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1 P-R-O-C-E-E-D-I-N-G-S 

(lo:31 a.m.) 

3 DR. KRAUSE: Good morning, everyone. 

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

General and Plastic Surgery Devices Panel. 

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

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

8 reviewer in the Plastic and Reconstructive Surgery 

9 Devices Branch. 

10 I'd like to remind everyone that you are. 

11 requested to sign in on the attendance sheets, which 

12 are available at the tables just outside the doors. 

13 Also, you may pick up an agenda, a Panel meeting 

14 roster, and information about today's meeting at the 

15 table. There also should be copies of the panel 

16 questions. 

17 The information also includes how to find 

18 out about future meetings, future dates, and using the 

19 

20 

21 

22 

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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1 

2 

the record: deputization of temporary voting members' 

statement and the conflict of interest statement. 

3 I'm going to start by reading the conflict 

4 of interest statement 

5 

6 

The following announcement addresses 

conflict of interest issues associated with this 

7 meeting and is made part of the record to preclude 

8 even the appearance of any impropriety. To determine 

9 

10 

11 

12 

if any conflict existed, the agency reviewed the 

submitted agenda for this meeting and all financial. 

interests reported by the committee participants. - 

The conflictofinterest statutes prohibit 

13 

14 

15 

16 

17 

18 

special government employees 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 

19 

20 

21 

22 

interest of the government. 

Therefore, a waiver 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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1 

2 

Panel's recommendations. The waiver allows these 

individuals to participate fully in today's 

3 deliberations. 

4 Copies of this waiver maybe obtained from 

5 the agency's Freedom of Information Office in Room 

6 12A-15 of th e Parklawn Building. 

7 

8 

9 

I 
W 

e would also like to note for the record 

that the agehcy also took into account consideration 

of certain m'tters concerning Dr. DeMets and Boykin. 
r 

10 These panelists reported past and/or current financial 

11 interests in firms at issue, but in matters not 

12 

13 

related to tday's agenda. 0 
'I The agency has determined, therefore, that 

14 they may participate fully in today's deliberations. 

15 

16 

17 

In the event that the discussions involve 

any other pr 

0 

ducts or firms not already on the agenda 

for which an FDAparticipant has a financial interest, 

18 the participant should excuse him or herself from such 

19 

20 

21 

22 

involvement, 'and the exclusion wi 11 be noted for the 

record. 

With respect to allotherparticipants, we 
/ 

ask in the ! nterest of fairn~ess that all persons 

1 
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2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

7 
\ 

making stat.ments or presentations disclose any 

current or I revious financial involvement with any 

firm whose products they may wish to comment upon. 

The second statement that I will read into 

the record :s the appointment 

status. 

t 

to temporary voting 

Pursuant to the authority granted under 

the Medical 

I 

evices Advisory Committee charter, dated 

October 27th 

I 

1990, and as amended August 18th, 1999, 

I appoint Robert F. Diegelmann and Mary McGrath as 

voting membe s of the General and Plastic Surgery 

Devices Panel for this meeting on July 17th, 2001. 

In addition, I appoint Susan Galandiuk to 

act as temporary Chair for the duration of this 

meeting. 

I 

or the record, these individuals are 

special government employees and consultants to this 

panel or other panels 

I- 

under the Medical Devices 

Advisory Comm'ttee. They have undergone the customary 

conflict of 'nterest review and have reviewed the 

material to b considered at this meeting. 

,I d the memo is signed by Dr.. David 
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1 

2 

Feigal, Dire tor, 

c 

Center for Devices and Radiological 

Health. 

3 efore I turn the meeting over to Dr. 

4 Galandiuk, t is opportunity presents itself to do one 

5 

6 with a little plaque in thanks for 

7 

8 Witten. 

9 R. WITTEN: Yes. I'd like to thank Dr. 

10 Galandiuk fo' serving as a Panel member on our General 

11 Plastic and 1 
urgery Devices Panel for the past three 

12 

13 

14 

years. We 'really rely on our Panel members to 

contribute i 
t, eir 

h 

time and expertise to help us in 

evaluation of new products and other new scientific 

15 

16 

issues that e need advice on in the course of our 

regulatory 

17 And I also want to thank her for serving 

18 

19 

20 

21 

22 

as Acting Ch for this meeting. 

I have a plaque and also a letter from 

Dr. Suydam, our Senior. Associate Commissioner, 

for your service. 

GALANDIUK: Thank you 
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a 

13 

14 

15 

16 

17 

ia 

19 

20 ~ 

21 

22 

9 

very much. 

(Applause.) 

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

like to tur 

1 

the meeting over to Dr. Galandiuk. 

CTING CHAIRPERSON GALANDIUK: Thank you. 

iA very nice way to start a meeting. 

