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P-R-0O-C-E-E-D-I-N-G-S
(10:31 a.m.)
DR. KRAUSE: Good morning, everyone;

We’'re ready to begin this, the 59th meeting of the

" General and Plastic Surgery Devices Panel.

My name 1is David Krause, and I'm the

. Executive Secretary of this panel, and I'm also a

reviewer in thé Plastic and Reconstructive Surgery
Devices Branch. |

I'd 1like to reﬁind everyone that you are
requested ﬁo sign in on the attendance sheets, which
are available at the tables just outsidé\the doors.
Also, you may pick up an agenda, a Panel meeting
roster, and information about today’s meéting at the
table. There alsq should be copies of the panel
questions.

The information also includes how to find

‘jout about future meetings, future dates, and using the

Advisory Panel phone line, and how to obtain meeting
minutes or transcripts.
Before I turn the meeting over to Dr.

" Galandiuk, I'm required to read two statements into
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the recerd; deﬁutization.of temporary voting members’
statement and the conflict of interest statement.
I'm geing to start by reading the conflict
ef‘interest statement.
The following announcement addresses

conflict of 1nterest 1ssues associated with this

meeting and is made part of the record to preclude

even the appearance of any impropriety. To determine
if any conflict dexisted, the agency reviewed the
submitted agenda for this meeting and all financial.
interests reported by the committee partici?ants.
The conflict of interest statutes prohibit
special government empioyees from participating in
matters that could affect their or their employer’s
financial interests.  However, the agency has
determined that participation of certain members and
consultants the need for whose services outweighs the
potential conflict of interest involved is in the best
interest of the government .
I.Therefore, a walver has been granted for
Dr. David DeMets and‘Joseph Boykin for their interest
in firms that could potentially be affected by the
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Panel;s recgmmendations. The waiver allows these
individuals | to éarticipate  fully in  today’s
deliberations.

Copies of this waivér‘may'be obtained from

the agency’s Freedom of Information Office in Room

12A-15 of the Parklawn Building.

We would also like to note for the record
i
that the agehcy also took into account consideration

of certain mrtters concerning Dr. DeMets and Boykin.
These panelists reported past and/or current financial-

interests in firms at issue, but in matters not

'rélated to today’s agenda.

The agency has determined, therefore, that

they may participate fully in today’s deliberations.

l

In the event that the discussions involve
any dther préducts>or firms not already on the agenda
for which én FDA.participant haé‘a finaﬁéial interest,
the participént'should excuse him or herself from such
involvement,’aﬁd the e#clusion will be noted for the
record.

ask ;ui the

With.respect to all other participants, we
:

interest of fairness that all persons

P
|
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making stat

firm whose p

the record

status.

ements or presentations disclose any

. current or previous financial involvement with any

roducts they may wish to comment upon.

The second statement that I will read into

is the appointment to temporary voting

Pursuant to the authority granted under

the Medical Devices Advisory Committee charter, dated

October 27th

1990, and as amended August 18th, 1999,

I appoint Robert F. Diegelmann and Mary McGrath as.

voting members of the General and Plastic Surgery

Devices Pane

1 for this meeting on July 17th, 2001.

In addition, I appoint Susan Galandiuk to

act " as temporary Chair for the duration of this

meeting.

Hor the record, these individuals are

- special government employees and consultants to thisg

panel or other panels under the Medical Devices

Advisory Committee. They have undergone the customary

conflict of

(202) 234-4433

interest review and have reviewed the

.~ material to be considered at this meeting.

And the memo is signed by Dr. David
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_years. We

Feigal, Director, Center for Devices and Radiological

Health.

Before I turn the meeting over to Dr.

Galandiuk, this opportunity presents itself to do one

of the fun:things that we get to do, which is present

one of our members with a little plagque in thanks for

their service.

Galandiuk for

Plastic and ¢

contribute t

DR. WITTEN: Yes.

Dr. Witten.

I'd like to thank Dr.
serving as a Panel member on our General .

surgery Devices Panel for the past three

|really rely on our Panel members to

heir time and expertise to help us in

evaluation of new products and other new scientific

issues that we need advice on in the course of our

Dr. Suydam,

‘regulatory wark.
And I also want to thank her for serving
. as Acting Chairman for this meeting.

So I have a plaque and also a letter from

our Senior . Associate Commissioner,

éxpreSsing_hér thanks for your service.
‘ |
}

ACTING CHAIRPERSON GALANDIUK: Thank you
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very much.

like to turn

|
I'm a colon

Professor of

head of a |

University o

Acting Chair

(Applause.)

DR. KRAUSE: Okay. At this time, I would

the meeting over to Dr. Galandiuk.

ACTING CHAIRPERSON GALAND'I_UK: Thank you.
A very nice way to start a meeting.

Good morning. My name is Susan Galandiuk.

and rectal surgeon and hold the rank of

Surgery and am a Program Director and

'section of colorectal surgery at the.

£ Louisvilie.

Today the Panel will be making -- and I'm

for this meeting -- today the Panel will

be making fecommendations to the Food and Drug

Administratibn on a pre-market approval application.
\

The next item of business is to introduce

I
|
i

the Panel members who are giving up their time to help

this table.

- him or heréelf,

the FDA in these matters and the FDA staff here at

I'm going to ask each person to introduce

stating his or her specialty,

position, tiale, institution, and his or her status on

4 A | _ .
the panel, whether they are a voting member, industry
!
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- member.

Oor consumer

member.

Diréctor of |

Neurologicaﬂ

the Departﬁent ot

Informatics &

And I'm a vofing member on this Panel.

surgeon, cur

" DR. WITTEN:

10

representative, or deputized voting

And I would like to start with Dr. Witten.

Celia - Witten, Division

the Division of General Restorative and

Devices at FDA.
DR. DeMETS: I'm David DeMets. I'm a
statistician. I’'m currently Professor and chair of

Biostatistics and Medical

1t the UniverSity'of Wisconsin in Madison.

DR. BOYKIN: Dr. Joseph Boykin, a plastic

rently the Medical Director of the HCA

Retreat Wound Healing Center and a Clinical Assistant

Professor of '

Virginia in

Plastic Surgery at the Medical College of

Richmond, and I am a permanent voting

DR. CHANG: I'm Phyllis Chang. I‘'m an

Associlate PfOfessor at the University of Iowa,

Division of Plastic Surgery, Department of Surgery,

and the sectﬂon of hand and microsurgery, Department

of Orthopedié'Surgery.

I am a voting member of the
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?for the Incﬁ

FDA Panel.

DR. DIEGELMANN:

11

I'm Robert Diegelmann.

I'm a Professor of Biochemistry and Anatomy at the

Medical College of Virginia, Virginia Commonwealth

University.

My interests are in collagen metabolism

|
and tissue repair, and I'm a deputized voting member

for today.

DR. KRAUSE: My name is David Krause, and

I'm the Executive Secretary of the Panel.

DR. McGRATH: My name is Mary McGrath. -

li
I'm a plastic surgeon, and I'm the Professor of

Surgery and
Surgery' at

Chicago.

-
representative.

DR. GARMAN:

‘Director of the Division of Plastic

Loyola University Medical Center in

I'm Tom Garman, a consumer

I'm Professor Emeritus at Virginia

Tech. in consumer economics, and I direct research now

arge Institute of America.in Orlando,

which is nénprofit credit counseling.

consultant - tc

the Vice Pres

MS. BROWN: And I'm Debera Brown. I'm a

Fusion Medical Technologies, formerly

ident of Regulatory Affairs and Quality
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Rhodes, who

~of the Plasﬁ

Branéh,

12

Assurance for Fusion Medical Technoldgieé.

iACTING~CHAIRPERSOKTGALANDIUK: Dr. McGrath

is a deputized voting member for this panel.

.
i

MS. BROWN: Oh, and I'm the industry rep.

|
and a nonvo@ing member .

|
L
with, we ar%
|

last meetingf

i

|

)

|
Dr. Galandiuk.

I

=

met on May 8

approval fd

synthetic abs

standard clc

pulmonary res

T

ACTING CHAIRPERSON GALANDIUK:

“

To begin

going to be hearing from Mr. Stephen

will give the Panel an update since the

of May 2000.

Mr. Rhodes.

IR. RHODES: Good morning, and thank you,

amIStephen Rhodes. I’'m the Branch Chief

ic and Reconstructive Surgery Devices

he General and Piastic Sﬁrgery'Panel last
th, 2000, at which time it recommended
i Focal, Incorporated’s ,FocélSeal
:fbable sealant for use as an adjunct to
sure of ‘air leaks during elective

=ection.

he agency approved this application on
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moves since

)

May 26th, 20

recommended ¢

13

00.

At the last Panel meeting, the Panel also

ipprovalforOrganogenesis,Incorporated’s

Appligraf for use of full thickness, neuropathic,

diabetic foot ulcers of greater than three weeks’

duration.

June 20th, 2

this Panel

Corporation’

The agency‘approved this application on
FOO.
And at a previous Panel in March of 2000,

reccmmended approval of Mentor-

$ saline filled and spectrum filled breast

implants and McGhan Medical’s saline filled breast

implants.

applications

of Cardiovas

The - agency approved Dboth of these

on May 10th, 2000.

- I"d like to make note of two personnel

the last panel meeting last May. Jim

- Dillard has moved to the directorship of the Division

gular and Respiratory Devices, and Mark

Melkerson is| a new Deputy Director here in the

Division of

Devices.

General Restorative and Neurological
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14

And lastly, the next meetiné of the
General Plastic Surgery Panel is tentatively‘scﬂeduled
for September 24 and 25; |

%And I want to thank you again for your
partiéipatién in today’s meeting.

| ACTING CHAIRPERSQN GALANDIUK: Okay. We
will now pro&eed with the o?en hearing session of this
meeting. |
;All persons addressing the panel should
speak clgarly - into the microphone as the
transcriptiohist is dependent on thisv means of
providing an accurate record of ﬁhe meeting.

We are requesting that all persons making
statements dUring the‘opeﬁ public hearing session
disclose wheéher or not they have financial interests

in any medical device company. Before making your

presentation to the panel, in addition to stating your

~name and affiliation, please state the nature of your

financial interest, if any.
: 1
. ' _ '
Since we have no formal requeéests to speak,

if :
is there anydne who wishes to address the panel?
|

(No response.)
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"ACTINGVCHAIRPERSON GALANDIUK: Since there

are no requésts to speak in the open public hearing,

wevwill now proceed to the open committee discussion.

We will now begin the review of the pre-
harket app%oval application of brCei Composite
Cultured_Skiﬁ.
& would like to remind public observers at

this,méeting?that‘while thisvportion of the meeting is
\
\

open to publﬁ observation, public attendees may not

participate Fxcept at the specific request of the
panel. Ther% will be a further opportunity for the
public to comment near the end of the meeting.

We are now ready to begin with the

sponsor’'s presentation.

DR. PAPASTEPHANOU: Good morning. I am

Costa Papasteﬁhanou, President of Ortec International.

[
And I would like to start by thanking the

:'FDA and the Panel for allowing us to present our data

: !
today.

Ortec’s mission is to discover, develop,
manufacture, |and market innovative and superior

products for the repalr, replacement, and regeneration

NEAL R. GROSS
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newborn son.'

“incorporated:

16

of human tissues.

the donor si

IThe study that we will talk about today is

te pivotal, 8? patients in 12 centers.

