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course of their follow-up. SubS?qunle_the 4

endoleak was not demonstrated but their aneurysm

enlarged. The patient was converted at a time in

the future and at the time of conversion no

endoleak was demonstrated and there was some

serosanguinous fluid in the aneurysm sac, but it

certainly wasn’t blood in the séc-w,SQ,_my take on

| that was that the endoleak sealed.  <There was no

further bleeding but there was progression of
enlargement of the aneurysm.

DR. MATSUMURA: These cases all gemerate a

lot of interest and perhaps I can‘refreshwnr.
Brewster's memory. I believe,thég_patient did have
a type II endoleak by CT. Subsequent CT did not
have it identified.  So, perhaps you are;referring

to core lab review of that patient’s assessment of

endoleak. The site performed an MR with and = .

without gadolinium and did determine there was a

type 11 endoleak there. MBaSedeﬁ,that:iﬁﬁ9¥m§ti9n,v

the site felt there was a type II endoleak. The

patient declined,interventiog,’céphgter;basgd, and
did have a conversion. But perhaps, David, you
have more.
DR. BREWSTERQQfWQLlA,¥;?hiﬁﬁ_i#wi?qui?e
possible, Dr. Comerota, that this represents the
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1 |vexing problem of type II endoleaks that may, in

"2 | fact, come and go perhaps because they are sealed

3 temporarily by thrombus. Then, of course, there is

4 ‘this clinical entity of endotension where an

investigator simply cannot, by whatever modality
6 |they choose, identify an endoleak but there is
7 flaneurysm growth. Presumably, the aneurysm remains

V‘pressurized in some fashion. Even at surgery, with

9 Jthe aneurysm sac open and thrombus evacuated, you
10 [|may not identify leak but, yet, the aneurysm has
11 jenlarged. I think we are still trying to determine

12 |Jwhat causes these limited or unusual instances and,

13 jlmore importantly, what the prqpegrclinicalrresponse

‘14  is. Sometimes the treatment may be worse than the
15 problem.
16 DR. MATSUMURA: I do want to get to the
17 |meat of that question though, which is the other

18 |two patients who didn’t have the endoleak in the

19

pivotal study. One was a Washington Hospital case.
20 J§That patient did not have any endoleakkidentified
21 llbefore study but during the procedure they did

22 Jmeasurements of the proximal neck dilatation so .

23 they were no longer oversizing the device, and it

24 |was felt that the enlargement may be due not to a.

25 Jvisible endoleak but the fact that the aortic lumen
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and its pressure is in direct contact with thrombus.
of the aneurysm sac. That patient, therefore, did

not have an endoleak but h%éwaneutysm growth.

So, that leaves us with the third pivotal

patient and the feasibility patient who had growth

without endoleak. I'perSOnally requested that the

physicians explant these devices and look very
carefully for what perhaps ybu are alluding to,
that perhaps there is an ultrafiltration or.
transgraft flow or weeping that causes the clear
fluid as opposed to blood. They both videotaped
these. I reviewed both videotapes. I have spoken
to both of them. With the clamps off, the aneurysm
sac opened, directly inspecting the graft looking
for weeping, they didn’t see it. Of course,
vascular surgeons are very familiar with this
phenomenon where you see it coming through and that
does not appear to be the etiqiqﬁ?‘initﬁisycgse.

For a lot of ué I think it is a vexing
thing, these leaks that can be seen on some films
but not,othersy”‘ls“it positional?‘ is“it,doming at
some time points but not all?,,iwdqnfp.rﬁilly have
the answer to that.

DR. COMEROTA: ,Has ;ha;_pggn¢9§§§g39§ i§,W,,
either your experience or Dr,UBrngtgrfsw%¥perience
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in any other of the endoprostheses?
DR. BREWSTER: _Certainly, the phenomenon

of endotension has. That is, aneurysm sac

enlargement without identifggble,en@qleakﬁungngﬁm_,

interest, I have observed in several cases of = |

clinically open repair aneurysms that years later,

| after the shell of the aneurysm had been closed

around the graft, subsequent aneurysm sac

enlargement occurs. Aspiration and even operation

has revealed a similar clear fluid in a couple of
cases that.I.am-Persqna;lY_aW%ﬁéfgf-;m

DR. ComBROTA: So, it has.

DR. BREWSTER: Yes.

DR. COMEROTA: ,With“théwpaqngnwtype~

DR. BREWSTER: With the standard Dacron

prosthesis.
DR. COMEROTA: Right, thank you.
DR. LASKEY: Is that it, Tony?
DR. CQMEROTA: Yes.

DR. LASKEY: Before we move on to the next

discussant, I have one quick question. Endoleak

was associated[witﬁ‘Sizewaﬁfgﬁ,ﬁéﬁthgwbﬁﬁwn9§m§§wi2«¥
months. Cduld‘you tease that out 3 1;§§l§gbi§;me“.
better and_whaththeuimplications;are,erwigligw;up,
number one, and safety aSSéSSmeht)‘number tWo?"
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DR. MATSUMURA: I will take that one T

guess. The Chair points out that in your panel
package, 225, we did an analysis looking at
relationship between aneurysm shrinkage or growth

using a 5 mm threshold and the presence of an .

lendoleak at the time point at the end of that

ﬂ

interval at which size was determined.

I would just digress for‘afmbment”qndwsay
I have had a strong interest academically in
endoleaks and aneurysm Size change, and I think
that;with¢qd§quate power‘you‘canfshqwdstatistical
relationships between the two. That is

demonstrated with data. At one yvear the p value on

that relationship is 0.12, a non-statis;ically
significant trend, but at two years,’with fprther
observations, it is a statistical trend. About
half the patients who have enlargement have an
endoleak‘which,iswhighérythan~theurateﬂqf patiehts
who do not have enlargement or shrinkage, which is
about 9 or 14 percent.

Now, your question was how does this
impact on patient safety. I think all of us are
sensitive to monitoring for endoleaks because we
believe that there may be that relationship, that
this radiographic surrogate gduld‘predigt:adVerse;,

MILLER;REquilNQIgQMEéNX,‘INC,‘
B is Bh stiegt  EEr

Washington, D.C. 20003-2802
"(202) S46-6666 -




sg9g9

11

12

13

At

15

16

17

18

19

20

21

22
23

24

25

106

events. 1In particular, we are worried about the

type I and type III endoleaks which a%%%,a?%%ogous, 

to never having put the endograft in.

Unfortunately, because it is not entirely
predictive and many of the;patients.m;tpjggdglﬁqkﬁw@m
still have stable aneurysm Size_gr,anegrySm

shrinkage, and because our own analysis shows in

this pivotaldtrialﬂth@tmﬁﬁdclﬁakfd93$“n¢§;9??Qi¢Fw,

increased mortality, I cannot say that it is a very
useful,clinicalmpredictoi,;WWQTpay atteﬁtion to it.
We look at it and sometimes we even reintervene,
especially if it.iS.aAtype,I,OPQQlI:MMWe.%l§9,9et_
more "intervening-ish" if the aneurysm is
enlarging.

So, we recommend in this trial, aﬁd Lo

think subsequently, that patients/be,mOﬁit9¥§QnﬁgﬁwQ

endoleaks with a CT scan at baseline, 6 months, 12
months and annually, and that the physicians review
that and if they have these surrogate findings,
like endoleak, that they consider the patient for
reintervegtiqn;“particularly if it is a type I or
type III. | |
DR.‘LASKEY:: $hgng;yQu; fo.”Najarian?

DR. NAJARIAN: Thank you, Dr. Comerota,

F‘for your elegant summarykand”I,Will not duplicate

MILLER REPORTING COMPANY, INC. ‘
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that. This is a difficult problem, primarily I
think in this pétient populatidnjﬁhatiisﬂoider and
has multiple medical prgblgmsih:Sq, pbviogsly,

there is a lot of interest in these devices. .

I do have a guestion, I think the safety

of the device has been well demonstrated. As far

as the efficacy, I guess the bottom line would be
how many patients,are;fneewgﬁwaQEUre. Of course,
|you have followed your patients out to ome and two
years and I guess one question is the precursor to
rupture, we wduld assume, is inCrease in;aneurysm
size, and you have addressed_that;a;Litplgwbitﬁjust
now. But at one year you had 13 patients or §
percent demonstrating an increasejin’aneurysm size,
and at two years 21 patients,br 14 percent. So,
you have demonstrated,an,inqr§§$§ attho_years. I
don’t know iffgne”canmgxtrapolate;'but do\you éee
[any kind of trend there? I know you are going to
be doing a follow-up study and you are going to

continue following these patients,kbut'at what

point are we concerned or atwwhat point have we
answered the question of have we decreased the rate |
of aneurysm rupture?_” o s “ | |
DR. NAFTEL;, As faf;ag,qgggrysm growth 
across time in the;entire grQup:of¢p?tiggﬁsf;We
MILLER REPQRTINGlCQMPAﬂy;”INC.k"
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1 flhave closely looked at the aneurysm size and on the

2 laverage--and that is the important part--on the

3 laverage there has been no increase from 1 month to
| ' : , ; : ,

4 6 months to 12 months or to 24 monthsi‘ So, just

5 |speaking as average growth, nothing is’happening;

6 That is very different from what you are

7 lasking, what about the proportion of patients that
8:‘:’i are having a’growth“of S,mmwér,mére?h Th§ﬁth- N
9 fproportion is increasing, as you noted. But

10 interestingly enough, the othe; end oﬁ_the,spect;um’

11 |ie nappening too in that the proportion of patients
12 |with shrinkage below 5 mm is increasing with time.

13 dWhat that would lead you to realize is that the

14 |Jvariability is increasing in aneurysm growth across

15 |time. So, that is just to give you an overview but

16 ||Jon can answer the clinical part.
17 tDR.‘MATSUMURA:H,I,@m@n@éwaurewphgﬁtthMwMuww
l8' assumption or,the;hypothesisethat'aneurYSm

19; enlargement is predictive of rupture after

20 endovascular repair is proven in this study. I

2l | think it is a concern thatWWe'have ‘and, hence, the
22 management guldellnes that the PIs forﬁhlated‘(

23 I would p01nt out that the majorlty of

24 |lpatients in the study do not have aneurysm

|
25 |enlargement. I think 33MP?19¢nt)haVeuSt§bler0r~
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shrinking aneurysms at one year and 86 percent at
two years.;“And, the gfowth rate,isurelatiYe;y slow
so that these enlargements can be,detected, cah be
reintervened when appropriate. We haven’t had any
ruptures in the pivotal study fellowing these’
guidelines and that follow-up. We did also look at
aneurysm enlargement similar,torendoieak, is it a
predictor‘for mertaiify;vendwitkis'ﬁet;

DR. NAJARIAN: Let me ask you just as a
clinician, at what point do you intervene in an
aneurysm that is increasing in size?

DR. MATSUMURA: It is very much an
independent physicianjdegmeﬂt;  There are some
very respected endevascularwspecielists who have
said publicly they want to‘see;a4very highv
threshold, like 10 mm or 15 mm, before they are
sure that it is an enlarger; it is not just a
variability of that one episode. But when it gets
to 5 mm growth, I generally start evaluating that
individual patient, and a lot of it depends on what
type reintervention I am contemplating, the
patients themselves and the risk factors. So, the
answer to your question for me, persqnelly, is
about a 5 mm’threshold of grewth when I start to
consider reintervention. e
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DR. BREWSTER: I would simply emphasize
Dr. Matsumura’s points that this remains an area of
really individual clinical and patient judgment and
preference. Obviously, it depends quite a bit on
the starting point, the,starting‘diameter of the
aneurysm. If you treated a 5 cm aneurysm and it
increases to 5.5 cm in maximal size, that will be

perhaps much less of an impetus than if you started

lwith a larger aneurysm that now gets over 6 cm.

But then, as Dr. Matsumura emphasized,

each patient has to be assess

ery elderly

[patient with a lot of co-morbidities if they
require open conversion, you may have to seriously
think about that before embarking on that. So, I

don’t think we can really neatly categorize or give
it
very specific guidelines for those sorts of
decisions.

DR. NAJARIAN: You do understand my
concern though that the number Qi inc;eaﬁing
aneurysms increases w1th time.

DR. BREWSTER: Absolutely

DR. LASKEY: Any other comments related to

that question from the panel?

DR. ROBERTS: I would ask a question, and

that is that if you see an increQSiﬁg size and an

MILLER REPORTING COMPANY, INC .
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endoleak, does that change your threshold for belng
concerned. and thinking about re1nterven1ng° If so,
what kind of reintervention are you doing?

DR. BREWSTER: I think that is a valuable

point and one of the factors of clinical judgment

 'that help you make thatmﬂﬁgision{fJEQrMiQStanF?J if

you see an enlarging aneurysm in_the,presence‘of a.

llproximal attachment endoleak, I think virtually

every vascular surgeon would respond that
reintervention is indicated, and likely conversion
unless you can replace a cuff more proximally and

so forth. The more difficult decision may relate

to type II endoleaks,ghgp,are’npﬁzonly&a_little bit
harder to treat but the clinical significance is
often murkier really. But I think you are right,
an endoleak, particularly of a type I or type III
variety, would be much more compelling tq treat.

DR. NAJARIAN: I have another question,
and maybe this will be covered in the questions to
the panel, but it has to do with I guess labeling
and sizing.

DR. LASKEY: We can certainly fold that

into our recommendations to the FDA, if you want to

hold it. Do you want tO arti9u;§§§di§wQ9H3HQQ_m,;,h

DR. NAJARIAN:  Well, it is actually
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informational. You know, your graft is made in

only one but One;Ofkthe‘rgqpmmgg@%ﬁipns_iﬁmghﬁE the

iliac limb be greater than 10 mm. The iliac limbs,

|the manufactured iliac limbs come in 12 mm and 14.5

mm diameters and youwrecommend”that«it_be‘lpﬁzgg_.u,ﬁ

percent increase in size over the native vessel.
How about implanting it in smaylermvgéssls?w,A;@_ﬂwuW
there any recommendations from the manufacturer?
If you have a 12 mm iliac limb, can that be placed
in a 6 mm Vessél? ﬂlwﬁﬁéﬂqfat,wﬁétipéint have you
conspricta@wghg,g;aﬁtwgggim99h,mgndwwyapgéﬁ your
recommendation?

MR. WILLIAMS: I will start with the
answer on that and I will probably ask for some
clinical perspective frqmyth xesponders,here as
well. Currently, in addition to the two iliac limb
device sizes that you mentioned, the 12 énd the
14.5, we also have an iliac extender which goes
down to a 10 mm diameter. So, there is the
possibility within the_overgizigg‘range that you
mentioned. vAnd, I thinkﬂyéu ménﬁiénéa 10?21
percént, that range is really spééific’tb‘the
aortic,endwQﬁ;the §nd9Pr0StheéiS andfthere i$Waw,_ww
slightly broader range of Qversizing for the,iliacu
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components. So, including both common iliac and
external iliac anatomy or smaller common iiiﬁpkw,
anatomy, effectively we have a treatment xgﬁge of

approximately 8 mm to 13.5 mm. You may be

constrained in terms of overall treatment length as
to whether or not you can use an ipsolateral leg

component, contralateral leg component versus

lextenders or some combination of extenders. But

the oversizing is a very specific‘recommendapipn,aS -
|I think the good clinical results reflect working
within those indications. It also helps ensure
that based“on;our_tgg;ipgwdfwfﬁéfaéQféé;JBééédVdﬁ
the way the device was designed, it can promote
longer-term device durability when operating within
thosewconstfaints. *

DR. MATSUMURA: I guess the only clinical
perspective I would add to that is that within this
trial we didn’t have any reduced limb flow, any

limb occlusions. The AVIs were stable and there

iweren't any clinical adverse events referable to a
graft limb occlusion. . So, Ikthink,within\thgw
context of this trial, the patencyris excellent.

