 

With respect to complications 

necessitating removal, the single most common reason 

in augmentation was leakage/deflation as in the AR-90 

study. Twenty-seven percent of all augmentation 

implants removed were due to leakage/deflation. 

For reconstruction, the most common 

complication reason was due to capsular contracture, 

20 percent of all reconstruction implant removals. 

In an effort to characterize the 

complication rate in revision implants, the sponsor 

was asked to provide the cumulative Kaplan-Meier first 

occurrence complication rates on a by implant basis 

for those implants removed and replaced during the 

study and for which there was follow-up information. 

This table summarizes this information 

through two years of follow-up. Of the 108 

augmentation implants which we'll replace with study 

implants, there was follow-up information for 101, of 
II* 

which only 50 implants had reached two years of 

follow-up. 
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For reconstruction, of the 40 implants 

replaced with study implants, there was follow-up 

information for 38, of which only 17 had reached two 

years of follow-up. 

5 Because this study is still ongoing, the 

6 same size and follow-up is low, which is reflected by 

7 the wide confidence intervals. 

8 You can generally see that the 

9 complication rates are similar or slightly lower than 

10 for primary implantation. You'll be asked to address 

11 a revision indication in the panel questions. 

12 The sponsorperformedsubgroup analysis as 

13 in the 1990 study and again, only for the augmentation 

14 cohort. There was statistically higher leakage 

15 deflation rates and implant removal rates for leaf 

16 versus diaphragm valves in augmentation. 

17 The other safety information collected 

18 other than local complications is shown on this and 

19 

20 

21 

22 

the next slide. For both augmentation and 

reconstruction, there was no increase in reproduction 
*c - 

or lactation problems postoperatively through four 

years compared to before. 
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Of note were the slightly increased 

reports of both benign and malignant breast diseases 

after implantation and augmentation patients. Benign 

breast disease increased only slightly from 4.2 

percent preop to 4.9 percent postop, and malignant 

breast disease and augmentation increased from zero 

percent preop. to 0.1 percent postop., one patient. 

The types of breast disease reports, 

however, also changed predominantly from cysts or 

fibrocystic disease preop to nodules and/or masses 

11 postop. 

12 With respect to connective tissue disease 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

reports in the '95 study, recall that there was pre 

and post implant assessment of CTD symptoms and 

diagnoses with attempted confirmation of diagnoses. 

For augmentation patients, over the four 

years of follow-up there were a total of 16 patients 

reporting a new or unknown onset of a CTD after 

implantation without such a report prior to 

implantation. 

1c - 
Of these, the only confirmed diagnoses at 

the time of PMA submission were two patients with 

148 
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Graves disease, one patient with chronic fatigue, 

fibromyalgia, and one patient with hyperthyroiditis. 

The 12 unconfirmed cases in augmentation 

patients include rheumatoid arthritis, 

hyperthyroiditis/thyroiditis, chronic fatigue 

syndrome, fibromyalgia and lupus. 

For reconstruction patients over the four 

year follow-up period, there were a total of seven 

patients reporting a new or unknown onset of a CTD 

without such a report prior to implantation. Of 

these, the only confirmed diagnosis at the time of PMA 

submission was one patients with Graves disease. The 

six unconfirmed diagnoses include chronic fatigue 

syndrome, fibromyalgia, inflammatory bowel disease, 

rheumatoid arthritis, and thyroiditis. 

Without a control group of sufficient 

numbers and similar types of patients followed for the 

same duration, conclusions regarding the CTDs shown 

here with these implants cannot be made. 

With respect to effectiveness, both 

patient populations were*egenerally satisfied with 

their implants, and augmentation patients generally 
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experience an overall increase in bra size. 

The results of quality of life assessments 

were somewhat mixed. While augmentation patients 

experienced an improvement in some specific quality of 

life measures, such as the Tennessee self-concepts 

scale, or the TSCS, and the semantic differential at 

three years compared to before implantation, they 

experienced statistically significantly worsening of 

general quality of life measures, such as the SF-36 

and MOS-20 total scores, and they had worsening of 

some specific measures, such as the body esteem scale 

total and physical scores at three years compared to 

preop. 

were higher than population normals at three years, 

despite this worsening. For reconstruction patients, 

general quality of life measures improved as well as 

most specific measures. 

In summary, the cumulative risk of a first 

complication is 60 percent and 85 percent for 

#C .* 
augmentationandreconstructlon, respectively, at four 

years, is increasing with time, and has not leveled 
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21 and effectiveness issues in the panel questions to 
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off. 

The cumulative reoperation rate of 24 

percent and ten percent respectively in augmentation 

at four years has not leveled off, as well. 

Although cumulative local complication 

rates are increasing, the types of local complications 

are well characterized, and the rates are precisely 

defined. 

In augmentation patients, most 

reoperations are implant removal. For both 

augmentation and reconstruction, most implants are 

removed to treat a complication rather than due to 

patient request, such as a size or shape change. 

While breast size benefits are evident for 

augmentation patients, general quality of life 

measures and some specific measures, such as body 

esteem worsened over time for augmentation patients. 

Quality of life measures generally 

improved over time for reconstruction patients. 

you'll be asked to discuss these safety 

*c - 

follow. 
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Three studies were submitted in this PMA. 

The first study is a 1990 study, augmentation and 

reconstruction. There were like 468 augmentation 

patients and 25 reconstruction patients, was 

considered a pilot study. This study is completed. 

Then in 1995 augmentation study, the A-95 

study, had 901 patients. Three years were completed, 

and the study is still ongoing. 

SC. 
21 Finally, the1995 reconstruction study, R- 
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Thank you. 

I would now like to introduce Telba Irony, 

who will present the statistical perspective of the 

information. 

DR. IRONY: Okay. I'm Telba Irony, and 

I'm a statistical reviewer for the McGhan study. 

In this presentation I will comment on the 

statistical techniques that were used on the design 

and analysis of the studies presented by the sponsor. 

I will also point out the possible biases that we'll 

be taking into account when the results of the studies 

are analyzed. 

95, 237 reconstruction patients, three years were 
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completed. The study is still ongoing. 