Preceding this study were |a number of other studies

for a totaliof 55 patients*

:Fe have also .engaged in venous stasis

ulcer studiés and-diabeticjulcers. So for a total as

of last weeﬁ

|
like to give

'

of 214 patients.

Before going into the presentation, I’d

you a quick historical perspective of.

Ortec and the product we'’re talking about. In 1971,

Dr. Eisenbezx

alleviating’E

may know, i a collagen disease. It is

debilitating,

1

first time on his son.

i

i
|
i
|

2001, we rece

donor -gites

Bullosa. |

i
|
V

g in Austral%a started research into
pidermolysis‘Bhllosa,’which‘affected his
Epidermolysié Bullosa, as some of you

quite

fn 1988, he wag able to use CCS for the

In 1991, the company was
in the United $tates, and in February of

ived an HDE forjmitten hand deformity and

in recegsive ﬂdystrophic Epidermolysis
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treatment of

17

Today we are seeking for apprdval for the

split thickness donor site wounds in burn

patients. The presentation goals for the next hour

will be an bverview of thé pivotal studies, and we
i i . -
|

will also try to answer the FDA questions that we

received.

p

|

[he agenda is in front of you, but I'11

very quickly| go over it. We’ll go over the product

description,
treatment of

the protocol

followed by clinical needs in the
donor site wounds. We’ll then go through-

reviews, statistical analysis, talk about

clinical benefits of OrCel, and finally have some

concluding remarks.

our Vice Pr

At this point, I would like to introduce

President of

!
|
C
i
|

Silberklang. |

b
|
M

esident of R&D at Ortec, Dr. Melvin

R. SILBERKLANG: Thank you, Costa.
y name is Mel Silberklang. I am Vice

Research and Development at Ortec, and

1'd liké to thank FDA ahd the Panel members for this

opportunity to présent today.

By way of introduction,’l am a molecular
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normal human

18

and cell biologist by traihing, and I have 20 years’

industrial (experience in the pharmaceutical and

biotechnoloéy industry and the

biologicalsﬂ
i

today, OrCel|.

preduction of

vyaccihes, andicell based products.

This is the p@oduct we’ll be describing

We removed éll of the backing so that

you can see The product here clearly. 1It’s someéwhat
| !

translucent,

\

preformed ba

coated on or

1

in the porou

very compliant. It’s a thin sheath.

OrCel or a composite cultured skin is a

vine collagen‘sponge'matrix. It’s gel-

1ie side, and in the sponge we culture

anllogeneic SKin cells, dermal fibroblasts

s aspect of the sponge, and epidermal

}
keratinocytes on the gel coited, nonporous side of the

sponge.

an- insulated

packaged. It

adheres to

hemostatic.

f
|
|

QrCel is ready to use. TIt’s delivered in

Shipper with_% three-day shelf life as

'
[

requires no rinsing or preparation. It

the wound when applied, and it’s

1
\
%his is what the package looks like. This

cassette arriyes in a peelab@e'sterile plastic pouch.

(202) 234-4433

|
| | |
| NEAL R. GROSS
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It’s delivered ready to use. When the cassette is

opened, nonadherent blue @esh"is»rem0ved from the

fibroblast side of the sponge. The white, nonadherent

10
11
’12
13
14
715
16
17
18
19
,20
21

22

product toge&

mesh remains

with the sponge as it‘s applied to the

wound, and tﬁe fibroblast aspect is in direct contact

which we coat

~with the wouhd when it’s applied.

This cartoon iiluétrates how we put the
| : .

her. We begih with a collagen sponge,

on one side with collagen gel. Collagen

gel here is?Shown as an opague layer. ,it’s a very-

thin layer.
‘W
S

which takes

e then, after this preparation step,

everal daYs, we seed with fibroblasts on

-- excuse mé‘ﬁf we seed with fibroblasts on the porous

aspect of tHa’sponge and with keratinocytes on the

Nonporous asp

i
a
|

|

about one-thi

keratinocyteé‘

usually abouﬁ

|
deep. }

(202) 234-4433

ect of the qunge.

fter nine days in culture, the product is

_ready to ship with the fibroblast having penetrated

rd of the way into the sponge, and the
having stratified on the surface,

one and a half layers to two lavers
|
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‘controls.

- mycoplasma,

’:including re

ST

matrix was
tests.

crogg-sectig
open pores.
asymmetry.
side for 1

fibroblasts

size in this

safety testing.

20

The biocompatibility of this collagen

tested through the normal tripartite

testing and was negative through alliof these standard

This is a scanning electron micrograph

n of the collagen sponge. Note the wide
You can see that there’s a slight
The smaller pore side is the preferred

aminating with collagen gel, and the

‘are seeded on the more open side.

It’s_approximately'15o micron average pore
open aspect.

We utilize the standard manufacturer

We have extensive donor and cell line

Safety testing of all biologically

sourced materials and media; including stérility,

and 'testing for adventitious agents,
levant viruses.

We use validated processes under quality

systems, and we use extensive in-process and final

testing.

|
+

'his is avbrief summary of the safety

L N ——
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including

testing of the donor’s allogeneic cells.

test the don

21

We first

or, and since the donor is a neonate, we

use ‘a surrogate of the mother, and we do blood tests

primarily for viruses as listed here; and then we also

test the cells when we make‘frozen cell banks, and the

cells are tested for many of the same virﬁses,

tumorigenici

- .n

terility microplasma, carrier type,

ty, et cetera. All of these tests are in

compliance with FDA guidelines.

we actually

Now, this is a brief description of the.

- manufacturing process, and it’s in two colors because

go through two different phases. The

first step is that we get neonatal foreskins, which we

separate enzymatically into an epidermal and dermal

layer, and then create two cell suspensions, which we

passage to p

passage 3

extensively

(202) 234-4433

assage 1 and cryopreserve.

‘; N , B
So we have cryopreserved keratinocyte cell

'line and the cryopreserved fibroblast cell line.

These are then further éxpanded to passage 3, and

¢ells are the ones that are tested
as I showed on the previous slide.

After the cells pass all of those tests
| .

| . )

|
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blood tests,
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production. .
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lamination w

days. When t

22

six—month'folﬂow—up test on the mother,

those cells are released for use 'in

The actual production process is shown

lagen sponges‘ ére first prepared by
ith collagen gel. This takes several

he sponges are ready, they are inoculated

sequentially with the two cell types, fibroblast and

then keratiﬁacytes, and then cultured for at least

| : .
nine days, dnd then we can ship the product anytime

between nine

skin.

land 14 days of culture. ‘ -
iE

The final product is composite cultured

These are the release tests that are used
|

that were detailed in the PMA submission. We do an

extensive vigual inspection for appearance. We check

dimensions.

density andf

We recover the cells and check cell

viability. We look at fibroblast

mdrphology and keratinocyte morphology by carrying an

in—proceSs test flask made from the same cells used to

see the product.

(202) 234-4433

=1

Ve check for pyrogenicity, sterility, and
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we check foo histology.

also extensi

In addition to the release testing, we’ve

vely characterized the product, and here

I show how we can do that and have done that with all

of the test

take the las
éytokine and

product befo

samples showd in yellow and the tests

those samples shown in white.

The product, when it’s cultured, we can

t spent culture medium and analyze it for
other soluble factors. We also rinse the

re we package it in a protein free rinse.

that’s suitable for pyrogenicity testing and an

additional s

dermatology

B —

-t

— =

rerility test.

(e can directly punch sample using a

yunch the product itself. We fix some of

those punches and use them for formalin histology.

have done so

We also can incubate those sponges and

ﬁn Alamar Blue as a metabolic dye so that

| . .
we can measure metabolic activity.

And finally, we can hydrolyze the collagen

so that by hydrolyzihg the matrix, we zrecover the

cells as a suspension. We can do a cell counsel for

viability, and we can also fix the cells in ethanol

(202) 234-4433
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for immunostraining and flow cytometric

the two populations, the keratinocytes and

sts.

% .
WWhat we’ve learned by doing this type of
| .

tion is that OrCel cells are still in the

growth phasé; that the cells demonstrate very high

viability.

The cells are highly productive for wound

healing cytokines and growth factors, and that the co-

cultured con
cellular f4
fibroblasts |

sponge.

following slides.

partmentalized cells produce more extra

ictors than either keratinocytes or

when cultured alone in the same collagen

And I'd like to illustrate that in the

First, a histological cross-

section, thi§ sustained with trichrome. You see that

the fibrobla

one and a hal

st in the lower aépect have penetrated
v 30 tb 40 percent into the sponge in this
ilustration.

)n the surface are the keratinoéytes about

f layers dee?,\and below them, if you see.

a thin blue line, that’s the collagen gel layer.

When we stain the same type of cross-

NEAL R. GROSS
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section wiﬂh. an antibody for KI-67, which stains

nuclei that are undergoing DNA synthesis, you see that

i
approximatei

measured of

dividing.

to five perc

case I'm shg

cultured f
keratinocyte
product, the

the cytokiné

of productiv

culture than|

axes. Thes

culture is m

y 15 to 20 percent of the nuclei in this

- particular gcross-section, 15 percent overall were

these fibroblasts that are actively

On the keratinocyte side, it’s usually one
ent. |

When we looked at the cytokines, in this
wing an experimental approach where wei
Lbroblasts only, shown in vyellow;
8 only, shown in red; or the usual
co%culture shown in blue. And we measure
s indicated here on the X axis.

You see that there’s a much higher level
ity for many of the cytokines in the co-

in the monoculture. The reason we have

i

\
ere is because there are two different Y

€ are produced in the nanogram level.
gduced in the low picagram level.
But in all cases, you see that the co-

ore productive than the monoculture.
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When we saw thése different levels of

we were interested in their biological
» and so in this 'slide I’ve compared our

roduction to 'some publications on the

production of cytokines in wound fluid as studied
| T
|

using wound

|
[

because the

cup technology, and we chose these papers

‘re very quantitative. So we could use

the same Y akxis for both products. In this case it's

expressed as

output per unit area and picagram per

. i
centimeters lsquared per day.

|
I
I

And you see that in many cases, the light

gray from the literature is similar to our levels of

productivity

comparison.

overall, and I’'ll 1leave it at that

Pinally, in conclusion, what I’d like to
| ,

say is that we’ve shown that OrCel contains living,

characterize@, and as we detailed in our PMA-

gubmission,

ls in an open collagen matrix. I hope

I've illustr%ted that the OrCel product has been well

|

drtec is manufactured under GMP/quality

system regulations using validated processes.

“I'd now like ' to introduce our next

NEAL R. GROSS
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speaker, Dr.| John Griswold, who is Medical Director of

the Burn Center at Texas Tech. University Health

Sciences Cent

D

I'm Medical D

|

center and Mg

er.

R. GRISWOLD: Thank you.

‘food morning. My name is John Griswold.

irector of a regionally designated burn

dical Director of Trauma Services for a

Level I.trauma center at Texas Tech.‘University in

Lubbock, Texas.

surgery and ¢

I

residency at

I
fellowship at

I am Board certified in;général
ritical éare.

n additigﬂ to doing a general surgery
Texas Tech., I did a tﬁo—year burn

the University of Washington. I have

about 15 vyears’ experience taking care of burn

patients, and my research interests center around

infection an

clinical tria

the healing a

d wound healing in burn patients,

:especially do#orvsites, and I have been involved since

b 1in a large number of studies and
1s related to dressihg applications to

spects of donor sites.