What happens if you try to put a 14 in a 6--1 am

ﬂsure there is some border that you can’t push but

we don’t know what it is. =
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DR. NAJARIAN: And the same question
regarding the delivery device. It goes through an

18 French sheath. Does the company have a

fartery access that can be allowed? I mean, we

I measure the femoral artery access and the external
iliac artery access and a contraindication would
“be: you know, a small vessel. So, I assume it
would be 6 mm. But does the company formally
recommend that?

MR. WILLIAMSt &Xes, we are‘making‘erm§l

rrecommendatlons w1th1n the context of our ex1st1ng

IFU as well as the draft IFU that has been prov1ded’
in the panel pack. That recommendation is that the
"patientfs vascular anatomy, both in terms of
diameter as well as disease state and tortuosity,
can effectively accommodate the’iB,French dglivery
profile, and that includes the 18 French vascular _
introducer sheath which, in fact, has a slightly
larger outer diameter érofile.

So, when we are training physicians and

assisting them through an initial learning curve on

lthis, we really try to'reinforce all of these

different aspects of what it means to have

acceptable ilio-femoral access anatomy. Any time

MILLER REPORTING COMPANY INC
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currently we see a diamﬁﬁgﬁwwkgxe”we‘are”doing'film

reading and advisement, technical‘advisement,tha;ww

drops below those formal diameters of the 18 French

introducer sheath we certainly call this to the
attention of the physician, and go so far as to say

that if someone chooses to move forward in treating

a patient, realizing that there are constraints in

that anatomy, that there is a potential additional

level of risk for ilio-femoral vascular access

damage associated with that. .
Clearly, people are treating patients with

ilio-femoral access vessels smaller than

leffectively the 6.5 mm to 6.7 mm of a French =

sheath, and the vast majority of the time with
careful technique and good case planning»it can

work out to be a very effective treatment. But

that is one of those areas where we are taking a
very consistent,approach’in terhs of oﬁr traiﬁihg
and advisement for physicians.

DR. NAJARIAN: So, you obviously address
that in your training:

MR. WILLIAMS: Yes{ the“labeling in terms
of the IFU but also the physician training
materials.

DR. NAJARIAN: fThank,you,
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DR. LASKEY: Let’s go around‘the table.

Dr. Aziz?

1 DR. AZIZ: I too would like,toweqhquhapwlhm

Jvery much enjoyed the presentation and I think I
learned a few things as well.
I will try not to repeat the'questions

that were asked previously. One of the questions

is in the control group you did a CT scan at one
“year. What was the reason for that? As a part of
the study?

DR. MATSUMURA: Well, when we were
designing thé;study I thought it‘was‘Very importaht
that we try to capture events that might be
happening in the control group which would be
similar to the endo group, specifically things such
as ventral hernias, pseudo aneurysms, and not so
much at one year but the»long—tefm data from the
Canadian study has shown that a lot of patients,
after open repair, if you'do a‘CT”ééaﬁ”ahd

follow-up, I believe they showed 65 percent of

their surviving patients had some type or aortic
dilatation and about 14‘percent of_those actually
had an aneurysm in the aorta or iliac areas that
were large enough to indicate a ygpe§t prqgedu;e; ‘
So, it was really for the long term so we wduld be
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able to assess some of théSé"findings.”‘uw

I think it is quite possible we might have
unexpected findings in termé‘Of’fénal maés, or
something, and we need the data in the control
group to make a valid comparison.

DR. AZIZ: The operative time, I think the
mean was probably 144 minutes, obviously ffdm all
centers. Did you find that theitimé;décreased with
experience and in the busiest centers as the
operators got better they were taking a shorter
period of time to do it?

DR. MATSUMURA: I See the statistician.
saying we don’t have that fqrma1 analysis;‘but“I”
see a clinician saying that he either wants to
respond or he knows.

DR. BREWSTER: I don’t have detailed facts
for you, but I can assure you there is a learning
curve obviously. Just becoming familiar with the
device definitely would shorten fhé'tiﬁe} ‘Sb;;I“
think the answer to your question is vyes.

DR. AZIZ: T méén,'I“thinkWObviously this
is for elective cases;but in the future, obviously,
more patients who have 1eaking anéurysms;:I'imagine
that this technology would be particularly adept to
using in those“patients if;the tim¢; YOugknéﬁ;WQefé

MILLER REponfrﬁé;éﬁﬁﬁxﬁYf5rNﬁ:jf B
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shorter.

2 DR. BREWSTER: I'think your’point:is very
3 well taken. ‘Indeed, somé”feél that the greatest

4 ||benefit from“endovasculér'repair may;'indéed;'come
5 from urgent treatment of patients with leaking or

6 ||ruptured aneurysms. 'ObViQusly; that is a much more
7 difficult area in terms of accurate device

'8 |lselection. Perhaps this device might not be the

9 ||best but a one size fits all concept may be applied
10 |and, of course, the center,haé to have inventory.
11 {But I think your point is a very valid one because
12 §I think, as was mentioned earlier today perhaps by

13 |Dr. White, there really hasn’t been improvement

14 despite all of our anesthesia and intensive care
15 improvements over the past one or two decades. The
16 results or outcome of ruptured aneurysm repair

17 |really have not improved.

18 DR. AZIZ: I think another group, as this

19 | becomes more available, is the,patient who has

20 coronary disease and AAA, We, ourSelves,'have

21 {patients where we have done the CABG and the AAA
22 ruptures and, currently, thekonly option is to do

'23 them as a combined procedure,,kBut”I‘think”

24 || something like this would be to do it and then wait

25 |maybe a week or two and do the CABG. This would be
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1 ||another nice group.

g DR. BREWSTER: Those sorts of

3 Jcircumstances come up really quite often in

4 Jclinical practice.’

5 DR. AZIZ: Again, I think one of the

6 Jfconclusions is that patients with smaller body mass
7 ||had associated increased risk of complications.

8 |Can you just expand On‘thét'a"Iittlewbité"» |

9 DR. MATSUMURA: As you p¢inted out, that

10 was a predictor in the Cox model. We brought that
11 Jjup at an investigator meeting, the last one in New
12 |jYork, and I think the DSMB also considered that

13 Jldata. The thought was that perhaps it is

14 [reflective of patients who have,malignanCy because
15 |lit is in the survival one. It is‘not the”game“as*“‘“
16 jgender. Gender is not a risk factor. Perhaps we
17 Jcould get into that more later.
18 DR. BAILEY: 'IyWillyjust jpmp-in here
19 |briefly. I was not understanding the magnitude of
20‘ the effect either. What scale is body mass indéx
21 Jmeasured in? Is it kilograms,perwme;er squared?

22 DR. MATSUMURA: = Yes.

23 DR. BAILEY: So like 25, 26, 277?
24 DR. NAFTEL: Right, where greater thaqﬁ3p,/“f

'25 is obese,

' MILLER REPORTING COMPANY, INC.
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1 DR. BAILEY: That is an astonishingly high

:  g hazard ratio or odds ratio, 0.2 or‘something; 0.3,
3 i.e., 1f you go from 25 to 26 you have a four-fold
4 lower risk. I didn't seefhow that_Could'possibly”
5 [hold. |
6 DR. NAFTEL:b'Right. Recall that in the

7 |stratified actuarials it was just amazing. It was

8 lla very large effect. I do recall that, as you were

Xe]

mentioning, it did look like it was very possibly
10 jjthe cancer patients but I don’t know that for sure.

11 I don’t have that data.

12 DR. BATLEY: What was the distribution of
B A N 'p
gﬁﬁ ; 13 fbody mass index?
vmw- 14 DR. NAFTEL: T don’tkrecall. Iwremember

15 [those break points of cachectic and obese, and we

16 |certainly were in either side of those. So, I

17 |couldn’t give you the exact distribution--or maybe
18 I could.

19 [Laughter]

20 For body mass index, in the EBE group it

21 jranged from 16.6 all the way up to 41. That is

22 flhuge. In control, from 10.9 to 56.6. So, it is an
23 jincredibly wide range.
24 DR. BAILEY: I mean, if you haven’t

.25 |frescaled it then your odds or hazard ratio,

MILLER REPORTING COMPANY, INC.
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1 jwhatever it is, implies every unit change in this

‘12 index confers a reduction of risk by a factor of
3 four or so.
4 DR. NAFTEL: Yes, this is for survival.

5 |Right, Jon? This is relative. As you know better

6 f[than any of us, when you get to these low risk

7 Jareas, you know, if you cut it to a fourth that is
8 |lstill going from maybe one percent to one-fourth
percent. So it is relative within that death rate.

0

10 [|So, it looks bigger than it is.
11 DR. AZIZ: A‘couple'of Other\questions,‘_l
12 jthink there was a comment made that low platélet

13 |flcounts were associated with increased

14 ||complications. Is_there,aHCuﬁ—fo or is it a
15 |Jcontinuum? What do you;ﬁean by low platelet
16 counts?
17 DR. NAFTEL: A lot of this is philosophy I
18 [guess. In all the analysis that'I‘do, I enter
19 everything as a continuous variable and I don’'t
20 look for cut points unless they just absolutely
21 jlexist. So, it was entered as a ééntiﬁuOué |

22 |variable.

23 DR. AZIZ: And where was the biggest

24 Jgradient seen? Was it less than 100,000? Is that

25 something people should look out for? If there is

MILLER REPORTING COMPANY,'INC{ o
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a very low platelet count, I mean, is it something

_ 1
gﬂ% . . -
S .2 that should raise a red flag?
‘3 DR. NAFTEL: I don’t know that for sure.

4 We have done all the stratified actuarials and we
5 Jcan come up with;those,”butkinAWHat we have =
6 ||presented to you we don’t have cut points. All we
7 Jcan say for sure is a leer platelet count is
8 Jassociated with higher risk.
9 DR. LASKEY: But it was one of these
10 J|highly statistically significant things without
11 |being necessarily clinically. You have it out to
12 ffour digits and it is 0.98. It is awfully close to; 

.13 1.0 in terms of the point estimate. So, it is,hardff

14 “to take some clinical sense away from that.
15 DR. NAFTEL: That is true. Again, that

16 [|0.998 is generally dependent on how you have scaled

17 the platelet counts. So, just to be totally
18 jhonest, a good statistician can'make‘it’anything he:
19 for she wanted by the scaling but the’p value, of
20 Jcourse, would not change. It would stay the same.
21 [|But my job would be to make it Clinically'feleifantka
22 | for you, to give it some units that are more
23 ||helpful.

24 DR. AZIZ: This is a su#gically"related”

25 [lquestion. In the three patients who had to be

MILLER REPORTING ‘COMPANY, "INC. ™"
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converted for a variety of reasons from EBE to
surgical, were there any techhical,iséﬁes? When
you put your clamp you would probably put it higher
up. When you open it, can yQU“cut acros$thQ ” m’
graft? When you put stents in for coronary
bypasses it is a real problem. Ypﬁyéut it open?
You slit it open, you putVthe graft in; you have to
take it out? I mean, how‘dc ydﬁ”handlé’that?

DR. BREWSTER: Well, I can’t speak from my
experience since none of my patients have to be
converted-:lwamajust_k;ddingl |

[Laughter]

It obviously generally implies a more
technically challenging‘prOCeduié;be¢qqsg‘Very
often, as you indicated, I think supréienalw
clamping tempqrarily will be required. Then you
have the additional problem of dislodging the
device without shredding the aorta. That may in
many cases not be too difficult, particularly if
you are operating for, say, a proximal attachment
leak. But it depends and it is variable. I think
many surgeoné will have different approaChés}, Ours
is usually to gain temporary suprarenal‘control,
open the sac, remove the device bécause most Qf
these are purposely deployed as’q;o$e to‘the renal
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arteries as you can gét”fhéﬁ{[}SO} I think you

pretty often have to have a suprarenal clamp to
safely diledgeyandyrevae thei§?3}9¢f f;Q%tmi§umg;n
generally a somewhat bigger undertaking than a
standard repair.

DR. AZIZ: But you could open it, do the
proximal anastomosis, lay it like§a trops§r,‘within
a trouser and not take_;9M9332 w§gH%@wY0u do it
that way?

DR. BREWSTER: It could be a strategy I
suppose. I think in this particular device, should
you want to cut across it, you can.

DR. AZIZ: This is again my cardiac aspect
coming out, if you needed to put an intra-aortic

Hballoon'in somebody who had this device in; you

ldon’t see any reasons why one couldn’t do that?

Right? Later down the road?.

DR. BREWSTER: No problem.
DR. MATSUMURA: ;I;wquid;pfébabiykthink 
that if it was done very early after the procedure
I would want to do that under fluoroscopy to make

sure that you could watch thg_paSsage.

DR. LASKEY: It is interesting you say no
problem, but for the cardiologist coming in at
midnight to do that, that is an adventure.

MILLER REPORTING COMPANY, INC.
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1 DR. MATSUMURA: I think what David might

2 |be referring to is that after implantation there is

3 |not just the anchors but there is some fixation. I

4 would just add to his comments on explantation that
5 |1 nave had discussions with agency physicians too.
6 ||Wwe do have a series of things we iecOmmend tQ;

7 |physicians who axe_inné electivé;eXPlantatiqn‘;hat
8 |they may want to try not based on evidence but just
9 jcommon sense. If you cool the device, it may
10 ||become less rigid and you would be able to remove
11 |it. And, in the proximal neck you may wamt to try
12 |to really constrain it, as opposed to just trying

13 | to pull it down against the force of the anchors.

14 | Those things seem to enhance the ability to remove
15 ,the device.

16 DR. AZIZ: Some of the pééiéhté; wﬁen“théy

17 |had blood loss, up to 4 L--I am sure it doesn’t

18 |[happen in most of them, iskthat;dus to--I mean, is
19 fthere anything that can be dénewﬁq“ieduéewﬁhéE_lgéﬁw_
20 | because thathseems_GXC§$§iV§2jm;;“,_mv,

| 21‘ DR.”MATSUMURA:,‘In,a,SPéCific patient or
22" 1all the patientg Qg ay§;§gé§ , | |

23 DR. AZIZ: Well, there were one or two

24 |patients who had aw4,L@19§§Wapdﬁipwi§,clgssiiied;é$'m

25 Jperiprocedural. Are there any tricks or does that
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DR. MATSUMURA: I think most of the blood

loss that I have encountered in endovascular |

aneurysm repairhhas‘been_problems with the sheath,
Usually the issue with the 18 French sheath, people

aren’t paying attention, looking at the fluoro

screen, working on the other side and the 18 French

sheath is out so you'now“have[an arteridtomy to
control. I suspect that most of the issues are in
endovascular repair. Therehweren(t_any'conversions
in this series so I don’t think it was the
operative procedure.

DR. AZIZ: When you took the grafts out,
you talked about the wires, and all, but‘there’is
no endothelial lining, no fiber deposition?

MR. WILLIAMS: Based on the few number of
explants that we have had thewopportunity‘to
analyze, the endothelialization is very minimal.

Dr. Matsumura did mention some amount of tissue

attachment. That is also var ab

depends on how much "healthy" neck or iliac vessel

the device is exposed to and how much tlme it has

had, that 1ength of exposure. Fundamentally, and I

think thls is well publlshed in the llterature,
MILLER REPORTING COMPANY INC
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across these endovascular devices, specifically

aortic devices, the amountwéﬁwingrowth and
incorporation‘is certainly limited, Again, in our
very small;numbegmgﬁwgzplants%and c9nversion_;ha§Mu
we participated in, the device removal itself has
not posed any significant technical or clinical
challenges for;thg,physician.

DR. LASKEY: Di.'Péntgéqgt?1} 

DR. PENTECOST: A question for Dr.