The R-90 study was initiated without the 

FDA review. Because the designs of the 1995 studies 

were reviewed by the FDA, I have considered them as a 

primary study, and most of my comments will focus on 

them. 

7 There were no claims, targets or control 

8 

9 

i2 

groups. Consequently the safety and effectiveness 

endpoints for this project are summarized by the use 

of descriptive statistics. The acceptability of the 

resulting rates must be evaluated from a clinical 

perspective, keeping in mind the limitations of the 

studies and the possible biases that could have 

influenced the results. 

16 that. 

My role as a statistician is to point out 

18 

The sample size for the studies were 

previously determined in order to achieve a certain 

procedure for the estimates. Precision was defined by 

the length of the confidence intervals for the adverse 

ft. 
event rates, and the targeted precision was achieved. 

Safety was addressed by estimating 
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complication rates and rates of secondary surgeries. 

The following statistical techniques were employed. 

The Kaplan-Meier analysis, prevalences were computed. 

The prevalence in this set were not what statisticians 

usually know as prevalence, though I will later 

explain what the prevalences meant in this case. 

And finally, subgroup analysis, log rank 

tests were used. 

I will address these three techniques and 

discuss their merits and flaws. 

First, Kaplan-Meier analysis. For each 

adverse event, a Kaplan-Meier analysis was conducted 

on the time to first occurrence of that event. Now, 

what's the result of the Kaplan-Meier analysis? 

Its result at each considered time point 

is the chance that a patient will experience that 

adverse event from the time of implantation up to the 

considered time point. So this technique allows women 

who were not followed for the entire duration of the 

study to contribute information to the survival curve 

for the time they were in?he study. 

Now, it's very important when we use this 
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technique to be able to assume independence. What 

does it mean? It means that the sensory mechanism, in 

other words, the mechanism by which people don't come 

back to follow-up, is dependent on the adverse event. 

In other words, the reason for the patient not return 

to the follow-up is not associated to the fact that 

she has or has not experienced the adverse event. We 

have to evaluate how reasonable is this assumption in 

our context. 

Now, the time points where the 

probabilities were reported were four weeks, six 

months, one, two, three, and four years; four years 

not completed yet. However, in order to compute these 

rates, the sponsor has considered days as a unit of 

time, which makes the estimates much more accurate, 

alleviating but not solving completely the problem of 

interval censoring since there is not a large time 

interval between the occurrence of the event and the 

This assumes, of course, that the patient 
SC 

has good memory and is able to report the exact day in 

which the event has occurred. 
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Now, whenever this kind of analysis is 

performed for several adverse events at a time that 

may or may not be correlated, the problem called 

competing risks rise. What does it mean? 

It means that if the patient that 

experienced the first complication is removed from the 

pool of patients, that patient is not a candidate to 

experience another complication. In this case, the 

patient is censored and this phenomenon will bias the 

estimated complication rates. 

We must point out that patients in some 

cases do go back to the pool after experiencing some 

complications, but in other cases, for instance, in 

explantation case, they don't go back to the pool. 

The competing risk problem does not occur 

when compute the rate of any complication, in other 

words, the probability that a patient will get any 

complication, because once the patient got any 

complication shouldn't be candidate to another one. 

so what we computed here is the 

complication free rates, 
fC f 
which is the compliment of 
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Now, another thing that we have to take 

into consideration is the correlation among 

complications. In some cases, these complications are 

correlated. SO the fact that the patient had one 

*t .- 
21 complication will increase the probability that the 

22 

1 
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mean is the chance that the patient experienced no 

complication by a certain time. 

So that's the table, and you can see that, 

you know, these probabilities are decreasing with 

time. I start the column with four years because, you 

know, that date is not complete yet. So what we can 

say, that the column of three years is most reliable 

one in this case. 

And we say that, for instance, for the 

first study, 1990 study, the chance that the patient 

will be complication free from the time of implant up 

to the three year follow-up is 41 percent. For the 

augmentation '95 study, the chance that the patient 

will be complication free by the third year will be 

42 percent and for the reconstruction study will be 25 

percent. 

patient has another complication. 
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What does it mean? It means that in this 

case, less patients will be having complications, but 

the ones that have complications will have more 

complications. 

There are some complications that might be 

negatively correlated, and the opposite will happen. 

If the patient has one kind of complication, the 

patient will be less likely or maybe it will be 

impossible for the patient to experience the other 

complication. 

Now, I'll talk about prevalence, and it's 

important to point out that the prevalence here was 

defined in a different way than we statisticians are 

usually used to. Prevalence in this case was the 

percentage of patients that experienced the adverse 

event at the follow-up time, given that the patient 

had come back to the follow-up. This is a condition 

of probability. 

Potentially it could help to indicate when 

the complication is more likely to occur. I'm writing 

*c - 
potentially because if that's accurate. 
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sensitive to biases generated to loss to follow-up, 

and just to give an example, I built this table that 

tells you how many patients came back to the visits. 

For instance, for the A-95 study that started with 901 

patients at four weeks, after three weeks we had 689 

patients, and four weeks we just started because it's 

not completed yet. We had 560 patients. 

For the reconstruction study starting at 

236 patients after three years, we have 168 and four 

years we have 45 patients. 

11 

12 

13 

14 

15 

16 

Now, what were the prevalences? I will 

show the tables that we computed here. You can see 

that the confidence intervals for the four years are 

very wide. Even for the cases we had very few 

occurrences. We still have a wide confidence 

interval. 

17 This phenomenon is even more visible in 

18 

19 

20 

21 

22 

the reconstruction studies. For instance, for some 

complications for which we have zero occurrences, we 

still have a wide interval that goes from zero to 
IC 

eight. 

Now, still concerning safety, subgroup 
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21 general population. There were no controls for this 
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analysis and log rank tests were appropriately used in 

this case. The subgroup analyses were only performed 

on the augmentation studies, and it compared round 

versus anatomical devices, smooth versus textured 

devices, leaf versus diaphragmvalves, and submuscular 

versus subgranular implant placements. 

The rate of implant removal and leakage 

and deflation result is statistically higher for leaf 

valves than for diaphragm valves. No other 

statistically significant differences were found. 