. My role this morning is to discuss briefly

the severity-

of burn injuries and the impact that

| NEAL R. GROSS
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donor siteshave on those burn injuries; to discuss a

little bit about the healing concerns of donor sites

and some of|the dressing applications that have been

used.
YThere is no doﬁbt that the burn injury is
the most seJere and devastating insult the human body
can endure. bIt’s a phyéi¢logic stress greater than
any trauma cr'iilness that we know, and at the basis
of this physiologic stress;is‘the marked increase in
metabolism,»the hypermetabolism that these patients:
suffer. . ‘ -
;n addition, they have a diffuse‘immune
suppressidn that leads to a;marked risk of infection,
with possible development of multi—organ system

dysfunction, | failure, and possibly death.

Now, the duration and length'of time of

I
|

this hypermeéabolism strongly depends on how quickly

 “Athe wound is| healed, and in addition, many of these
‘patients reguire excision and grafting, which

- therefore leads to the development of another wound,

the donor site, that can addﬂadditional impact to this

hypermetabolism and ultimate outcome.

NEAL R. GROSS
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Now, the technique for donor site harvest

It’s probably one of the most

standardized surgical techniques that we do in this

country, butg

are several

painful. The graft side is not painful.

once the dono& site 1is developed, there
concerns that must be addressed.
First, the site is

donor extremely

The nerve

endings in the dermis have| been destroyed due to the

burn injury,

but the donor site, those nerve endings

are irritated and so it is quite painful.

barrier has

There’s an infection concern. The skin

been disrupted in harvesting the skin so

that the donor site adds as another opportunity for

these patients to develop infection.

number of as

skin that’s

Healing speed or 'healing rate is of

concern. The| rate of healing can impact the length of

lsm? can impaqt the length' of painful
for the patient, risk of infection, a
peéts.

And in patients who have a burn or burned

more than unbu#ned skin, those patients

‘mayjneed those donor sites recropped, reharvested, and

" NEAL R. GROSS
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thereforé,ihealing time plays a major role in how

|
quickly we

;

can get their wounds covered.

|And finally, the cosmesis or appearance of

the donor site. The longer it takes to heal, the less

good cosmetic result, and this already impacts an

already deva

as far as th

|
big differen

these concer

stating cdsmetically disfiguring problem

e burn injury.

One day difference in healing can make a

ce in all of these issues and a difference

EOne of the ways that we can deal with

ns is the type of donor site dressing we

apply. So | what would be that ideal donor site

dressing?

would want

operating room.

Well, first of all,‘as a clinician we
éomething' that’s easy to apply in the

These are very difficult, long

‘éspecially' the major burns. We want

|

something that  doesn’t demand a lot ~of technical
1

effort or ti%e to apply to the patient’s donor site.

minimal manigulation after the surgery.

We would like a dressing that requires

This would

NEAL R. GROSS
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painful experience. Also it’s important

in cliniciaﬂs’ time at the bedside.

We certainly would want a donor site

dressing that minimizes pain. The painful expérience

l

not only is;

an issue for the patient, but also has

physiologiciimpact to their hypermetaboliém,

healing procé

'
e

We want a dressing that would speed the

ss, and finally a dresSing that gives the

best:appearahce, texture, function, and durability of

!

I

|

the donor s

dressing that

|

ite skin.

Basically we would like aA,'

would return the environment as closely

as possible to the patient’s natural skin.

!
have been us

|
sites. First
: 1

past. Now, ﬂ

open to heal:

} .

There have been a number of dressings that

ed and are used in the care of donor
, the open technique has been used in the
his would be just leaving the donor site

to its own devices. It desiccates and

wvery painful. It almost slows or stops

the healing p#ocess, and this dressing application or

approach to Jealing’is probably not used anymore.

such as Xerof

here are impregnated fine mesh gauzes,

orm and Scarlet Red. They sting when

NEAL R. GROSS
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they are aiplied to the #onor site aﬁd shrink when
they dry. go they are quﬂte painful, at 1eas; eafly
on in the heﬁling'process.‘ The wound heals undernéath
and the dre%sing peels off as the donor site heals.

'There are occlusive and semi-occlusive
dreésingS‘that have;been\used, such as Opsite and
Duodeer >fhese certainly reduce the initiai pain
éXperiencediat the donor site, but the problem is that

’ ‘

filuid buildé up underneath these dressings, often

causes them to fall off or to leak. They then need to.

‘be patched |or replaced. That can cause pain

experience ag well as increase in infection risk.

: %nd there are semi-biologic dressings
available, such as Biobrane or Biobrane-L. It also

adheres to the wound, vet does it in a less painful

way than the £fine mesh gauze dressings, and it

'provides'a matrix or a template for keratinocytes to

- migrate into|and sheet over the donor site. It is

certainly one of the more common donor site dressings

|
available and appropriate for control as in this .

!

A‘little more about Riobrane-I.. It’'s

‘ \ NEAL R. GROSS
'} COURT REPORTERS AND TRANSCRIBERS
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flexible syﬂtheﬁic silicone nylon sheet. It’s coated
|

with collagén and binds to the wound surface as I

mentioned, helps to assist in hemostasis and provide

that matrix

Biobrane, an

for that keratinocyte migration.

Biobrane-L is a modified version of
d in theory at least, it’s supposed to be

easier to use and manage. It certainly

conforms to Fhe body contour surface, making it easy

|
i
a little bit
|

to apply.

less pain th

A

't adheres to the wound surface, causes.

t the impregnated gauze dressings. It is-

‘ N
semi—transpa%ent so that the wound can be evaluated
[

without havi

lg to remove the dressing as the healing

process is omngoing, and it is porous so that there’s

minimal fluid accumulation underneath the dressing.

QrCel, the product under discussion today,

I.at my center had the opportunity to provide ten

patients for
ten patients.

OrCel.

this study and have experience with those

We noted a number of aspects related to

.AirSt of all, it is very easy to apply.

It’s very quick, simple to do in the operating room

and reguires

very little time.

(202) 234-4433
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It requires minimal dressing changes,

i -

really no dréssing change at the wound’s surface while

the healingi

process 1s ongoing.

It provides for evaporative loss. We saw

no fluid accumulation under] the dressiﬁg application.

[t certainly minimizes wound pain. Our

patients tolerate and preferred the OrCel very much

during the s

rudy.

And probably the most dramatic aspect in

my experience 1is that it ‘does speed the heeling

process significantly better than the control Biobrane

as will be 4

escribed later.

€
lo in conclusion or concluding my remarks,

|

1
certainly the donor site is a significant clinical

problem in the care of burn patients.

wide range o

There are a-

i dressings that have been used and are

used for wound healing, but in my experience OrCel did

the treating

offer and does offer significant clinical benefit to

of donor site wounds.

I will now turn this over to Stephen

Peltier, Vice President for Clinical and Regulatory

Affairs, to

(202) 234-4433

discuss the pivotal study donor site

NEAL R. GROSS

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

www.nealrgross.com




)

10

11

1o

13

14

15

16

17

18

19

20

21

22

I

morning, Parel.
|
|
1
I

the protocol

trial. Befof

conducted  a

Study in eigl

product were

|
pivotal prot

|

hundred perc:

35

MR. PELTIER: Thank you, John, and good

This morning Ifm going to review for you

that was used in the pivotal clinical
é starting the pivotal clinical trial, we
singlé center matched pair, randomized
1t patients. $ingle applications of the
’used.
"he primary efficacy'vériable, as with the

ocol, was time to wound healing. One

-

nt re-epithelialization was established

or the Critexia was established using a very strict
. |

protocol,

pivotal tria#;

examine the
facilitating
donor sites
excision and

standard cont

nd the initial results indicated

- effectiveness and led to the development of the

The objective of the pivotal trial was to

safety aﬁd effectiveness of OrCel in
timely wound closure of split thickness
in burn patients who were undergoing
;‘grafting, and - it was cémpared to a
rolled dressing.
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investigatoxn

This slide is presented to show you the

>

s who participated in the study and the

sites that participated in the study.
i i

The next. slide are the

additional

investigators which add up to the 12 investigators in

the study.

Silberklang,

|

r

The test device, as was described by Dr.

was forecell composite cultured skin, a

collagen matrix seeded with allogeneic skin cells and

cultured in two distinct layers.

was -used as

‘indicated for the treatment of donor

sites, and if§f was used by the clinical investigators

according to

was already

a strict protocol.

Qiobrane was the control dressing. This

described by Dr. Griswold, a semi-

During the course of the trial the product

permeable silicone membrane. The product is indicated

for'thevtreatment of donor sites, and it was used in

accordance with the package insert that was provided:

by the manufacturer.

The selection of the control was based on

the information that you see on this slide here, and

NEAL R. GROSS
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cribed by Dr. Griswold. Again, since the

indicated vor recommended by the .

for use in the deeper split thickness

donor site, |this is the one chosen for the study.

i

|The study design was a matched pair

design, controlled, randomized, single treatment.

clinical trlalf

dramatic decrease in the

availability

able to obta

i

Eighty-five |patients were joriginally planned in the

However, due to a very severe or
patient population

due to the seasonal variance of being.

in patients who have burn injuries, wé

stopped at 82 patients.

an investigat

as the primax

1

on day zero.|

donor site, t

?hotography'and{plain imagery, along with

or evaluation of wound healing were used

Yy methods.

'he schedule of visits are presented here

The autograﬂt was harvested, and the
reated. Following the creation of the

he patients‘wenevrandomized to treatment

by'utilizing51computer'geneﬁated.randomizationhscheme

|
that was provided in a sealed envelope.

Patients were tLen,évaluated three days
[
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postoperatively, and then 48 hours thereafter until

healing was documented by the investigator’'s

assessment, |at which time the study’s schedule visits

were separated by one week until day 28.

a six-month

Patients then underwent a three-month and

evaluation. Patients continued with a

biannual evaluation until the last patient enrolled in

the study completed a six—ﬁonth evaluation.
Y F |

was used to e
the primary e

the study ing

~In this study blinded photographic review

valuate the time to donor site healing as-
fficacy'variable. Secondary endpoints. in

luded blinded planimetric evaluation for

donor site healing, investigator assessment for donor

site healing,

and also the rate of donor site closure,

wound closure, and the time to readiness for

recropping.

| .
I'd like to emphasize that a strict

definition fgr wound healing was adhered to in the

ime. Healing Was defined as 100 percent

re-epithelialization, which was really characterized

by a continuous stratum corneum with no surface

moisture and no dressings required.
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'Patients were  not considered healed if

t 100 percent‘&éaled by this definition.
Safety endpoipts included all adverse
‘ Donor - site specific
LS were also evaluated. Infecﬁion‘pain,

akdown.

Scar outcome was evaluated by two methods.

thod was a Van@ouver Scar Scale, which

the clinical investigator assessed each patient’s

wound at the
was also uti

Three blinde

[clinical site. Photographic assessment
lized utilizing thé Hamilton Scar Scale-

d  reviewers were used, and the results

were masked or the reviewers were masked.

Key inclusion ' criteria in the study

included patients who were i2bmonths or older with a

ten to 80 p

ercent total body surface area injury.

. . . . i . .
There was a minimum and maximum donor site size as you

see upb ther

minimum size

"t

el. In the pédiatric population, the
vas kept at 45 square sonometers, which

would allow in a pediatric pptient for the use of one

dressing. !

All sites that \were chosen were virgin

i
[
\
i
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donor site areas, and they were matched'anatomically.,
|
| .

