
1 

2 

3 

4 

5 

6 

7 DR. MCCAULEY: The second question I have 

a relates to staging of the patients and the air leaks 

9 that were present. Is there any difference in the 

10 percentage of air leaks by stage of tumor stage in 

11 

12 

13 

14 MS. MOONEY: We did not do an analysis of 

15 cancer staging versus grades of air leak. I would 

16 mention, though, however, if you'll recall that the 

17 intraoperative gradingnumbers, efficacynumbers, were 

19 

20 

21 

22 
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gross and histopathological findings, specifically 

with the three and six-month rat IP toxicity studies. 

So there were in both of those studies 

general blood chemistries and hematology parameters 

assessed over those times, and based on those 

analyses, there was no evidence identified of that. 

these patients and the severity of these air leaks 

when you look at your control versus the study 

patients? 

overall 92 percent. 

We did look at and analyze a breakout of 

the intraoperative efficacy of sealing air leaks by 

grade and actually saw no'cdifference. Grade 1 leaks 

were sealed in 96 percent of the time, grade 2 in 97 
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~ 
percent of the time, and grade 3 in 90 percent of the 

I time. So we -- 

DR. MCCAULEY: I'm sorry. 

MS. MOONEY: Go aheads. 

DR. MCCAULEY: I was referring more to the 

primary efficacy endpoints that Dr. Ferguson 

mentioned, which is air leak free from time zero to 

discharge. 

MS. MOONEY: We did not do a separate 

analysis of that. 

CHAIRMAN WHALEN: Ms. Maher. 

MS. MAHER: I don't have any questions 

right now. 

CHAIRMAN WHALEN: Ms. Brinkman. 

MS. BRINKMAN: I just -- I need a little 

clarification, Dr. Kurt. When you were talking about 

recommendations and you said, you know, this could be 

utilized on lung resections, were you saying except in 

cancer patients undergoing chemo or were you saying 

except in cancer patients, period? 

DR. KURT: l?;ankly, I think that the 

cancer progression question is somewhat of a fluke of 
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7 MS. BRINKMAN: Thank you. 

a 

9 

10 

11 

12 

13 numbers are small. So there's a slight trend based on 

14 the documents I've had before me, but it's on such 

15 

16 

small numbers, I wouldn't want to say anything 

definitive for or against that trend. 

17 

ia 

19 

20 

21 

So I would say it's a question that's 

unresolved. 

CHAIRMAN WHALEN: Dr. Chang? 

DR. CHANG: I'd like I'd like to ask the 

sponsor if there are ai; comments regarding the 

22 differences in wound infection rates between treated 

103 

numbers here which needs to be biostatistically 

clarified, but I think it needs to be further 

clarified or studied. I'm just bringing it up as the 

worst case scenario, playing the devil's advocate. 

In general, I'm not worried, but I think 

it needs to be pursued. 

CHAIRMAN WHALEN: Perhaps it would be 

appropriate to ask Dr. DeMets to comment at this 

juncture. 

DR. DeMETS: I'm not sure that we can make 

any definitive statements on that issue, because the 
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and untreated groups. 

MS. MOONEY: Yes. We actually do have a 

back-up slide on that. Just one moment, please. 

DR. CHANG: Then my second question while 

you're getting that up is for sponsor. Did you go 

back to look to see if there was any relationship 

between those clinicians who use suction for the chest 

tubes and development -- and redevelopment of air 

leaks? 

that? 

MS. MOONEY: I'm sorry. Could you restate 

DR. CHANG: Did you go back and look at 

the recording of clinicians or patients who had 

suction used and development of air leaks? In other 

words, did those who redeveloped air leaks in the 

treated groups develop them as a result -- or was that 

associated with use of suction? 

MS. MOONEY: Yes. 

DR. CE-LANG: Or was it not related? 

MS. MOONEY: Although we did not include 

that information in thefcPMA, we did perform an 

analysis to try and understand whether suction had 
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some predictive factor, and I'll let Dr. Selwyn, our 

study statistician, address that. 

3 

4 

5 

6 

DR. SELWYN: Murray Selwyn, Statistics 

Unlimited. Our company was paid to do the data 

management and statistical analyses for the Focal 

studies, and my travel expenses were paid. 

7 Yes. In fact, we did look at the 

8 development of air leaks post-surgery in the subset of 

9 patients who didn't have air leaks at skin closure. 

10 We did a logistic regression analysis where we 

11 included all the pre-op and post-op risk factors, age, 

12 post-operative suction and maybe one or two other 

13 things. 

14 The two statistically significant factors 

15 were pulmonary function and marginally post-operative 

16 

17 

suction. There were no differences among treated or 

control patients. So these two risk factors seemed to 

18 predispose patients to developing post-operative 

19 

20 

21 

22 

leaks. 

MS. MOONEY: Dr. Chang, if you look at the 

slide behind you, you'll*iee a further breakout of 

thoracic wound infections. I should mention that 

105 
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conservatively in the course of collecting adverse 

events in the study, we conservatively reported any 

infection associated with that site. 

When you look at a more detailed breakout 

of superficial versus deep infection, you can see the 

comparability between the two groups, and I might ask 

Dr. Wain to also come up and comment a little bit on 

these. 

CHAIRMAN WHALEN: Dr. Witten? 

DR. WITTEN: Yes. I just want to mention, 

were these analyses reported in the PMA, the ones 

you're providing now? 

DR. MOONEY: In the adverse event listings 

we described the thoracic wound infections. I don't 

know for sure whether we -- In narratives, I'd have to 

go back and check to see whether they were superficial 

or deep, but there were narratives provided on adverse 

events that, when instances were available, we 

included descriptors. But I don't know directly the 

answer to your question, Dr. Witten. 

DR. WITTEN: l cOkay. Well, I'll just 

mention that any analyses that aren't in the PMA 
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shouldn't be reported, but if these are descriptions, 

then okay. 
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15 

DR. CHANG: I mean, just to clarify, I’m 

asking that the 7.2 percent is including five percent 

that were superficial wound infections? 

DR. WAIN: That's correct. Just in terms 

of literature review here, these are relatively recent 

reports in the thoracic surgical literature from 1996 

and '97 looking at the results of surgical treatment 

of lung cancer patients, including a multi-center 

study. 

You can see, the incidence of wound 

infection ranges from . 3 to 7.6 percent, and the 

incidence of empyema ranges from 0.4 to 13.7 percent, 

a fairly broad range. 

16 When we looked at the thoracic wound 

17 

18 

19 

20 

21 

22 

infections, what we were doing here was superficial 

infections in the wound that required only a slight 

opening of the wound or a superficial dressing versus 

ones that required formal drainage or debridement. 

That's the difference betwgenthe superficial and deep 

infections. 
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Chang? 

CHAIRMAN WHALEN: Anything else, Dr. 

DR. CHANG: No. Thank you. 

CHAIRMAN WHALEN: Dr. Cerfolio? 

DR. CERFOLIO: I'm going to stay with that 

topic just for a second. I'd like to ask the 

sponsors, and specifically the surgeons in the room 

who used it who are highly respected and whose opinion 

I really value, what do you guys think? Why do you 

think there is a higher empyema rate in the treated 

versus the nontreated group? What explanation do you 

possibly have for that? 

DR. KAISER: I think we looked closer than 

how we ordinarily would look, Bob, at -- When you 

start looking at these, what we were assuming were 

empyemas here would not necessarily fulfill classic 

definition of empyema. 

That is, for instance, in one of the 

patients where there was some bleeding post- 

operatively, the patient came back in. At that time 
*t. 

some small catheters were inserted. Cultures were 

positive for an organism that could easily have been 
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a contaminant. That was considered an empyema. 

The fact that there were four empyemas in 

the treated group and no empyemas in the control group 

-- statistically, that was not significant, but we 

acknowledge the fact there were four empyemas as such 

in the treatment group. But I think, in terms of 

whether you would classify these as standard empyemas, 

I think we were being much more rigorous with the use 

of that term perhaps than ordinarily we would be. 

DR. CERFOLIO: It would help me -- and I 

think this is a description. So I think it's okay 

that you allow it. The only slide you didn't have in 
, 

the handout that you added, obviously, was that 

empyema slide. It would be helpful if you just put 

that back up. Thanks. 

That showed those patients, because 

really, they really are pretty soft calls for empyema, 

aren't they? No one was really very septic or got 

systemically ill from these. Is that correct? 

DR. KAISER: That's correct. I mean, none 

of these patients required any sort of open window 

drainage. None of these patients required muscle 
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2 we usually associate with empyema. None of these 

3 

4 

5 DR. CERFOLIO: My final question would be: 

10 

11 product is that it is flexible, and the lung is able 

12 to fully inflate. The other is, of course, we are 

13 applying this to a fairly limited area; that is, the 

14 

15 

16 of entrapment of the expansion of the lung by the 

17 product itself. 

18 As we discussed earlier, some of these 

19 residual spaces as such were later observations made, 

20 

21 

22 

: " 

slap. None of these required the kind of management 

patients required re-exploration and formal 

decortication, for instance. 

The lung is not -- Would you agree that the lung is 

not trapped with this product? That is, you placed 

this on the lung, and the lung is still able to fully 

inflate to the best degree that it can? 