Now, effectiveness. First, since the 

breasts were physically -- in other words, 

deterministically increased the statistically 

significant increase in bra size is meaningful -- 

meaningless. Sorry. 

evaluate the improvement in quality of life of 

patients. The patients were evaluated before and 

after the implants. This was appropriately done. 

However, it should compare with what happens in the 

se 

kind of comparison. 
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oops. Something happened here. 

DR. WITTEN: Why don't you go on since 

people have your slides and talk about biases? 

Since the panel has your slides, why don't 

you go on. They can look at the hard copy they've 

got. 

DR. IRONY: Now, possible biases with 

these studies. First is the nonresponder bias. The 

question here is why did the patient drop out from the 

study. It could be that the patient didn't come back 

because she was feeling fine and didn't see any reason 

to come back. So that will increase or, in other 

words, bias the estimate. You overestimate this 

estimate. 

On the other hand, maybe the patient was 

feeling bad and looked help elsewhere. So this will 

underestimate the rates. 

So we will have to be able to evaluate 

this kind of bias to have a more precise idea of the 

estimates. 
SC 

Second is a recall bias. The 

complications here are self-reported. In other words, 
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the patient might not recall exactly when they 

happened. This bias is less used than the previous 

one. 

Finally, there was an investigator site 

bias. There were too many sites in the studies. It 

was practically impossible to justify statistically 

the pooling of this data. I believe this bias is 

minimal. 

Now, what else could have been done? 

First, demographical variables were provided, but were 

not used as covariants. The truth (phonetic) are 

being used and we could learn from this kind of 

analysis. 

Second, it will be very valuable to check 

the correlation among adverse events. If the adverse 

events are positive recall related, less patients will 

be affected, although the ones affected will tend to 

experience more adverse events. 

The possibility of combining the 

augmentation studies from 1990 and 1995 could have 

*c 
been investigated. The results were very similar. 

Most confidence intervals where adverse event rates 
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overlap. 

There were a fewstatisticallysignificant 

differences. One was for wrinkling. There were lower 

rates in 1995 and other complications. There was a 

category of complications defined by the sponsor, and 

lower rates were in 1990. 

We should investigate while there are 

differences between the studies, and maybe we could 

learn something from observing these differences. 

This concludes my present. The next 

person is Sammy Arepalli again. 

DR. WITTEN: Excuse me. I think we're 

going to defer reading the questions. 

Were you going to do the questions, Sam? 

DR. AREPALLI: I think so. 

DR. WITTEN: Yeah. I think we can turn it 

over back to Dr. Whalen. We'll do the questions 

later. 

CHAIRMAN WHALEN: Thank you. 

At this point then are there questions of 
1c i 

FDA by the panel members? 

DR. BURKHARDT: Yes. I have some 

-- 
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questions. I'm concerned that we're in the position 

of trying to decide whether a procedure that 

apparently has a 68 percent complication rate is an 

acceptable procedure, and I wonder if there isn't some 

duplication. 

I tried to follow the slides, but had some 

difficulty. For instance, there was a 32 percent 

reoperation rate, but most of the reoperations were 

apparently done either for capsular contracture, which 

is separately recorded, and leak deflation, which is 

separately recorded. 

Do we have a duplication of complications 

that are counted twice that leads to this high 

complication rate? 

DR. DAWISHA: Are you asking that of FDA? 

DR. BURKHARDT: Well, I'll ask it of 

anybody that can answer it. 

(Laughter.) 

CHAIRMAN WHALEN: The questions are best 

now directed to FDA because that's in direct follow- 
l c 

up -- 

DR. BURKHARDT: Then I'll ask that of the 



1 FDA. 

2 CHAIRMAN WHALEN: -- of the statistic that 

3 you reported. 

4 

5 

DR. DAWISHA: Okay. Can you tell me which 

slide that you're referring to? 

6 DR. BURKHARDT: Well, I'm referring to the 

7 slide that says 'Iby patient five year cumulative KM 

8 complication rates AR-90." 

9 DR., DAWISHA: Okay. That's for the 1990 

10 study. 

11 DR. BURKHARDT: But the same question 

12 would apply to any data that is collected like that. 

13 I'm concerned that -- 

14 DR. DAWISHA: Okay, and what was your 

15 question? 

16 DR. BURKHARDT: Well, in this particular 

17 slide, for instance, the complication rate is reported 

18 as any complication at 68 percent, which is very, very 

19 

20 

21 

22 

high. 

DR. DAWISHA: Right. That's the first 
*c; 

occurrence of any complication cumulatively over the 

five years. 
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DR. BURKHARDT: I do understand that. 

DR. DAWISHA: Okay. 

DR. BURKHARDT: Reoperation is listed as 

a complication. 

DR. DAWISHA: Right. 

DR. BURKJXARDT: Now, reoperation, as 

you've said in the reconstruction patients, is not 

necessarily a complication. All those patients had 

reoperation for nipple reconstruction. 

DR. DAWISHA: Okay. 

DR. BURKHARDT: Is that clear? 

DR. DAWISHA: No. I don't understand what 

you're asking. 

DR. BURKHARDT: Okay. If you consider a 

second operation, a reoperation, as a complication in 

a reconstructed patient -- 

DR. DAWISHA: Right. 

DR. BURKHARDT: -- you must realize that 

most secondary surgeries in reconstruction patients 

are for nipple reconstruction following the insertion 
IP; 

of the implant. 

DR. DAWISHA: Okay. Now I understand what 
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2 

3 

you're saying. You're questioning whether because all 

reconstruction patients undergo nipple reconstruction 

that -- 

4 

5 

6 

7 

8 

9 

DR. BURKHARDT: I'm saying there's a lot 

of stuff in here that we're calling complications that 

would not be considered a complication by the ordinary 

reasonable person, and a second operation in a 

reconstructed patient is not usually considered a 

complication. 

10 

11 

12 

13 

DR. DAWISHA: Okay. 

DR. BURKHARDT: Okay? Now, you have an 

incidence of -- and I'm just trying to point these 

things out so I can understand them -- you have an 

14 incidence of llpercent of capsular contracture, which 

15 is a complication. 

16 

17 

18 

DR. DAWISHA: Right. 

DR. BURKHARDT: Right, and this is in the 

augmentation patients. 