- The donor site depth was controlled between .006 and

.014.

ey exclusion criteria included sepsis,

severe inhalation injury, and injury severity score or

pediatric trauma score that indicated that the patient
was severely|injured or had a life threatening injury;
systemic corticosteroid treatment within 30 days and

insulin dependent diabetes%

:éleétion of th¢ treatment site was based.

O were schedulbdvfor undergoing excision

‘and autografting for treatment of their burns in the

|

routine practice of the investigator. They were

matched pairsg| so that each Hatient could serve as his

or her own control.

Two .donor sites) had to be of equivalent

- size, Surfacq area, depth, and they should be non-

|

articulating gontiguous areas. In the event that one

single donor gite was chosen and both dressings‘weré

|

applied, the areas were separated by a .5 sonometer

distancé’utilkzing a non—sﬂudy donor site dressing

between them.

~ NEAL R. GROSS
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As I indicated in the

: o
Randomization.

beginning, the study was randomized. The patient

sites were.

designated as| one or two by anatomic

position befpre surgical pﬁocedure, before harvesting
|

of the graftl.

were harvest
assigned tvx

scheme in a

The donor site% were matched, the grafts
éd, and then the donor sites were randomly
Fatment based on a computer generated

|sealed envelope. The envelope was not

opened until] the time that| the dressings were to. be.

applied.

Zvaluation methods included photography,

plain imagery, and an investigator’s assessment not

only of wound healing, | but of

‘recropping.

fixed‘focal

single lot o

readiness for

[

ihotographyWasktrictlycontrolledduring

_the study. Canfield Scientiffic of New Jérsey provided

the sites with identical cameras that were set up for

points, fixed distances, et cetera. A

fl £ilm was'purcﬁased for the study. Each

investigator received trainﬂng and operated according

to a standardized protocol.

(202) 234-4433

\
|

i |
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When the photographs were evaluated at the

end of the study, three masked iﬁdependent reviewers

evaluated the photos.

They were blinded as to the

treatment. They were blinded as to the sponsor of the

A
order. ‘

hey reviewed all photographs in random

They also had to adhere to the strict

definition of 100 percent wound healing in order to

consider a wound healed, and the three reviewers were

!

I

set up so that the majority ruled.

i

that a wound%
|

If two indicated

healed, it was scored as healed. If two

indicated thét it wasn’'t healed, it was scored as not

healed.

;

during the st

|
the control

|
|

blanometry was also tightly controlled

ﬁdy. Again, Canfield‘Scientific provided

in this study for us. Acetate tracings

were taken on site by the clinical investigators.

They traced all of the open, unhealed regions of the

wound.

,masked computy

That was then sent to Canfield where

erized quantitative planimetric analysis

evaluate changes in size over time and

NEAL R. GROSS
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from which we calculated a percent wound closure over

b
i

i
|
|

time.

blinded as t

The investigators’

Each of the staff at Canfield remained

5 the treatment.

assessment, as I

indicated, was twofold. The first one was to look at

wound healin

physical ex%

percent woun

provided ear

e

g. The investigator did this through a
mination of the wound, looking for 100

1 closure based on the definition that I

Lier.

'he investigator also observed the wound

for readinessg for recropping. So in addition, during

this physical exam, the /investigator conducted a

|
tactile evalLation of the wound and tried to make a

determination for the ability of that particular site

to be able to¢ produce a viable autograft.

Kazem Kazemp

provided the

At this point I’d like to introduce Dr.

t

our from Amarex Clinical Research, who

data management and statistical analysis

for the pivotél study.

you, Steve.

e |
\

DR. KAZEMPOUR: | Good morning, and thank

|
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‘iWy_name is Kazem Kazempour. I'm President

of Amarex iClinical Research, a - Maryland Dbased

organizationiwhich.was hired by Ortec International to

perform dataiquality control and statistical analyses
for the pivoﬁal trial of this PMA in front of you.
In terms of background, I have been

working as a

statistician in clinical research for the

last 25 vears, first as a researcher, then as a

|
\ ‘
university professor working in or cooperating with

reséarchi inétitﬁtions, such as Genentech Research:
I

Institute} N%tional Institutes of Health, and other

research basid institutions.

was a statistician and a statistical

|
|
I
|
reviewer in EDA'for five years, since 1990 till 1995.

For the lasﬁ six years, I’'ve been working in the

private sector while remaining active in scholarly

activities rellated to clinical research.

Efficacy‘analyses’were conducted on intent
to treat populétion, per prbtocol population, and it
was 'askedi by FDA to look at week 24 completers
populétion.

We also conducted efficacy analyses on

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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: Ll :
several subpopulations, such as age, race, gender, and

1 body surface area of burns.

The results we obtained are robust and

independent. We have used

different statistical methdds, such as time to event

i
\
J
|

analyses, Kaplan-Meier presentation of the data, log

|

rank tests,

o analyze the median days to healing, and

we use palked T test, which is a mean based

3
|

statistics. |

ﬁegardless of the analysis method used and

‘the populatién tested, results are always in the same

direction,

remain stati

[/ WO |

nd statistically significant results

tically significént.

Additionally, we conducted Cox regression

analyses as fequested by the FDA statistician to see

|

if the covariates recommended by the agency can

explain away| the

conducted sub

subpopulation

overall results,

The results of

treatment effect, and also we

population analyses to see if individual

results ‘may be different than the

-these ahalyses, the

covariates and subpopulation, are in agreement with

NEAL R. GROSS
~ COURT REPORTERS AND TRANSCRIBERS

(202) 234-4433

1323 RHODE ISLAND AVE., N.W.

WASHINGTON, D.C.'. 20005-3701 www.neairgross.com




10

11

12

13

- 14

15

le

i7
18
19
20
21

22

46

the overallipopulation.

Finally, we looked at Kappa statistibs to

examine the agreement between asséssment‘methods, that

is, planime

assessment,
. : i

tric, photographic, and inveétigator

and also to assess the agreement between

the three pﬂotographic reviewers.

An overview of the results from all of

these analyses will be presented in this session.

I

depicts the

Here we have a:KaplanfMeier graph which

full range of days to healing for all

patients. A§ is clear from these curves, most of the

|

observed activity occurs in the first month.

right here.

month.

treated site

- the two group

statistics i

|

=2

o]

Al
e

That’s

That means one event.

Some - patients  healed after the first

> of these c@ses are for the control

5. As a resulgt, the difference between

S coUldvbe exaggerated if only mean based

used.

0 avoid exploiting the difference, we

focused on median based statistics.r Additionally, we

censored patients after their first month. Any days

after day 28

the last schHeduled visit, could have

'NEAL R. GROSS
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been used. We chose day 32 to allow for weekends and

the fact that not all patients came on day 28.
|

similar results.
R

- to present ‘it

Other days around day 28 would give

You saw this slide earlier, but I'm going

again because that has a major impact in

» |
a 'statistical analyses when one used mean based

statistics.

b oo

A\t the design stage of this study, there

was an‘assumptibn that the wound would heal by day 28.i

!

1

- /
So several w

|
and only two!

e

isits were planned for the first month,
visits from month one to month six.

Iiven the>primary endpoint of 100 percent

| ' :
wound closure, the patient that is healed 98 percent,

their day 28

|
i

visits will not be used as the time of

healing becadse it was not 100 percent healed.

Although.that patient would heal somewhere

between day 28 and the visits that come later, but

still we wil

|

L not record that as a healed patienﬁ

because we need to see that patient when they reach

that, and we only use the data if we saw that patient.

Although we have limited patients with

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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this type of‘scenario, but it did happen encugh to
tell the meén to one site ahd, in particular,.to the
site that tﬁe éontrblvwas used.

3He_re, to be agble to see the treatment
effects clear with the Kaplan-Meier, we present here
the same data that we saw, butvwe changed thg X axis
to only 32 days.

|

This slide depicts the total number of

patients healed after day 32 for each assessment

'method, and it confirms what we saw in the Kaplan-.

Meier graph."There are morée patients in the control
treated sidelthat would all heal after day 32.
Therefore, our approach of_cenSoring at

day 32 clearlly benefitted the control arm when the

mean based statistics were used, nevertheless, and
since the data were analyzed and presented.

Here are the mean and median days to

healing using uncensored data. We present both mean

and median, | but the median is the more robust

statistics as| we discussed earlier.

Mith' the uncensored data, the mean

difference bétween the OrCel and the control ranges

|

| ,
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24 days, depending on the methods of

This slide presents results of our

original ana@yses using day 32 censored data for the

|

mean and m

population.

- CCS-3, the sil

edian days to healing  for the TITT
The mean censored data indicated.that the

te, heal an average of approximately four

to six days sooner than the control, depending on the

methods of assessment.

This difference ig not as

exaggerated as it was with the uncensored data with.

respect to

unaffected,

\'the mean. Median remains -almost

The consistent message from these analyses

is that despite the methods used OrCel treated sites

continually provided fewer days to healing compared to

the control tireated sites.

Now, I’'m going to shift our attention to

'subpopulation;analyses to demonstrate that not only

are the resullts consistent across -the statistical

methodology.

as well.

|

They are consistent across subpopulation

This histogram presents median days to
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. I : R T
healing for several subpopulations: the male, female,

and three age groups,~the race, and three total body

surface area variant categories.
|
I would like to bring your attention to

i
|
the age subgfoup, the three age subgroups that we have

‘here. Notice that as age goes up, the media days to

healing increases for both treatment groups. However, -
as patients’{age increases, the difference in healing

time between|the two treatment groups gets larger.

These results are from preliminary.
assesgsment. Similar results were observed with

investigator| and with photographic assessments.

Additionally, similar results were observed using mean
days, and the same pattern is reserved with the body
surface area burns.

The patient with larger total body surface

B area burn toock longer time to reach 100 percent wound

. closure at the donor sites for both treatment groups.

The number'of»patients in each group, the n here
represents the number. of patients in each group,
except age 65 We have only three patients.

It’s large enough to make the results

- NEAL R. GROSS
| 'COURT REPORTERS AND TRANSCRIBERS
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Y meaningful.i

The only group that does
| -

not have sufficient number of patients is this one,

and that’'s the only one that didn’t come out to be

| |
significant)

large, |
!

although thefdifference appears to be

but that is only based on three observations.

Of note, this slide is the fact that OrCel

treated sites, number of days to healing remains under

!
I ‘ ;
15, except fér when patients have more than 40 percent

|
|
!

total body by

|
healing time
]

|
important.

the time to h

median here,

we see the

assessed tim?

Treatment wi

shorter time

)
T
|
‘,

Our point is  that the variability in:

rn and when we have ages'greatef than 65.

for the control treatment group is very

As we go from one subgroup to another one,

caling changes, and by the way, I'm using

which is more robust.

‘Moving to other efficacy endpoints, here

|result of analyses for investigator

to readiness for recropping endpoint.

th OrcCel resuﬂted' in a significantly

to readiness for recropping in the eyes

of the inveétlgator. Thereﬂare seven days fewer days

with réspect

mean.

to median and Five days with respect to

i
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Py-the way, we bave'censored data here, as

Depicted here are the results of rate of
The slide shows the mean

d closure in terms of centimeter squared

per day with| the study divided in two periods: day

six to 16 an

d day 17 to 32.

-

boints of interest in this slide are that,

first, the rate of wound closure for both OrCel and

/than the last part.

centimeters

centimeters

control were| faster in the first part of the study.