Matsumura, in the patients that wexﬁmgreateq;QQK

embolization, it says in your data there were 14.
I assume that‘is’14,patients not 14 interventions?
Yet, you said,lateruthap;gaiy 12 patients at ohe‘ |
year had type II‘endoleaké,, Could you expiaiﬁ

that?

DR. MATSUMURA: Yes. The slide you are

“referring to is 82. At the one-year time point

there were 15 patients who had reintervention for

endoleak or aneurysm enlargement. Of those 15

patients, one had both reintervention for

enlargement and endoleak, and that was the

ligation. The other 14 were the catheter-based
embolizations, and all those were done for .=

endoleak. I think what you are asking me to

explain is were still some endoleaks later, were
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those effective. |
DR. PENTECOST: No, I am asking you why
there were 12 patients with type II endoleaks but
14 patients treated. |
DR. MATSUMURA: Oh, embolization was
determined by the sitesmupqn thevsite data, It
l doesn’t meanhthapM;ﬁmpatients were treated at the
l12-month point. Many of those patients weré
treated during the first year and so we can't
directly correlate a,12;m9n;hmasgas§m§ntpby the
core lab of CTs to the number of prodedures,done
throughout that year.
DR. PENTECOST: I still don’t understand.
You have post-procedure to 12¥moﬁths,,14 patients
treated with embolization--
DR. MATSUMURA: Right, so if a patient had
a coil embolization at 3 months that sealed the
endoleak, there would not be an endoleak visible in
the core lab when they got th¢ s¢ap’§p lzﬁmpptbs.”;
DR. PENTECOST: Okay. The other question
I have is why you chose not to include the raw data
about aneurysm expansion, i.e., 5 mm step-wise.
That,meanSfthét,patiehts with aheﬁrysmskfrom 5-5.8
[[cm, for example, could have a 4 mm growth, which
would be almost 10 percent qhd‘wogldfbeJcaglggﬁpq,;H,
MILLER RE?Q&?ING ¢deAﬁY; NC.
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Washington, D.C. "200,03'—'2';802 ,
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growth by your study. Certainly, 1 mm would easily

l|be within the range of measuring errors so you

could have a lot of patients withgsome_gr0wth in

their aneurysms that would;bewggklggpr grOwth by

your analysis. So, basically it is sort of an

expectation from the agency as well as the sponsor
that I think everybody could understand raw data
very clearly and it would seem to be more valuable.

DR. MATSUMURA: Perhaps you could pull up
BU24 .

The 5 mm threshold I think is widely
accepted by clinicians and is defined in many
protocols as the threshold of about two standard
deviations. So, less than that,would,be considered
measurement error. In fact, as I mentioned in my

response to‘the‘question ofgwhqpﬂ;hreshgldﬁl»wgg}qw;,

use, some people use even a higher threshold than
5, but this is a scatter plot that does demonstrate
the actual data at the 12 and 24-month time points.

I believe the éprollarywpf y9u;sk;suglspk
true, that there are soﬁé patién£s who mi§ht cross
that threshold of 5 but at‘a subSequent'Scan-—I
don’t just believe this, I know this--don’t have
the growth that was determined at that time point.
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So, it is an observation like any'othérkthat hés -
variability and the 5 mm threshold has been wideiy
accepted by many. : |

DR. BAILEY: Just sort of a follow-up on
that, that is not to say though that a 3 mm group
mean difference wouldn’t be important to know
about. So, I think his point is that eVen though
on an individual patient‘basiS'5 mm might be the
threshold, when you are presenting group data it
might be well to include the more continuous data.

DR. PENTECOST: That is all I have. |

DR. LASKEY: Kent, do you have anything
left?

DR. BAILEY: I have a few points or
questions. First of all, I guess as a
biostatistician it is my job to say shame“on‘You
for not randomizing, although otﬁers have done
that, and that is facetious.

But I do want to ask a serious question,
how extensively it'was‘pilotéd,of;triéd; pid you
discuss this with patients and find out thét nobody
was interested, or how hard did you work at it? |
Sometimes this can depend on how it is presented to
the patient. : ;

DR. MATSUMURA: I, myself, have had
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experience in trying to do it before and the issue
is if you have ¢ndogra££s/available thétTthé
patient can get to if they are randomized to a
control and they have suitable anatomy, that is
where they go. I personally surveyed all the 19
site investigators and asked them about a

randomized trial because 1 ould be able to do a

lot of other things withkthat;as well. Only two
reported to me that they thoughﬁﬂthey WOﬁld be able
to meet the enrollment goéls at;the sites whefe
they practice,ygnd all of them are fairly
experienced clinicians,_radiologé§;syggg_ggggeons
who have been taking care of patients for some
time.

DR. BAILEY: So, basically patients who
are eligible for the endograft are not interested
in having the possibility of undergoing surgery?

DR. MATSUMURA: A significant portion. kI
even brought up the idea use as, I believe, in some
cancer triais where you randomize after they are
asleep but nobody felt that that was appropriate,
zero of theWIQ"inVeétigators. i R o

DR. BAILEY: i'do,wanﬁ‘to;eché that you
study. Since the study iSﬁft.rééﬁomizéd)‘then‘

MILLER REPQRTiNG;chPANY;'INg.“
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1 jobviously the“questipn rea11y becomes,hbwhk

2 |comparable are the groups and you have presented a

3 [[lot of data, and there was other data in the pack,

4 [that suggested that, surprisingly actually to me,
5 |these groups were fairly evenly balanced, with a
6 | couple of exceptions which have been noted--sex,

7 |there was about twice as high a percentage of

8 women, end then the symptomatic‘stetus.

9 So, it would be nice to think thap maybe
iO’ these reaily are comparable. The obv1ous

11 jdifference is the inclusion criteria in terms of .
12 fanatomy. Obviously, it is completely copfounded

13 [fwith treatment assignment so you can’t answer

14 Janything about that in this study. But can you go
15 to any external data, such as surgical databases,

16 |to look at the impact of anatomy on outcomes? It

17 lwould seem to behoove us to do that if we want to
18 |make this claim. I don’t really get much

19 confidence from the fact that surgeons don’t

20 |lconsider anatomy a risk factor to say that on a
21 flarge group basis there,might not be some important

22 |differences in outcome. That wouldn’t negate the

23 [ fact that it is not considered an issue as far as

24 fsurgery. So, I wonder if there is any data out

e*QTZSe there or that could be gleaned from surgical

735 8th 1.
, Washlngton, D.C. 20003 2802
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1 (databases to compare outcomes in these different

'[2 anatomic subsets.
3 DR. BREWSTER: ”I'Ehiﬂk”yaﬁr“pdinté“aré
4 Jvery valid. I think,’unfortunately,”thaf:data;‘
5 fisn’t readily available in the literature. It is a

6 ||field perhaps ripe for investigation but I don’t

7 lthink we are;aware“of‘any valid'défaRianhét

8 regard.

9 DR. MATSUMURA: At the time of the design
10 jjof the study and also at the time of the original
11 Jclinical submissiqnvweRdid do a literature search.
12 “People have studied surgical outcdmeSRWith opeh’

13 faneurysm repair extensively. I think there might

14 |even be a summary list of these in the ekecutive‘

15 Jsummary. Clearly, many cliniCal;variables have

16 jbeen found--renal faiiure, COPD, recent heart

17” disease, but we could not find a single one that

18 showed that for patients wheie‘ithherewwas a

19 |planned infrarenal procedure--and, again, I would
20 femphasize that is what we;had;in;the prdtocoi; thét’
21 jthere were anatomic predictors of outcome. We

22 | thought theréRmight beRand thatrisrwhwaelrepbrded
23 them in detéil and’éfe“anéiyéiﬁéffﬂém; éndthpéth

24 {|publish them, but at the time we. de81gned it we

25 |jweren’'t aware of anythlng that would tell us that

MILLER REPORTING COMPANY INC
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is something to look for. We do know it is a

lpredictor in endovascular repair, and I think that

is why we had to havé éﬁatohi¢;¢Qnstré{nté; ,We
didn’'t want to treat patients whé we didn‘t think
were suitable‘anatomically for endovascular repair.

I would like to jut go back to one
assumption that you may or maY'not have made about
gender difference when you ppinﬁéd,dut that we havé
more women inuour,contr01 gfoué'ﬁhéhfbufwtéét
group. I am sure you have seen the analysis in the
panel pack. Within,this,study, in the EBE“group
female gender,was,not'a risk,factor:for adverse
events. In fact, we looked at it in,compariécn to
survival. We looked in terms of major adverse
events, and actually the only statistically
different thing between men and women was that in
the EBE group women had fewer cumulative adverse
events than men. So, if anythiné? it,édtually
favors the control group.

DR. BATLEY: Just stickiﬁg on that point
for a minute, did you'analyze,just overall
mortality differences in just men?

DR. NAFTEL: Yes, I did exactly‘that. I
am not, you know, real big on subsetting but,
still, we have to learn what We,?3ﬁ~ So, vyes, I

b g
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looked in just the men apd”c¢mpared:the mortality.
I looked in meh and’juét com?aréq,advé?se events.
In the men the differences between the control and
EBE were just like the entire group. In the
females, as Jon was saying; there still were
consistent differences alﬁhohgh we“are'Certaihly“‘

running short of numbers, but I was comforted by

those subgroup analyses.

DR. BAILEY: I think’IHsawksbmeﬁhihg oﬁ‘
the subgroups in thekpadketuthatVsuggeSted Fhat
women--maybe it was at one year—%had a higher
mortality in the surgical arm than in the EBE arm.
It looked pretty substantial. Obviously, you might
not have power to see a difference between men and
women, but it might be helpful. 'You know, there
are differenf ways to adjust forudifferéncés."You
never are quite sure what the right thing to do is
and, of cOurée;“that"iS‘the”advaﬁtagé”OE“
randomization.

DR. MATSUMURA: Your recollection is
correct in‘that‘in'the éufgi¢é1 é6ntt6l group there
was a trend but it wasn’f significant. With
respect to the litérature, théte'is’oniy’§n§ §f
those seven or eight studies quoted that Shéwedka
difference in gender for open surgical control.
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1 fiso, the vast majority of the stuﬁies in,the

2 [literature don’t show that gender differenCé‘ but

3 ||it was a fairly large one that I think some of the
4 lpanel members may be familiar Wigh;
5 DR. BAILEY: You éah guibble or make a
6 [lvalid criticism about randomization, nevertheless,
7 I don’t think it changes the impact inkterms of
8 safety. In other words, I think you have convinced
9 |me that the noon-surgical optionfﬂés’a,iowef’
iO“ surgical complication rate in terms’of\bleeding‘and
11 |so forth. That probably isn’t going to depend on
12 |your choice of randomization or non-randomization.

13 jHowever, I think it does speak to what is the

14 quantitative effect. So, the guestion would be

1§m whether the complication rates are all the same in
:*ii6( surgery or whether they do vary.

17 Turning to the effectiveness, I read Gary

18 |Kamer’s point and I can certainly agree with him

19 that;if]it'was‘specified'a”p;iéfifthét“ﬁhé’gbal“w59"

20 [[to demonstrate an 80 percent efféctiveﬁess‘rate‘at'

21 |one year, as deflned by your partlcular measure,

22 Jthen the lower confidence 1nterva1 certalniy >“ ”H1W

23 wouldn’t allow'you to méke that claim.

24 I am not sure what that 80 percent means

25 [exactly, but if it is a labellng issue there are a
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{number of other reasons why I wouldn’t be

comfortable talking about athOfperéeﬁthﬁ
effectiveness rate. You know, the denominetpr;for
the measurement of effectiveness was 195 as opposed
to 230, and I guess my question is what do you know
about the people who weren’t studied, and was there
any evidence--I mean, if you did a worst-case
analysis, obviously, you would be in bad shape. T
am not saying you should do that, but what did you
do to accommodate all;thet_misSing information?

The othef.queStion I;have;isjabout leaks
and the like.  You take these snapshots at
different points 1n}t1me;‘but what about the
cumulative incidence of leaks? I think maybe you
have an analysis in which you count every person
who ever had a leak. I am not sure if ﬁhet is
true. What 1f somebody dies? Are they still in
the analysis? So, I have a lot of questions about
how you come up with a cumulative estimate of,the‘
proportion of patients at one yeer who have had a
leak? Then, the issue of the missing data.k So,
maybe you could address that.

DR. NAFTEL: There are several questions
here. Let me just go through,them_end_yeu_tell me
when I didn’t hear’them,‘TWQuld you mind if I

MILLER REPORTING COMPANY, INC
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1 Jtalked about efficacy for a second at 80 percent?

2 |Because we certainly have thoughts end‘i know it is

'3 Jla concern, given that the statistician raised the

4 Jconcern.

5 [Slide]

6 This is a little bit complex but it

7 ||doesn’t have to be. This slide is straight out of

8 the protocol. Now, I have spent the last two years
9 "working incredibly cloSely withkthe people at Gore,
10 jbut I will:-have to say thlS was done before I came
11 [lon board. S0, this is somethlng that Gore and FDA
12 |agreed to originally.

13 You are right, it was 80 perxrcent that they

14 |went for, and please excuse‘the,jargon but there is
15 no way around it. So, the way it is presented in
16 |lthe original PMA is thatethewnullwhypothesis is

17 Jthat the;eﬁficaCY”pfoportion is less than 0.8, and

18 jithe alternate hypothesis is that it is equal to

19 }J0.8. Now, in order to reject that null, we will
20 have to statistically prove that we are above 0.8
21 Jor above 80 percent or it would teke a confidence
22 [|limit that is about 80 percent.

23 One reason this is all«fascinating is

24 | these words still are straight out of the protocol

Rt

#w%_ .25 Jand it says while it is difficult to estimate the
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success rate, if one assumes that the success rate
will be 80 percent, a sample sizé of‘lSG”willy
provide a lower 95 confidence bound of |
approximately 73 percent. See, I really don’t know
why that was in here because if they are going
strictly by the way it is stated, that is
irrelevant; we have to be above 80. So, I don’'t
gquite understand that.

I would have expected a couple of things.
First of all, I am extremely familiar with FDA
using objective performanceucrigéiia«erwheaﬁt
valves, OPCs. I was in on some of that work in the
early ’'90s. In that, when there was a standard the
FDA has taken the approach that you have to prove
that your rate of thrombus, or whatever, was less
than twice this objective level. If we went that
way, all we would have to do is prove that we are
above 60 percent. So, it is taking a little
different tack than the_usual_EDA approaCh.. So;
that is a little strange.

[Slide]

Perhaps a lot of us would be more used to
seeing something where we have a null hypothesis
that p is equal to 0.8 and tHé”alternative;is the
other, that we are11eSSyﬁfYoﬁTQduld_hav¢_toﬂﬁgxryu
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about power, but as long as your 95 percent |
confidenCe“limit included 0.8 you,Would bePQkay.
So, what does all this mean?,uljémhnot;Surﬁwbut_Iﬁw
have some thbughts.

[slide]

So, here is a plot of the whole thing.

The dotted line, of course, is“phg_qha_magic ievel. 
In the protocol, the way it was written, theyksaid,’
if we get 156 evaluable“pétients;gt one year, and
that was specified; that was part of the answer, it
would take 125 to hit 80 percent and there’is the
“95'percent confidence limit. So, that is what is
in the protocol; I am not sure why.

Now, one thing the statiStician said is
why did you use’site data? Well, in fact,
everything now is core 1lab. Sé, here is the core
lab efficacy. We had 196 patients with a‘CT scan
read at the core lab at éne year, and 158 are
successful. = So, that gives us 80.6 percent
efficacy rate but, in fact, the 95'per¢ent,k

confidence limits are below 0.8. So, I,certainly

agree with the FDA statistician, Mr. Kamer, that we
didn’t meet it. But if you are perhaps a little

bit more pragmatic and say, well, is 80.6

consistent with 80, well, it absolutely is. There
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is no evidence that we are below 80 and that is

lwhat we were wo¥ried about. There is plenty of

evidence that we are consistent with 80 or even

above it. We are also encouraged by the fact that

“by doing the same analysis of the site data we come

up with incredibly simiiar results:.