G ood morning. My name is Susan Galandiuk. 

r'rn a colon'and rectal surgeon and hold the rank of 

Professor of Surgery and am a Program Director and 

head of a of colorectal surgery at the 

University Louisville. 

Panel will be making -- and I'm 

Acting Chair for this meeting -- today the Panel will 

be making 'ecommendations 
4 

to the Food and Drug 

on a pre-market approval application. 

next item of business is to introduce 

who are giving up their time to help 

matters and the FDA staff here at 

m going to ask each person to introduce 

him stating his or her specialty, 

position, 

the panel, 

institution, and his or her status on 

they are a voting member, industry 

NEAL R. GROSS 
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3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

16 

17 

ia 

19 

20 

21 

22 

or consumer representative, or deputized voting 

member. 

nd I would like to start with Dr. Witten. 

Celia Witten, Division 

Division of General Restorative and 

DR. DeMETS: I'm David DeMets. I'm a 

statistician. I'm currently Professor and chair of 

the Biostatistics and Medical 

Informatics 

a 

t the University of Wisconsin in Madison. 
i 

And I'm a vo,~ing member on this Panel. 

1. 
DR. BOYKIN: Dr. Joseph Boykin, a plastic 

ently the Medical Director of the HCA 

and a Clinical Assistant 

lastic Surgery at the Medical College of 

and I am a permanent voting 

member. 

D 'R. CHANG: I'm Phyllis Chang. I'm an 

Associate P'ofessor at r the University of Iowa, 

Division of I 
J lastic Surgery, Department of Surgery, 

.~ and the sectfon of hand and microsurgery, Department 

I of Orthopedic Surgery. I am a voting member of the 

NEAL R. GROSS 
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1 

2 

6 and tissue rlipair, e and I'm a deputized voting member 

7 

a 

9 

10 

11 

for today. 

R. KRAUSE: My name is David Krause, and 

I'm the Executive Secretary of the Panel. 

/ 

R. McGRATH: My name is Mary McGrath.- 

I'm a plastl'c surgeon, 
1 

and I'm the Professor of 

12 

13 

14 

15 

16 

17 

ia 

19 

20 

21 

22 

11 

FDA Panel. 

P 

R. DIEGELMANN I'm Robert Diegelmann. 

I'm a Profe sor 

1 

of Biochemistry and Anatomy at the 

Medical College of Virginia, Virginia Commonwealth 

University. ~ My interests are in collagen metabolism 

Surgery and Director of the Division of Plastic 

Surgery at !Loyola University Medical Center in 

Chicago. 

ER. GARMAN : I'.m Tom Garman, a consumer 

representative. I'm Professor Emeritus at Virginia 

Tech. in consumer economics, and I direct research now 

for the InCharge Institute of America in Orlando, 

which is nonprofit credit counseling. 
I 

i'k BROWN: * And I'm Debera Brown. I'm a 

consultant to Fusion Medical Technologies, formerly 

the Vice President of Regulatory Affairs and Quality 
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1 Assurance fi'r Fusion Medical Technologies. 

1 
2 

3 

CTINGCHAIRPERSONGALANDIUK: Dr. McGrath 

voting member for this panel. 

4 

5 

1 S. 

i 

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

and a nonvoti'ng member. 

6 CTING CHAIRPERSON GALANDIUK: To begin 

7 with, going to be hearing from Mr. Stephen 

a 

9 

10 

11 
i 
~ R. RHODES: Good morning, and thank you; 

12 Dr. 11 
Galandiuk. 

‘I 
13 ‘i ~~ am Stephen Rhodes. I'm the.Branch Chief 

14 of the Plastic and Reconstructive Surgery Devices 

t 
15 Branch. 

16 

17 

ia 

19 

20 

2r 

22 

met on May 81 h, t 2000, at which time it recommended 

approval for Focal, Incorporated's FocalSeal 
I 

synthetic abs/orbable sealant for use as an adjunct to 

standard closure of 'air leaks during elective 

pulmonary resection. 

Tne agency approved this application on 

give the Panel an update since the 

Rhodes. 

Generaland Plastic Surgery Panel last 
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1 May 26th, 2C 

2 A ,t the last Panel meeting, the Panel also 

3 recommended; ?provalforOrganogenesis, Incorporated's 

4 Appligraf fc r use of full thickness, neuropathic, 

5 diabetic foe I Pt : ulcers of greater than three weeks' 

6 duration. 

7 tr he agency approved this application on 

8 June 20th, 2 
0 

00. 

9 I 
t”i nd at a previous Panel in March of 2000, 

10 this Panel 

Corporation' 

recommended approval of Mentor 

11 saline filled and spectrum filledbreast 

12 implants and 1 McGhan Medical's saline filled breast 

13 implants. 