19 

20 

21 

22 

DR. DAWISHA: Right. 

DR. BURKHARDT: Okay. You have an 
3r - 

incidence of leakage and deflation of 11 percent in 

the augmentation patients, which is -- 
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DR. DAWISHA: Right. It's really not 

incidence. We're talking about cumulative -- 

DR. BURKHARDT: Oh, cumulative -- 

DR. DAWISJXA: -- risk. 

DR. BURKHARDT: Cumulative incidence? 

DR. DAWISHA: Cumulative risk. 

DR. BURKHARDT: Cumulative Risk? 

DR. DAWISHA: Right. 

DR. BURKHARDT: Okay. We have a 

cumulative risk of 11 percent of leakage and 

deflation. You also have a 32 percent cumulative risk 

of reoperation. 

13 

14 

15 

DR. DAWISHA: Right. 

DR. BURKHARDT: But most of those 

reoperations are related to the other cumulative risks 

16 which are also in the list here. 

17 

18 

19 

20 

21 

DR. DAWISHA: That's right, and Telba 

Irony pointed that out, that in -- this is one of the 

problems inherent in reporting Kaplan-Meier risk rates 

in that if there are relationships between 

SC .- 

complications, it presents somewhat of a limitation. 
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I'm just reporting the information that was provided 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 20005-3701 www.nealrgross.com 



169 

by the sponsor. 

DR. BURKHARDT: I'm not questioning that. 

DR. DAWISHA: And there are inherent 

limitations in reporting these data, and that is that 

some of the complications are related. 

DR. BURKHARDT: Now, wrinkling is reported 

as a complication. All the implants wrinkle. If 

you've got a thin breast, you're going to see 

wrinkling. Is that a complication? 

DR. DAWISJJA: Okay. Why don't we get away 

from calling these things complications and just call 

them events? 

DR. BURKHARDT: That would be helpful. 

DR. DAWISHA: Okay. If you want to look 

at it that way, you can do that. I chose the term 

complication, number one, because this is what the 

sponsor had designated, and number two, because 

implant wrinkling could potentially be a complication 

to an individual patient, and so that's why I chose 

that term. 
l c 

You can use the term l'eventl' as well as 

the term lVcomplication." 
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DR. E URKHARDT: In your -- may I ask 

another? 

In your safety -- your later safety slide, 

you have pain at four weeks as 77.9 percent in the AR- 

90 study as a complication. If I have surgery and 

still have some pain at four weeks, I don't 

necessarily consider that a complication. That just 

goes with the territory. 

DR. DAWISHA: Do you mean at four years? 

DR. BURKHARDT: I'm sorry. You have four 

weeks. The slides aren't numbered. I'm sorry I 

can't -- 

DR. DAWISHA: This is the 1995 or 19 -- 

DR. BURKHARDT: This is on the lower left- 

hand side of page 7. 

My concern is that I don't want this panel 

to feel that it's in the position of recommending or 

not recommending the procedure on the basis of what 

appears to me to be an inflated complication rate as 

it's ordinarily understood. 

SC 
DR. DAWISHA: Can you tell me what slide? 

What is the heading for this slide where it says four 
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13 

14 

15 

16 

somewhat of a semantic term here, but we've had the 

term "complication" applied, and now we're talking 

about the term "event." I think what we're really 

talking about is bad things, to be real technical 

17 /I about it. 

18 (Laughter.) 

19 CHAIRMAN WHALEN: But in point of fact, 

that is what we're trying to get to -- 
*c i 

DR. BLUMENSTEIN: I understand. 

CHAIRMAN WHALEN: -- is that one of the 

20 

21 

22 
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DR. BURKHARDT: The heading is "Safety 

Continued, Kaplan-Meier Complication Free Rates." 

DR. DAWISBA: Okay. That's not my slide. 

DR. BURKHARDT: I'm sorry. I'm sorry. 

That's complication free rates. Okay. I 

misunderstood that. 

I don't mean to belabor this issue. I 

just think I made my concerns apparent. 

DR. DAWISHA: Okay. All right. I was 

just -- 

DR. BLUMENSTEIN: I guess it may be 
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11 than what we are considering here. 

13 

14 MS. DOMECUS: Yes, for the statistician. 

15 I apologize for the naive statistical question, but 

16 

17 

18 

19 

20 

21 
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clinicians is saying it's not a bad thing. 

DR. BURKHARDT: Exactly, and you see, if 

you've got good things mixed up with bad things, 

they're not necessarily good things but just expected 

things, and like a revision for size change, is that 

a bad thing or not. I don't know, and when you mix 

all of these things together, then you have things 

going in opposite directions and so forth. 

DR. BURKHARDT: My concern is the public 

perception of complication may be somewhat different 

CHAIRMAN WHALEN: Ms. Domecus, do you have 

a question? 

the rates listed under the prevalences are so 

drastically different from the Kaplan-Meier. The 

prevalences are at the observed rates and the Kaplan- 

Meier is the projected probability of -- 

DR. IRONY: No, they should be different 

ICC i 
because completelydifferentdefinition. Kaplan-Meier 

is when you get, for instance, a Kaplan-Meier rate of 
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10 

11 

event." So what they did, they get the proportion of 

patients that came back at six weeks or at one year. 

At that time point and had that complaint or that 

12 

13 

14 

15 

report of that event, it might be that a patient had 

an event before, was cured, and when he came back, she 

came back after two years and said, "1 don't have 

anything else." 

16 So that's why the rates are so different. 

17 They are different measurements. 

18 

19 

20 

21 

22 why the rates would be so drastically different- 

173 

ten percent at one year means that if it's a certain 

event, let's say, this way; so the event of that one 

year is ten percent, means that the patient has a 

cumulative risk, let's say, or a probability that 

experiences complication in the first year. What is 

the prevalence? 

The prevalence is the patient came back to 

follow-up at six months and reports, "1 have some 

DR. DOMECUS: I do understand that. 

DR. IRONY: Measuring different things. 

DR. DOMECUS: I'm just trying to 
1c i 

understand the differences because it's not intuitive 
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the four years. It might be that the event occurred 

at two years. It might be that the event occurred at 

one year. It might be that the event occurred at four 

years. What's the prevalence? 