DR. BAILEY: IHWOuldthVE;a,S%ighﬁlYf
different spin on that.‘ I’mean, there is about a
50 percent chance that you are below 80.

DR. NAFTEL: Exactly right. Yes, a little
less than 50 but, yes, I agree.

DR. WHITE;k I am sorry to interrupt. Cén’
you justify the 196 at the core lab? We are told
in the FDA review that I believe there were only
151 evaluable CT scansLby the core lab.

DR. NAFTEL: Right, that has been updated.
I think they didn’t mean to tell you that number,
but it is 196 at the core lab. It is in the panel
pack. That is at one year. So, that is the number
of CT scans that they have read.

DR. BAILEY: What was thé'reasbﬁ“for
missing-- | | |

DR. NAFTEL: Okay, 1et's;discﬁs5 that.‘
So, it is 196 out of 235. "The ones that don’t have
scans, andvI‘won't'giVé you £héMé£actkﬁﬁm5érs but

MILLER REPORTING COMPANY; INe.
735 8th Street, S.E.

Washington, D.C. 20003-2802
(200) Sic engh .




899

ot

10

11

12

13

14
15
16
17
18
19
20
21
22
23

24

25

142

we can find them but we are missing 39 patients.

lIWwe have had several deaths, several withdrawn, a

few that did not come beek forka,gisit,ka very few,
and then there is a small number that didn‘t have a
one-year CT scan. So, 196 out of,235 strikes me as
extremely good given all thosedthings.

The original protocol does spec1f1ca11y
say that this efficacy would be based on the_
patients available atﬁdneﬁyear. But I had the same
nervousness that I think you have. So, we looked
very carefully at those patients that are not in
the 196 and I said, well, just tell me anything you
know. Was there a leak at six months? Were they
alive at 24:months and you found a leak? What do
you know?

Looking only at endoleak, of those 39, 20

| . PP . .
 percent had an endoleak identified at some time.

So, I felt like that was pretty good, that the
patients not represented here seemed to be similar.

DR. BAILEY: You mean they were identified
at other time points?

DR. NAFTEL: Right, they had a CT scan at
six months, ene month or‘eveﬁ'zégmoﬁths; eSQJ‘I -
thought that was the beSt_I could do.

Now, I will sey that fbr everything else
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we did, you know, we émploYéd Kaplan¥Méiér Where, 
you know, you use the patient, They are in the
denominators as long as you have follow-up. It is
just a slicq of timepwherelwe:only have that CT
scan, right‘there.

DR. BAILEY: But I guess it is your
one-year calculation——i am stillknot”CIéar, that
one-year 80 percent figure is juét based on that
snapshot?  Right?

DR. NAFTEL: Yes, that is correct.

DR. BAILEY: Did you ever try to get the
cumulative--I mean, do leaks go away?

DR. NAFTEL: Well, they do. That would be
a clinical question but from my perspective, I
still was interestéd in that and we did do the best
Kaplan-Meier or life table that,we,could do,y;imek“
to first endoleak. So;'We‘1oOked at‘thaE'the best
we could and found, as we have said, that they tend
to appear, the majority appear in the first month.
But, to me, the Kaplan-Meier, or'whatevef, of the
time to endoleak, if you 1ookedkat'thé'qumulatiyey B
proportion at one year, thaﬁ wouid’be thé'figure I
would think would be ﬁqxggzmgybe it wasn’t in the
protocol but that, to me;ksort of captures whét ié

the efficacy.
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DR. MATSUMUEA: I think I disagree with
that just a little bit in terms of the clinical
importance. Kaplan-Meier, as you are very well
aware, once you get anwendoleak, ypu‘are'ihmthere3
‘“SO' if a patient had an endoleak that was

identified on the discharge, say, CT scan and that

wasn’'t there gt one, gix or 12 months and the

patient, you know, Waén't going/tb’be,treated, we
|wou1d nbrmally consider those not an endoleak at 12
months. In fact, the protocol specifically said
that. It saidiif;wewhéveVapmgndoleak«thatwpgsqlvgaﬂ,
by one month, that will not be--I forget the
term--treatment failure or whatever. So, I think
that clinicians have:anwimﬁressi¢n about those
early endoleaks. |

What I think the Kaplan-Meier is useful
for, and I don’t know if you are looking for it, is
that it helps you detérmine;are_there,many new
endoleaks that are occurring later, and most of
“those occur,inmthewoneMtQMphiggwmqnthwrangé and
then it flattens out.

DR. BAILEY: I .think I ém almost dOne.' iﬁ,;
terms of mortality, obviously you don’t have power
to really look at this g;;hgggh‘it iS obviously of
great interest. If you just look at the two-year
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curves there was about 13,per¢ent mprtality in the
EBE group versus seveh percéﬁt’iﬁ‘thé”céﬁtfoi
group, so a hazard ratio of about two. Obviously,
you wouldn’t have much of an idea how much of that
could possibly be due'to'anyﬁhing but‘I think it is
concerning. Although I think you want to try to
predict it and_,Und‘ersta‘n,d_‘i,t_.Wi,,th,!ﬁultivarfiia.tem S
wodels, I think you only have about 40 events and
the model you have in there for adjustment, to me,
is just way over-parameterized. I believe, in
fact, that that body mass index effect is
essentially infinity; it might as well be infinite.

So, I think it gives us the important
lesson that there are many chgrkvarigbles thatuare
important for mortality, other than the aneurysm,
but I don’'t necessarily thnk that the point
estimate you get after‘adjustmentﬂiskany‘more
reliable than theuunadjusted one'just béCéusé'the
model is way too busy. You know, you throw a lot
of noise into there as well when you do Cbx
regression on about SeVen“variables,with about 40
events. I guess I am concerned about that.

You know, I think it does tell us that
there are a lot of other things‘géing”on és far as
mortality is’concerned but”Ifam;ﬁ¢t sﬁI§;it_;,
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improves our understanding and”dééSnftwgiVé“us,any'
insight. I mean, the groups were comparable to
begin with. You said that and you showed that’

So, why do we have to adjust?

DR. NAFTEL: If i may, I just absdlutely
agree with you totally. My frlends in the cllnlcal
statistical group at Duke have a rule that. they
will only put one variable in the model for every
five events. 'So, that leaves e with very little.
And, I actually agree.

In this settipgi“ItWanjyst so interested
in getting a good comparisonVof the‘two groq?s fot
mortality, and jUst 1Q§kingttb“§ééMif1théféwébuid
possibly be anything else that was causing me to be
misled when I said there was no dlfference k So, I
admit we overstepped, and cettalnly’I do gét a |
little nervous as 1 hear the c1iﬁicians trying to
make awhole lot out of this when'bur only point
was to see if anwadjustﬁent made any difference in
the comparison of the two groups.

DR. BAILEY: Did you try many different
adjustment'mOdéls)WOItjﬁStttriéa7tﬁffit”§é“ﬁéhy"“‘
variables as thetdéta"Segmgd“towaﬁkufbr?:
| DR. NAFTEL: ‘My general approach is
usually to go forward, iftt@gtﬂigtwhat yqu‘are
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asking. So, in this case I went forward, ignoring
the group variable just to seeewhat was going on,
but for the final analysis I brought them in one
"variable at a time and alwaYS'keﬁt checking the p
value of the group variable to see what was
happening. But, you are right, thefe is just not’
power here to do much.

DR. BAILEY: I think that is the bottom
“1ine. This is not exact, or even a science. You
just don't kﬁOwahat F?,?djust,féra Sometimes you
can over-adjust, and I will just leave it at that.
I think that exhausts my questions.

No, one other thing, efficacy. Again, I
don’t claim that you can capture efficacy in one
single parameter, but given that that is the stated
measure of efficacy, the other reason I think it is
hard to make a claim about the percent being 80
percent is you have not looked at, or at least I
haven’t seen any analysis of~heterogeneity of
efficacy. 1In other werdS['if,yeu”had some patients
where there is a much higher‘rate‘Of”leaké,'then”“
you wouldn’t want to just make a blanket statement
of 20 percent, "Did you 1ook for“heterogenelty of
the rate of leaks? |

DR. NAFTEL: We looked for risk factors
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735 8th’ Street, S.E.
Washlngton, D. C 20003 2802 '




S99

s

10
11
12

13

14

15

16
17
18

19

,2dw

21

93"
24

25

‘148_
for leaks, certainly, just to see if some groups
were at,highér risk. 'Do,Y§u remember right off
hand, Jon? I know there were only, like, two
| variables and I have to admit I don’t remember what
they were, but it wasn’'t very impressive as I
recall. We did examiné that but didn’t find any
apparent predictors. Given that, then every
patient coming in is the same and:you Say,‘Okay, we
think you will have a 20 percent risk of a leak.

DR. MATSUMURA: Or we‘ddﬁ;t‘have thé power
to detect awrelationship, I am sure there are
predictors but we didn’t find them in a study of
IIthis size.

DR. BAILEY: Thank you.

DR. LASKEY: Did you want to introduce
Gerry Gray to the group?

DR. ZUCKERMAN: Yes, as I mentioned
previously, due to unforéseen'circumstances Mr.
Kamer is unable to join us this éfﬁeinbon, bﬁt his’
supervisor, Dr. Gerry Gray, team,leader in états,
would like to make a few comments and discuss some
of the issues with’Dr.‘Bailey.’

I waﬂt to remind the pénel4ﬁhat the
opportunity;isbhere'fOfwdiSCuSSiéﬁ“With‘bdth FDA7‘”””
reviewersVand‘the sponsor, and'some questions'have
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been raised about what our interpretation of the
primary efficacy hypothesis was two years ago, etc.

DR. GRAY: Good afternoon. My name is
Gerry Gray. I am the team leader for the
cardiovascular,device‘s;atisticswggam;&w__

What I am going to'do'now‘is,review’and
read into the record I guesskthé’main c§mments that
the statistical reviewer, Gaf?”KéMér;‘had regarding
the submission. His first comment and certainly
the strongest statistical Criticism_is that it is a
non-randomized trial. Maybe-we;héve sqrt of bgaten
this to death, but the patients were assigned by
cither their anatomy or physician judgment into one
or the other treatment“grOUps;"The prdblem with
that is we can’t separate out effects from being

due to treatment or being due to the selection of

the assignment process.

" For example, if you looked at Table 4.4 in
the panel pack, you saw there were, indeed, a lot
of anatomical differences between the two groups,

as you would expect, because those were the

fcriteria that were used. If you look at Table

4.11, it shows that at least potentially the

proximal neck angle is a significant risk factor
i X ‘ e L
for late serious adverse events. In fact, every
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1 | degree seemed to increase the odds of an event by

~+ 2 Jabout one percent. I should note that the average
3 |neck angle was 22 percent in the EBE arm versus 35
4 |percent in the control arm. So, there is some
5 ||potential that at least;somewof,the measured
6 llcovariates had an effect on the outcome.
7 You‘shduld note though that the odds ratio
8 || for the early events was around 12 in favor of the

9 [device, and for late events it was 1.3 in favor of

10 Jthe device. That analysis was after adjustmént for
11 jJthe measured covariates. So, the question here
12 jfthen is if thére'is'pOtéhtiéily édﬁéVofhérv

13 [non-measured covariate that can explain away that

14 jentire effect, the 12 for early events and thé 1.3
15 | for late events. I haven't seen,any formal

16 flanalysis of that, but it is unlikely in my opinion
17 that that would be the case, that there was some
18 flunmeasured covariate that waS‘enngh to explain
19 Jaway that entire effect for the Serious‘adverse

20 |[fevents. But, again, we haven’t seen any formal

21 |[sensitivity analysis that could have been done.

22 ~ The second main point Ofkthé,statistical
23 f|lreview was regarding tﬁé mor£aiiﬁy.  Asihés beén

24 |Jdiscussed here, there was some slight increase in

25 |mortality in the EBE group but it was not
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1 jstatistically significantf"“That‘Coﬁld bé“éﬁtiré1y

2 |ldue to power, that there were not enough
3V observations, or it could just be that there is
4 |[Inothing really there. :SO]’theMSQQtis;;cian‘just
5 | recommended ﬁhat clinicians carefully’reViéw all of
6 ||the mortality events to see what their judgment was
7 fon that.
8 The final main point of the statistical
9 Jreview was regarding the'effectivenesgyendpoint,
10 |The prior null hypothesis was that the success rate
11 jwould be less than 80.percent,wdéo, in order to be
12 successtL,the_device_wguld,have tof$u¢¢§3§ﬁ#lly

13 Jreject that null hypothesis and have an observed

Hi4‘ success rate that is somewhat higher than 80

15 |percent. If you want to translate'that into

16 |confidence intervals, it means that the lower bound
17 Jlof the confidence interval has to bé above 80

18 percent.

19 Now, we can debate about whether the
20 [fdenominator was 196 or 201;'Qr’Whether_phgwgggggssy
21 ||rate was 80.6 percent, 82 or 83, but all of that is
22 sort of irreievant because,noneﬂof those rates and
’23 none of the confidenée!intervals'jou would form

24 jusing those rates would&reSult'in_a lower

25 |confidence bound that is above 80 percent.
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So, I think the bottom line is that the

1Inull hypothesis that was specified in the protocol

was not rejected. 1In thatkstatiStical sense the
device didn’t meet the prior specified
effectiveness goal. Thatkisynopﬁto say that 80
percent isn’t clinically meaningfﬁl, butkit didn’t
meet the goal that‘was in‘the clinical protocol.

So, that is pretty muchvmy Summary of the
statistical'review. If anyone has any gquestions, I
would be glad to try to entertain them. Thank you
very much.

DR. LASKEY: Thank you, Gerry. Don’t
interpret our quiescence as lack of interest. We
have been beat over the head here for the last 45
minutes. But thank you for your addition. Moving
on, Dr. Sidawy?

DR. SIDAWY: Two‘queStiops, one is on
erectile dysfunction. Some of these patients that
you have treated are pretty young and this;
"obviously, is pretty important. You had in the
pre—procedure‘numbers'14]andfléfpefCéht)“but'I did
not see anfanéiysis post;prbéedure. kis endograft
protective from that point‘of,view because we>do

know that the open technique usually leads to

erectile dysfunction in men? That is the first

MILLER REPORTING COMPANY, INC.
735 8th Street, S.E. =
Washington, D.C. 20003-2802 "
(202) 546—6666 e .




sgg -

11

gro

13

.wi4;H

15

16

17
18
19
20
21
22
23

24

25

153

Jquestion. Go ahead and answer it and then I will

lask you the next one.

|

DR. MATSUMURA: If erectile dysfunction
was identified in the patients in eithef group that
was permanent, lasting that met the éritefia, that
C level, for permanent adverse sequelae and that
would have beeh capturea:as awmajor advérse'évent,
and I assume you aré'talking aboﬁt,permanent
erectile dysfunction, not a transieﬁt oné.

DR. SIDAWY: What I am1S§Yiﬁg is did you
ask for it postoperatively? 'Because itysounds like
from your;prgjprocedure_analysis“y0u»didbactUally
have s0lid numbers, 14 and 16‘percent, but I did
not see in the post—proceduré results that you‘had
any numbers on that. | |

R. MATSUMURA: If you look at the CRFs,
erectile dysfunction I believe is one of the things
that is asked. But I have subsequently learned
that you really need a profeééibpal,ihter?iew to
get at that appropriately, and having a research
nurse inquire of an older patientrabout that
function is not the most reliable method. So, of
the ones that we did capture, there did not seem to

be a difference. I thlnk it. was one or three

percent, not a big dlfference.k Many of the
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patients had it at baseline.