14 

15 applications ( 

16 

he agency approved both of these 

on May lOth, 2000: 

'd like to make note of two personnel 

17 moves since it :he last panel meeting last May. Jim 

18 Dillard has n 1 C )ved to the directorship of the Division 

19 

20 

21 

22 

of Cardiovasl Jlar and Respiratory Devices, and Mark 

: 

1 

: Melkerson iE a new Deputy Director here in the 

Division of General Restorative and Neurological 

Devices. 
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4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

15 

16 

17 

ia 

19 

20 

21 

22 

lastly, the next meeting of the 

General Plas Surgery Panel is tentatively scheduled 

meeting. 

CHAIRPERSON GALANDIUK: Okay. We 

session of this 

I 

11 persons addressing the panel should 

speak clearly 
I 

into the microphone as the 

transcriptionist is dependent on this means of 

providing an, accurate record of the meeting. 

are requesting that all persons making 

statements the open public hearing session 

disclose not they have financial interests 

in any medic device company. Before making your 

presentation the panel, in addition to stating your 

please state the nature of your 

ince we have no formal requests to speak, 

isthere anyone who wishes to address the panel? 
0 

1. ,No response.) 
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1 

2 

3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

13 

14 

15 

16 

17 

ia 

19 

20 

21 

22 

~ 15 
I 

CTING CHAIRPERSONGALANDIUK: Since there 

are no to speak in the open public hearing, 

to the open committee discussion. 

1 e will now begin the review of the pre- 

market appr val 

:I 

application of OrCel Composite 

Cultured Skin. 
I 
k would like to remind public observers at 

this meeting~that while this portion of the meeting is 

open to pub11 c observation, public attendees may not i 
participate II 

'$ 

xcept at the specific request of the 

panel. There will be a further opportunity for the 

public to comment near the end of the meeting. 

ready to begin with the 

I 
DR. PAPASTEPHANOU: Good morning. I am 
I 

President of Ortec International. 

I would like to start by thanking the 

FDA and the for allowing us to present our data 

manufacture, 

mission is to discover, develop, 

innovative and superior 

and regeneration 
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1 

2 

of human ti 

s 

sues. 

The study that~we will talk about today is 

3 I the donor s te pivotal, 82 patients in 12 centers. 
i 

4 

5 

Preceding study were ia number of other studies 

for a total' 55 patients!. 

6 #we have also ,engaged in venous stasis 

7 

8 

ulcer studie' 'S and diabetic Ucers. So for a total as 

of last week of 214 patients. 

9 I 
~Before going into the presentation, I'd 
11 

10 

11 

like to giv: 

i 

you a quick 'historical perspective of. 

Ortec and th& product we're talking about. 
'I 

In 1971; 

12 

13 

14 

15 

16 

Dr. Eisenbe:'g 4 in Australia started research into 

alleviating Bpidermolysis B/ullosa, which affected his 

newborn son.' Epidermolysis Bullosa, as some of you 

may know, i!s a collagen disease. It is quite 

debilitating- 

17 

18 

in 1988, he was able to ,use CCS for the 

first time dn his son. In 1991, the company was 

19 

20 

'21 

22 

incorporated'in the United States, and in February of 

2001, we rece'nved an HDE forlmitten hand deformity and 

donor -sites 'in recessive ldystrophic Epidermolysis 

Bullosa. 
I 

(202) 234-4433 
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1 k oday we are seeking .for approval for the 

2 treatment of split thicknes;s donor site wounds in burn 

3 

4 

5 

6 

7 

patients. 'he presentatioin goals for the next hour 

will be an 1 'verview of the pivotal studies, 

il 

and we 

will also t'y to answer qhe FDA questions 

[ 

that we 

received. 

T 
he agenda is in front of you, but 1'11 

8 very quicklyl go over it. We'll go over the product 

9 

10 

description,! followed by clinical needs in the 

treatment of onor site wounds. We'll then go through 

11 statistical analysis, talk about 

12 fits of OrCeB, and finally have some 

13 concluding J r marks. 
I/ 

14 I would like to introduce 

15 our Vice of R&D at Ortec, Dr. Melvin 

16 

17 

18 

Silberklang. ; 

SILBERKLANG: Thank you, Costa. 

I am Vice 

19 

20 

21 

22 

President of at Ortec, and 

I'd like to t, ank FDA and the Panel members for this 

opportunity t 

1 

present today. 

By way of introduction, I am a molecular 

~. 
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1 and cell bit 

2 industrial 

3 biotechnoloc 

4 biologicals, 

5 

6 today, OrCel 

7 you can see 

8 translucent, 

9 

10 

11 

preformed bc 

coated on o: 

12 normal human 

13 in the porol 

14 keratinocyte; 

15 sponge. 

16 

17 an insulated 

18 

19 

20 

21 

22 

packaged. It 

adheres to 

hemostatic. 