OrCel treated sites were six
gquare a day iﬁ the first part and four

gquare a day in the latter part, and the

control was four centimeters square a day in the first

part and two

centimeters square a day in the latter

part, and two centimeter difference in each time

point.

obtained for

healing.

to several statistical issues.

(202) 234-4433

These results strongly support the results

the primary endpoint, which was time to

Now I would like to bring your attention

These issues were
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us by FDA statisticians. All have been:

person or in writing with the FDA.

the kissue of

treatment gtaup independence, and using each patient

as its own lcontrol,

design. Usin

the design was a matched pair

g each patient as its own control reduces

the variability, which is a good thing, but with the

matched paixz

‘between the t

design,

treatment group 1is a

statistical h

groups in thi

T

are not indep

L

|
correlation b

the two treagment gfoups.'

healing, for| all three
correlation |is more than 50
investigator

T
(202) 234-4433

ypothesis tested.

we’ll lose the

fundamental

s study independent?

‘methods.

NEAL R. GROSS
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independence

reatment groups, which in general may not
‘ng if the correlatioh is negative.

'he assumption of independence between
element of a

So are the treatment

he answer is, no, these treatment groups
sndent. Here we present cofrelation for
There.is a large positive
ctween the two treatment éroups, time to

In fact, the
percent for the
and planimetric assessments.

hese correlations help to explain why we
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a small p valuk in thisfstudy partly. At
. t - N
stage of this study, the statistician

rrelation of zero, although we are saying

than .5 in many cases.
I
A correlation of zero is very conservative

émple size calc¢ulation for the study was

e zero correlation assumption, and the

lation is .5, that this may reduce the

about 40 perceﬁt.

And the bottom%line of this slide is that

s over powered‘because of the dependency
:d'healing in both treatment sides using

design.

Next is the issue of covariates. In other

nere factors which can explain away the

difference bdtween the two treatment groups?

The sponsor was asked to assess impact of

several prognostic factors, including age, race, donor

location, investigator, and| we were asked to look at

the steroids.| We looked at corticosteroid use, and we

have a limited number of patients on corticosteroid

use.

, \ ‘
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age, race, and percent total body surface ‘area burn,

came out to

presented

statistically

here, but the

be statistically significant, are

treatment remained

significant as well.

So these three Eactors, although they are
. |

prognostic factérs and imﬁortant, but they did not

explain away|the treatment leffect.

The investigator

also was there and was not étatistically significant,

and corticosteroid use

statistically

|
|
I

I was ot

significant in the presencel of other. factors. -

Here I'm presentlng ‘the subpopulation

analysis agakn for those ‘three factors that were

statistically
significance

flipping.

signifiCant% to show that that

are 1in the same direction, is not

Oﬁay. Based on our review of information

the FDA regbrding the steroid on

Oxandrolone usSage, we would ﬂike to provide the Panel

with additiona

handouts.

1 information,| which is included in our

Here I am preseTtlng to you the control
|
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1 afm times to healing with respect to those patiénts
2 who had Oxandrolone and thoée ‘who did nq£ have
3 Oxandrolone. Please look at either the median or the
4 mean of them. Those patients who are on Oxahdrolone,
5 they have larger time to healing compared to thoée who
6 did not hawei Oxéndroloneﬂ That is true in both
7 treatment grpups, in OrCel as well as control.
8 The difference is larger when we look at
9 control treatment groups. When we looked at this
10 = data, we wanted to see if there are other factors
11 involved heme other than the Oxandrolone. So we
Cf\‘ 12 loocked at age. |
13 We have 30 patients or about 30 patients
14 in this group and about 50 patients in this group.
15 The age is'larger in those patienﬁs who were using
16 - : Qxandrélone jompared to those who did not, and the
17 f ﬁotal body surface érea burn is larger in this group
18 -éomparéd to the other group. Obviously this is a
19 + paired match désign. - Therefore, the reSuits are the
20 same in both treatment groups.
21 | We looked to see how muchlthese steroids
£ : 22 ‘impact the-trLatmént effect. So we looked at the Cox
NEAL R. GROSS
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model'analysis; Yes, it'is}statiétioally significant,
but the pi  value for the treatment‘ romained
statistically significant,‘and all the steroids now is
also statistiically signifioant..

Here I'm presenting all of the steroids.
The previous slides was Oxandrolone alone.

vhen I brought into model age now, vyes,

ves, the p v§lue for steroids moved from .009 to .07.

The age is sgatistically significant. The treatment

remained significant.

i

lhen I brought total burn surface area
into model, |it’s significant,‘the age significant.
The p value |moved away from .07‘to .6 now. The
treatment‘remained significant.

‘Next, the issue of poolability. Efficacy

-on safety ana%ysis, pooled the results of 12 different

investigatorJ from different parts of the United
States, each énrolling between one and lQ»patients.

The sponsor was asked to provide evidencé
that these data were, indeed, poolable. We conducted

two analyses to provide evidence of poolability. One

‘was the Cox madel that you saw earlier, and additional

NEAL R. GROSS
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1id, and that was looking at the treatment

cor interaction, which in general no study

> detect that interaction, but anyway, the

etween .10 to .2 regardless of methods of

So we - have concluded that the

S are poolable,

And next 1s the Kappa statistics, to

assess the agreement between the methods of assessment

and also the

photographic

larger the 1!

Kappa statis

Vagréement between the ﬁhree independent
reviewers. ‘ ‘ : -
With Kappa statistics, obviously the
hppa, the greater the agreement. The

tics for methods of assessment indicated

" greater than| 72 percent agreement across the three

methods of assessment, and the Kappa statistics for

photographic

statistics,

look at, and

reviewer 1is more than 83 percent

“agreement across the three reviewers.

Here I am presenting to you the Kappa

this column.  That is more than 72

percent, regardless of which method of assessment we

here is it 95 percent confidence lower
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limit and 95 péréent upperilimitﬁ

As I ﬁentioheﬁ, there’s more than 72
percent agreement, which is the lowest  one
‘photbgraphically.

And;heré the K@ppé statistics across the
three photo reviewers. There is large agreement
between photo reviewer two and three, but in general,
we have more than 83 pe@cent agreement. The 95

percent lower limit, the 9S percent upper limit.

sponsor was gsked to perform tihe to healing analysis
using data firom only those patients thét completed
week 24 of the study, althéugh most of the patients
healed by the firstvmonth.

We have 60 patients who had week 24

assessment caompleted. Here are the mean and median

times to healing for patients that completed week 24.

,iAgain, the both medians and mean indicate that the

time to healing for OrCel treated side was

significantly.shorter that that of control sites.

Regardless of:methods of aésessment.

Also, please notgnthat data are uncensored
NEALR.GROSS
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hHere, as was

60

requested to present to the agency.
! -

Now, we will 'present a few slides on-

safety parameters. ' The safety -~

F,
ask the spo

minutes.

OrCel and co

el

assess the s
Hamilton. We

points that

f
lDR . KAZEMPOUR:,
I

NCTING C}IAIRPEHSON GALANDIUK: I’'d like to

nsor to wrap up within the next five

Thank you.

DR. PAPASTEPHANOU: Thank you
The safety profile of
itrol were similar.

e used two methods of assessment to

rar, the Vancodver Scar Scale as well as

do see difference between the three time

we assessed that, and two of them being

statistically significant, éﬁd the follow-up was not.

see the same
in the OrcCel

site.

[ |
1

{n

he second was the Hamilton Scar Scale.

_The same pattern was obserﬁéd.

signs of donor site infection, again, we
pattern was We‘saw. We do see less sign

treated site-vérsus the control treated

|
: ] ‘ . -
With respect &o adverse eventsg, both
| .
1
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treatment gides have very‘limited number of adverée

events. No s

OrCel treate
presented in

respect to
populations
Subpopulation

population wi

sites were shorter than the control sites.

d sites and 13 AE in control treated

sites. The event and'frequency and their severity are

this table¢

"onclusion.. Shorter\time to healing with

OrCel; consistent results across the
and the statistical methodology.

1s were in agreement with the overall

‘The conclusion with respect to safety,

with respect] to. scar, sigﬁificantly better scar

outcome with

OrCel treated sites compared to control

using Vancouver and Hamilton, and other safety

endpoints were similar.

we’ll gé dire

speaker.

Thank you.

DR. PAPASTEPHANOU: With your permission,

~tly to the conclusionvand,skip the next

. DR. WITTEN: Actually we are ahead of

schedule. Solit’s up to the Panel chair, but --

NEAL R. GROSS
' COURT REPORTERS AND TRANSCRIBERS

(202) 234-4433

1323 RHODE ISLAND AVE., NW.

WASHINGTON, D.C. 20005-3701 www.nealrgross.com

erious adverse events reported, 12 AE in
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ACTING CHATRPERSON GALANDIUK: Would you

conclude, please?

I

we have time
moment .
like to thank

we'’ve shown 1

that OrCel

biocompatible.

the clinical

Just a quick wrap-up then.

R. WITTEN: -- we do have time. I think

available for the other speaker.

'MR. PELTIER: Just bear with me for one

Everyone, I’'d
you for your attention. What we believe
s that in preclinical safety demonstrates

cultured skin is safe and.

¢

composite
Few adverse events were seen during

trial and were comparable for both

Bain and infection rates were low and

comparable in both treatment groups.

was seen.

The median time to 100 percent wound

a large, multi-center trial was

. statistically shorter for the OrCel product than the

cts, and in the subgroups, the same trend

Median healing times for the three methods

are presented again on the slide for you.
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In the efficacy evaluation, we showed.

significantly faster healing rates, significantly

faster readiness for recropping, and significantly

better scar

butcome.

' OrCel Composite cultured skin has been

demonstrated| to be safe and effective for the

patients.
you again.

we do have -

treatment off split thickness donor sites in burn

| That concludes our presentation, and thank

DR. WITTEN: I just want to mention that

- in terms of time, it’s up to the Panel.

chair, but we do have time for the case presentations.

'ACTING CHAIRPERSON GALANDIUK: Would you

like to present one of your case studies?

'DR. PELTIER: Dr. Glat, would you present

one of the ease studies then?:

of the Burn|

DR. GLAT: Thank you.

My name is Paul Glat, and I'm the Director

Unit and the Director of the Division of .

Plastic Surgery at St. Christopher’s Hospital for
I |

Children in!Philadelphia. I'm an Assistant Professor

1

(202) 234-4433
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st MCP Hahnemann ‘Univérsity\ and Board

general and plastic surgery.

' I was one of the principal investigators

ly, and I enrolled 16 patients in this

Let me go back. Excuse me.

- ['ve been asked to presént one of the two

patients I |prepared, and the first patient is a 75

year old Afr

ican American male who had a 25 percént

total body surface area burn. He was enrolled in the.

Augusta Me#i

patient had

flank, right

cal Center by Dr. Joseph Still. This
thermal burns to. the neck, chest, right

anterior leg, the upper bilateral arms.

The autograft thickness was taken at

12/1,000 of an inch, and the surfaée-area of the donor

sites was 144 squared centimeters for both sites.

left thigh f

iThe location of the donor sites was on the

b>r both patients.

'This is this patient at day zero. This

wasg upon apélication.of both the OrCel and the control

in the operating room. You’ll note that the OrCel has

the white,

(202) 234-4433

nonstick. backing overlying the pink
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collagen spongé, which was pléced in unison at this

time in the pperating room.

-5

taples were used in this particular

patient, which was also at the discretion of the

individual in

9

vestigators.

n the right you see the control patient

at the same time. On the left you see the OrCel site

at day number
removed.