DR. KAISER: One of the benefits of the 

area where the air leaks are present. But we have not 

in any of the patients we have treated seen any sort 

patients coming back, very rigorously looking at the 
x 

radiographs. If there was any space whatsoever, it 

was considered a residual space. We do not think that 
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14 than any other observation made in this particular 

15 study. 

16 

17 

18 

19 

20 

21 pointed out that chest tubes were removed at a median 

22 of four days. Yet patients didn't go home until day 

i 
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that has anything to do with the application of the 

product, but is a function of the operation itself. 

DR. CERFOLIO: Thank you. 

CXAIRMAN WHALEN: Just while you're at the 

microphone, Dr. Kaiser, to follow up on something Dr. 

Ferguson brought up: If the chest tubes are staying 

in the same amount of time, if the patients are in the 

hospital the same amount of time, from your clinician 

standpoint what's the utility of this product? 

DR. KAISER: Dr. Whalen, I think you ask 

an interesting question, and at the time the chest 

tubes are removed and times that patients are 

discharged, perhaps they are more inherent to bias 

The difference between a patient going 

home on Wednesday and Thursday could be what time the 

house staff made rounds that afternoon. If the 

attending perhaps had made rounds, the patient may 

very well have gone home, and Dr. Ferguson, in fact, 
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six, and some of that has to do with the decisions 

about when patients can go home. 

He pointed out perhaps that there~was some 

bias in terms of the observation in that it was not 

blinded. Yet I would repeat again that there was 

absolutely nothing at the patient's bedside to make us 

aware of who had been treated and who had not been 

treated. 

The study as designed and the primary 

endpoint as designed is a rigorous one. That is, 

absolutely no evidence of an air leak from the time 

the patient's skin is closed until the time the 

patient leaves the hospital. 

In fact, the first observation in the 

recovery room may very well have been made by one of 

our outstanding recovery room nurses who, in fact, may 

have just seen some residual air in the chest being 

evacuated at the time, and that was called an air 

leak. That patient then drops out. 

SO it's a little bit misleading to talk 

about some of these air leaks as recurrence of the air 

leak. In terms of discharge, however, I think that it 
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is safe to say that usually discharge -- In all of our 

experience, discharge is associated with time to 

cessation of air leaks, and I think as we use this 

product more and become more experienced with it, 

patients are going to be going home earlier. 

The fact is 92 percent of the patients 

treated left the operating room with no air leak, 

Intuitively, one would think, if we can stop air leaks 

earlier, patients ultimately will go home earlier. 

CHAIRMAN WHALEN: Dr. Ferguson? 

DR. FERGUSON: Well, I think that begs 

further discussion, the fact that 92 percent of the 

patients left the operating room with no air leak, but 

over half of them had a recurrent air leak. I suspect 

a fairly small percentage of those would be evacuation 

of residual air, and actually most of them are 

probably a development of air leaks which, contrary to 

what was suggested during the presentation, doesn't 

occur from the surface of unmanipulated lung but 

occurs mostly from surgical dissection areas or from 

staple lines. 

If the failure rate for the product is the 
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same as the failure rate for untreated patients, then 

it's hard for me to see what the clinical advantage is 

in those patients. 

DR. KAISER: Well, I would argue with you 

that the most unbiased endpoint would be the 

observation made at the time of the operation as to 

whether there's an air leak or not. It's a binary. 

There either is or there is not an air leak. 

Observations made in the post-operative 

period when the patients is in the recovery room 

immediately after, if somebody sees one bubble and 

calls that an air leak, it gets recorded as an air 

leak. Now whether that's a recurrence of an air leak 

or not, you and I could certainly discuss that. But 

to me, the most unbiased observation, which was not 

the primary endpoint -- and remember, the endpoint was 

agreed upon with FDA consultation at the time, and 

there was a significant of discussion about the 

primary endpoint in this trial -- but the most 

unbiased observation, in fact, as to whether or not 

this product works is when it is applied to the lung 

in the operating room, the air leaks have been 
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12 were air leaks remaining, reapply the material, and 

13 

14 centimeters of water where there were no air leaks. 

15 

16 objective determination is right then and there as to 

17 whether or not this product works. If there is an air 

18 leak and you apply the product and it stops the air 

19 

20 Observations made in the post-operative 

21 period, of course, are subject to all sorts of 

22 observer bias, but I would tell you, it didn't have 

115 

assessed, the material is applied. Again the lung is 

reinflated, tested at 30 centimeters of water, much 

more rigorous than any of us do in the operating room 

now. We don't go looking for air leaks at the time of 

the operation. 

So if anything, we were biased against 

ourselves here by the way the study was conducted. 

That is, we needed to inflate the lung at 30 

centimeters of water, quantitate the air leaks, apply 

the material, reinflate the lung to a pressure of 30 

centimeters of water, reassess the air leaks, if there 

get to a point, again with reinflation at 30 

Now I would submit to you that the most 

leak, to me, that implies that the product works. 
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7 supports my concern that, although the most objective 

8 determination, I agree, took place during the 

9 

10 

11 

12 

13 

14 

15 

16 

17 were removed were specified. 

18 There may be some disagreement as to this, 

19 

20 

21 

but patients who have upper lobectomies in my clinical 

experience tend to have higher incidence of air leak 

and perhaps more prolonged air leak than patients who 

22 
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anything to do with who was treated and who was not, 

because, really, none of us were aware of it once 

these patients left the operating room. Most of us do 

enough volume in the day, we can't remember who we 

treated and who we didn't treat. 

DR. FERGUSON: Well, I think that then 

operation and the efficacy was, depending on how you 

calculate it, 85 to 90 percent, the same number of 

patients failed in the post-operative period in the 

treatment group and in the control group. 

I'd like to ask for another point of 

clarification, if I may, and I'm not sure that you 

will have these data. In the European study that was 

summarized briefly in the PMA, the actual lobes that 

have middle or lower lobectomies. 
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I'm wondering -- 1 know you collected the 

information -- whether you've analyzed whether there 

was a difference in upper lobectomies versus lower 

lobectomies between the two groups. 

DR. SELWYN: I don't think we've done that 

analysis, but I do want to point out to the panel that 

essentially the primary efficacy endpoint in the study 

is the combination of two factors. .You're leak free 

from the end of surgery through discharge if you are 

leak free at skin closure and you remain leak free 

through hospital discharge. 

What we saw was there was a significant 

dramatic difference between the rates of patients who 

were leak free at skin closure. What we didn't see 

was a difference in the proportion of patients 

developing leaks subsequent to surgery, but the bottom 

line is that the overall endpoint is the combination 

of those two factors. 

Since the Focal sealant provided patients 

to be leak free at skin closure, a much higher 

proportion was subsequently leak free through 

discharge. SO it's not just the one factor that 
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22 DR. KURT: I have two questions, first for 
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you're talking about. It's really the combination of 

the two. 

DR. KAISER: I think, Mark, you mentioned 

the European study, and 83 percent of those patients 

were leak free from the time of skin closure to 

hospital discharge. This study was a bit more 

rigorous in that we had some early observations built 

in. In that study, the first observation, as I 

recall, wasn't made for 24 hours. 

So it was just made the once a day. We 

were looking very early in the going, and many of the 

air leaks we saw, in fact, that prohibited those 

patients from being in the group that were air leak 

free for the entire stay were made in those first 24 

hours. 

So it was a much less rigorous endpoint, 

if you will, in that the observations were only made 

by the operating surgeon in the European study and 

made only once a day, and it wasn't made for a day 

post-operatively. 

CHAIRMAN WHALEN: Dr. Kurt? 
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Ms. Mooney concerning the compatibility of other 

substances being mixed with this product. 

The question would come up, I think, with 

the surgeon since there is a possible rate of 

infection, why not include a vial of gentamicin and 

mix it in with the product to reduce the potential 

rate of infection? Is this product compatible with 

mixing of, say, antibiotics, etcetera, with it or 

other substances or has that been tested? 

DR. MOONEY: Dr. Kurt, we have not 

specifically tested the compatibility of the product 

with mixing with antibiotics such as that. 

DR. WITTEN: Can I just make a comment? 

This is FDA. Just from the point of view of either 

off-label use or use with something, not as directed, 

when we're asking you to look at safety and 

effectiveness of the product, when it comes time to 

making a recommendation we would like to have you 

focus on what it is the sponsor asks for, how they -- 

according to their instructions for use. 

when you get to the vote, is according to what the 
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14 then expose it to the visible light. So that it's not 

15 

16 The product and the packaging, the way 

17 

18 

it's designed, and the delivery device is such that it 

was never an issue. I don't ever recall in all of the 

19 applications that I did ever getting any of this on my 

20 gloves, plus it's not an epoxy type sealant that 

21 

22 
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sponsor wants to indicate the product for and how they 

are instructing that it be used. That's what you need 

to focus on when you make your vote for safety and 

effectiveness. 

DR. KURT: The second question I had deals 

with the clinicians and the rubber glove, latex rubber 

glove issue. If the sealant gets in contact with the 

rubber glove, did it cause your ,gloves to stick 

together or cause a hole to appear in the gloves or 

compromise the integrity of the gloves? 

DR. KAISER: No. That was never an issue. 