The prevalence is the number of people 

15 that came at four years and reported that had that 

16 event, which is usually smaller because it's 

considered only that time interval between third and 

fourth year. 

17 

18 

19 

20 

21 

22 
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DR. IRONY: Now you do understand? 

DR. DOMECUS: I don't think so. 

(Laughter.) 

DR. IRONY: Okay. I will say that the 

Kaplan-Meier is the probability that -- let's say, 

Kaplan-Meier at four years. Let's be very drastic 

because that's when you find the largest difference. 

That's the probabili,ty the person will 

have that event from the time of implantation up to 

MS. DOMECUS: Okay. 

DR. IRONY: Now it's clear? 
IC 

MS. DOMECUS: Yes. 

DR. IRONY: And it's very important to 
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1 

2 

3 

4 

5 

point out in this case the prevalence is not what we 

statisticians know as prevalence because it's 

considered only on the people that reported to that 

visit, in other words, people that were not lost to 

follow-up. 

6 

7 

8 

9 

10 

Some people were lost to follow-up perhaps 

because they felt that they had nothing and didn't see 

any reason to come back to the doctor, perhaps because 

they felt something and went to another doctor. So 

these estimates could be biased in both ways.. 

11 

12 

13 

MS. DOMECUS: Thank you. 

CHAIRMAN WHALEN: Thank you. 

Dr. Blumenstein. 

14 

15 

16 

DR. BLUMENSTEIN: I introduced the term 

"bad thing" just a minute ago. 

(Laughter.) 

17 DR. BLUMENSTEIN: Technical term. I would 

18 like to revise that a bit and say that this gets very 

19 

20 

21 

22 

complicated because we're talking about bad things 

that are device related and bad things that are 
*t . . 

surgeon related and then events that are patient 

preference related and so forth, and all of these 
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things are mixed up, and that's what's going on. 

DR. BOYKIN: Can I comment? 

CHAIRMAN WHALEN: Dr. Boykin. 

DR. BOYKIN: This was brought up earlier, 

but since we're going to review some things specific 

to each PMA, the FDA had identified 25 lists of 

deficiencies that were used to categorize the device, 

and as a surgeon looking at this list, I could 

identify at least ten of them that probably are more 

specific to the patient's healing, the environment, 

the procedure, the technique, and probably have very 

little to do with the device itself. 

And I think when we begin to cloud these 

issues about safety, effectiveness, reoperational, 

why, I mean, the augmentation group, 37 percent, I 

believe, came back to have their implants exchanged 

for larger sizes. It clouds the issue. 

But coming away from it, I think we can 

see that the trends are relatively safe, indeed. 

CHAIRMANWHALEN: Very well. We're going 

se 
to proceed to the comments from the panel lead 

reviewers, and we will be hearing three such sets of 
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4 Dr. Li. 
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7 

8 

9 

10 

13 (Laughter.) 

14 

15 

16 

17 

DR. LI: The key question, I guess, in 

general is what it is that you're testing. From the 

earlier discussion, there seems to be a natural range 

of thicknesses one could achieve in your implant. I 

18 guess although the numbers are relatively small, .014, 

19 

20 

21 

22 

I think it -- what is it? -- .03-something? But 

that's almost a factor of two difference in thickness 

by a natural course in these different implants. I 

think if you wanted to judge the worst possible 

177 

comments, one on mechanical testing by Dr. Li, 

clinical study by Dr. Boykin, and statistical 

considerations by Dr. Blumenstein. 

DR. LI: Thank you. 

Let me start off where I left off. My 

last comment was that I applauded the sponsor's 

cleverness and inventiveness in the testing, but that 

doesn't actually unfortunately mean that I agree with 

all the results. I guess if this were figure skating 

I would give you high marks for style, but lower marks 

for technical merit, I guess. 
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11 

12 

13 usually discussion items, and there's not a hard and 

14 

15 However, I do believe though that you can 

16 construct your mechanical testing in a way that is 

17 more generally accepted and avoiding lots of 

18 controversythatnormally accompanies these mechanical 

19 tests. So at the risk of being a little too detailed, 

20 but I think this speaks to what I think is deficient 

21 

178 

situation, I think as a manufacturer, you are in the 

position of going through and picking out the ones at 

the thinnest end and making sure that those devices 

perform in a certain manner. Otherwise if you test 

the middle range or some of the ranges you test, you 

could end up with a surprise when all of a sudden 

someone puts in a very small implant with a very thin 

wall. 

I think you and the patients and the 

surgeons ought to know what those consequences are. 

Sometimes the devil is in the details in 

the mechanical testing, and these are things that are 

fast, probably right and wrong on some of these. 

*e. 
in the fatigue testing. 

A couple of items. One, sometimes you 
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4 

5 

6 that you tested a particular implant model several 

7 

8 

9 

10 

11 

12 

13 time and just remove that issue off the table. 

14 

15 

16 repeat your test or if you want to interpret your 

17 

18 

19 

20 

21 force you needed to apply to maintain that 60 percent 

22 

179 

test it two at a time. Sometimes you test it one at 

a time in the fatigue. As a general rule, I never 

like testing two at a time when the effective of one 

implant could affect the results of the other. This 

was reflected in a subset of your results that shows 

times, sometimes two at a time, sometimes one at a 

time, but the two at a time device often gave you a 

different result than your one at a time device. 

So I don't know if that's thickness. I 

don't know if that's variation in testing. I don't 

know what that is, but I would go to testing one at a 

You also elected another particular 

detail, but I think it's important if others want to 

test, is that your tests were run, as I understand it, 

so that the devices were compressed a certain amount. 

Like you would pick a compression level at 60 percent, 

and then during that fatigue test, apply whatever 

se. 

compression. 
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12 

13 

14 

15 

16 negate and confuse the results of those examples. 

17 You did a couple of scouting tests to 

18 start the fatigue testing off where you tested two 

19 

20 

21 

implants, one with a volume of 360 cc's, one with 780 

cc's, and you did the fatigue testing at a variety of 
ec. 

percent compressions. 

22 The end result I don't think is one you 

180 

However, as your data shows, as time goes 

on, the amount of force you needed to maintain that 

same percent compression changed during the test. 