:N{ ’

DR. SIDAWY: Drzr. Freischlag, on my left

3 here, said you should ask‘theif inés;‘ ‘ S

4 [Laughter]

5’n DR.~BREWSTER: She is a stickler for those
6 [performance standards.

‘7 [Laughter]

8 DR. SIDAWY: The next questioﬁ, I;gd back
9 |to what Dr. Comerota was asking about, that serous
10 J£luid around the graft. 1Is that the same as
11 ﬂweeping of the‘PTFE gfaft thét~WéiSée,in AV adcess
12 jthat has been reported as very diﬁficultito‘take

13 Jcare of and when you operate on these patients you

14 |see actual weeping of the graft? I presume that
15 |the thickness of the PTFE material in the endograft
16 {|is less than the thickness of'théVtHin wall graft
17 jJthat is usually used in AV access. So, would that
18 Jlcontribute to that? | | )‘ | |
19 DR. MATSUMﬁRA:_‘I,Wiilyjust reiteréte that
20 |we did ask the thsiciaﬁs and I looked at the
'21V’videotapes. We didn’t see the weeping that I have
k22 seen withAAV[aCCess. : e k
23 MR,‘WILLIAMS:"Yoﬁfmsfétémeﬁt”oi

24 assumption about the,graft’materia}wpg;ngéthiqperd

25 Jthan that of standard graft materials is correct.
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1 It is an ultra thin tube graft. However, there are

2 |lsome uniqueness in the graft design and

3 construction which would potehtiélly‘CGQnteiact a

4 thinner membrane.” The microstructure of this

5 |particular PTFE is really not different or =~
6 [|significantly different from PTFE vascular grafts

7 fthat you are all familiarkwith.,,But;‘becaUSe of
8 |[[the unique fluoropolymer'bindihg’df the stent to
9 [[the graft, much of the graft is renderéd

10 impermeable. |

11 So, again, I will/go_baqk tQ‘some'general
12 |statements here, if I may, which is that |

13 [ultrafiltration or what may be térméd'in‘some cases

14 |perigraft seroma is a rélafivéiy”rare'vaSCULar
15 [complication. It haS‘beén'répérﬁéd'in‘Viiﬁﬁally
16 [all types of synthetic grafts andwevenﬂsome’
17 Jbiological graft materials and applications. This
18 |lphenomenon is possible with PTFE?Véédular‘graftsj
19 including the EBE. However, to date we don’t have
20 |Jlany direct clinical evidence or”fihaiﬁgé'that”éHaW“”"
21 jthat this is specifically occurring with this
22 device.

23 DR. SIDAWY: Thank you, Mr. Chair.

24 DR. FREISCHLAG: I had a“queStiChwabout

25 | the number of KUBs that were performed in these

MILLER REPORTING COMPANY, INC.
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patients. It seemed that it was a very low number.

| cou1a you say why they were able to get a CT scan

‘ and not a KUB?

DR. BREWSTER: ?Totanswertyour*specific
question first of why dld they get a CT scan and
not a KUB, I think‘that,many”of'the clinicians who
are involved in the researchrstudy also take care
of patients outside;the_stggyband many of them have
come to regard the KUB in those non4research
patients as teally not Very‘USefui,tand'many timeé
they don’t use_it,in_CliQiC§l,p?§QFi9§ iﬂjth%ir;pwn
non-research patients. | ’

But one thing I did want to point out is
that even though we have as high a compliance rate
in abdominal film, we did havé‘é“very“high‘cliﬁicai
compliance rate where we would bekable‘to capture
clinical adVérse‘évent9w1fﬁ£ﬁéfETWéfé“sdmé related,
and we also had a very‘high“rate'Oﬁ’the’CT'scan so
we would be able to captureftheseﬂradiegraphic
surrogate markers that might beegf:iQtefeSt)reueh
as type I, type III endoleaks and aneurysm
enlargement.

In addition, even'theugh;at a given time
point the abdominal x- ray compllance was not as

high as CT or cllnlcal I can say that 229 of the
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235 patients had an abdominal film at some peiht“
seen in the core lab, and I belleve there are three
other patlents who have an abdomlnal film at the
site which is either in‘tranSit‘ex;is“going to be
read. Of the threehremaining patients who might
have never had an x-ray, one has died already and
the two, we are going to lasso them I suppose.

DR.. FREISCHLAG: As you know, we added
that to one of the studies we'dia anq I juSt’wanted
to know if there was a trick to getting the KUB
done on a patient versus aJCT:SQah.k'Yoq‘qan,get a
CT scan any time you walk into a“hespitah’howt‘

The other question I had about the patient
group was that there‘were qhite a few with
symptoms, as you put it; the aneurysm was
symptomatic. There were 11 in the EBE group and 15
in the control group. Could you define what
symptom meant and what was the delay for surgery in
those two groups? Was it longer in the EBE group
to get the graft versus in the control group?

DR;”BREWSTER{ffAeﬁI”am sﬁfe'yeu“afe‘awafe,'
determination of true sympto@e‘ihtan_aneurysm
patient is often difficult because in patients with
chronic back pain it is very hard to sort out that
sort of symptom;fromya'pat;ent with back/paln truly“

'MILLER REPORTING COMPANY, INC
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1 [caused by an aneurysm. so, I think much of this

- 2 |was in the eye of the”behdldérl‘“iE‘Wés“up tb‘the"
3 |individual investigator at eachméité E6 aéféfmine“
4 #if that judgment applied.

5 I think even if you had a similar number =
6 |of patients, it is almost certain that for the
7 “endograftbpatients theie would bg_a fewgrrnumber,
8 |perhaps treated in that fashion because clinically
9 |the surgeon is much more;uncomfortable waiting for
10 jthe time to enroll the patient, obtain‘thé device,
11 and so forth_which,kespécialiy‘iq g_resgarch
12 Jprotocol, canvbeaa Somewhéﬁ,%?ngﬁth?rédéss-‘,SQr I

13 |think that clearly explains the difference in

14 § frequency within the study.

15 DR. FREISCHLAG: They:Wefen't COntainédk
16 [ ruptures though, they were just symptoms from the
17 [patient?

18 | DR. BREWSTER: They were patients with

19 ||either back bain, flank pain or pérhaps Qefe felt

20 [[to have a tender aneurysm that were judged to have

21 |a so-called symptomatic aneurysm. I don’t know if
22 ||[Dr. Matsumura has any additional comments.

23 DR. MATSUMURA: ~'No, when you look at how

24 they individually listed in the CRFS, they were

- 25 {chronic back pain, flank pain, a couple with

~ MILLER REPORTING COMPANY, INC.™ "~ """
G e

202) 5466666W -

_ Washington, D.C. 20003-2802 |



599

10

S X

12

15

16

17

18

. 13

20
21
22

23

24

25

159
abdominal pain. There were no ruptures. That was
a specific exclusion;criterioh;

" DR. FREISCHLAG: I had a question about
the patient that was 11sted on page 176 who had an
EBE placed and then went down whlle ‘he was watching
TV at home, and was brought into the ER. It was
deemed, when you talked to the ER physician, that
they didn’t think it was a rupture even though the
patient did not get an autopsy.‘ My concern is the
sudden nature of that patient’s death and whether

or not there was a hematocrlt drawn° It also seems

that the patlent had “had- an, endoleak that hadn £
been--it was just at the one4month’time; it was at
the time of discharge.

So, my question is it is listed as a
myocardial infarction and you have another doctor
saying it suremdidp’t }pgk‘likeia‘ruptured aneurysm
by physical exam, but there were some things in the
history that would make you worry, and I am sure
you worried. So, I wanted to kﬁow’about
hematocrits and any of your thoughts about that
patient as thWhéthef“o;_npt[i;_unld paYaabaén a
rupture.

DR. MATSUMURA: ‘For this spec1f1c patlent

I would like to address your questions and then

MILLER REPORTING COMPANY ,‘ ] ,
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also try to answer one:6f‘tﬁé‘quéétions'that came
from the right side heré; | o

This particular patient, to my knowledge,
did not have a hematocrit. We did, on our
committee, review the source documents available to
us, such as the paramedic run sheet, etc. The site
investigator had done an‘extensiie analysis, not
just interview the ER doc but the famlly and got
gquite a bit of 1nformat10n, and he came to this
assessment which is detailed in a long letter to
his IRB.

But I have the concern that has been
raised that many of these suadén”&éétﬁé'Eéﬁi&“ﬁéwwmww
aneurysm ruptures, or that they could be missed and
I am sure in many of the large aﬁéurysm'trialsvthat
has been substantiated. Ifthink,it is important to
note that those sudden deaths occur in control
groups and endograft’grouPS'equally;"ahd we‘

wouldn’'t expect to see a lot of aneurysm rupture

What we dld in terms of that 1n the' w”
cllﬁlcal evehts‘commlttéé‘ls we trled tomadjudltgtén
causes of death--and now I am goxng to the general
level--as best we couldfff5ﬁ7fhéiéVéilébIéf 
information, but we found it very difficult to

MILLER REPORTING COMPANY INC'
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reverse or change a site investigator’s comment if

|we didn’t have some kind of compelling evidence

that it was somethihg‘e}se.

[slide]

Nevertheless, when we go to
aneurysm-related survival, I felt that”itfideery
important to have a cauﬁi9u€33P9¥99?hﬂQ?waﬁgeneral
approach for what is aheurysm?related, 'So)'we had
that definition of anythlng w1th1n 30 days,'the
usual surgeon’s deflnltlon,’lf it happened W1th1n
30 days it is related. :And, I caught a lot of
flack around the sponsor where we 1ncluded a
patient who had a gunshot wound w1th1n 30 days of
an embolization procedure.

[slide]l

We also counted'ifpthedeere[“as“Dr.
Comerota pointed out, within the same
hospitalization. So,“thereﬁwere'two;oontrol

patients, one who,never@leftfthehICUfahd“OhéMWHoWM”““

never left the hospital?“whopdiedg“

[Slide]

of those’ anéurysmfrélated‘déaths that you
saw in our comparison of aneurysm—related surVival,

only one of those four Were determlned by the;mhdwmrl

investigators to ‘be procedure related but “because

MILLER REPOR I
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1 |they werée-within 30 days, we felt that they would

& 5 be categorized that way. So, my best approach to
3 Jlit is just to apply a very broad category for what

4 flwe call aneurysm related using that time point,

5 |which I think is the surgical tradition.

[+))

DR. FREISCHLAG: So, your committee really

'

was fairly well convinced that that patient did

have some sort of cardiac event from all the

[o¢]

(o)

information you had?

10 DR.‘MATSUMURA;L ¥é§;“‘;;

11 DRL EREISCHLAG;“'dn pégé‘éi4vthéré’wa$ 
12 some»informatibn,that'ybu ép nidely gaVé gslfﬁ§m¥

13 Europe, and there were two,episddes'where there was

14 Jlan issue of getting theideviceyoﬁt,of a'patiéﬁt”éhHw‘
15 flthere was some injury to some“arte;i¢§ erm FwQ

16 |different countries. ‘W§re th§r¢_apy i$§ﬁes ih,

17 "removing the device in this country in'thbSé“groups
18 [of patients, or was‘thiéisométhiﬁgLjﬁét*atwthé

19 ||beginning that made it difficUltffdf”thbée‘th’to”
20 be reported-?

21’ DR.”MATSﬁMﬁRAEﬁwiﬁféhéﬁé; Ed&y6E}wme%ﬁwhﬂdw

22 fJquestion, there are no issues in this country in

23 fall those studies, in théwﬁﬁé},méﬁd“thé'détailswaré‘“

24 |provided there. I do remember hearing about one of

25 fthose, and I don’t want to go through all the

| 735 8th Street, S'E.
Washington, D.C. 20003-2802

(202) s46-6666



599

10
11
12

13

14

15

16

17

18

19

20

21

22 
23

24

25

163

details because we want to get to. some more
questions, but one of them wes s‘speeiflc”
manufacturing issue whetewthe§’eeuldh tnget itweﬁt
and that is not expecteﬂ_ever'thqecur:wlthﬂthe
subsequent manufacturing changes that the sponsor
initiated,ana that went;thrbugh”the'ageﬁeYZ’

DR. FREISCHLAG&“"Thet wes my follow-up
question, was thereﬁsgmethingfidentified”thét"
subsequently has been corrected so that wou1dﬁ't be
an issue? k ‘ |

. WILLIAMS: 'Yes, in‘the‘ohe patient
that Dr. Matsumura refers to where the del}very
catheter was, in fact, stuck relative to the
completely deployed'device,‘that’was identified as
a manufacturing\processierror; 'ft has oﬁly
occurred that one time and there were immediate
steps taken relative totthespreeess and
instructions to ensure that that was remedied.

DR. FREISCHLAGinwé wérettaiking about the
control group when Dr.'biéwéﬁéffﬁgé“éiééﬁééiﬁg“ﬂéﬁ““
many patients ended up in the experimental group
versus control. The'inﬁicetiens,for these,patients
for this trial were anatomy, which gauged Whethef“‘
or not they were going to bé“iﬁ”thé*eggéfiméﬁﬁal“"

group. Then, if they did not meet the anatomy
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criteria they went intoiEﬁeeeehttOi“greﬁ§}; :”

My question iS?Were”there patientS‘thet'
did not fit the anatomy and, therefore, would not
be an EBE candidate that'wenf“oﬁ‘ﬁb“nat‘gef"any*
surgery at all? That ended upyn@t;gettingjan_open
operation beeause perhaps the lqcalyinveetigeter
felt that aneurysm was too‘small;’they were too
sick; or there”were soﬁetothef'iésueS" Did you
[ have a group of patlents out there that dldn " get  
operations? I know in other groups sometiﬁeeHSGme“
information comes from a group that doesn’t get the
procedure_duréns,the.péiio@ﬁqﬁgééﬁe}tand.i'waéted,
to know if there was a gmall'number df”patients, a
large number of patienté;'or if you know of any’
patients that started off and then didn’t get any
procedure whatsoever. |

DR. MATSUMURA: We don't havekdata'On
|patients except for those that were consented for
the study. I think thathbreekdqwﬁfis‘in/thereg
None of;those patients,:to ourtanWIedge; did:ﬁot
get a procedure or had aneurysm'rﬁﬁture. T didn’t

show it in the presentation but we do have the

| deployment success in the control group and 100

percent of those patients, a11k99;“hed/their” -

surgical graft placed; :The£¢‘wegeﬂﬁé;abbftéQ]"
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[procedures due to MI during induction or something.

R. BREWSTER: I think if a patient wasn’'t
enrolled in the study there is no available data.

DR. FREISCHLAG: Certainly, when you start

assessing a patient for a'study you would getitheir
anatomy first. ”Certain;y; for the VA study that we
are going to do, we have te consentytheh the minute
we say -hello. Then we go do;the CT scan and’start
the anatomy. So, I guees”mYTdﬁéetieh”was Whether"

or not a lot of anatomy evaluation was done prior

to consenting into the proeedure; and were‘there,
patients concurrently that were béipg followed that
didn’'t get surgery."Itiscphde?iike;you den'tlknow
the answer because they?are;outzthere but we don’t
know them.

My last comment was a comment about the

brochure to the patient, which is very nicely done.

However, on page 65 I think there is a misleading

piece to thejpart‘wherehyeu talk about what are

some of the symptoms of‘abdominal aortic aneurysm.

The first sentence is the most common symptom ‘of an
"abdomlnal aortlc aneurysm 1s paln kThat 1sktrue;
that that is going to be the most common symptom,‘
but as we know, 90 percent of people that come to

see us with an aneurysm don’t haVefsymptoms. ,And,
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I think this is sort of scary, saying that the most
common symptom of this iS'goingutotoeloaiu Qhéﬁ o
most of them don’t have any eymotoms.