Remember, for this product to work best, one has to 

apply a primer first and then apply the sealant and 

set up until it gets exposed to the light. 

causes your fingers to stick together. It's actually 

quite low adhesion to a rubber glove, and I don't ever 

NEAL R. GROSS 

(202) 234-4433 

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



121 

1 recall getting any on there. 

2 This, in fact, is the light wand. So that 

3 the gloved hand is actually holding the light wand 

4 back here, and the applier to put the sealant in place 

5 is about the same as this as well. So not a problem 

6 with the gloves. 

7 CHAIRMAN WHALEN: Dr. Boykin? 

8 DR. BOYKIN: Just briefly, I want to go 

9 back to the infection question again. Just as that 

10 discussion was starting I believe someone had 

11 information that possibly correlated to clinical 

12 parameters, to the increased infection rate. Is that 

13 right? This had to do with respiratory function in 

14 the patient, and there was another one. Could you 

15 repeat that, please? 

16 DR. SELWYN: No. That was the development 

17 of air leaks post-operative. Those are the factors 

18 that correlatedwith development of post-operative air 

19 leaks, not with wound infection. 

20 DR. BOYKIN: What were they again? What 

21 were the parameters? 

22 DR. SELWYN: Pulmonary function and post- 

a _' 
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operative suction. 

DR. GALANDIUK: With regard to the 

infection rate, I think, without stratifying some 

clinical variables you really can't say anything about 

it at all, and those would be the presence of diabetes 

in patients, patients who had been previously 

irradiated, body mass index, duration of operation in 

those people who got infected. So without more 

information, I really don't think you can say anything 

about it. 

Then with all respect to Dr. Witten, I 

have one question regarding safety. There was another 

product that was approved by this panel several years 

ago that has had such bizarre off-label use. More 

sheets of this product have been used than you would 

think anybody with common sense could use. And I just 

see this product being sort of right for rampant off- 

label use. 

Either to the sponsor or to Dr. Kurt, with 

the toxicity testing and also the mouse lymphoma 

assay, what comparable doses were used compared to the 
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3cc application in an average patient, how many-fold 

that was the equivalent of toxicity testing? 

MS. MOONEY: In the three-month and six- 

month implantation studies, we showed no toxic effect 

in the subchronic study after 30 times the anticipated 

clinical dose. The toxicity that was observed was 

renal toxicity, which is the predicted target organ of 

toxicity because of PEG being the major constituent. 

In the six-month chronic study, which only 

had six months as its evaluation point, we saw no 

toxicity up to 50 times the anticipated clinical dose. 

One thing I'd like to clarify: In both of 

those studies we observed the material in its 

polymerized and in its non-polymerized -- both in 

polymerized and non-polymerized form. 

Another thing I can tell you to put this 

in context: If we were to look at the toxicity that 

was seen was limited to the early animals in the SO 

times the clinical dose non-polymerized group. If we 

were to attempt to deliver that equivalent amount to 

a patient, recognizing that a single application 

typically is completed with no more than one syringe, 
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that would require 32 syringes of primer and 32 

syringes of sealant. So we believe we 'have an 

acceptable safety margin. 

study? 

DR. GALANDIUK: And regarding the lymphoma 

MS. MOONEY: Pardon me? Would you repeat 

that part of the question? 

DR. GALANDIUK: And regarding the dose of 

the product used for the other toxicity studies, the 

mouse lymphoma? 

MS. MOONEY: The lymphoma study, being an 

in vitro assay, has a prescribed dosing that's not 

directly related to the amount of material that's 

applied to the patient, but it's a dosing regimen 

that's designed to standardize that test. 

Perhaps I'll let Dr. Brusick comment on 

that. 

DR. BRUSICK: My name is David Brusick, 

and I'm employed by Covance Laboratories. MY 

responsibility there is Director of Toxicology, and 

I've been hired as a consultant, paid consultant, by 

Focal. 
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I reviewed the data, and with respect to 

the mouse lymphoma study, the material was extracted 

by dimethylsulfoxide, which is a very efficient 

solubilizing agent and extracting agent. So it's 

going to remove from the polymerized or unpolymerized 

material considerably more of the chemicals that would 

be in there than you would have from normal body 

fluids or saline. 

The actual concentrations are not 

determined. It's just a 24 hour dimethylsulfoxide 

extraction, but one would expect it to be several 

hundred or maybe even thousand times higher than you 

would expect to receive by application of this to skin 

cells. 

CHAIRMAN WHALEN: Dr. DeMets? 

DR. DeMETS: Yes. Just to make sure I 

understand, I'd like to go back to this issue of the 

independent personnel reviewing the air leak data. 

It was normally done by somebody other 

than the investigator performing the surgery? 

MS. MOONEY: That's correct. 

DR. DeMETS: And when I asked a question 
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earlier, I wrote down in my notes that about 20 

percent of the time that was not the case? 

MS. MOONEY: No, I'm sorry. Let me 

clarify. That was about 20 cases out of the 180 

patients. 

DR. DeMETS: Oh, it's 20 cases. 

MS. MOONEY: Yes. And that's actually any 

changes made to the original air leak assessment, and 

some subset of that, which I don't have that number 

handy, was actually performed by the investigator. 

DR. DeMETS: Okay. So the -- 

MS. MOONEY: The actual number is less 

than 20. I think it was approximately ten or 11. ten 

or 11 actually performed by an investigator. 

DR. DeMETS: Okay. Thank you. My second 

question is: There was a comment made in the review 

by the FDA that there was no covariate analysis done 

to address or to identify any possibly confounding 

factors. At least it's my understanding that most, if 

not all, of the baseline factors were pretty balanced. 

Am I correct in that? 

MS. MOONEY: That's correct. 

NEAL R. GROSS 

(202) 2344433 

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



127 

DR. DeMETS: So did you, in fact, do any 

covariate analysis to tease out if there was anything 

that might be a confounder? 

MS. MOONEY: In terms of which endpoint or 

assessment? 

DR. DeMETS: Well, your primary outcome, 

your primary outcome of air leak at discharge. 

DR. SELWYN: No. We didn't do any -- We 

weren't looking for any covariates. The primary 

analysis as described in the protocol was just the 

Mantel-Haenszel test with risk stratum and center as 

the stratifying variables. So that's what we used. 

The idea in the risk scores was to try to 

capture as much information as possible in those 

composite variables. 

DR. DeMETS: Given that there was balance, 

do you -- In your experience, would you anticipate 

there would be any confounders that would show up, 

given that there is balance? 

DR. SELWYN: Not necessarily. I mean, I 

think the balance in this study was just remarkable. 

I've never seen anything like it. 
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DR. DeMETS: Okay. My third comment is 

just to repeat what I said earlier about the cancer 

that we really can't, at least in my opinion, 

definitively say anything one way or another. I mean, 

there's a slight trend, but we wouldn't want to say 

too much about that. So I think that issue, as far as 

the panel is concerned, is something that needs to be 

left unresolved. 

I was disappointed, I guess, personally in 

that the recurrence of air leaks was the same, even 

though at closure -- and I understand the issue about 

where the definitive outcome was defined and all that, 

and I just have to say I was disappointed in that. As 

a nonsurgeon I can't really assess what that means too 

much, but -- 

Then finally, the issue of reabsorption -- 

1 need some help from the panel as to whether we know 

enough about that at this point in time. It was still 

around at 20 months, something like that. 

So I think those are my questions. 

CHAIRMAN WHALEN: Thank you. A follow-up 
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DR. CERFOLIO: Yes. This concerns maybe 

some of the European trial, and you may or may not be 

aware of this. It's for the sponsors. 

Do we have any follow-up from that trail 

in tumor progression in those patients? 

MS. WALLIN: There was no follow-up beyond 

the two-month in the European study. However, there 

was two patients developed brain metastasis during the 

time on the study, but that was it. There was no 

further progression of cancer. 

DR. CERFOLIO: Did any of those patients 

get PET scanning? 

MS. WALLIN: Not to my knowledge. 

DR. CERFOLIO: And any change in the 

infection? I'm not so concerned about the wound 

infection, but I'll ask you that first. MY 

difference in the wound infection rates in the treated 

versus non-treated patients in the European trial? 

MS. WALLIN: It was not seen, although 

there was a fair amount l Gf bronchopleural fistula, 

some of which has infection. so -- 
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DR. CERFOLIO: That's bronchus. 

MS. WALLIN: That's correct. 

DR. CERFOLIO: But how about empyemas in 

patients who did not have a BP, a bronchopleural 

fistula? 

DR. CERFOLIO: No difference? 

MS. WALLIN: No. 

CHAIRMAN WHALEN: Very well. We'll 

proceed. 

DR. LoCICERO: I had one more comment. 

Concerning this issue of recurrence of air leaks, we 

had a slide up just a moment ago showing that most of 

these occurred within the first 24 hours. All of us 

who are thoracic surgeons, when in fact we do this 

operation without a sealant, can swear that there is 

no air leak at the time we assess the lung. 

We close the chest, put the chest tubes 

hooked up to a chest drainage system and, lo and 

behold, there's an air leak. We can't figure it out. 

I think I would submit t'o' you that, since the two 

groups have the same percentage, that it's just a 
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measure of our imperfect ability to measure an air 

leak. 