Now, you had perhaps some explanations of why that 

happened, but in general you're applying a different 

load across the whole -- during the test, and again, 

that's a controversial item, I think, that you could 

just remove out of the system. 

I think perhaps one way maybe to get out 

of this quandary is to do your tests so that 

essentially the internal pressure or the internal 

stresses apply to the implant, are the same regardless 

of how you get there. It seems like if you just focus 

on applied load or just focus on applied compression, 

variations in the implant could probably swap out and 
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17 

spirit of trying to do the tests in a timely manner, 

in addition to varying how much you compressed the 

sample during the test, you varied the frequency by 

which you apply the load, which is a time honored way 

18 of trying to speed up these tests, unless, of course, 

19 

20 

you generate a frequency dependence during your 

testimony, which you appear to get unfortunately 

21 

22 muddies the water. 

181 

intended, but the implant that was 360 cc's seemed to 

have much less fatigue strength than the one with 780 

cc's. So I don't know if this is an artifact of your 

testing. I don't know if this is some change that 

went on that there was more or less change of force 

during the test. I don't really know what that is or 

was the one that 360 cc simply thinner than the one 

that was 780, but it raises all of these questions. 

11rn not exactly sure where that variation comes from, 

or if it isn't a direct reflection of, in fact, that 

particular model in that particular size has less 

fatigue. I might just couldn't interpret that. 

the other thing that you did was in the 

IC 

sometimes, but not others, which also then further 
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For instance, typically you would get a 

frequency dependence if you ran the test at 60 percent 

compression, but YOU did not get a frequency 

dependence if you went to 70 percent compression, and 

I really don't understand the source of that 

difference or if it's a reflection, again, of the 

7 quality of the device. 

8 

9 

10 

11 

12 
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So I would say at the end of it all you 

did very clever testing. You did a lot of testing, 

but at the end of it all, I'm not exactly sure what to 

do with any of the numbers. They don't know how to 

interpret the changes that went on. They don't know 

how to relate that to a clinical performance, and it's 

certainly not standard in the way that if you gave me 

one of these to test a fatigue, it certainly would not 

be the way I don't think most people would go at it. 

So I think you would either need to 

explain very clearly how you did these tests and 

defend exactly why you think 60 percent compression 

at, you know, 1.25 hertz exactly is the way to go or 
IC i 

you can revert to a more standardized, more repeatable 

type of test in the spirit of at least characterizing 
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the implants in a manner that's repeatable. 

The other big thing is fold flaw. Again, 

a very clever attempt. I think the problem with that 

generally is that you can only produce the flaws when 

you reduce the volume by 45 or 50 percent, a situation 

that I believe I've been told is not clinically a 

general way of occurrence, and that when you went to 

higher degrees of inflation or the intended degree of 

inflation, the experiment couldn't be run or the fold 

flaws didn't generate a leak. 

So I'm not quite sure what the fold flaw 

testing tells me in the spirit of, you know, different 

models have a different fold flaw resistance, how 

sensitive they are to load. I guess I can't answer 

any of those questions based on the data that you've 

I guess maybe it isn't a big number, and 

part of that may be there just wasn't enough detailed 

supplied. I'm troubled by the refilling of the 

implant during the test without some numbers. You 

know, in other words, at*;hat point did you decide 

that the deflation was enough to merit filling the 
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2; understand all of why you picked what you did and then 
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device? You know, was it a volume? Was it a weight? 

Was the technician going, "That looks a little low. 

I think I'll put a little in"? 

When you refilled it, how did you decide 

how much to refill it to? Did they all -- you know, 

how often did this happen? Was there a difference in 

those you refilled and those you didn't? Don't know. 

At the endpoint, as you pointed out, I had 

a question on the endpoint, but you actually answered 

it for me. In some cases the endpoint was the first 

appearance of a dye that came out, and in the other 

cases it was actually massive bursting of the implant. 

Those are two very different endpoints in my view. 

I'd be curious for those devices where you had a known 

time where the dye started to come out how many more 

cycles it would take to go from there to the point 

that it actually bursts, or if, in fact, that leak was 

big enough to where actually it never burst and you 

just kind of squirted it out like a squirt gun. 

These are all basically detailed comments 
SC. 

to get around the basic thing, is I didn't quite 
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how to interpret what you did out the other end of 

that. 

And then overall, and the reason why, I 

guess, I'm harping on it and then spending as much 

time on it is, you know, the cumulative complication 

rate for leakage and deflation, which I believe is 

independent of the other things, of 11 percent I find 

to be high as a mechanical device failure. I guess 

over the last couple of days I've come to realize that 

all of those implants have been around for 30 years. 

For some reason that's kind of an accepted, lIthat's 

just the way it is" situation. I can't believe that 

that number is acceptable, and my only parting comment 

to the sponsor is if you want market share, reduce 

that number. 

deflation. Understand the mechanism and engineers and 

material people to fix that. I can't believe that 

this number cannot be reduced to a significantly lower 

number, and I can't believe that patients should be 

subjected to a device whe?e somewhere between eight 

and 15 percent of them are likely to have a 
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complication rate for leakage at five years. 

DR. BLUMENSTEIN: Can I comment on that 

last point he made? 

CHAIRMAN WHALEN: All right. 

DR. BLUMENSTEIN: The estimate that you're 

reading off that table is biased. That's not an 

accurate estimate. 

DR. LI: Fine. Whatever. I would say 

even three percent at five years for a medical device 

I would put on the high end of acceptable. You know, 

and it's a relatively small numerical number, as Dr. 

Spears pointed out, but in real life it translates to 

tens of thousands of patients a year that would have 

to have an operation due to that inflation. 

The other test I just mention quickly just 

in a sentence. You did tear test, wear test, rupture 

test, static, dynamic, and I guess as I've said, the 

FDA has called those tests complete, and I agree 

they're complete, but I actually don't know what to do 

with those tests relative to a clinical situation, 

SC - 
which means if you come and change a sterilization 

method or change a supplier of silicone and run those 
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same tests, the result is different one way or the 

other. I have no indication of whether -- of how 

that's going to affect the clinical result. 

4 

5 

6 

7 

8 

9 

10 

11 

CHAIRMAN WHALEN: Thank you. 