W

seven. Here the white backing has been

hen looking at this siide, the pink areas.

are re-epithelialized while the red areas remain bpen:

A

the concept |of take.

t this point I wanted to briefly discuss

This is a terminology often

associated ' with skin grafting or other tissue

engineered wound care products.

OrCel works by the process of tissue

In this particular product, the sponge

‘1itsélf actually dissolves after three to five days
post application) and this is after it has delivered

the living}keratinocytes and fibroblasts into the

wound. In tHis way the OrCel doesn’t actually take,

! |
but actually/g

(202) 234-4433

romotes accelerated tissue regeneration.
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at day seven without any signs of healing.

left is the

66

Here you se€e it on day say again on the

that the pink sponge is actually completely'

1as been completely resorbed, and the
m  skin has begun- to re-epithelialize
this particular wound.

bn the right‘yoﬁ-see the control dressing
On the
OrCel site atvday 11.

The patient is

c-epithelialized, except for this small

area of punctate bleeding on the upper left.

Due to the strict criteria of the study-

this was rated as not completely healed, and this did

go on to be

completely healed at day 12. For a

~patient in this particular age group, 75 years, I

would consider this a good result.

Here on day 14 we see complete healing on

the OrCel_side on the'left, and of note, you notice

that the pigment of the patient is coming back into

this wound on the left already at day 14. Again, we

see the contxol‘dréSSing on the right.

On the left at the OrCel site all wound

dressings weye discontinued at this time.

NEAL R. GROSS
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Finally, this is the week 24 follow-up,
six months. I Jjust wanted to note the i&prOVed
cosmeéis in |the donor site and the OrCel site whén
compared to the cOntroi;

Should I conclude atithis‘point?

Thank vyou.

DR. PAPASTEPHANOU: ‘Thank ydu, Dr.
Galandiuk.
ACTING CHAIRPERSON'GALANDIUR;} We will now
proceed with questions of the Panel members of»thé;
sponsor. Dr DeMets and Dr. Boykin will be the lead
panel reviewers and make presentations later, but, Dr.
DeMets, since many’of the June 19th letter points
focué on statistics, would you have any questions for
the sponsor?

DR. DeMETS: Yes. Some of them have been

answered, but I still have some I’'d like some more

"clarification of.

Could you elaborate a little more on the
process at which the study was terminated, the
décision to stop at I guess it was 82 patients? There

was a_gbal to|go further, and then you stopped at 82.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
“ 1323 RHODE ISLAND AVE., NW.
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Could you j%st elaborate on that for me a bit?

MR. PELTIER: That’s correct. We stopped

at 82 patients because we had reached the seasonal

time when |burn patients were no longer being

identified in the institutions that we were working

at, and according to their previous records, it would

take us another six months to réally begin enrollment.

So we felt that stopping at 82 patients was justified

at that poih:]

who knew what when.

)

open any bli

recalculations of any type.

PR. DeMETS:

And I guess the question is.

IR. PELTIER: Well, we certainly didn’t
nds or do any statistical analysis or

We made a business

decision at that point to stop the study.

committee or

MR. PELTIER:

DR. DeMETS: Okay. Was there a monitoring

an ongoing statistical analysis process?

There was not an ongoing

statistical analysis.  We certainly did capture data

in terms of recording the size of each of the wounds.

So we‘couldi

time, but we

see by casual observation changes over

conducted no analyses. No blinds were

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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broken at that point, and it was strictly a business

decision.

DR. DeMETS: Okay. The next question was

alluded to, and it’s the:fact that you had a matched

pair design,|

which means there’s an internal inter-

patient correlation, and yéd approached that a bit.

My question

to 'you‘ is: did you try any of the

statistical methods which take into consideration the

fact that you have a within patient correlation?

DR. KAZEMPOUR: Yes, we did. One of the

analyses that we conducted was paired T tests, which

takes into account the correlation. The results were

very similar

T tests.

to results that we observed by non-paired

DR. DeMETS: So the pairing was on median

time to closure?

we conducted

DR. KAZEMPOUR: No. The pair T tests that

was on the mean basis statistics.

DR. DeMETS: Okay.

DR. KAZEMPCUR: And because we'knew that

median are less impacted, but the mean are heavily

impacted and

influenced by off-liers. Therefore, we

NEAL R. GROS‘S

(202) 234-4433
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conducted & paired T test, and that was statistically
significant, and the results were similaf to &hat we
saw in the median.

The approach_df,using median would be more
robust statiétics‘becaQSe the design was not planned
to capture every event at the moment it occurred.
 DR. DeMETS: So the test statistics that
you show in your Slide 64, which I;m not sure you have
reference tg, but it has to do with your mean_and‘
median for the treatment control with a few of those.

Those are based on paired T tests or log ranked tests

or what is the p valuation?

DR. KAZEMPOUR; All of the p values that
I presented for the median were based dn log ranked
tests. All the p values I presented were are based on
log ranked tests.

For paired T tests, we saw similar

results, but I did not present them here. They were

the ones that were submitted to the agency as well.

DR. DeMETS: Okay. This is getting
probably too |technical, but what’s the impact of the
discreteness éf thevtime at which you can determine

NEAL R. GROSS

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




D

10
11
12
13

14

15

16

17

18

19

20

21

22

whether a Mo

71

und is healed 100 percent?

' You have weekly or very frequent at the

beginning, and then you have large gaps. Can you give

some sense ©
I

that’s whaq

with?

f how the log rank test is affected sine

you’re testing your overall comparigons

'DR. KAZEMPOUR: That is very solid point.

: Obviously'When we look at log ranked tests, log ranked

is going toibe impacted by larger data points, but for
: e

example, with Wilcoxon rank tests in general was in.

agreement wi

th log ranked tests because Wilcoxon ‘is

not as influenced by the outliers out there as log

rank is. We|could use any one of them. I used log

ranked tests| because it is very common in survivor

analyses.

specify whic

I was not su

|
or your reaq
|

comparing th

sense of wha

DR. DeMETS: It would have been helpful to

h test you’fe using and which p Values.
re when I went through your presentation
ingr

You've talkediabout the Kappa statistic in
= |three reviewers. Could you give us seme

t| you think a good Kappa is and why?

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.

(202) 234-4433

WASHINGTON, D.C. 20005-3701 www.nealrgross.com




72
’ (““ _ 1 , ; DR. DeMETS: Usuaily in FDA presentation,
| 2 || - when Kappa is larger than 75 percent, people tgink it
.3 is a good KFppa.
4 . %DR. DeMETS: And why?‘ For the panelists,
5 a Kappa is sort of like a correlation coefficient, but
6 not quite.i So if you equare it, you den’t get the
7 usual inteﬁpretation, which is why I'm asking the
8 question. ﬁt's a nasty question, but you presented
9 it |
10 | $o you think that 70 percent is good
11 enough from;yeur experience? | ‘ -
<f§\ 12 » 1ER. KAZEMPOUR : That has been my
13 experience &ith the FDA panels, yes.
14 - ' 3DR. DeMETS: The iast guestion f have‘is
15 the new inf@rmation youvpresented. Without getting
16 ‘into the_discussien.that we probably wili have this
17 afternoon, you didn’t present us in the analysis where
18 f you focusedijust on -- I lost the name of the drug,
19 but at any réﬁe -- Oxandrolone, I guess.
20 ' bR. KAZEMPCUR: Oxandrolene.
21 DR. DeMETS; You lumped steroids. Now,
P 22 for me I donft know whether that is -- 1is that a
‘NEALR.GROSS
L . | COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W. .
5 (202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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t of steroids or is it just the one? 1I‘d

" be curious if that same analysis were done just with

" DR. KAZEMPOUR : I do conduct similar --

the analysis that I presented to you was

on all sterpids.

DR. DeMETS: Yes.

DR. KAZEMPCOUR: But when I brought and

present them| to our physicians, they stated, no, you

have to do i

t only on Oxandrolone.

DR. DeMETS: Okay. -

'DR. KAZEMPOUR: And the p values that came

‘up for that

did forvall‘

p values for

for Oxandrog

the same. F

are very much in agreement with when we
methods of all steroids. I can read the

you if you want me.

The p value was .0001 for treatment, and

lone alone, it was .0036. When I

introduced age, the p value for the treatment remained

or the Oxandrolone, it became .0476, and

for age it became .018, and when I brought in total

body surfac# area burn, the p value for treatment

remained .OdOl. For Oxandrolone, it became .3538,

(202) 234-4433
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lost its significance. Age became .0053, and total

body surface

area burn became .0373.

So whatever it was significant when I

looked at #ll steroids, it was also significant when

I loocked aq t
|

those tabl#s

something?‘

he Oxanerlone alone.

~DR. DeMETS:  Would it be possible for

to be copied,and presented to us for

about an hohr ago.

copies to the

‘|
1L ‘
' DR. DeMETS: Okay.

'MR. PELTIER: And, vyes,

Panel.

 DR. KAZEMPOUR: The last one was done

we'll provide

'DR. DeMETS:  The question I have with that

analysis isldid you do an interaction test, although

|
. | ‘ . :
I recognize they’re not necessarily the most powerful

thing one dan do.. Did you do it, and if so, what

happened?

DR. KAZEMPOUR: Yes, I did do interaction

analysis oﬂly‘ on -- I only conducted interaction

analysis for

I

other ones,

(202) 234-4433

the investigators, but not for every

O.
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' DR. DeMETS: I’'m just asking about this

particular drug. The treatment effect in the presence

of this drﬂgQ

I DR. KAZEMPQOUR.: No, I did not do

interactioﬂ-between this drug and the treatment, no.

Just I usedithis drug as a factor in the medel.

i DR. DeMETS: Okay. I think

care of my Questions for now.

T

Actually one

'DR. BOYKIN: Thank you.

just have a few clinical

is preclinical. I'd like

that takes

 ACTING CHAIRPERSON GALANDIUK: Dr. Boykin.

guestions.

to krnow if

|
there was any information on preclinical testing of

cellular rete

I

type of anima
D
\

we’ve done Qn~

ntion for the device.

1 model do you have in mind?

MR. PELTIER: Okay. Dr. Silberklang.

R. SILBERKLANG: By preclinical, which

R. BOYKIN: Whatever you have.
DR. SILBERKLANG: Most of the work that =

animals was done in skid mice and nude

mice. In nﬁde mice, we have some early time points

where we looked at the device in day one or day three
|
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after application; and the fuil_cellular complement

was there 24 hours later, and the keratinocytes were

ginking doWn‘to the sponge as it dissolved by three

days.

So at this point, that’s about all I can
say. We allso do have and was submitted with the PMA
evidence on| two patients wherefbiopsies were taken at
day 15 and Lj and that were usea for PCR analysis for
the presence|of the allogeneic aonor cells at 15 days
or 19-days in the case of the other patient'post
treatment, and in both cases theére were no donor cells
detected.
DR. BOYKIN: Okay. You have’ a very
complete -—i.well, aé complete as it could be --
analysis of the different groupéxof patients that were

treated with |[regards to the age of the patients, the

total body surface area of the burns. Would I get
corfect in stating that it appears that for patients

less than 12| years of age and for patients with burns

less than 20| percent, there is not a significant

population?