CHAIRMAN WHALEN: Perhaps somewhat akin to 

it was dry when we closed. 

We'll proceed next to the panel questions 

which, while numbering only three, are of Dostoyevsky 

length and viewed by at least some of the panel with 

the same enthusiasm that they did their college 

organic final. So if FDA would be kind enough to 

project and read each question one at a time, if you 

would, and then we'll deal with them one at a time. 

DR. DURFOR: Mr. Chairman, would you like 

to read the question or would you like me to summarize 

what's here? How would you like to proceed? 

CHAIRMAN WHALEN: If you would perhaps 

summarize it, it would be best. 

DR. DURFOR: Very good. 

We spent a lot of time this morning 

talking about the preclinical testing, the challenges 

of testing a material like this, the fact that in one 

particular assay the prod<& was mildly genotoxic and 

that a long term implantation study was done as well. 
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In particular in rats at 600 days post- 

implantation the device was largely gone, and there 

was some level of chronic inflammation that was 

resolving. 

There was also tumors observed in a 

similar incidence, and a time point in both test 

animals and historical controls, although the numbers 

in the study were not those that would be used in a 

standard carcinogenicity assay. With this in mind, we 

ask the panel to discuss the following issues. 

1. Is the adequacy of the preclinical 

testing performed, and the other is the safety profile 

of the product as determined by preclinical testing. 

CHAIRMAN WHALEN: Thank you, and we'll go 

around the panel. By virtue of the nature of this 

question, perhaps I could ask Dr. Kurt to begin. 

DR. KURT: Despite somewhat taking the 

devil's advocate approach, I would say that the total 

question concerning tumor progression, residual 

material, and infection has not been totally answered, 

but that doesn't necessarciy hesitate, I think, in my 

general attitude about approval. But I think those 
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2 (2) Discuss the safety profile from 

3 preclinical testing. I am in general assured of the 
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safety profile except for those three areas that I 

mentioned, the tumor progression, the residual 

material, and the propensity for infection. 

7 CHAIRMAN WHALEN: Thank you. Dr. Boykin. 

8 DR. BOYKIN: I really have no additional 

9 

10 

11 

12 

comments. 

CHAIRMAN WHALEN: Dr. Galandiuk. 

DR. GALANDIUK: No additional comments. 

I'm satisfied, I think, with both the preclinical 

safety profile as well as the testing. 13 

14 CHAIRMAN WHALEN: Dr. DeMets. 

15 DR. DeMETS: Well, I've already said that 

16 I believe the cancer issue is not resolved fully, but 

17 

18 

19 

20 

21 

the only additional comment I would make. 

CBAIRMAN WHALEN: Dr. McCauley. 

DR. MCCAULEY: I don't have any specific 

comments other than the fact that when we think about 

the patients that this mzerial is currently being 

22 used in, we're talking about patients who already are 
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MS. MAHER: I actually thought the testing 

done by the company has been quite extensive to date. 

I would just like to make one comment, actually, on 

something that Dr. Kurt suggested in his presentation 

on postmarket reporting and the incidence of 

inflammation and other issues would be picked up and 

contained by the company as part of their just general 

complaint handling and would be tracked and trended to 

16 ensure that it doesn't grow to an extent that makes it 

17 look like there would be an issue that needed to be 

18 resolved. 
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immunocompromised and probably will be further 

immunocompromised with chemotherapy and possibly 

radiation therapy. 

So I think that it's crucial that these 

questions have a little bit -- or at least the answers 

to these questions are a little bit documented. 

So I think that the normal -- the trending 

and some of the other things that we are required to 

do by the QSR regulationi*will pick up some of the 

concerns that you had raised. 
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CHAIRMAN WHALEN: Ms. Brinkman. 

MS. BRINKMAN: I have no additional 

comments. 

CHAIRMAN WHALEN: Dr. Chang? 

DR. WANG : By and large, I'm satisfied 

with the rigor of these preclinical studies. I think 

the 24 hour test with lymphoma is a niggly, bothersome 

issue and perhaps prospective studies would be in 

order rather than reacting to postmarket approval 

reaction. 

DR. KRAUSE: I think the tumor progression 

may be an issue, and others have commented on that. 

I think it would be nice just to get PET scans on 

these patients and see if our ability to follow up 

these patients after this material is the same in 

other patients, and I would suspect that it would be 

just fine. 

In terms of the infection and the empyema, 

that really was my biggest concern, and I feel that 

this has been looked at very carefully and I am not 

that concerned that this p&bably is going to trap the 

lung and cause an empyema. I don't think it does 
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that. So I feel pretty comfortable with the empyema 

infection issue. 

CHAIRMAN WHALEN: Thank you * Dr. 

Ferguson? 

DR. FERGUSON: No additional comments. 

CHAIRMAN WHALEN: Dr. Witten, in regards 

to question number one, there's a general level of 

satisfaction withboththe adequacy of the preclinical 

testing and the safety issues as regards to the panel. 

There are certain issues that probably 

need, however, to be emphasized in regard to that 

question, and they are delineated into the three areas 

that have been pointed out by Dr. Kurt, the tumor 

progression, residual material and infection, 

especially the first and the third, and in particular 

with the first as regards cumulative effect or 

additional effect of therapies that might be inherent 

in the neoplastic process in the particular tumor of 

lymphoma. 

Does that adequately address FDA's 

cc 
question? 
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CHAIRMAN WHALEN: Question number two. 

DR. DURFOR: The following questions are 

related to the clinical performance of the product, 

and in specific the issue of thoracic wound infection 

and empyema. We ask you to comment on the clinical 

significance of the incidence of these events relative 

to the safety of the device. That's question 29(a). 

CHAIRMAN WHALEN: Why don't we go ahead, 

and we'll go through all of question number 2 and 

answer it in sequence. 

DR. DURFOR: Very good. The second issue 

is with relation, once again, to the produce safety in 

the clinical study and provides for you the incidence 

of cancer progression. There we ask you to comment on 

the clinical significance of the incidence of cancer 

progression relative to device safety, both for the 

time of the study and for long term use, and also to 

comment on the duration for patient follow-up during 

the clinical study, the safety and effectiveness of a 

resorbable implant. Thank you. 

CHAIRMAN WHALl%: And (c) as well? 

DR. DURFOR: Sorry. Finally, we ask you 
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DR. BOYKIN: Thank you, Tom. Question 2, 

component (a), safety profile, commenting on the 

clinical significance of incidence of infection. 

15 I believe that surgeons and the clinicians 

16 involved have adequately demonstrated that these 

17 problems, even though they have been documented, did 

18 not present life threatening or otherwise serious 
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to discuss whether the data provided give you a 

reasonable assurance of the probable benefits to the 

health of the use of FocalSeal-L for its intended uses 

and conditions of use when accompanied by appropriate 

labeling outweigh the probable risks. Thank you. 

CHAIRMAN WHALEN: Thank you. We will 

again go around the panel, and I would ask, please, 

that you address each of the components and, in 

particular, make specific reference as a panel member 

to the all important reasonableness assurance part in 

2 (cl, starting with Dr. Boykin. 

components to the patient's care that could not be 

very easily managed, and puts in a light that I feel 

is very comforting for us% this stage of the game. 

so I do not feel that this is a 
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2 In terms of the safety for cancer 
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progression and also looking on at the incidence, 

these parts of the puzzle can only be answered by 

having more numbers to review. This, I think, would 

be best incorporated as a condition for future 

evaluation as they move forward. 

The duration for follow-up, obviously, 

should be for as long is as reasonably possible. Many 

of these patients, of course, don't have very long, 

but I think it would be very difficult to give a time 

span per se. But I would say five to ten years at the 

very minimum. 

CHAIRMAN WHALEN: Yes, please, reasonable 

assurance. 

DR. BOYKIN: I think that at this point 

the safety within reason of the device tends to trend 

toward the acceptable side of the question. Further 

exploration of data in the future will be needed for 

us to solidly establish thit, but at this point I see 

no factors that should prohibit us from continued 
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DR. GALANDIUK: Regarding the infection 

rate, I think it is clinically significant, because it 

is twice the infection rate. But as I mentioned 

earlier, without additional information regarding 

patient risk factors, I really don't think you can say 

anything meaningful about the infection rate here. 

Regarding cancer progression, I'm 

satisfied with the data they provide. I do not think 

that there is an increased risk of cancer progression. 

Regarding the duration of follow-up, I've 

worked with polylactide containing products before in 

animal studies, and small amounts of these things at 
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least in my experience, have been present up to two 

years afterwards. I don't think you need to do a 

follow-up to two years, and I'm satisfied with the six 

months the sponsor chose. 

Regarding question 2(c), yes, I am. 

CHAIRMAN WHAL& Thank you. Dr. DeMets. 

DR. DeMETS: I don't think I have any 
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comments on 2(a) as a non-clinician. Certainly, the 

rates are low, and that's all about I want to comment. 

On the tumor progression issue, I think 

I've already said this twice before, but I'll say it 

again. I think to resolve that issue, the numbers 

here are too small, and the follow-up is too short. 

It's not alarming. It's not -- I mean, what you see 

here is not alarming or life threatening. So I think 

in the short run we're comfortable, but I don't think 

we've resolved the issue totally. 