Clinical, Dr. Boykin? 

DR. BOYKIN: Yes. Thank you. 

I think unlike Dr. Li's comments, mine are 

more comforting, to say the least. I'm going to take 

him in the operating room one day with me and let him 

see what this operation is all about. 

(Laughter.) 

12 

13 

14 

15 

DR. BOYKIN: Overall I felt a significant 

level of comfort with the way the studies were 

designed and carried out. Obviously the statistical 

interpretations looking at a lot of elements that I 

16 felt may have clouded the issue certainly remains 

17 

18 

debatable, but overall the studies show some 

consistency. 

19 

20 

21 

22 

They also show that the manufacturer has 

developed a device which actually has shown some 

*c .- 
improvement over an earlier model that we'll talk 

about in just a second. 
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The leakage rate and deflation rates that 

Dr. Lee is describing may in some physical standards 

be abhorring, but clinically speaking, at that level 

I believe most surgeons feel comfortable discussing 

the device and all of the things that go along with 

what brings about a leak. 

The cumulative rates, even though they're 

somewhat biased, reflect what is generally seen in 

most surgical studies that have been published about 

this operation and don't appear to point to any 

significant deficiencies that I would feel need to be 

further investigated. 

Three points though that do come up, 

first, concerning the leaf versus diaphragm design. 

I heard a comment made that while the leaf design was 

being discontinued, it would still be sent to patients 

who had the leaf design in at the present time as a 

replacement. I would question that policy, especially 

in light of the fact that we have fairly shown 

significantly increased leakage rates with that design 

zc - 
and removal rates. why would you want to send 

somebody a device that is going to have these 
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I 
deficiencies if you know about it already? 

The quality of life issues I think also 

bring up some questions as to whether or not we really 

understand how to effectively measure the quality of 

life for somebody who's had this operation. I thought 

it was pretty simple. You just ask them, I'How do you 

feel?" If they say they're fine, then it's better. 

But obviously it's a lot more complicated than that, 

but I'll leave that up to my statisticians to decide. 

better. 

If they pay their bills, that's even 

Product labeling, as Dr. Burkhardt has 

pointed out, and he and I have had this discussion 

before, I think really needs to be addressed. It's 

important not to mislead the public into thinking that 

the difference in the shape or the design is going to 

cause some tremendous improvement in the overall 

effect, and I think for the augmentation patients you 

have not demonstrated clinically that that is the 

case. 

ICC. 
Personally speaking, at least from my 

experience in reconstruction, yes, there may be a 
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reflected this for the PMA that we've seen. 

Overall I think that the clinicals are 

fairly representative of what's happening in this 

country at this time by good practitioners, and I 

believe is very acceptable. 

CHAIRMAN WHALEN: Thank you. 

And statistics, Dr. Blumenstein. 

DR. BLUMENSTEIN: Reviewing the data on 

the basis of presentation and so forth, the 

presentations do not come up with the standards of 

good, peer reviewed article to be published in the 

medical literature. I'll tell you why. 

The primary problems have to do with the 

informative sensoring that's present in the 

observational structure of the data. These are not 

randomized clinical trials. They are no controls. 

Therefore, it's very important to characterize the 

pattern and relationships with dropouts. 

The one minus Kaplan-Meier 

characterization of compircations is an incorrect 

approach to that for individual complications. These 

21 

22 
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things need to be redone as cumulative incidence rates 

using the methodology that's specific for that. 

Otherwise those estimates are biased and the direction 

of the bias is to put the estimates too high. They're 

overestimated. 

The confidence intervals on the 

complication rates and so forth are really confidence 

intervals on groups, and they're not suitable for 

prediction for the individual patient. That needs to 

be clarified somewhat. 

The prevalence estimates I found 

meaningless, and I would drop them completely from any 

of these considerations, meaningless because I don't 

know what it -- for an individual complication, the 

prevalence of that complication has varying lengths of 

time. So I'm not sure how one looks at a collection 

of prevalences over a group of complications and makes 

any sense of it. 

And then you also have the issue about, as 

was pointed out, about the dropouts and so forth. 

*e - 
Also, I think that using a proportional 

hazard regression approach would have clarified some 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 20005-3701 www.nealrgross.com 



2 

6 

7 

8 

9 

10 

11 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

192 

of this stuff. I'll be talking some more about that 

tomorrow. I have some specific suggestions with 

respect to modeling that would get around some of the 

methodologic issues that I'm talking about here. 

We also have this business about bad thing 

versus event versus device versus surgeon, and I'm 

very -- 1 think this is an acute problem in the 

presentation of these data, and I think that the 

characterization needs to be sharpened so that people 

can see all of that. 

The data issues are that there is most 

likely informative censoring going on here; yet there 

has been no characterization or analyses done to show 

us the degree to which this formative censoring might 

be going on. We need to see those kind of data. Even 

though it might be quite limited, it would still help 

to see that. 

It applies to all of the analyses, quality 

of life, complication rates, time to events, and all 

of that sort of stuff. 

SC 
Of course, we don't have adequate follow- 

UP. I feel like ~'rn just obliged to say that. Bottom 
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line is that I feel that we don't have a -- accuracy 

is not manifest in the presentation of the data, and 

I think that there can be improvements in the 

methodology by which the data is presented that will 

improve the accuracy. 

6 

7 

Would you like to say anything, add to 

what I've done? 

8 

9 

10 

11 

12 

13 

CHAIRMAN WHALEN: Thank you. 

At this juncture if there are any other 

questions of any of the panel members for either 

sponsor or FDA, it would be appropriate to ask them. 

Ms. Dubler, I had cut you off earlier. Do 

you still have a question? 

14 

15 

16 

MS. DUBLER: It's not relevant. 

CHAIRMAN WHALEN: Thank you. 

Anyone else? 

17 (No response.) 

18 

19 

20 

21 

22 

CHAIRMAN WHALEN: Seeing none, we will 

proceed then to the review of the FDA questions, and 

as we've been repeatedly told, each PMA stands on its 

cc. 
own merits these few days, but in the words of the 

great 20th Century philosopher Yogi Berra, these look 
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like deja vu all over again in terms of the actual 

questions, word for word. 