So, I would recommend that that be
rewritten for the patlent. :If youbget a s?mptom,t'mm
it is going to be paln but most patlents don t get
any symptom at all. Iﬁwl_wae_awpatient reading,
that, I think I would rum to your office with all
the chronic back pain, knee paiu; headache; -
whatever pa1n I could come up w1th to tell you my'
aneurysm is 1nrtrouble.;cSo; I just dldn t llke thet
way that read.

MR. WILLIAMS: The sponsor very much
"rough draft" when we put it in here. | |

DR,‘FREISCHLAG;t,i am done. Thanks.

. LASKEY: I know that our schedule
calls for a‘break‘but”iquould prefer if we just
finished thelFDA'qUestions‘and,then we canthaue a
short break. So, Dr. Roberts?

DR. ROBERTS: Thank you r'Flrst of all I
would like to thank and congratulate the FDA for
putting together a nice;panel paCkewhich'drcuft -

break my back when I was brlnglng 1t here,'to:

| Washington. I thank you for all your hard work 1n f
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doing that.
I have a number of questlons The flrst'

one has to do with the control CTs It looked like

you got a fair number;of'patients who were 1n‘the

| control group and who got CTs and, yet, you didn’t

give us any information about the,aneurysmk
shrinking in there. I assume that'everyehe’ehrehk?

DR. MATSUMURA: We haven’t analyzed that
but I think your assumption is correct.

DR. ROBERTS: It just seems to me you put
all of these patients through CT scans and, yet,
you didn’t give us any dete ¢hfthé féiidW}ﬁéfan’”
them. So, I mean, it was kind;of why bother if you
are not going to use the'infqrmgtion;‘which I-think
actually is valuable‘inﬁormation because if] 5
fact, it turned out‘that not‘allhof the aﬁeﬁtfsﬁs
shrank after the surgical repair you would like to
know that. So, I would encourage you to look at
that information. | |

The next question that I have goes to the
patients in terms of their seleetion. ~In the panel
pack it reads that it~ was the petlents who ended up
in the control group who had prox1mal neck greaterkk
than 15, proximal neck angulation greater tham 60
or, presumably,ithrombufﬂat_the‘aiﬁérialf"”;
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|implantation site. By arterial implantation site,

ldo you mean the aorta or do you mean anywhere? =

DR. MATSUMURA: We mean the infrarenal
aortic neck in that context.

DR. ROBERTS: Well, I meaai ;:am’assum}ng
that those weren’t the only criteria because when I
look at the gfoup’ef meaeuremente’that:?ou haﬁexﬂ
here, on page 105, in the cont?okagr¢up you havé~1;

don’t know how many but certainly some patients who

lhave a zero common iliac diameter, which I assume

means that they were, ip.ﬁaCFJwécclgéédwénd;#hej,r
left common iliac is 1 mm, WhichaI,QSSumemeénS
that it was essentially occluded. So, I am
assuming that at least some of these patientskweie
patients who had iliac artery occlusions or had
very small iliac arteries, which might explain
where some of the women}whoawere in yvour control
group came from because perhaps they had small
iliac arteries.

I also notice:tpatayou’deaftlhave’aayehe'
in the graft group that had iliac arteries 1ess,
than 6. So, I am just wonderlng was that an o
inclusion crlter;on that_they had to have an ;iiae
artery of at least 6,in‘orae: tq_have‘a‘g;aft U
placed. o
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DR. MATSUMURA: To answer your last

o

N

‘lquestion, the inclusion criteria which were applied

w

to both groups was that they had to have an

S

ilio-femoral access with the 18 French one side, 12
5 {|French on the other sidé, ,I_ﬁhiqkjyoﬁ are iight in
6‘ your assumption,that,that'was_prqbably an occlusion
7  of that common iliac;attery. i s | |

8 DR. ROBERTS: I mean, certainly that would
9 |pe fair emough. I mean, you wouldn't be able to
10 [[put an endoluminal graft in someone who had an_

ily occlusion. But it does just sort of bring gp_the'

12 {|question of'pérhapSVSOmé‘Of"fhéjﬁémén55Ybﬁthdw,

13 {perhaps the excess of wbmen,in_the,qontrol/group

14 was because maybe some of them:had Small;iiiaCS

15 jjthat you couldn’t get ﬁp! Is tﬁ§t possibie§4'

16 DR. BREWSTER: ;Yes;“"“‘““

17 DR. [ROBERTS: . One of the other questions

18 jthat I had was you just shoWed ﬁhg mortality énd

19 |lyou had three deaths in thé,EBE4group and two in

20 ||the control group. Wergyany'of those

21 intraoperative‘mortality? ‘

22 DR.1MATsUmURA::_N¢; fYéﬁiéﬁé@?gferxiﬂ9 to

23 aneurysm—related'mortélity wﬂéﬂm§gdfﬁéﬁfiéh‘£&6 ih -

24 Jthe control and four [sic],EBEfngup}’

25 DR. ROBERTS: Well, they were within the
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30 days, right? Or, within the hospital time?

| That slide you just showed?

DR. MATSUMURA: The two in the control

group were not within 30 days but those patients

. f|never went home after their initial procedUre; The

three in the EBE all weht home and cemeMbeck“within
30 days and died. The séconda;y protedure‘aeath
was a patient with a guhShot woundmwithin,30ideys
of a coil procedure. So, there were no
intraoperative deaths in thie gfoup; There were
also no intraoperetive‘éeathshin the previous group

because they would have been included‘herefwithin

130 days.

DR. ROBERTS: ©So, that brings me to wmy
next question, which is:that I noticed that in the
new trial that is going on--1 mean, Ikknow,we;are,,

not looking at that dev1ce, but from what you sald

-flearlier that device isn’ t very dlfferent and yet

there have been two deaths, intraeperative deaths
putting that device in;;‘since I am assuming that
that device is being put in in the same 31tes where
you were puttlng in the other dev1ce“ahd that these‘
are experlencedqoperators who have,done a lot;bf”‘“
these devices now, my question is, is there a
change? I mean;'both'of them weTé1iliac'a?tehy
MILLER REPORTING COMPANY INC‘J
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ruptures or lacerations that couldn’t be repaired

f%in time and thefpatient;died on the table.

My question is, is there“enough‘of a
change in the device_thatfit wouldeeX§laithhé
deaths? Or, has there been a change in the
criteria”that;are;being“used?’”Iﬁ otheihworas; that

the iliac arteries may be'smaller,than they were

fand that we are, you know, stretching the limits.

And, does thisbsay anything Abouéoéurhccncérh§
Because what I am reallywconcerneutabout‘is‘you
don t say anythlng in your labellng about how large_g
the iliac arteries ought to be. to put thlS dev1ce
in. You leave it very nebulous,;llke, well, as
long as it is suitable morphology And,’I‘am
really concerned that as people start to try and
push the limits on thls because they“are 901hg't¢1
see this device and they are‘g01ng to say;’gee;
this is a little device? thls is a lot easier to
put in, and if they start stretchlng the'h“ -
indications if we are/gOing”to”run“into'thesetiliao
artery ruptures that, ena in death | Soy I would
like to klnd of get a feellng about thlS
MR. WILLIAMS: The two events that you are
referring to did, ingﬁagt “occuruln our ong01ng IDE
study for the second gemeration device. That
_MILLER REPORfING coMPANY th
735 8th Streét, S.E.

Washington, 'D.C. 20003 2802
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1 fdevice only has very minimal changes. Certainly

‘ﬁffé fthese changes do;not,affeCtthe”deliverY“éize”
3 |profile, flexibility, fundamental behavior
4 lcharacteristics as part of the delivery into the

5 patient.

)]

The two deaths, closely related here were

~J

|la very unfortunate coincidence in terms of timing.

J|We had viewed at the company the images on these

9 |patients and had been in close consultation with
10 fthese experienced endograf;wthSigiaps, if yoﬁ 

11 jwill, and both the physiciansyénd fhéuééﬁhgéfjﬁéd%‘m
12 jidentified that,there_wgsfpo;ehtiglly aﬁ'inqréased'

13 |frisk for ilio-femoral access complications in these

14 |lpatients.

15 The diameters were small but nothing

16 |smaller than what we had previously consulted on in
17 {many patients prior to this. iIn addition to small
18 |[diameter, as‘you are weﬁi aware]ithgré aré'ja?ioﬁs
19 | disease statés in these vessels and both of these

20 |patients had a combination of Calcific,plaqué and

21 ftortuosity. One patiept did;;ﬁgﬁlrﬁptured in the
22 Jiliac area did, in fact, make it into a surgical

23 |conversion OR SqenariowkHFW§i§¥Héﬁ;éQ?YQﬁélP#§ WHV.“

24 Jactual conversion. One patient did, in fact, =~

25 |limmediately expire;on‘the tableWQf th¢ end§Vé$Qular:u

735 _8th et, S.E.
Washington, D.C. 20003-2802
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We have not changed our criteria. We
have, as a result of these two particular
situations, strengthened warnings,

contraindications and our training materials. We

_{|have also addedkan'additional line in dur‘_'

contraindications. It is not as specific as you

just recommended. We don’t go as far as to say

| specific size or diameter relationships. However,

in the trainingkmateriais the oﬁﬁé;‘diameter df an
18 French sheath and th§ bu§¢;,diayeter §fﬂa 12
French sheath is clearly delinmeated to physicians
as part of the training. This i$ wHéré“Wé”§ét”iﬁto"
an area of clinical‘judgment. Ffom a sponsor
standpoint we have not necessariiy changed buf'
behavior in ﬁerms of whatVWe,are'encouraglng or
what we are doing ih’téiﬁé 6f ££éihing;‘ahd”Wékaré
trying to point out potential increased risk to
physicians who ére“dhoO?ing tp‘tréat Patieﬁtsjwhoﬂ
may have some of thesawiﬁéfééééé riék“s¢énéri69}1 I
would ask Dr. Brewster to add some additional
clinical perspective to;phi$;{ . | -
R.MBREWSTER&fibrfoébéfts; I thlnk your'
point is a very 1mportaﬁt one. f‘I can speak w1th

first-hand knowledge about one "of these patlents”"‘”

MILLER REPORTING COMPANY INC
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because it was a patient]that‘iitféaﬁéd{] I'

flcertainly acknowledge that I Was:puShing therlimips'

in an elderly, very hlgh rlsk woman w1th
recognizably small vessels, who probably could not
be treated in a standara‘endovascular faShiQn,with
any other device. Access went all right"with the
sheath but the injury‘oécufred,‘askéfteﬁ,is’thé
case and as Mr. Williams pointed‘out, in é patient
with somewhat,tortuous_énd calcifiedwvgséglﬁwinmw 
addition to small calibér;; Injufy oc¢urred with
withdrawal of the sheath and evulsion of the
external iliac artery from itsybifurcatiéﬁwaﬁkthé
common iliac artery. Conversion was carried out
but, as is often the case with these high risk
patients, the patient did not survive.

I think it is a matter of poor patient
selection”or'inapproprfate judgmépt’énd; yoﬁ‘are
quite right, I think it is critical that training
and so forthkemphasize‘this.

DR. ROBERTS:, Yes, ande;might‘go just a
little further and suggest that pérhapskit is"
something that ought to be considered for the
labeling, that in,factjone“might want‘to consider

adding some language to the effect of, you know,

what a reasonably sized--certainly know what the

'MILLER REPORTING COMPANY, INC.
' 935 gth Street, S.E.
Washlngton, D.C. 20003 2802
(202) 546 6666
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size of an 1é French sheatthhiehhl°“
is--what?--probably more iike aa21'Freneh>Sheathkonk
the outer diameter, soﬁethihg like that“so”that,
you know, you could say that perhaps--1I don[tﬂknow,

but certainly since at least in yeur“study you

didn’t have anyone that had less than 6“hm ahd;
granted, that is a common iliac so I don’t know
what the externals look likewand that actually
might be important infermation, to know what the'
external iliac artefy dlameters<were But?
certainly, you might put somethlng to the effect
that with a smaller callber vessel ”etweemeth%th  V‘
about it being heavily’calcified or tortuous that
this might not be the'heetwthihg to do because I am
concerned that, you kndwf there is going to be a
tendency to try and stretch the;limitations’ahd I

would hate to see us in‘a situatienaWhere we hadk

[ deaths because people weren’t being as careful as

they should be about that.”

Now; let me juet aek‘a question because, I
must admit I am sure I am just dehse, bUt I’have'a
little bit of confdsion“about the endoleak
business. That ie, at 12'months you have, at least
on this one table, 6.8 whlch is on page 136, ‘2f ‘
patients, 27 total pat;ﬁnt§MW%thvan,e9§91eak!J,

MILLER REPORTING COMPANY INC
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whatevexr kind they are.  Then;kat 24 months you

have 24 patients. Now{“l‘am a§§waﬁ§kiﬁ%f“tﬁé 2;‘fJ’
patients in the second 12 mqnthg} 12~24 monthé are
separate PatieQ§§z~‘lﬁ;thﬁtg§9§£%$93w ,_Mww_p

DR. MATSUMURA: You are asking how much do
they overlap. ‘This is:the cbreliéb‘data”ahdkyou'
are correct, it is 27 of 156 at 12 months and 24 of
119. Eleven of those;patients,oVérlap of the 24.

DR.‘ROBERTS:'“SO, in fact; you have 13 new
patients that developed endoleaks.  Is’that
correct?

DR, MATSUMURA;T‘Thirtééh patientévwho did
not have afiz-month CTaatwthgwggxa labwthagmshgwed
an endoleak. So, if they miss¢d ﬁhét intervai;
they are new patients iﬁ’that regard from thewgo;e
lab perspective.

on. nowswes: e, vaw adny oF +ha patiests”
then didn’t you have CT scans on, and so you don't
know whether it is new,or‘not? Let me rephrase
that. Let me make sure that I am élear. ’You had
27 patients--

DR. MATSUMURA: All the 11 had 12 m@q;hg,

DR. ROBERTS: ,Hadylzémonth'crs,kkSO, there
are 11 patients thatkdid,ﬁét’haVé eﬁao1éaks a£ 12
months but at 24;months‘did"havéfeﬁGOlééké.  ié.'

MILLER REPORTING COMPANY, INC. =
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1 that correct?

‘*Tfé” DR.3MATSUMURAgfﬂThifteén,
’3 DR. ROBERTS: v52cuéefme,'13,'”There'are 11
4 overlaps. There are 13 new patlents Just out of
5 fcuriosity, you have patlents that ended up getting
6 |some type of therapy for thelr endoleak What was
7 the success rate for gettlng rld of the endoleaks"
. 8 in those patients? e | o
9 DR. MATSUMURA: You are walking through
10 |lthe process '‘and don't apeiegi2e heeahse I”haye_doheh
11 jthis many times, and Iijust agaihuwant to peint out
12 Jthat it isudifficglt,to eerrelate\the core lab

13 [ findings with‘Site'actions:throuéhha whole year

14 | because they don’t exaet1y mater”;Wm

15 But I can answer'YthfdﬁeétiehhahQat'What
16 ||happened with the intefventiens; iThere were‘15 |
17 Jsubjects in the first year who had 17

18 interventions. I havefalready,maﬁy'times“meﬁtioned'
20 fare 14 subjects who had 16 coiis,\ Let’e'

21 | concentrate on those.