As far as the unreasonable risk and 

injury, I think I'm comfortable with that with the 

exception of tumor progression. 

CHAIRMAN WHALEN: Thank you. Dr. 

McCauley. 

DR. MCCAULEY: With regard to question 

2(a), the safety profile in terms of infection and 

empyemas, I don't -- I think the product or at least 

the questions that I've had about the product, I 

think, have been adequately answered. 

cc 

I think comorbid factors need also to be evaluated 
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when you're looking at infection rates. 

Tumor progression: I can't -- I don't 

have any specific concerns with the rates that are 

presented here. I think long term follow-up is 

needed. I think probably six months is probably not 

enough time. 

I think, with respect to reasonable 

assurance of the safety of the product, I think it's 

reasonably safe. 

CHAIIirjlANWHALEN: Thank you. Ms. Maher. 

MS. MAHER: No further questions -- 

answers. 

MS. BRINKMAN: I feel satisfied as well 

with the answers to the questions about incidence of 

infection. Obviously, we don't know the long term 

outcomes of cancer, and I certainly agree that 

increased numbers and some longer term follow-up is 

good. 

I think the reasonable assurance of 

safety, especially with agpropriate labeling that -- 

and including, certainly, patients that have some sort 
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of immunosuppression in good labeling. I'm also very 

concerned that we are always talking about the off- 

labeling and how things are used off-labeling. 

Unfortunately, I think that's horrendous. I don't 

believe that we can hold any of the manufacturers 

responsible for our ability to do that. It's 

unfortunate, but it happens way too much. 

CHAIRMAN WHALEN: Dr. Chang? 

DR. CHANG: Question 2(a): I believe the 

data for infection rate is within that cited by the 

literature. 

For tumor progress, no concerns regarding 

relationship of the product with tumor progression. 

I feel the six month period was adequate, 

given the study population, and I felt safety data was 

reasonable. 

CHAIRMAN WHALEN: Dr. Cerfolio? 

DR. CERFOLIO: As far as 2(a), I think 

I've beaten that one to death, and I think we're 

pretty good there. 

In terms of Z*?b), I do think additional 

further evaluation certainly is indicated and 
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18 CHAIRMAN WHALEN: Dr. Kurt? 

19 

20 

21 

DR. KURT: Concerning 2(a), I would expect 

that the controls are examined with the equal figure 

that the patients were e'gamined, that the rate of 

infection among the controls would be discovered as 22 

144 

reasonable, and I guess as a person who does a lot of 

lung cancer surgery, I think the duration -- we talk 

about five years survival and five years. So I think 

five years would be fine, something we could do, just 

follow up the product as we're using it. 

In terms of reasonable assurance for 

safety, I have that. 

CHAIRMAN WHALEN: Thank you. Dr. Ferguson. 

DR. FERGUSON: With regard to 2 (a), I 

believe that the differences that were documented are 

statistically and clinically insignificant. 

Similarly, for 2(b), I think the cancer 

recurrence rate is, obviously, statistically 

insignificant, but bears further observation over 

extended periods of time. 

With regard to 2(c), I believe the product 

is generally safe. 
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well as among the patients who were treated. 

So the infection incidence does have me 

somewhat concerned, and I think a warning about 

vigilance about potential infections should be 

included in the labeling. 

On 2(b), because the product has been 

shown to contain as a residual material longer 

potentially than a year, I think the follow-up period 

would be reasonably two years to follow up such 

patients. 

Concerning 2(c), I think that the 

reasonable safety of the product has been demonstrated 

except with the reservations that we've pointed out. 

It could be, I think, reassured by reporting all 

complications and reactions within the first two years 

of the product launching. 

CHAIRMAN WHALEN: Thank you. Dr. Witten, 

as regards question 2(a), the panel feels that there 

is no clinical significance to the noted difference in 

infection rate. 

As regards tdequestion 2 (cl, it is the 

clear consensus of the panel that there is reasonable 
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9 oft-mentioned five years. 

10 Does that satisfy FDA? 

11 
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13 

14 of the outcomes observed in the study for 

15 effectiveness, both the primary and secondary 

16 endpoints and their results, as well as other 

17 observations of product performance that were observed 

18 during the study. 

19 With that in mind, we ask you to consider 

20 do the data demonstrate there is a reasonable 

21 assurance that a signifii>nt portion of the target 

22 
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assurance. 

In regard to question 2(b) on the oncology 

related question, I think we can say there is general 

agreement that there needs to be some further data 

accumulated before this question could satisfactorily 

be answered. There is not a unanimity of opinion as 

to what that duration should be, ranging from 

satisfaction with six months up to and including an 

DR. WITTEN: Yes, thank you.d 

CHAIRMAN WHALEN: Question Number 3? 

DR. DURFOR: Question Number 3 reminds you 

population for the use of FocalSeal-L for its intended 

NEAL R. GROSS 

(202) 234-4433 

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



I 

c 
L 

7 

4 

F 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

147 

uses and conditions of use, once again, and when 

accompanied by appropriate labeling will provide a 

clinically significant result? 

CHAIRMAN WHALEN: Thank you. Dr. 

Galandiuk, you're up. 

DR. GALANDIUK: I'm satisfied -- 

CHAIRMAN WHALEN: Into the mike, please. 

DR. GALANDIUK: -- that in a significant 

portion of the target population, the product will do 

what it says it does and will be effective. 

CHAIRMAN WHALEN: Dr. DeMets. 

DR. DeMETS: With regard to the percent of 

no air leaks at skin closure/at discharge I I'm 

satisfied with the rigor, that that's been done. But 

my disappointment, I guess, is in the recurrence of 

air leaks. SO I'm generally in favor, but not sure 

what the long term implications of this is. 

CHAIRMAN WHALEN: Dr. McCauley. 

DR. MCCAULEY: I agree. I think, with 

respect to patients with no air leak from skin closure 

through discharge, I thincit shows that the product 

does have some efficacy from that standpoint. 
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However, in terms of some of the secondary endpoints, 

particularly linked to hospital stay and time to chest 

tube removal, I'm a little concerned that there is no 

difference between the control group and the treated 

group. 

CHAIRMAN WHALEN: Ms. Maher. 

MS. MAHER: I think the sponsor has shown 

efficacy. 

CHAIRMAN WHALEN: Ms. Brinkman. 

MS. BRINKMAN: I have no additional 

comments to make. 

CHAIRMAN WHALEN: Dr. Chang? 

DR. CHANG : A difference to make a 

difference should be a difference, show difference, 

but within the strict parameters of the question, the 

answer is yes. 

CHAIRMAN WHALEN: Dr. Cerfolio. 

DR. CERFOLIO: Yes, I think it works well, 

and I think to answer some of the questions we have, 

if you're going to do a trial on air leaks, I think 

you need one surgeon to %ow a difference in chest 

tube removal and hospital stay. It's very difficult 
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when you do a multi-institutional trial, because of 

all the reasons you've heard from the sponsors and the 

panel members. 

I think it's almost impossible to show 

decreased length of hospital stay and decreased length 

of chest tube when you have multiple surgeons who are 

all trained differently, all have different opinions 

how to do it. But I think it's effective. 

CHAIRMAN WHALEN: Dr. Ferguson. 

DR. FERGUSON: Within the clinical 

parameters as defined by the implants in the pivotal 

study, I believe efficacy has been determined. 

CHAIRMAN WHALEN: Dr. Kurt. 

DR. KURT: Actually, I would like to 

compliment the manufacturer and the clinical team for 

putting together a very interesting product, but 

nonetheless, I do have the reservations that I've 

described, that I think would be properly followed 

and within a two-year acidulous period. 

I think you should also be alert to off- 

label uses that could poszbly lead to problems, and 

report those back to the panel. 
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CHAIRMAN WHALEN: Dr. Boykin. 

DR. BOYKIN: 1 believe that within the 

guidelines established that they have shown a 

reasonable assurance of efficacy. 

CHAIRMAN WHALEN: Thank you. Dr. Witten, 

in regard to question 3, the panel basically says yes. 

Does that satisfy FDA? 

DR. WITTEN: Thank you. 

CHAIRMAN WHALEN: Thank you. We now are 

going to proceed to the second open public hearing 

session of the morning. If anyone wishes to address 

the panel, please speak clearly into the microphone, 

as again the transcriptionist is dependent on this 

means of providing an accurate record of the meeting. 

It was a full three hours and 15 minutes 

to our first big AV glitch. So that's not bad, 

considering the way it was set up. 

If anyone is going to address us, they 

must disclose all the information as previously 

outlined. There has been no one who has identified 

themselves previously to FBA as wishing to address US. 

SO if there is anyone among the public who wishes to 
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2 Seeing no one, we will now proceed to the 

3 final summations of FDA and sponsor in that order. 

4 FDA? 
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DR. DURFOR: We thank the panel for their 

time andtheirthoughtfulness and their considerations 

this morning. Thank you very much. 

8 CHAIRMAN WHALEN: Thank you. If anyone 

9 from the sponsor wishes to make any further comments 

10 which are just upon what we have already discussed 

11 

12 

without any new data, we would be happy to hear from 

you. 