'NEAL R. GROSS

difference brtween the control qopulation and the CCS
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DR. KAZEMPOUR: With the 12 years of age,

right. We had limited number of patients

in those. ‘%he difference was there, but it was not

statisticall
enough patie
20 patients,
but with the
the statist@

there.

although the
less When we

could show i

than 20 perg

\e signifiéant I do3belieVe due to lack of
nts there. I do believé we have less than
even less, yeah, in the age less than 12,
total body surfacé area burn, I believe

cal significant fo& the 20 percenter is

'DR. BOYKIN: Yeah.

DR. KAZEMPOUR: ThHe reason for that is
number is small, hut the variability is
looked at that grdup. Therefore, p value

tself.

DR. BOYKIN: So the burns that were less

ent were not significantly'different?

DR. KAZEMPOUR: Burns with less than 20

different. But the age was not.:

significantly différent.

DR. BOYKIN: They were?

DR. KAZEMPOUR: They were‘significantly

The age lessg than 12
\ ‘ .

was not statistically significantly different.
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fDR.,BOYKIN: All rﬁght. - Well, we’ll get

1

. The other question.i had was more involVed

with the clinical treatment of the pétients. Do we

B

have any inﬁcrmation on what time after the burn these

grafts were|

harvested? In other words, how many days

after the p%tiént'admission were the grafts taken, and

i

if there wa% a protocol addressing that or data?

addressing ﬁhat, and I don’t believe the case report:

forms in all

check for one moment.

recorded. S

of them wer

grafting.

other thing
grafting was
debate.

camps on ho

aggressive g

(202) 234-4433

'MR. PELTIER: There’s not a protocol

cases had that inf#rmation. Let me just
| ‘

)
|
|

No, just confirmed that that data was not
ome of these burns were initial, and some

€ older burns undergoing excision and

DR. BOYKIN: Right.' wWell, you know, the
| ;
s, the timing after burn injury for

iand still is a very linteresting topic for

I ﬁean, you have some| fairly well divided

soon grafts should be harvested, if

I
|

i

. o

#afting is better, and of course, you're
‘ «

|

\

| L
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not really interested in ﬁhat”aspeCt of it.

site, but I t

. |
MR. PELTIER: Right.

IDR. BOYKIN: You'ré'looking at the donor

hink that plaYS into another part of it,

and the other issue is that of fluid resuscitation

because ‘I would assume that patients with burns

about 20 or 25 percent are all going to

need some fluid resuscitation. They are going to be

displaying spme. signs of burn shock.

They may need

variable amounts of resuscitation.

standardized

Was that aspect of the clinical treatment

in any way? And do we have information

on that particular part of their therapy?

MR. PELTIER:

I'm going to let Dr.

Grossman (phonetic) and Dr. Glat try to address that

information f
i
i
out groups of
compare_them

is at our buzx

Parkin (phonetic) formula.

br us.

R. BOYKIN: Okay.

R. GRISWOLD: All I can do is respond to
?étiénts, the ten that we provided, and
ﬁo/our standard treatment resuscitation
'n center, and that is that we use. the

fhe lactated ringers
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1 (phonetic) is our fluid of chbice. We use three to
. 2 i four cc’s per kilogram for percent body surface burn
; 3 fo£ the finst 24 hours. All of our patients»are
4 resuscitated pretty much the‘éame. We use urine
5 output of 30, to 50 cc’s an hour for adults and one to
6 two cc’s per hour, kilogram pér hour, for children,
7 and that’s‘very standard. We aon’t vary'from.that.
8 , . So in our group, that’s how our patients
9 were resuscitated. I doﬁ’t have any total vblume of
10 fluid that they received or how they comparéd to what.
11 their calculations were though. ' -
{%ﬂ‘ 12 '~ MR. PELTIER: It would be unlikely that
| 13 anybody still receiving the fluid resuscitation at the
14 time of this‘treatment anyway .
15 R DR. GRISWOLD: Very rare, yes. Very rare.
16 . DR. BOYKIN: Well, let me ask you‘another
17 quéstion while you’re there. The backing on the CCS
18 | jdréssing,was removed at day sevenf
19| | DR. GRISWOLD: That’s correct.
20 ER; BOYKIN: Now, after day seven, how do
21 you treaﬁ thdt site?
22 ‘DR; GRISWOLD: What we did is we applied
it _ | VNEAL.R,GH“DSS
i ' COURT REPORTERS AND TRANSCRIBERS
: 1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 o WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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dressing, 1liké Adéptek, and then just
dressing daily looking for heal time, the

lization.

- DR. BOYKIN: 8o you covered it completely?

DR. GRISWOLD: Yes:
DR. BOYKIN: And how did you treat the --
the control site similarly?

DR. GRISWOLD: Well, the Biobrane adheres

to the wound| and peels off similar to the fine mesh

gauze dressings like Xeroform or Scarlet Red. So that .

was as the dressing peeled off, and it looked like

epithelialization underneath.

DR. BOYKIN:

No, but did you cover the

Biobrane dregsed area?

DR. GRISWOLD: No, sir.

DR. BOYKIN: Okay. The many places in

which we would put Adaptek four—by—fours‘and ABD pads

"over that to

area becomes

reduce the amount of evaporation. If that

very dry and desiccated, of course, the

healing is going to be slowed down significantly.

you did, but

(202) 234-4433

I'!m not saying that’s an issue with what

is everybody on the same wave length?
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the investigators leaving the Biobrane

' DR. GRISWOLD: I’'d have to bow to the

study coordinators.

'MR. PELTIER: Yes.

All of the study

investigators treated the sites the same. So at day

seven, the b

acking from the CCSisite was removed, and

the Biobranb once any drainagé or exudate stopped,

l

then the Bipbrané was left open, but as‘long as the

wounds were

wounds were |

right now.

1

of corticost

treatment.

‘who did rece

exudate -- exudate was present, then the

govered with an absbrbent dressing. -

DR. BOYKIN: Okay. That’s all I have for

{ACTINGJCHAIRPERSON GALANDIUK: Dr. Chang.
DR. CHANG: One of the exclusiong was use

eroids within 30 days of‘initiating the

Can YOu ‘amplify§ the rationale for

: including some patients, I believe 30 within the group

ive steroids?

MR. PELTIER: Right. I will give you a

brief explan?tion and then éerhips a little bit more

information on the Oxandrolone group.

(202) 234-4433
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The‘cortiCOSteroidb, both the prednisone
asone patients, were excluded, were to be -

1 were excluded fryom the analysis. We

.

jer the same corticosteroid effect for the

3

patients, and so @hey were not excluded

from the study nor from the analysis until we received

information

|
analysis tha

from Dr. Bovkin wﬁere we then did the

£t way.

But I would like to have Dr. Grossman -

Dr. Griswolﬁ'respond to that quéstion from a clinical:

perspective.

from Texas T
. 1

Oxandrolone

nutritional

as well.

‘DR. GRISWOLD: Again; I'm John Griswold

ech. University in iubbock, Texas.

‘The Oxandran or Oxandrolone patients, the

is something that we do use more from a

support, anabolic protein, anabolism

We did not feel that that would

negatively impact the study, and it‘s very routine for

‘ ’ . i
us to put patiients who are older or larger burns on

Oxandrolone and didn’t feel that}that was a deterrent

ﬂlng or the dressinﬁ aspect.

]
I| can’t respond \ to any of the

NEALR.GROSE
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dexamethasone or predisilone (phonetic) patients. We

don’t use thHat routinely in ourx unit.

' IMR." PELTIER: Okay,
to that, it !was a matched pair
were any impact, it would have

treatment groups.

do you have{any other questions:?

ﬁR. CHANG: No.
ACTING‘CHAIRPERSON
Diegelmann.

‘DR. DIEGELMANN: A

guestions.

and again, just to add
design. So if there

been seen across both

- ACTING CHAIRPERSON |GALANDIUK: Dr. Chang,

?

GALANDTIUK: No? Dr.

couple of technical

site?

During the production of the OxrCel,

presumably it/'s cultured in the presence of serum when

the cells are

seeded there. What tests were done to

see how much the serum cytokines, TGF beta, PPGF, are

MR. PELTIER:

Silberklang to address that.

Vice Presiden

(202) 234-4433

DR. SILBERKLANG:

.carried onto the product when it!s placed on the donor

Okay. I'm going to ask Dr.

I'm Mel Silberklang,

L of Research and Development, and I’'m

NEAL R. GROSS
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the one who presented those slide oh cytokine

production.

All of the data that you saw subtracted

out with serum effect since we’ll be using condition

medium, in fact, the serum contribution 1is fairly

small; and ot
rinse which'h

to packaging

1r serum is diluted out by a protein free

1aS been validated as the last step prior

So whatever we measured initially, which

is a few percent of the total that is diluted out, .

another ten to 100-fold during that final rinse. So

it’'s a very low level contributed by the serum.

can extract o

DR. DIEGELMANN: That’s the level that you

Ut of the matrix. Were any tests done to

see what stuck to the collagen matrix because collagen

has an affinityrto bind to these materials?

matrix. We’

DR. SILBERKLANG: No.

At this point we

vhave not directly looked at cytokines bound to the

‘collagen matrix or proteins bound to the collagen

ve only seen what we can wash out by

extensive washing of the collagen matrix.

‘DR. DIEGELMANN: In the slide that

NEAL R. GROSS

| COURT REPORTERS AND TRANSCRIBERS
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describes the‘cytokiné:proauction by the co-cultured

cells did you

such as IL-I|

DR. SILBERKLANG: Yes.

also examine prone planitory mediators,
IL-8, TNF?

We looked at IL-1.

We looked at |TNF. We did not look at IL-8. We looked

at IL-6. All

that produced the level of IL-1 alpha is

in approximately‘the range of normal wound healing.

Less than 10
the median,

detection l;m

harvested med

picagram per mL is what we harvest from

The TNF alpha is essentially the
it. So there’s almost none. The-IL—G is.
level appfoaching an nanogram per mL in

ia toward the end of the culture period.

DR. DIEGELMANN: Okay. Thank you.

ACTING‘ CHAIRPERSON  GALANDIUK: Dr.
McGrath.

‘DR;x McGRATH : I have a couple of
questions, and ‘they’re not very sophisticated

this product.

chose seven ‘d

W

need you to walk me through how you use
In other words, you put it on and you
aYs as the day'when you woﬁld take off
?ing:

hy seven days?
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 DR. SILBERKLANG: Most of the decisions

le for this pivotal trial, if you'noticed,

c up -- when Dr. Papastephanou, our

President, put up the slide of the history of the

product. There were previous clinical trials. For

the most part, small cohorts of patients were tested,

and over the experience both with Epidermolysis

Bullosa patients, burn patients, and the first cohort

of donor sit

e patients, it was found that that’s an

appropriate time for addressing change.

. And since it was an appropriate time for

addressing c

hange, and since it was an appropriate

time for addressing change, it became the first’

observation point.

DR. McGRATH:

So it just happened de

facto. There’'s no --

the earlier

attempted to

MR. PELTIER:

Let me add to it. During
studies, we did find that when you

rémove the'dressings, and we looked at

attempting to remove the dressings beginning earlier

than seven days, that the backing would not just peel

off because there had not been a sufficient amount of

NEAL R. GROSS
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re-epithelialization.

When we conducted this trial, we began

looking at 72 hours postoperatively and then every 48

hours after that to determine whether the wounds had

100 percent :

re-epithelialized. If the backing easily

came off before day seven, it would have just come

off.

off because

the backing,

So at day seven if it had not already slid
you had good re-epithelialization under
‘then at day seven we attempted to remove.

cases at day seven, it may not have been

-ready to come off because there was not complete

then it would be removed after that.