22 Theinitial‘ih§esti§ator report on the CRF
23 |[|was that ésjpercent of:thoee‘wefelsueCesefui of'

24 | the 17 interventions, 15. But I just want to p01nt

25 Jout that is the initial investigator’s impression

MILLER REPORTING COMPANY, INC
' “ 735 8th Street, §.E.
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of success. When we 1adk at‘the ohe—yeer '"
interventions, we do have somekgood data from the
two years to say was ie‘realiy sﬁqcessful, which I
think is what you want to know. 'Five patients were
confirmed by subsequentkCT; and all subeequeht CTs
in those patients endedyupkbe;ng‘endeleak,free and’
I would consider thoSéséﬁéeeéefﬁi,/ Twe‘ef the’
patients died of other ‘causes, the gunSHoE“Woﬁhd“we“‘
have mentioned and a 1gnge¢gqqeﬁg ,;;eis debatable
whether you want to call that suceess but they
died. There are,five that clearly were not

successful. They had recurrent endoleaks after .

initially appearing to™ Of those five, two

were the two’reinterveﬁed in the first year and
another one of those pitiehts‘hadﬁenotﬁet
embolization the secdnd year}' Thep, two of the
patients clearly did not have success. They
continued to have endoleak as identifiea by the
investigator at the time of the 1n1t1a1 procedure
We have some data’on those seven who have
endoleaks in terms of size change, and five of them
have not had any subsequent aneurysm size change.
Two continue to have;anegrysm,enlargement.\ So, I

would say definitely there a?e_ﬁWﬁ:failu;es;

definitely there are five successes. How you want

MILLER REPORTING COMPANY 'Y'INC
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to categorize thoSehqtﬁer opes_depeh§éfdﬁfhbWiyeﬁ
want to categorize themf

DR. ROBERTS: éo; ba81cally all of them
that are fallures and still with endoleaks are just
being followed at this point.

..MATSUMURA:} No, of'the seven patients
who either had an initi%l seal'aﬁd tﬁe éndéleak
came back or had persisked}'Ehfeefhéﬁéfhed“”

retreatment, two during the first year and one

‘"during the second year. =~

DR. ROBERTS: And the retreatments we
think are“sueeessfulbp?€tﬁose?ee
DR. MATSUMURA: I don't have the data on
what happens during the second year because I need
the third year data to know |
DR. ROBERTS: Yes.
R,vMATSUMURAE"I cénytell you that when

the physicians filled out the case report form on

what their initial impression was during the second
year, I think 80 or 90‘percent’th§ught they were
successful at the time ththe pféééaﬁfé[“éiﬁiiaiwééu
the first,year,randkpeﬁhape ;hetiweuld p£edi¢; that
the ultimate'eutcdme when we get thfee—yeer data
will be similar to whétfphe §w9:ye?ridata;sayé
about first year,intengﬁeibﬁeprwwwwl 'ﬁ;  

| MILLER REPORTING COMPANY, INC.
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DR. ROBERTS: We tend to be optimistic.
The other thing, and thls goes a 11ttle blt 1nto
labeling but I guess I w1ll ]USt do it while I am
here now, is that my feelingkis”;hat you have Table
3 on the labeling whieu‘iudicatesrthat there‘ﬁave
been no conversions. Now;,I agree because you are
doing it in-12-month data p01nts but you do say
below that that three qonver51ons,have occurred
greater than 24 months- after that. B |
My recommendatgou isuto say that there

have been three conversions. Then, if you want to
asterisk them, you can say it,Was after 24 months,
fine. But I think that when people look at that
table the first thing uhat they see is zero and
whether or not their eYe teﬁdS“gb gO'belew thau and
notice that, in fact, there were three that
happened later--I think it is a little misleading
and it would be nice to not be misleading.

| I have one other—factualiy I ha?e a souple
of other questions butjmaybe”I shbu1d“let‘semebody
else have a chance, erept that I do want to say
one thing, and that iSEagain with £egards to your
patient brochure and, ééwpt _Freischlag said, I

would really VerY;muehg¢999?§t&l§§9wyeuw9qz;lt

really is quite nice. However, my feeling is that

MILLER REPORTING COMPANY INC
735 8th St‘reet S.E.
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page 77 is very misleading. This is something that

I would say to the FDA,inwgeneral.' I'donrt

| honestly know what[theLpatient“inStfﬁctionS‘é%e“éﬁf

the other devices. I dldn t stop to look at that
But I think it is very 1mportant that these
patients understand that these have to be very
carefully followed. -

I mean, I just was involved with a lady

who came in, had an endograft placed two years ago,

has never had any follow up . ‘Her‘aneurysm‘had" '
grown from 6 cm to 5 om. She was symptomatic and
it was rupturing. Anddythe“pat%ehtyahqwheryfamily
said no one‘ever’told us that we‘needed any
follow-up on this. I will say that the famlly was
la good family that, you know 'I thlnk was very
committed to this woman and I think it may have
elipped through. -~ Bit fwfﬁiﬁkwwé:ﬁeéadtahbéteégyﬂw”“u
clear with the patients and their families:that
"these mandate fOllOW—up) ﬁaﬁdatehitf“”

I mean, thereaisn’t;anythinghin'here about
making sure that you follow up with your 1mag1ng,
which I think is very 1mportant 1I thlnk the other'
thlng is that you probahly“néé&f?ana: agaih]“thish”“w
is for the FDA and all'ef“the mahﬁﬁaetaterefftd‘put,

in the brochure that this procedure may not be the

MILLER REPORTING COMPANY INC
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1 lend of things for you;fthat ybﬁfhaveléémethiﬁg”on‘”“

"2 |ithe order of a 20 percent risk of developing an

endoleak. By the way;EyeﬁaSHOQIdﬁbut“iawtﬁeWWM”vmm

4 |alossary endoleak and explain what that is. and,
-5 Jlthat you may in fact need further”procedures'totbe‘
6 |done to try and control those endoleaks. I think
7 Jwe really need to make sure that patients |

s |understana this because it is mot at all laid out

9 ||land, quite frankly, it makes it look 1like it 1is,

10 |you know, a wonderful procedure. You kmow, I am
11 Jgoing to go ‘and sit with mykgrandehild“aadtpeierw
12 fhave to worry about this‘again, and‘we know that is

13 jJnot true. We really need to make sure that we are

'14 “honest_with the patients that this is not the end
15 jof the line; may not be the end of the line for

16 Jthis aneurysm and that you may need something else
17 |done about it. I will stop with that. Thank you.
18 DR.  LASKEY: Bruce?

19 DR. PERLER: Thank you M'I too want to

20 Jthank the agency for puttlng thlS data togetherk;n
21 jla very reader-friendly fashien, and,congratulate
22 “the sponsor for what i‘think WaS‘a‘vefy”Weli

23 conducted study and data that is very clearly

24 |presented, and also for long- term follow up,

25 |greater than 90 percent ¢linical follow-up which T
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think is laudable. I must say, I use the term
long-term somewhat begruagingly 5¢¢éﬁée i(Ehiﬁkji2‘
months or 24 months in a life cycle of a stent
graft is still a bit of a snapshot wpursﬁaﬁt'to
what Dr. Roberts was just talklng_abbut;k -

Fortunately, mbst of my questioné héfé
already beeﬁ“ah§WéfedMéokI jﬁSt‘hévg;a ¢Qg?1e‘of
brief points. There w%s Qné ¢§ﬁﬁén£ in tHé'“‘
submission where you said type T endoleaks at one
year were reclassifiedubywsite as type II, and
related to Table 4.16. I didn’t quite dnderstand‘
how many and what that;was a1l about; It"waéf“i
always my impression tHat the“ccré lab‘
interpretation is much more sensitive in terms of
these sorts of complicatioﬁs.

DR. MATSUMURA: Tn the presentation, and
we did stick with the core lab data, I think while
we find that page--

DR. PERLER: Tt was page 116.

DR. MATSUMURA: Was it type III endoleaks
reclassified as type II?

DR.,PERLER:‘”IE was juSt’a séntence.”<In
the text it says type I endQleék$;atw9n§ year‘Weré‘
reclassified by the Sitflqsyﬁypé”fi} and it didh?t

say how many. I was hoping you could elaborate on

MILLER REPORTING COMPANY, INC.
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that sentence.

DR. MATSUMUﬁAii,IfknOW £Héﬁ“thérekWéfe:tWO
patients who had type I or type III endoleaks that
the site reported at the one-year time point. This
is my site so i know how this‘wéntQ On the CT scan
they believed they were type IIT endoleaks. Those
patientskwerejbrought\béck‘fof an arteriogram’ét a
subsequent visit and in the inte#im visit? or
whatever time that wasi'they wéré fecias$ifi§d as
type II endoleaks folldwing,arteribgra?hy. It is
the policy not to go back and change what your
impression was at 12 mqnths_becausevofuthe new
data. It theoretically is possible that thét was a
type III endoleak that sealed. So, réclassified is
probably the wrong wor@, ’It i$hbrbbébl? théthi£h:
additional evaluation it Wés%n5w"c1assified”as’a
type IT.

DR. PERLER: Baséd oﬁkangic.

DR. MATSUMURA: Based on subsequent
imaging, more“definiti%eﬂimagihéL, | |

DR. PERLER: The_se@pnd‘point rela#ed to,

I guess, the seven percent of patients who had
aortic extenders and about a quarter of the
patients who had iliaCiéX£énders;u Haﬁe"you looked
at that group as part of your multivariate analysis
MILLER REP&RTiﬁG'COMPANY; INC.
735 8th Street, S.E. =

Washington, 'D.C. 20003-2802 ..
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for long-term adverse events? One would think that
is a subpopﬁlation iﬁ ﬁﬁggﬁo;é?;iéh£ wéﬁtf£§vﬁaV§
more heightened long-term surveillance. Have you
looked at that group individually or as part of the
multivariate analysis for long-term outcomes?

DR. NAFTEL: "Yésf”“Wé“incorporated°the”
extender, bdth;aortic ﬁndwiliéq ektender as‘
separate variables in,éli p£éﬁﬁéJéﬁ;iniéVfof thé
EBE group, of course.';Wé found that there was no
additional risk for eiﬁhef ad?erse events or
mortality with the use of either extender.

DR,;PERLER;-‘Théwigqidecé_df_either renai
insufficiency Qrﬁrenalifailuré Waé{Quite 15w bﬁtiI
know that in every case the conclusion was drawn
that it was not device or précéauré‘feiated;kéVén
in one patient who I think had‘doéuﬁéntéd |
cholesterol embolization. If"juStkstrikes‘me'that
if you havega patient’qith,aé aneurysm and an
atherosclerotic aorta and you'are‘manipulating‘
wires and cathetersgand'Sheéth§ £ﬁéE“it‘i§ 
certainlykCaneivable”that there could haﬁg‘béeﬁk
intraoperative and eve@ulontherm'
arteroembolization, compfdmiSe’tb‘ﬁhé renal
arteries or dire relatéa@iﬁjﬁfyrgmi*W&sfiagETwaﬂwwmw
wondering how one concludes thatjnone 6£,tﬁ§sé f{f

- MILLER REPQRTING’COMPAﬁ?;ﬂiNCA.‘“LJ.“ . I ‘35
R

Washington, D.C. 20003-2802
. (202) 546-6666




sgpn
%.3
i

599

e

N

10
11

12

13

14

15

16

17

18

19

20 .

21

22

23

24

25

| 186
complications were'relétéaﬁtb\tﬁexdeﬁi6é 6fftﬁee”M
procedure. | |

DR. MATSUMURA: As I mentioned, in the
determination of aneurysm I am really uncomfoftable
with the way the investigators wilI”CategoriZe
device or procedure related just because of the
characteristics you meﬁtioned,mtsp,kwhen‘We gi@kthe»
analysis and we did’ the preseﬁtatlon today we‘w”hw'“
didn’t try to dlfferentlate thoSe. ‘We looked at"
all the adverse events related to them and then
just used the 30 day time p01nt to say early and
late. L : 8

I,think fer‘mety Of“theee, as yvou read the
narratives or if you look at the primary source
documents and case report forms'knewledgeable,
experienced physicians will come up with different
impressions of those iﬁ terme of felationship
particularly.

DR. PERLER: Thercreatiginetef ever’23$
was an exclusion criterion I guess for the study.
Should that be an absolute contraindication to this

procedure in;the labeling,“or ;elativewmv

DR. MATSUMURA: It is difficult to say
that since wetden(t;hege“the,petients above 2.5.
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The reascnﬂWhy wetchoeeitﬁelé?ééﬁiﬁinéweﬁt;ef£ ef»“
2.5 was so that we;coﬁldeget contfeStéeﬁhéﬁéea CT;
In previous experienceftpatientSLWhp a?ewabove_
that--physicians and ciinicienslipatiente'becdme
reluctant to get a contrastéenhanced CT and
follow-up when their creatinine is that high. iso,
that was the rationale.

We did look at pretreatment BUN and -
creatinine levels in both groups and, in fact, the
EBE group had a significantly higher‘BUN and a
significantly higher cﬁeetinine ptetteatmeﬁt}i1But,
I think the low rate of renal'éqﬁblieetibns, Bbth
early and late, attest;thaﬁ both treatments seem to.
have few renal complicetiqns; :Thereeete eoﬁe‘but1
they are reiatively loﬁk‘

DR. PERLER: Just two other qulck labellng
issues, I know 81gn1flcant thrombus was an
exclusion criterion. I just wonder if that is one
of those issues thet yeu know it,when y0u see‘it
but it is pretty hard to define. I“mean,'COuld yeu
more objectively or explicitly define éigﬁifiéaﬁt“
thrombus in the labeling for the clinician? k;s'it
circumferential? IS"it based”eﬁ;the‘thiekheééfbf B
the thrombus?

DR. MATSUMURA: The waY*wé;aéfiheawi£ﬁihf
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the investigator grouplwas‘tﬁe:éiteJWhéte'ybﬁw
intended toﬁdepidy”ﬁﬁéfﬁ?défﬁééié; ybﬁ”Kﬁbw;‘ﬁhatk 
15 mm, it was too much thrombus if it was more than
25 percent of the circ@mference'anqﬂgreater than 2
mm in thickness for thdt@ZSfﬁéfééﬁt;‘”If is 
extremely arbitrary; vAt‘thewtime, in 1998 or 97,
whenever we did it, we didn’t have any data but
that is what we came ué‘with'as'ﬁhe'thrééh61d as
something more objectiié. | - |

DR. PERLER: “sé} f$i thé'ia5e1'in 2dd2
should it be that specific in terms of a
cqntraindiqatiqnﬁyg,a;ggméﬁingkthis}préCédhfe?ffof;“
should we stick with significant thrombus?

DR. MATSUMURA: Again, since we didn’'t
include patients with significant thrombus I can’t
say, but I think if you want to use sométhihg'moré
specific in the labeling, that is what I would use
because that is how wefépgliéa;%?T  HMW.WMAPWV

DR. PERLER: I assume no patient in this
study had both internalﬁiliacs;pcqiuaed;_ Is that
correct? I knmow this is somewhat of a controversy
among people,who work,in_ﬁhiﬁ_a?é@winwtéth §§_the
benign nature of that Hapﬁéhihg; éha‘M6SE 6f ﬁS try
to avoid it,i  s e e

DR.‘MATSUMURA{;'Yes;“theréxwere‘somé‘of‘
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those in our investigaéorwgroup; The consensus was
that you had tO‘preserfeiflow teheheth§6géEtriéhw
artery. So, either due‘td preeXistingkdiSease‘dr
your planned treatment algorithm, there had to be
one hypergastric artery left open. t”\uu‘

DR. PERLER: I guess my 1ast questlon Just
relates to éhy5101ah tralning M’As I read it, therew
is going to‘befkindwqfwaﬂrahk,grder_algorithm that
the sponsor has to idehtity‘ihitiél;sitee fbr'w
distribution of‘this:device,, Rééiiy‘m§ §ué;ﬁi$h‘
relates to the point Dr Roberts ralsed about’“
long-term surveillance, and there is no question in
my mind that ‘Gore is‘geing to follow these study
patients co@pulsively ena‘cehpietely/and report
accurately on their outcomes, but it is the
thousands of‘indiVidUaiskOut‘therekalreadyMwith
commercially available;devices who come downtown,
they get a prOcedure They may see the
practltloner once and go back to the fahrly
practitioner, the nurse praqtitioher internist( and
we are already seeing’ihwogrﬂpractice patients who
have had devices placedkand;‘angheweeiinheve
never had a follow;up.r | |
can address that in terms of physician treinihg and
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selection of physicians and sites to bggin”tbgplaCe
these devices, but I wéﬁld“just be interested in
your comments on that apdwh9ﬁ yoﬁ”m1gHt’addréSS
what I think is a poten;ial#;iSk p¢kpatientsk%ong
| term.