13 MS. MOONEY: Dr. Whalen, I'd like to ask 

14 each of our investigators to comment very briefly on 

15 the discussion regarding follow-up of patients. 

16 DR. WAIN: I think we have to recognize 

17 two things as clinicians dealing with patients 

18 following lung surgery. The first is that some 

19 

20 

21 

22 

patients never have an air leak, whether they have a 

sealant applied or not. 

One of the thizgs this study has been able 

to show us is what that percentage actually is, and 

151 

address the panel, please signify now. 
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it's small. It's 11 percent. So it's a minority of 

patients. 

The other is that, when we frequently 

complete our surgical maneuvers at the time of the 

operation, we oftentimes think, for instance, if we 

divide part of the lung tissue with a stapler, that 

it's sealed; and we rarely go back and look at that. 

When we looked at it rigorously in this 

study, we in fact found a high incidence, 40, 50, 70 

percent in some cases, of leakage at those surgical 

sites that we would feel would be secure. 

So that I think there is a need then for 

some additional sealant to be provided. In fact, if 

you look at the material that we presented, when we -- 

prior to randomization when we looked at air leaks in 

patients who either ended up in the treatment or 

control group, a minority of those patients had no air 

leaks, roughly 25 percent. 

If we skip ahead to the time -- to the 

number of patients who were air leak free from the 
It 

time of wound closure to hospital discharge in the 

treatment group, that number of patients was 39 
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percent as compared to 11 percent in the control 

group. 

It wouldn't have become 39 percent of the 

patients air leak free without those patients 

receiving this sealant. SO from my own clinical 

practice, I think that this would have a very distinct 

benefit for our patients. 

DR. KAISER: I'd just like to touch 

briefly on some of the issues that have been raised 

about cancer progression. When we deal with lung 

cancer, unfortunately, we're dealingwith a malignancy 

that the only viable treatment modality to date that 

has shown any measure of success in long term survival 

is an operation. 

Unfortunately, we have no post-operative 

adjuvant therapy, whether it be chemotherapy or 

radiation therapy, that's ever been associated with 

increased survival. So outside of a protocol setting, 

to address Dr. McCauley, very few of these patients 

actually get chemotherapy and radiation therapy and, 

unfortunately, most patiezs with other than stage 1 

lung cancer, the majority of those patients don't live 
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8 patients over this last year and a half, almost a year 

9 
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now since the last patient was entered, and we are 

convinced that there is no additional cancer 

progression in this group of patients who were at 

12 already fairly high risk. 

13 So the investigators really don't see the 

14 reason to follow patients for longer periods of time 

15 for cancer progression. We think the product is safe 

16 and does not contribute to cancer risk. 

17 MS. MOONEY; And finally, just Dr. Brusick 

18 quickly on the preclinical carcinogenicity issue. 

19 

20 

21 

DR. BRUSICK: I'd really like just to make 

just a few points in terms of the carcinogenic 

potential of the materialye 

22 I think there are four points that speak 

for five years. 

Despite the small numbers in this trial, 

I think the investigators are satisfied that we've 

seen no additional incidence of cancer progression, 

certainly not a statistically significant incidence, 

nor even a clinically apparent sort of difference. 

And we've had occasion now to continue to follow these 
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to the level of confidence that Focal has that this is 

not a material that would either promote or initiate 

carcinogenicity. 

First of all, the material that are used 

to prepare the gel -- none of them have any known 

carcinogenic activity. 

Number two, the studies that were done in 

rats were done for 20 months, which is very, very 

close to the normal 24 month rat oncogenicity studies 

that are done. Clearly, the number of animals is much 

smaller, but what was seen in the study were tumors 

that are historically known to occur at high frequency 

in these animals. 

They did not exceed the numbers of tumors 

that would be in an historical control population of 

untreated animals, and the time to tumor incidence was 

essentially the same as you would expect to see in 

untreated animals. 

That speaks to the issue of tumor 

promoters. Tumor promoters would tend to increase or 

shorten the time to tumor incidence if, in fact, it 

were a promoting agent. 
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Finally, the mutagenicity studies: Among 

the tests that were conducted, there is one test that 

is used regularly and probably has the only good 

database to predict carcinogenicity, and that is the 

Ames test. 

That study was conducted in a DMSO extract 

of the material, which would exaggerate the exposure 

conditions, and the results of that study were 

negative. 

The issue with the mouse lymphoma study is 

probably one that should not be incorporated into the 

determination, because that study has a very long 

history of use, but the version that was used, the 24 

hour treatment, has only been in place for 

approximately 12 months. 

The data that is being used to validate 

that modification of this assay is very mixed at this 

point in time, and I think any conclusions of 

potential carcinogenicity or mutagenicity based upon 

that is probably a wrong use of the data. The Ames 

test is much more reliable*&d much more predictive of 

carcinogenic activity. 
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19 assurance based on valid scientific evidence that the 

20 probable benefits to health under the conditions on 

21 intended use outweigh any'brobable risks. 

22 Effectiveness is defined as reasonable 
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MS. MOONEY: That concludes our remarks, 

Dr. Whalen. 

CHAIRMAN WHALEN: Thank you. Dr. Krause 

will now read the voting instructions for the panel. 

DR. KRAUSE: The following are the voting 

instructions. 

Medical device amendments to the Federal, 

Drug and Cosmetics Act as amended by the Safe Medical 

Devices Act of 1990 allows the Food and Drug 

Administration to obtain a recommendation from an 

expert advisory panel on designated medical device 

premarket approval applications that are filed with 

the agency. 

The PMA must stand on its own merits, and 

your recommendation must be supported by safety and 

effectiveness data in the application or by applicable 

publicly available information. 
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population the use of the device for its intended uses 

and conditions of use when labeled will provide 

clinically significant results. 

5 

6 

7 

Your recommendation options for the vote 

are as follows: First option is approval, if there 

are no conditions attached. 
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Second option: Approval with conditions. 

The panel may recommend that the PMA be found 

approvable subject to specified conditions, such as 

physician or patient education, labeling changes or a 

further analysis of existing data. 

Prior to voting all of the conditions 

should be discussed by the panel. 

Third option: Not approvable. The panel 

may recommend that the PMA is not approvable if the 

data do not provide a reasonable assurance that the 

device is safe, or a reasonable assurance has not been 

given that the device is effective under the 

conditions of use prescribed, recommendedor suggested 

zc 
in the proposed labeling. 

Following the voting, the Chair will ask 
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each panel member to present a brief statement 

outlining the reasons for their vote. 

CHAIRMAN WHALEN: Thank you, Dr. Krause. 

Is there a motion on this PMA? Dr. Ferguson? 

DR. FERGUSON: Yes. I move that the panel 

recommend FocalSeal-L absorbable sealant approvable 

with conditions. 

CHAIRMAN WHALEN: Is there a second? 

The motion has been moved and seconded 

that the premarket approval application for FocalSeal- 

L synthetic absorbable sealant from Focal, 

Incorporated, be recommended as approval with 

conditions. 

The Chair will entertain an amendment to 

that motion as the first condition. Dr. Kurt? 

DR. KURT: The conditions that I would 

suggest as amendments would be as follows: 

(1) That there would be further animal 

studies, not necessarily relying upon the Ames e.Coli 

bacteriologic studies alone but further animal 

studies, despite the fzt that the individual 

ingredients are not necessarily listed in the national 
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that the animal studies showed biostatistically that 

there is not any effect as a tumor promoter. 

(2) That the -- 

CHAIRMAN WHALEN: If it's okay with you, 

what we'll do is we'll take each one individually, 

each of the conditions individually. 

So the first amendment has been moved that 

there be further animal studies regarding the 

carcinogenicity of this substance. 

Is there a second for that? That has been 

seconded. Is there any discussion of that amendment 

or condition? 

DR. CERFOLIO: Well, I'm just a clinician, 

but I guess I would ask -- You know, we've been using 

this in humans, and it looks pretty safe. How do we 

feel about that for more careful and close follow-up 

of these patients, which we have been doing? Why 

would animal -- further animal studies, in terms of 

everything we've heard, be advantageous? 

CHAIRMAN WHAL&: Dr. Kurt? 

DR. KURT: Your point is well taken. I 
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think that perhaps we could modify this by saying that 

there would be approval but, nonetheless, the 

manufacture would be contingent upon doing further 

animal studies and reporting to the FDA. 

CHAIRMAN WHALEN: So as a postmarket 

approval contingency, you're saying that there be 

these further animal studies? 

8 

9 

10 

11 

DR. KURT: Yes. 

CHAIRMAN WHALEN: Any further discussion 

on that first amendment? Seeing none, we are now 

voting upon the first condition or amendment to the 

12 

13 

14 

15 

16 

motion, which is that there be as a postmarket 

approval -- we'll take that as a friendly editorial 

addition to it -- as a postmarket approval, that there 

be further animal studies testing for carcinogenicity 

with a combination of substances. 

17 

18 

Would all those in favor signify by 

raising their hands? 

19 Since it is not unanimous, please keep 

20 raising your hands while I have to read out. In favor 

21 are Dr. Ferguson, Dr. Kur;: Dr. Boykin, Dr. DeMets. 