DR. McGRATH; Now, . this re-

epithelialization at that point, you’re talking under

the backing.

 epithelialized? Which set of cells?

Do you have any histology? What’s re-

A donor or

DR. SILBERKLANG: If I could make a .

comment, again, we do not have a lot of histology on.

the donor side trial that you see before you, but we

did have a lot of histology on a burn patient trial

NEAL R. GROSS

(202) 234-4433

COURT REPORTERS AND TRANSCRIBERS
) 1323 RHODE ISLAND AVE., N.W.

WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10
11
12
13

14
15
16

17
18
19
20

21

22

that we did 1

the burn pas

ability‘to i

that we don

89

|

n the past,‘aﬂd that epithelialization is
tient’s own cells to the best of our

nterpret those results.

DR. McGRATH: Okay. Now, absent the fact

t have it for this study, what’s the

purpose of the keratinocytes if by five or seven days

it’s the pa

seeding it wi

could make t

ini

product

ient’s own donor cells? Why are you

th keratinocytes?

DR. SILBERKLANG: The best comment that I

tially other forms of product were

cohsidered like keratinocyte only, fibroblast only by

Dr. Eisenberb,

which didn’'t work for his indication.

they weren’tipotent, and the most potent was the co-

cultured pro@uct.

qd—cultured

that they aré
|

and that what

to be differ

most potent

; tried by showing cytokine profiles of
wersgs'monocultured p:oduct-to indicate
| different and that they’re not the same
they contribute to a wound bed is going

ent, and so we believe that this is the

form of the product, and that’s why we

produced it that way.

(202) 234-4433

NEAL R. GROSS
. 'COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D.C. 20005-3701

www.nealrgross.com

> that is that in the development of the.




10

11

12

13

14

15

16

17

18

19

20

21

22

I think this

) ! N

90

DR. McGRATH: But you don’t even really

know how long those donor keratinocytes last. There’s

no histology

have specifi

keratinocytes last other than what I

previously t
animal studi
three days.

indication h

the handling
different ki

biobrane at :

on that?

DR. SILBERKLANG: Aﬁ this point we do not
¢ data to say how many days the donor
responded
© a previous question, which is that in
es we know that they’re still there for
We do‘not know in this pafticular human
ow long they last.

DR. McGRATH: Tell me a little bit about
; of the Biobrane becausé-it’s.just a
You chose to remove the

nd of product.

n certain date. How did you decide about

when the Biobrane came off?

manufacturer

MR. PELTIER:

We aétually followed the
's recommendation in clinical practice.

was presented a little bit earlier by Dr.

Griswold. What happens is the Biobrane forms an

attachment a
place, as ti

sheds off.

- the surface area, and as healing takes
ssue is re-epithelialized, the Biobrane
So it doesn’tvcome off by peeling it off

NEAL R. GROSS
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As epithelial islands or as migration

of epithelial cells move towards the center, pieces of

the dressing

are able to be peeled off. So that’s

generally how it’s done.

DR. McGRATH: So when you were doing your

study and you were measuring how much healing was

going on on the control side, what were you looking

at? Were you

looking through the Biobrane that was on

there or under the Biobrane or at the Biobrane that

had peeled of?

Very specifically, because it’s such &

different way to remove it.

touched on a
weré doing
appearéd unhe
loocking at th

up the dressi

MR. PELTIER:

Right, aﬁd. I think vyou
11 three areas. What the investigators
yas looking‘at those areés that still
aled by iooking throﬁgh the dressing and

ose areas that appeared healed by peeling

ng where they could or where the dressing

had already been removed or sloughed off.

And the only area measured as unhealed was

what was observed through the dressing as unhealed.

DR. McGRATH: And the assumption was made

NEAL R. GROSS |
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that what wap still stuck was still unhealed?

MR. PELTIER: I think, again, it’s more of

a clinical observation, and I'm going to have Dr. Glat

respond to that.

DR. GLAT:

DR. GLAT: We attempted to --

MR. PELTIER: Just introduce yourself.

I'm sorry. Paul Glat again.

I'm one of the investigators in this study from MCP

Hahnemann University in Philadelphia.

- We attempted every two days after the

seven day to attempt to determine compleﬁe healing and

how that was
be peeled up

peel off, anc

done is the edges of the Biobrane would
and trimmed until they would no longer
1 those areas were considered unhealed.

\t times you were able to actually peel

off some areas, and you would cause some bleeding or

you would find that that area was not unhealed, and

‘that was also determined to be unhealed in those

well. So it was either areas where it

was seen not to be healed when it was removed or where,

it was adherent.

DR. McGRATH: You made a differentiation

'NEAL R. GROSS
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‘in your protocol about a difference between readiness

for recropping and actual recropping. Readiness’
for -- what was the difference here?
MR. PELTIER: Again, readiness for

recropping was a clinical evaluation by each

investigator,

and I'd like to have Dr. Glat address

that one again for you.

DR. GLAT: Basically we were just asked to

determine if |lwe felt that the area could be recropped

if needed, and that was when at that point we would

say, vyes, it |is ready for recropping. -

1

never personally recropped any patients

and did not need to reuse that, and I'm not sure of

the total number in the study, but it was very few, I

believe may be two that were actually recropped.

DR. McGRATH: What 1is your definition

though.of readiness for recropping?

DR. GLAT: It was a clinical‘decision

based on the pliability and the thickness of the skin

and whether you felt that that area could be reused to

be as anotherx

area of burn.

(202) 234-4433

split thickness skin draft in another

It was relatively subjective.
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t understand that.
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Okay. ' Thank

I do have another question that’s a little
odd. I'm curious about the neonatal foreskin. How do

What’s the consent process on it?

Do you pay the mothers who do this and then,havé the

blood test afterwards and so forth?

donor. It’'s

DR. SILBERKLANG: Yes,

we do pay the

a nominal amount. We have a formal

where the donor consents to what would

have normally been a discarded tissue to be used for

this application,

and the mother donsents to have

blood tests done, and we pay an additional amount at

the end of six months if all tests have passed and the

cell lines are cleared for use in production. And

that’'s just the format that we’ve devised.

MR. PELTIER:

payment at |the end of gix months

additional evaluation of blood.

is

Right, and that additional

to do an

So the mother gets

tested at zero time and at six months following the

harvesting of

(202) 234-4433

the foreskin.

R. McGRATH: Thank you.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D.C. 20005-3701

www.nealrgross.com




10
11
12
13
14

15

16

17
18
19
>20
21

22

95

ACTING cﬁAfRPE‘RsoNGALANDIUK: Ms. Brown,
do you have jany questions? .

MS. BROWN: I havé no questions.
ACTING.CHAfRPERSON GALANDIUK: I have one
question for|the sponSof} Initially it was stated,.I
think, under the safefy‘ portion that one of the
advantagesvﬂbuld be thaﬁ the healed area would be
ready for recropping and would be durable as such.

Why were only three patients recropped?

- Were that many smaller burns included in the study?

That seemed a very low number. ' | _ -
MR. PELTIER: It wasn’'t based on the size
of the burns |per se. It was a clinical judgment made

by each investigator. So even in those areas where

“there were large burn surface areas, those

investigato;s chosen not to reuse the donor site or
not to reuse the treated site as a new autograft site.
ACTING CHAIRPERSON GALANDIUK: And
secondly,vtherebwas one patient who had a rash for two
moﬁths in thevvicinity where this was applied, and it
was initially said to be‘ due to the compression

garment that was applied to the patient, but it was

NEAL R. GROSS
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initially treated with antibiotic ointment.

made of that

investigator

Dr. Glat can

garment, whi
like a heat

clinic, but

Were any cultures or any other assessment
site?

MR. PELTIER: I believe vwe‘ have the
here 'who had that patient. So I think
present that to us.

DR. GLAT: That particular trial had what
1S a pustular rash underneath the pressure
ch we now féel was probably just something

rash. It was initially treated in the

with topical antibiotics, and then just

once 1t resolved relatively quickly, Jjust with a

moisturizing; ointment, but we never did culture

anything at

all, no.

ACTING CHAIRPERSON GALANDIUK: But it

persisted for two months?

significant

time.

the panelvme

DR. GLAT: I believe it was just a very

~.mild -- as it was resolving over time, it wasn’'t a

:1inicalvproblem for the child over that

ACTING CHAIRPERSON GALANDIUK: Do any of

mbers have a question? Dr. DeMets.
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I have a follow-up question to the

evaluation by the three panel members that reviewed

things. It

would be my guess that it would not be.

mean, these look different. I presume

when they were scoring, reviewing, they could make a

pretty good guess as to whether this was your product

or the'control.

process took

Can you sort of walk me through how this

place and what bias might or how the bias

.might have been eliminated, I gueés, is my question. .

MR. PELTIER: Okay. Well, let me talk to

you about the three masked evaluators. As we

indicated, they were hired by a third pafty. There

was no knowledge as to who the sponsor of the project

was, nor what dressings were being studied.

¥

blinded revis

Vhen the photographs were presented to the

aWers, they were independently presented

‘to each reviewer separately, and they were not given

the photographs that demonstrated the_ product in

place, in other words, at‘thebzero time. -

seven forward.

Photographs were then presented from day

So it would have been somewhat

NEAL R. GROSS
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ret not impbsSible, to say that the two

sides were different, but not knowing really which

dressing wasg which because we didn’t provide that

information.

you through

think it was

ACTING CHAIRPERSON GALANDIUK: Well, 4if
these Were‘Biobranes'stuck on one, you'd
the --

VR. PELTIER: Yes, and T would think that

if someone were very familiar with Biobrane, that they

could tell.
new product.

sponsor or

reviewing wo

gquestion.

But, again, they didn’t know they were.

doing an evaluation for a clinical study to approve a

They weren;t given information about the
the other product. They were just
und healing slides in random order.

ACTING CHAIRPERSON GALANDIUK: Dr. Chang.
DR. CHANG:

Can you -- this is a simple

Is it known whether or not the eight

patients in| the initial pilot: study received

Oxandrolone

or any steroid?

MR. PELTIER: The same exclusion criteria

was there in|the study. I don’t have knowledge off

the top of my head if they received Oxandrolone or

(202) 234-4433
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examination,

ACTING

S99

CHAIRPERSON GALANDIUK: Dr.

Diegelmann, do you have aﬁy last questions?

DR. DIEGELMANN: Yes. One of your

efficacy endpoints is that there was no moisture

investigator

dressings thg

the product.

n

layer indica
continuity ac

moisture pres

testing in us

evaporation?

testing done.

ACTING

McGrath, any

MR. PELTIER:

detected. How was that pursued?

MR. PELTIER: Clinical observation by the

looking at the wound surface during his
as well as ilooking' at the absorbent
t were initially applied over the top of
o if you had a nice, ary, opalescent
tive of a stratum corneum that had
ross the wound and there was no surface

ent, it was a clinical evaluation.

DR. DIEGELMANN: Was there ever any

ing instruments that could detect vapor
There was no MVTR type

CHAIRPERSON GALANDIUK: Dr.

Sther questions?
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DR. McGRATH: No.

100

ACTING CHAIRPERSON GALANDIUK: No. Well,

then we willl now break for lunch, and we will

reconvene at

recegsed for

same day.)

(202) 234-4433

1:30.
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(Whereupon, at 12:19 p.m., the meeting was

lunch, to reconvene at 1:30 p.m., the

www.nealrgross.com