MR. WILLIAMS: ,I,appreéiatékyour concérn,
and your comments. We certainly share those |
concerns. We have conétanﬁly éﬁéﬂééiéédiiﬁ 6ﬁ£
physician training, and obviously with the benefit

“of a rigorous clinical trial it is much easier to

emphasize, but because we arg taking this
clinically proven training program out into a
commercial environment, ahdfévenfﬁéééd'én what I am
r‘hearing you say today based’on ypuficliﬁical
experiences, there is a need to reinforce the
surveillance_on these,gatiéﬁﬁs énavimpreSS ﬁpdﬁ ﬁhé
patients that this is a very important part of the

continuing success of their therapy. I think it

behooves us to make sure that we do everything we
can in the context of éhg l§pg;ing and physician
training. k

DR. PERLER: Thé{brobieﬁ is that the

person putting it in is not going to be the person

seeing the patient at three years and five years,

and so forth. That is the real conundrum.
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R.3WILLIAms:[ﬂRighp.
DR. PERLER: Thank you; | | |
DR. LASKEY: Ch;iéténaythenuileana, and we
will take aftén;minutéjb?ééf“étvﬁﬁétfp&iﬁ%?“”ﬁf?““””

White?

DR. WHITE: ‘Thaﬁk“yéﬁ"véfy*much.' I would
like to just give you dnothef chance to tell me the
denominator that you used to flgure out‘the-prlmary
efficacy. You still thlnk that 1s 1967;

DR. NAFTEL: 'I’do,kyes.

DR. WHITE: ”Thé‘réasbh”fhat”l‘am‘askihg‘
"that is because if you 1ook at Table 4 16 'SﬁkbégéW‘“

532, it actually says at the bottom of the table

that 40 of the scans were non-lnterpretable. So, 1I

am wondering how you can useJ196‘if YOu‘coulaﬁ”t
interpret 40 of the scans.

DR. NAFTEL: The 196 is the numhébethTt
scans, that is true. At“the cér‘ietsmi‘t’“esomewere’
not interpretable. We éré”ldoking’at‘the,effiééqy

measure, looking forlb6§h anehfys@\grdwth,énd

endoleak. Sb, we took all the iﬁfbrﬁatibﬁ"Wéihéd”
for either one of those, plus also the
device-related ¢omplicaticné; kYou‘are certainly
right, some were not inteipfetabie. .
The only other thing I can say is that in
MILLER REPoﬁiIﬁéhéoMPAﬁé;;incft
735 8th Street, S.E.
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the site CTs where we came Up with the same

N

efficacy rate, the‘sités'obviouély‘are'tréating

patients and none of their CTs were uninterpretable

W

S

and we came up with essentially the same

wn

percentage.

[¢)

DR. WHITE: There is a reason why you

7 ||chose a core lab to regort’ngr data?: Was‘th¢re‘a
8 reason to choose a coré iéb ﬁb ééédrtlthé”daté§“ ”
9 MR. WILLIAMS&"Yes; ﬁhe core lab’prOQides 

10 Jan independent review df”thewrédibgrébﬁicWimaéingﬂ‘"

11 _ DR. WHITE: SO, , I‘kd(o,,‘.,n,’_tk thlnk it is
12 JJadequate to use the,si;gyreag;pgias an explanation

13 [for lack of data on the core lab side. I think

14 [that is disingéﬁubus!ﬂ I £hiﬁk'fhéfeMWéfe ﬁ§t é'féw
15 ||scans that were not inﬁerpfétable} theré were 40.

16 | I think that brings the number down to 156, not
17 J196. Do you‘disagree'with4that?“

18 DR. NAFTEL: It would be a little bit

19 |higher than that because non-interpretable for
20 janeurysm grdwth didn’t Eéfrelaté”eﬁéctly'With

21 fnon-interpretable for endoleék;”"‘ ’

22 DR-TWﬁITEr'“We“Wére taid“b?fthe FbA°f"”

23 |jreviewer that there were 155 pairé‘of CTs used. Do

24 |lyou disagree with that?

25 DR. NAFTEL: That number is 186.

735 8th Strest,
Washington, D.C. 2000
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respond to that? Pau1° ’

DR. CHANDEYSSON “Péﬁlgohéﬁaeyssbn; Not
having counted these, allyI_can do report what‘was
in the submission. There does seem to be a
question of how many is in the denominator. But,
as Dr. Grey pointed out? it doesn7t’reelly matter
what the denominator is. It is pretty clear that
the 95 percent lower“confidencewlimit doee not meet
the 80 percent.

DR.‘WHITE#"Wéil,“myrpoint ie‘notkthat so’
much, although I am very troubled that you didn’t
meet your own criteriaﬂforosuocess; but I'em’even
more troubled by the fa?t'théfwyouf’pfiméfy  N
endpoint is determined by only 70 percent data.
You are only looking at about 70-72 percent of =
these patients. Threeﬂout“oiwten are not even
being examined for the primary'efficacY endpoint.
If 156 was the number forkenooleak; for‘example,
that is 72 percent of tne éiSnthet_were,eligible at
one year for follow—upf??ss;”éﬁféé'éﬁé;éégéﬁ%ﬂgenf 
people aren’ t even belng looked at. I find that to
be a big number, a worr;some number, and’it’givee’
me pause and lack of confidenoe‘in your ability to
assess the ouﬁcome if tne primaf§“endpoint‘is”an

MILLER REPORTING COMPANY INc
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endoleak.
DR. MATSUMURA& I thlnk what you are
asking is how do you select thlS denomlnator versus

other ones---

DR. WHITE: 'Nc; that 1s not what I asked
You tell me in Table 4. 16 that you had 156 CT 'scans
that were to be evaluated at 12 months, and I am
telling you that 156 of 215 is about 72 percent I
find that to be extrao;d;narlly‘low fcr arprlmary
efficacy endpoint. Whether“orinot'it’reachesiSO”
percent--I am unhappy that it is less than 80
percent but I am even more unhappy that we are not
counting very many of ﬁhe“patiénts.k It“is‘ntha,:
very thorough evaluation of the primary efficacy
endpoint. I mean, I auwuctmsureittat ycu’ueeqﬂ97
percent but 72 seems to be awfully low. If you
| choose that as your primary endpoint, how can you
not have better data coiléction?’”‘ - |
DR.'MATSUMURA:t:Can I just ask formﬁ 3i;”
clarification to that quest10n7' You are saylugk
lthat 156 of the patlents of the 215 have’anVQ;Wpr
endoleak?
R.jWHITE.'VNo;”only 156 patlents uere:’ m b
valuated fos i endOle;k i . , e R e
DR;?MKTgUMURK?f"§§Wthe”ccie 1abWatfi?jf‘”W'W
'MILLER REPORTING COMPANY, INC.
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months had an evaluable €T sean. =

DR. WHITE: ”Wéil, is'thaﬁ'another”way to
say they were‘evaluate@Qigxfégﬁéléék?f"“”’””

DR. MATSUMURA: Yes.

DR. WHITE: And that was your primary
endpoint of efficacy tHaﬁ‘yoﬁ;chbéé?" M

DR.,MATSUMURA{ETOﬁé‘Bf'three, yes.

DR. WHITE: Well, we will get to the
enlargement in-a minutékbut Yngafe'nOt dOing:that
good on the first one. You know, are you telling
me that 72 percent is ageqpat§?  :‘r |

DR.?MATSUMUKAef‘If“i’cdﬁ7jﬁét'fihiéh;:What'
we wanted to do when weyCHoSe the denominator is to
pick something that seeﬁedwtqlrepréSent aﬁ’adequate
denominator. You havekﬁhree'components. As you
are pointing out, you have endoleak; there is
"aneurysm‘enlargement which, as you are going to
point out, there arekaWer”pairs'6f core iab”CTs'tb
evaluate; and~then‘ther§:is device-related
complicationS‘wherevthe;denominatdf”is 235; ,Sb, we
had this calculation to:make.' We ha&e three

separate denominators and which one do you choose

|| because you might have afpéﬁieﬁ§ yi§h;qf“ “,H:” -

device-related complication that ggyermmakes;ip to

12 months. Okay?

MILLER REPORTING COMPANY, INC.
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196

The‘selection‘WaS'based on’what‘We'thought

was a fair approximation of what the available
information is. WheneWermade‘thehektrapOIation
from site-reported datd”that“'pérelleieaffihaihgéf‘w
at core lab we felt it;wes abpreﬁrietehte pieh‘that
denominator. ‘ e |

I agree with what I think you are getting
to in your comments, thathybh_cbhid’make‘ehstrdngv
case to choose a diffefentedenéﬁiﬁatdr.

R. WHITE: Well, the question is whether
you are being disingenuehé‘ih‘yeﬁrhslidesv I mean,
you showed us a slide where you sald 196 1s the
denominator, this morning, and_you”teld'me that it
was 196 and that is just not“true}

MATSUMURA Whlch one would you prefer
to use if the DRC, say,,denomlnator 1s 235~-_f

DR.:WHITE{“Wwagl,'thé,ihcidence'of'DRC”waS“

only three percent so we are not going to miss a
whole bunch there. ‘Butrwe;are talking about a 20
percent endoleak rate. S b |

DR. LASKEY: I]am'going”to‘intervene,hereﬁ_h
|I think Dr. White has a valld p01nt The panel
!remalns concerned about ch01ce of the ‘unit of’f"'“

analysis here and the denominator for that

particular endpoint. I suggest, in the interest of

735 8th Street S.
Washington, 'D.C. 20003“2802\
(202) 546 6666
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panel is certainly as'cbncerned aé you aréF Go
ahead, Chris.

DR. WHITE: No, that is okay.

DR. LASKEY: You had some others about

Ienlargemen‘t?

DR.:WHITE: Itgis ﬁfiﬁfﬁé@saméwfé§ﬁéf\WI”J'“
believe that you have undei reported I belleve”
that YOU'haVéﬁ'£ béenNas forthrléht és‘yéﬁ'cbula be
about the data. I thlnk you made me work hard‘tQ

find that, and I would have appreciated it if you

had just toldwme_up_frontf“

DR. 'LASKEY: Ileana?

DR. PINA: Sevéréi ﬁéfe p01nts | i Qant to
clarify that when I asked about sudden death I did
not mean aneprysm—related,suddenwdeath. The most
common cause for suddéh;dééth is‘cafdiaé‘éﬁdwit ié
ventricular arrhythmiaé}‘ S§f'wHéan:say éuddénf
death I don’t think that any of these deaths were
necessarily ruptured anéurysms.\ But I think it
underscores the morbidifyjof‘thisupopuléﬁion and,in
this population about 30 peréent of patients do die
suddenly. | | - | = ’ .

I will;jump'im@éaiéﬁéIY”EbwthewﬁétiéntJ

education brochure. There is nothing in there that =~
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relates that the most common ‘cause of demise 1n'”
these patlenté may not bewfhé aneufysﬁyltself but
may be one of the co- morbldltles, and the
importance of follow1ng‘w1th thelr cardlolggiét
and the‘importance of continuing:taking theirw
cardiac medications——juét beqaﬁse ;h¢Hanénysm hgs
been fixed, that doesn’f‘mean that the‘
co—morbidities,have,gon? away;w“iﬁheéh;‘Wé"knéw‘
from the cardiac literature that over 70 percent of
patients who have any kind’of péfipheral vascular
disease have;very significant coronary disease

whether proven or not.

Dr. Matsumura, you were saying that there

group. So, they were occurring in both groups. I
only counted only oneﬂepisbde tﬁét i‘éou1aWdéfihe‘f
as sudden death in the gqntro;ﬂgiQup. Again, I am
not saying you are under-reporting; I am just
saying that I think deaths have bééh,glaééifiéd”és“
other than what they really are.

I have one questlon about a patlent on
Ipage 5106. It is of partlcular 1nterest to me
because it is a‘patientWWhQPhad‘a transplant in
1992. It indicates tha#\a'CT‘Sdaﬁ]éh6Wéd”‘"
significant mural thromﬁus”and;éiotémfhfbﬁgﬁgﬁfhéﬂé"
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1 [upper portion‘in;both,1iﬁb$)m§itﬁ,1éf£f§}éééé££?héﬁ'»

est:right. Does that mean_égsigeytﬁengtafté   | |
3 DR.‘MATSUMURA}“»YeéJV B

4 DR. PINA: Again,"this sbrtrbf concerns me

5 f|because it sounds likeea let”bf'tﬁis petieﬁtis'

6 |symptoms were' due tekthat and not having anYthihgﬂ

lto do with rejection. So, again, I go back tebthe

00

anticoagulation issue which I think also has to be

o

included in Your packet. If patients are on
10 [aspirin, they need to continue on aspirin. If they
11 Jare on,warfa;in-farfsometoﬁhe?,reé§9#e;}ikewaFrial,
12 | fibrillation, they need to be continued.

13 So, those are more points of comments that

e ffi4 still concern me. One questlon about’the fraqture,
15 | the FDA had a pretty excellent rev1ewHquﬁtwtﬂe ;,
16 Jfracture. There were tWo‘fraCtu;es., bné??§S  ‘
17 fidentified by the core lab but it was not
18 |lidentified by the investigatOr OEJﬁot‘seen'in,thee'
19 investigator:CT scan orjXJrayf* What is the'
20 "sensitivity'of the CT scans in plcklhg ﬁp
21 fractures? Is there anethet;:mefeiseﬁsitive'wey_ef‘t
22 | doing this? i;may be a?littlevpit ﬁixediup’b@t If -
23 Jthink that the‘fraCture; obv1ously, is a veryrrﬁ

24 important issue and the FDA spent a lot of tlme

25 going over that. It seems low but, still, can 1t

© 735 8th Street, S.E.
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|really be identified clinically by the center that

is doing it? | ’
DR.,MATSUMURA@FiThe’QQééﬁioﬁ”ofihéﬁ‘gbcd

is CT scan in evaluatiné‘fractures; I”think'ndt

very good. The abdomlnal f11ms~—I thlnk you meant’

to ask what was used to 1dent1fy those two

| fractures by the core lab. ,We cah;bring the core

‘lab director up here, but we really ‘don't know how

good it is when‘there are two events and we don t
have explants, which I think would be a definitive
assessment of how many fracturesfthefé are. I can
say that we feel that abdominal xérayg are our best
available test. 'We'thihkvthétfthéré;are Eertain” “J
improvements that can bé maée”tcbabdominaikx;fayé
within this study. I think in February a =
supplement was applied to,éxpand it td four views
with centering‘on thé déVi¢ef “I ém not a
radiologist, but technigues to optimize
visualization of the wire fraCtﬁre‘SO we can use
the best available teét§j sﬁdrt 6f;éxplaﬁtayiqh;’tb
try to identify the fraéturés; ButIWe‘OnIY"th‘
episodes, I don’t know éhat we ééﬁ‘telqu6ﬁ how
sensitiveVor5spééific i£”ié;

DR. PINA: Will that be in your physician
education packet? Iido@ft‘remembér”Seeihg“it;\‘
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