22 Would all those who are opposed? Opposed 

I 
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are Dr. Galandiuk, Dr. McCauley, Dr. Chang and Dr. 

Cerfolio. Is that four/four? Then the Chair casts a 

vote in the instance of a tie, and I would vote 

against that. So that first is defeated. 

Is there a second amendment to be proposed 

as a condition? Dr. Chang? 

DR. CHANG: I would like the amendment -- 

proposed amendment is that the sponsor in package 

insert make a recommended maximum dosage, a 

recommended maximtim number of syringes per weight of - 

- patient weight. 

CHAIRMAN WHALEN: Just for clarification, 

for one-time use, cumulative use, or do you wish to 

address that facet of the question? 

DR. CHANG: I think for the one-time use. 

CHAIRMAN WHALEN: Is there a second for 

that amendment, that there be package insert 

directions which, for one-time use, impose a maximum 

usage limitation? That is seconded. 

IS there discussion of that amendment? 

Seeing no further discuszon, the vote then is in 

favor of an amendment where there would be a package 
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insert direction on maximum dosage limitations in one- 

time usage. 

Would all those who are in favor of that 

signify by raising their hands? Please keep your 

5 

/I 

hands raised. Those in favor of that would be Dr. 

6 Kurt, Dr. Boykin, Dr. Galandiuk, Dr. DeMets, Dr. 

7 McCauley, Dr. Chang and Dr. Cerfolio. 

8 Those opposed? Dr. Ferguson opposes. 

9 That does carry as an amendment. 

10 Are there any further conditions that are 

11 to be enumerated or imposed? Dr. Cerfolio? 

12 DR. CERFOLIO: I think have one about the 

13 use, since it seems like at each institution they went 

14 to two patients and practiced applying it on that, if 

1s there wouldn't be some sort of video tape or course or 

16 some specific instructions with pictures in the insert 

17 so the surgeons who get this know exactly how to use 

18 it. 

19 

20 

21 

22 

CHAIRMAN WHALEN: So that there be a 

recommendation that there be an imposition upon the 

sponsor for a requirement i'or training prior to usage. 

Is that an adequate encapsulization? 
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1 

2 

MS. MAHER: Don't you already have one, a 

training video? I thought I read that in the -- 

3 

4 

MS. MOONEY: Yes. Actually, what we are 

already planning to provide to physicians is a, much 

5 

6 

like Dr. Cerfolio just mentioned, and this is maybe 

what you were thinking along the lines of, a video 

7 tape that basically shows proper application and 

8 incorrect application and how to correct that. 

9 

10 

so that would be provided to the 

physician. 

11 

12 

CHAIRMAN WHALEN: But just for 

clarification, rather than having it available, to 

13 provide it. That's different than saying the FDA 

14 should require that it be done. That, I believe, is 

15 the nature of the amendment. 

16 Was that seconded? Is there a second for 

17 the imposition of training requirement? No second? 

18 It goes nowhere. There is no second. 

19 

20 

21 

22 

Are there any further amendments? Dr. 

Kurt? 

DR. KURT: I zuld advise placing in the 

product labeling a statement saying there may be a 
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9 

LO 

13 

14 Those in favor are Dr. McCauley, Dr. 

15 Cerfolio, Dr. Ferguson, Dr. Kurt, Dr. Boykin, Dr. 

16 DeMets. 

17 Those opposed would be Dr. Galandiuk. Dr. 

18 Change, you abstain? That does pass. 

19 Are there further amendments to be 

20 

21 

22 

165 

higher rate of infections and empyema among such 

patients and, therefore, vigilance should be used in 

following such patients. 

CHAIRMAN WHALEN: The amendment would be 

that product labeling include that there may be a 

higher rate of infection with this product. Is there 

a second for that amendment? That is seconded. Is 

there further discussion of that amendment? 

Seeing none, all those in favor of the 

amendment that product labeling include a warning that 

there may be a higher rate of infection with the usage 

of the product, please signify your being in favor by 

raising your hand. 

proposed? As the Chair doesn't propose them, is there 
It 

any concern about additives such as gentamicin or 

other substances that need to be addressed? I'm just 
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8 CHAIRMAN WHALEN: Well, I'm sure, having 

9 read many inserts, if that's going to be in there, 

10 that's certainly something I think the panel would 

11 

12 

13 have not necessarily been tested in conjunction with 

14 this product. 

15 Is there a second for that amendment? 

16 That is seconded. Is there further discussion? 

17 Seeing none, all those in favor of that amendment, 

18 please signify by raising your hands. 

19 

20 

21 

That is unanimous. For anyone in the 

audience curious, the industry rep and consumer reps 
se 

are not voting. It's not that they are ignoring me, 

22 although Ms. Brinkman has been known to ignore me on 
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throwing that out there, since that was brought up in 

prior discussion. 

Seeing none -- 

DR. CHANG : I will 

statement in the package insert 

propose one, just a 

: The additional use 

of additives and its effect on the efficacy has not 

been tested -- just that statement. 

want to have there. So the amendment is proposed that 

in product labeling there be admonition that additives 
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3 

4 DR. CERFOLIO: Mine is more of a 

5 discussion. We spent time talking about the oncologic 

6 properties, and all these patients with cancer, at 

7 least in most of our practices, are already very 

8 

9 

10 I don't know -- I mean, can we recommend 

11 that they get followed more carefully? I mean, that's 

I I 12 

13 wouldn't see a different recommendation for a patient 

14 who was treated with the FocalSeal versus one who 

15 wasn't. It may be interesting to see if we could put 

'16 that in the labeling, something like that. 

17 CHAIRMAN WHALEN: So the suggestion would 

18 be that package labeling include an admonition that 

19 careful monitoring fortumorprogression and follow-up 

20 

21 

22 patient with lung cancer. 
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a couple of occasions. 

Are there any further amendments to be 

proposed? 

carefully followed, either with chest X-ray, CT scans 

or PET scans. 

about as careful as you could follow a patient, and I 

needs to be -- 
*t 

DR. CERFOLIO: Just like it does for any 
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1 CHAIRMAN WHALEN: Is there a second for 

2 that? That is seconded. Is there any further 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

, 18 

19 

20 

21 

22 
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discussion of that amendment? Dr. McCauley? 

DR. MCCAULEY: Rather than having that in 

the package insert, would it not be better to just do 

postmarket follow-up of your patients in terms of 

tumor progression and actually documenting all adverse 

events as a condition of approvability? 

CHAIRMAN WHALEN: Would you accept that as 

a change? So this amendment then is that there would 

be an imposition of postmarket surveillance for 

oncologic progression and/or development. 

DR. MCCAULEY: Just any adverse events 

related to the patients. 

CHAIRMAN WHALEN: And other adverse 

events? Dr. Witten, is other adverse events too 

sweeping or can that be -- 

DR. WITTEN: Well, the more specific you 

are about what you're looking for, the more helpful it 

is for us. 

DR. MCCAULEY: Then we could do 

postmarketing surveillance of infection rates in 
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1 patients and tumor progression. 
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5 

6 

CHAIRMAN WHALEN: As the proposer, Dr. 

Cerfolio, is that acceptable? 

DR. CERFOLIO: I don't know exactly how 

that's going to be done. 

DR. GALANDIUK: I believe that's already 

7 standard of care. 

8 DR. CERFOLIO: That's what I mean. I 

9 think we're sort of doing that. 

10 

II 
CHAIRMAN WHALEN: The amendment as we have 

11 it then is that there be postmarket surveillance of 

both oncologic and infectious complication rates with 

use of this product. Is there any further discussion? 

14 Dr. Ferguson? 

15 DR. FERGUSON: I would just like to 

16 clarify, that's the responsibility of the sponsor? 

17 CHAIRMAN WHALEN: BY virtue of our 

18 

19 

20 

21 

22 

imposing it as a postmarket stipulation, indeed that's 

what we are saying. 

DR. KURT: My question is at the FDA 

representative. Are only serious complications 

required to be reported or are all complications 
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4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

.8 

19 

20 

21 

22 
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required? By serious, I mean life threatening. 

DR. WITTEN: Well, I just maybe should 

clarify that there's a difference between what gets 

reported to the sponsor in MDRs or adverse event 

reporting and what gets reported if you're talking 

about a post-approval study. 

What the sponsor has to report to us is 

adverse events that get reported to them by the users. 

There's a difference between that and, let's say, a 

post-approval study in that, if a physician is using 

the product and they get an infection in their patient 

or they get a tumor progression, it would be up to 

that physician reporting it to the sponsor unless it's 

a specific study that's under -- you know, that's 

going on; because those may not be considered by the 

physician to be something outside the realm of what 

would be expected in those patients. 

So when you are discussing this, you need 

to differentiate between something where what you want 

is surveillance, if the sponsor should tell us about 

the adverse events that get reported to them, versus 

if what you're recommending is a post-approval study 
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3 
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5 

10 

11 

13 

14 

15 

16 

17 

18 

19 

20 

21 
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that would give some information about rates; because 

some of these events, as has already been pointed out, 

you are going to expect some tumor progression in 

patients anyway. You will expect some rate of 

infection, and those wouldn'tnecessarilyget reported 

to the sponsor by the physicians unless they are in 

the context of some type of study. 

Does that answer your question? 