Nevertheless, in regardtothis particular 

PMA our first question as projected is: while the 

sponsor provided no long term clinical data on their 

implant, fatigue testing and fold flaw testing provide 

some information on long term rupture/leakage of the 

implants. Please comment on the sponsor's methodology 

and results for each of these tests. 

And I believe it is, again, appropriate to 

see if Dr. Li has anything further to answer in regard 

to this question. 

DR. LI: I don't have anything to add. 

Maybe I'd summarize it perhaps that the -- that I 

think the FDA an the sponsor need to agree on what the 

fatigue testing should be in a manner that keeps them, 

I think, at least both happy at the end of it all. 

There's a wide discrepancy right now, I 

think, in how you load it, whether or not you do one 

or two, those kind of things. I think those just need 

to be worked out in a man;& that it's reproducible, 

and that someone else could reproduce it should they 
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I think there's some experimental things. 

I think you just need to go to one at a time. You 

definitely have to test the thinnest implant that you 

can find. I believe that's well within your purview. 

The fold flaw testing I think is 

interesting, but the fact that it's 45 percent 

deflated I think has little or no value. I think you 

need to, again, work with the FDA to first decide if 

the fold flaw is something you should go after at all 

as something that's sensible in a time frame or if it 

just isn't really a long range research project 

disguised as a method to evaluate a device. 

But the current fold flaw testing as the 

sponsor provides is interesting, but I don't believe 

is clinically relevant. 

CHAIRMAN WHALEN: Are there any other 

panel members who -- Dr. Chang? 

DR. CI-UWG : Just on a practical level 

then, since we want to do it as efficiently as 

l c 

possible, that does raise the question if clinically 

we don't ever on purpose under fill by 45 percent, 
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16 The only question I have to add on the 

17 practical level is that if there is some evaporation 

18 or movement of water within the implant, perhaps 

19 actually on a practical level there should be a little 
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then really how important would it be to pursue fold 

I 
I flaw testing and to what degree do we need rigorous 

testing in order to establish that they are safe? 

That's just a rhetorical question that I 

would ask that FDA consider. 

And also to take into effect that if it 

isn't under filling, it may be the positioning and the 

physiological environment of the implant within the 

patient that leads to the folding. So it may be more 

in the purview of research done by Plastic Surgery 

Educational Foundation as ongoing studies rather than, 

again, pursuing -- so it would be up to the FDA to 

discuss with sponsor in terms of how rigorously to 

require and to what depth those technical tests would 

bit or five percent overfill to accommodate loss of 

fluid within the implant which might lead to earlier 

creation of wrinkle or folds in the patient within two 
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DR. LI: Thank you, Dr. Chang. You 

reminded me of one point I forgot to mention. 

I don't think in the worst case scenarios 

that are presented by the sponsor are necessarily 

actually the worst case, sickness being one, the 

presence of a flaw being another. I think if you look 

close through your devices and loading and 

frequencies, that I'm not sure -- actually I'm pretty 

certain that you actually didn't hit the worst 

possible combination that YOU could actually 

clinically expect to achieve, overfilling being 

another one. 

14 

15 

16 

I don't believe there was any tests for 

fatigue that were -- or fold flaw, actually, or even 

though that was filled or overfilled. 

17 

18 

CHAIRMAN WHALEN: Dr. Witten, in regards 

to Question No. 1, the panel feels that fatigue 

testing is important and that there should be efforts 

to come to some standardization of how that is 

*c - 
performed with concurrence between FDA and sponsor. 

Upon that and despite significant 
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discussions about fold flaws, that that particular arm 

of the testing may not be as important. 

Does that answer the question? 

DR. WITTEN: Thank you. 

CHAIRMAN WHALEN: Thank you. 

Question number two is: given the 

information provided for augmentation patients, is 

there reasonable assurance as defined in 21 CFR 860.7 

that the product is both safe and effective for 

augmentation patients? 

I will ask each of the panel members to 

comment upon this. I'll begin with Ms. Domecus and 

work back around. 

MS. DOMECUS: I would say yes to both 

safety and efficacy based on Dr. Blumenstein's 

clarification of the Kaplan-Meier data as not being 

maybe as reliable as it should be, that it's an over 

inflation; also based on Dr. Burkhardt's important 

clarification this morning that one patient could be 

reflected in the breast pain, removal, deflation, 
*cd!. 

contracture andreoperation categories simultaneously. 
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a good feeling now on what those real risks are, and 

so based on the prevalence information, I would say 

safety has been demonstrated as well as efficacy. 

CHAIRMAN WHALEN: Thank you. 

Ms. Brinkman. 

MS. BRINKMAN: Well, unfortunately the 

more I hear the data, the more confusing it gets. I'm 

sure I'm not the only one. 

I am concerned about the cumulative risk 

over time and especially for any complication and for 

reoperation, and also the failure rates. It appears 

that -- and this will get handled in labeling -- that 

physicians and patients definitely need to know, 

although I truly appreciate the manufacturers breaking 

these down because they made them much more easy for 

me to understand. 

SO I feel that we'll handle this in the 

labeling issues. 

Thank you. 

CHAIRMAN WHALEN: Dr. Robinson. 

zc. 
DR. ROBINSON: Effective, yes; reasonably 

safe, yes. 
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14 So yes on both. 

15 CHAIRMAN WHALEN : Thank you. 

16 Dr. Morykwas. 
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CHAIRMAN WHALEN: Ms. Dubler. 

MS. DUBLER: Yes, I was very pleased with 

the breakdown of the effectiveness into real attempts 

to look at qualify of life, and I'm comfortable that 

it's reasonably effective, and I'm comfortable also 

that it's reasonably safe. 

The statistic that concerns me the most 

is, of course, the leakage and failure rate over time, 

but I'm also encouraged by the company's 

identification of the fold as a likely problem and 

source of deflation and their pursuit of that, even if 

it's got some mechanical problems. I thought that was 

DR. MORYKWAS: I agree that even though 

the quality of life did slightly go down for the 

augmentation patients, it still is above the general 

population. So I'll say yes to both. 

e.2. 
CHAIRMAN WHALEN: Thank you. 

Dr. Chang. 
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