DR. KURT: So you would need to request 

that a post-approval study be done, say, for two 

years? 

DR. WITTEN: If there's a specific concern 

that the panel wants addressed about one of these 

adverse events, then that would be one option, 

especially for some of these events that wouldn't 

necessarily get reported as part of the adverse event 

reporting system unless the physician determined that 

it was related to the product. 

I mean, that's really up to the panel, as 

far as what you want to recommend to us. 

CHAIRMAN WHALEN: To focus the question 

then back to the proposer, specifically in the context 
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2 that your wish? 

3 DR. CERFOLIO: Well, I think a follow-up 

4 study, just a follow-up study in terms of -- we said 

5 here in this panel that we wanted to see a little more 

6 data, a little longer follow-up data, and see if we 

7 saw a difference in recurrence rates or tumor 

8 progression rates at a few years int,he treated versus 

9 nontreated group, and also to look and see if there's 

10 a higher infection rate or empyema rate in those 

11 patients, which wouldn't require follow-up. It would 

12 
/I 

require more patients. 

CHAIRMAN WHALEN: So you are proposing 

14 that the sponsor undertake a study post-approval? 

15 DR. CERFOLIO: I guess it's a study. I 

16 mean, it's a follow-up of the patients who were 

17 treated. 

18 CHAIRMAN WHALEN: But rather than relying 

19 upon passive reporting by clinicians, we're imposing 

20 this upon the sponsor to actually do a study? I just 

21 want to be clear. 

22 DR. CERFOLIO: I'm trying to be clear 
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1 

2 

3 

4 

8 

9 

10 

11 

12 

13 

14 

15 

16 studies, rather than just doing a global study where 

17 

18 provide documentation. 

19 

20 

21 

22 

CHAIRMAN WHALEN: Any further discussion 

then of the amendment that there be an imposition upon 

the sponsor to conduct a study which relates to rates 

of tumor progression and infection? Dr. Galandiuk? 

DR. GALANDIUK: I think there are so many 

factors that can affect tumor progression that -- and 

the biology of these particular kind of cancers is 

already so bad that I really don't feel it's 

necessary. But if you were to impose a requirement, 

I would make it a study that would be focused on just 

a few surgeons, such as perhaps the investigators in 

this trial that have been doing this, that performed 

these procedures at institutions, who are following 

these patients anyhow as part of other protocols or 

all users would have to follow up their patients and 

CHAIRMAN WHALEN: Dr. DeMets. 

DR. DeMETS: Yes. I'm assuming you're 

trying to think this thing through. I mean, you can 

certainly follow the patients in this study, this 
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1 

2 care anyway. That could be done. So you have longer 

3 

4 

5 

6 

10 

14 

15 

16 So we need to make sure which one we're 

17 after here. 

18 CHAIRMAN WHALEN: Is there a side of the 

19 

20 

21 

22 

174 

clinical study, longer, because it's part of cancer 

follow-up. It doesn't address the small numbers. 

That's not going to get any better, necessarily. 

If you're going to do a -- I mean, if 

you're going to evaluate progression, you really need 

a control group, because it's been pointed out these 

people are getting cancer anyway. So just getting 

reports of cancer by and in itself won't teach you 

enough. 

So we have a choice, to follow these 

patients longer or launch a randomized controlled 

study of a fairly large study to differentiate if 

there's a tumor issue here or not. One is relative -- 

1 would say relatively easy. One is not. 

fence on that that you're coming down on? 

DR. DeMETS: I would probably -- doing a 

quick calculus here -- go for the follow-up of the 

current patients. 
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1 

2 

3 

4 

5 

CHAIRMAN WHALEN: Dr. Ferguson? 

DR. FERGUSON: I think there's a practical 

concern with conducting a study like that. Most of 

the IRB consents have expired for those patients. You 

would have to reconsent all of the patients and design 

6 

7 

a new IRB protocol for them. 

I don't think it would be quite as easy as 

8 

9 

you suggest. 

CHAIRMAN WHALEN: Is there any further 

discussion on this amendment? Ms. Brinkman? 

16 

MS. BRINKMAN: The goal when I stuck my 

foot in this was not to have the company do a huge new 

big study that cost them a fortune, because it's very 

expensive, obviously, to do. But everybody was 

talking about the fact that we don't have as long a 

term data as we'd like to have. 

17 So if it would be feasible to follow up 

18 maybe for the next year on some of the patients that 

are already in the study so some of the questions that 

you have asked could be answered, I don't know that's 

possible to do. I'm not a researcher, but I certainly 

didn't want to open the Pandora's box that you would 
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3 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 an imposition of additional data to be collected about 

17 

18 

19 

20 

21 

complications, specificallyupononcologicprogress'ion 

or development and also upon infections. 

IS there any further discussion on that 

amendment? I'm sorry? 

MS. BRINKMAN: With the patients they are 

working with. 22 

176 

have to go into some whole new multi-million dollar 

study with patients, and I don't think -- I don't know 

what the rest of you thought, but certainly that was 

not what I wanted to suggest. 
_+ 

CHAIRMAN WHALEN: Dr. Witten, perhaps I 

could ask: There's clearly an expressed interest of 

many of the panel members that there be some further 

information accumulated in an active fashion by 

sponsor to FDA. Is it too wimpy on panel's part to 

suggest just that generically rather than to get 

specific? 

DR. WITTEN: No. If you've described the 

issues, which you have, we can work with the sponsor. 

CHAIRMAN WHALEN: Very well. The 

amendment then that we have before us is that there be 
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3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 Before we adjourn for the morning session, 

21 following that vote I need to ask that each of the 

177 

CHAIRMAN WHALEN: Well, that's what we 

just wimped out on, Maxine. So we'll just -- We'll 

let them work that out. 

MS. BRINKMAN: Okay. 

CHAIRMAN WHALEN: All those in favor, 

please signify by raising your hands. Those in favor 

are Dr. Ferguson -- please keep them up -- Dr. Kurt, 

Dr. Boykin, Dr. DeMets, Dr. McCauley, Dr. Cerfolio. 

Those opposed are Dr. Galandiuk and Dr. 

Chang. That does carry. 

Are there any further amendments or 

conditions to be proposed? Seeing none, we return to 

the parent motion, which is that the pre-market 

approval application with the conditions that have 

just been voted upon be submitted, recommending that 

it is approvable with those conditions. 

Would all those who are in favor of that 

motion, please signify by raising their hands? That 

is a unanimous vote. 

panel members briefly give us the rationale for why 
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1 

2 

10 

11 

12 

13 

14 

15 

16 practice. 

17 CHAIRMAN WHALEN: Thank you. 

Dr. Kurt? 

DR. KURT: I think the relative safety and 

effectiveness overrides the minor risks that might 

exist, and I think that we've proposed conditions to 

evaluate those risks that are satisfactory. 

18 

19 

2c 

21 

2; 

178 

they voted in the way that they did. We'll start that 

with Dr. DeMets. 

DR. DeMETS: Well, I voted in favor of the 

conditions. I believe that, as the primary outcomes 

have been defined, that the design met those 

objectives. The issue of the oncology is one that we 

put in the condition for the reasons we've discussed. 

CHAIRMAN WHALEN: Thank'you. 

Dr. Galandiuk. 

DR. GALANDIUK: I believe it's a safe and 

effective product. 

CHAIRMAN WHALEN: Thank you. 

Dr. Boykin? 

DR. BOYKIN: I believe safety has been 

demonstrated, and it should prove valuable in clinical 
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2 

3 

4 

5 

Dr. Ferguson? 

DR. FERGUSON: 

efficacy have been adequate 

CHAIRMANWHALEN 

6 Dr. Cerfolio? 

7 

8 

9 

10 

11 

12 

13 

14 

15 
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1: 
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CHAIRMAN WHALEN: Thank you. 

I believe safety and 

demonstrated. 

. . . Thank you. 

DR. CERFOLIO: I think it's a good and 

it's a safe product, and I think the sponsor should be 

congratulated for doing a lot of work to prove that. 

CHAIRMAN WHALEN: Dr. Chang? 

DR. CHANG: I believe the sponsor was very 

thorough in conducting this clinical study, and has 

shown that the product is safe. My requirement for 

the approval was suggested to protect the public from 

enthusiastic clinicians who feel that more is better 

and who may not be cognizant of potential 

nephrotoxicity. 

CHAIRMAN WHALEN: Thank you. 

And Dr. McCauley? 

DR. MCCAULEY: I think the product is safe 

and effective. I think the questions that we had in 

terms of the infection rates and tumor progression are 
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1 a part of the condition of approvability, and I think 

4 would like to thank all of the panel members, I would 

5 like to especially thank Doctors Cerfolio, Ferguson 

6 

7 as we regress a little bit lower down than the chest. 

We thank them for their efforts. 8 

9 

10 we are a little bit early, let's reconvene at ten 

15 

16 

17 

18 

19 

20 

21 

22 
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that's acceptable. 

CHAIRMAN WHALEN: Thank you. While I 

and Kurt, since they will not be here this afternoon 

We will stand adjourned for lunch. Since 

minutes to one for the afternoon session. Thank you. 

(Whereupon, the foregoing matter went off 

the record at 11:55 a.m. for a lunch break.) 
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