1 

cassette arri 

e 

(202) 234-4433 

18 

ogist by training, and I have 20 years' 

xperience in the pharmaceutical and 

industry and the production of 

vaccines, and; cell based products. 

his is the pqoduct we'll be describing 

We removed ill of the backing so that 

he product he$e clearly. It's somewhat 

very compliant. It's a thin sheath. 

rCe1 or a combosite cultured skin is a 

ine collagen 'sponge matrix. It's gel 

2 side, and i;n the sponge we culture 

llogeneic skiri cells, dermal fibroblasts 

: aspect of tlhe sponge, and epidermal 

on the gel co+ed, nonporous side 'of the 

:Cel is ready $0 use. It's delivered in 

shipper with.4 three-day shelf life as 

requires no ransing or preparation. It 

the wound when applied, and it's 

.is is what the~package looks like. This 

es in a peelabile sterile plastic pouch. 

NEAL R. @ROSS 
COURT REPORTERS AND TRANSCRIBERS 

1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 200053701 www.nealrgross.com 



1 It's deliver d ready to use. e When the cassette is 

2 

3 

4 

opened, nonadherent blue mesh' is removed from the 

fibroblast side of the sponge. The white, nonadherent 

mesh remains; with the sponge as it's applied to the 

5 

6 

7 

8 

9 

10 

11 

wound, and the fibroblast aspect is in direct contact 

with the would when it's a$plied. i 

bhis cartoon illustrates how we put the 

product togekzher. We begin with a collagen sponge, 

which we coat on one side wilth collagen gel. Collagen 

gel here is 'shown as an o@aque layer. It's a very' 

thin layer. 

12 We then, after this preparation- step, 

13 which takes several days, we seed with fibroblasts on 

14 -- excuse me we seed with; fibroblasts on the porous 

15 aspect of thesponge and with keratinocytes on the 

16 

17 

nonporous as ect of the spqnge. 

3 : 
ifter nine days~in culture, the product is 

1 \c 4 
18 with the fibroblast having penetrated 

19 

20 

21 

22 

of the way~into the sponge, and the 

straitified on the surface, 

usually abou one and a half layers to two layers 
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/ 

20 

The biocompatibility of this collagen 

matrix was tested through the normal ~ tripartite 

testing and was negative through all of these standard 

tests. 

This is a scanning electron micrograph 

cross-secti n of the collagen sponge. 0 Note the wide 

open pores. You can see that there's a slight 

asymmetry. The smaller pore side is the preferred 

side for 1: minating 
a 

with collagen gel, and the 

10 fibroblasts are seeded on the more open side. 

11 It's approximately150 micron average pore 

12 size in this open aspect. 

13 W e utilize the standard manufacturer 

14 have extensive donor and cell line 

15 Safety testing of all biologically 

16 sourced and media, including sterility, 

17 

18 

mycoplasma, and testing for adventitious' agents, 
.-, 

including 

19 

20 

21 

22 

e use validated processes under quality 

systems, and we use extensive in-process and final 

testing. 

his is a brief summary of the safety 

i 
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1 testing of (he donor's allogeneic cells. We first 

-2 test the don r, b and since the donor is a neonate, we 

3 use a surrog te I- of the mother, and we do blood tests 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

21 

primarily for viruses as listed here, and then we also 

test the ccl s when we make frozen cell banks, and the 
t 

cells are dested for many of the same viruses, 

including microplasma, carrier Wee, 

et cetera. All of these tests are in 

FDA guidelines. 

this is a brief description of the 

manufacturin,, process, h and it's in two colors because 

we actually go through two different phases. The 

first step is that we get neonatal foreskins, which we 

atically into an epidermal and dermal 

passage to p&sage 1 and cryopreserve. 

s :owe have cryopreservedkeratinocyte cell 

line and th' e cryopreserved fibroblast cell line. 

These are ten further expanded to passage 3, and 
h 

passage 3 the ones that are tested 

extensively 's I showed on the previous slide. 

I ifter the cells pass all of those tests 
II 
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I _ 22 

1 and after a~six-month' foljow-up test on the mother, 
I I 

2 blood tests, those cells are released for use in 

3 production. 1 

4 

5 

6 

/ he actual production process is shown 

here. 

i 

Cal agen sponges are first prepared by 

lamination iith collagen gel. This takes several 

7 days. When {he sponges are ready, they are inoculated 

8 with the two cell types, fibroblast and 

9 and then cultured for at least 

10 nine days, aLd then we can ship the product anytime 
~1 

11 

12 

between nine: and 14 days of culture. 

/he final product is composite cultured 

13 

14 

15 

16 

17 

18 

skin. 

: 

lhese are the release tests that are used 

that were detailed in the PMA submission. We do an 

extensive visual inspection for appearance. 

dimensions. ~ W 

We check 

e recover the cells and check cell 

density and1 viability. We look at fibroblast 

19 

20 

21 

22 

morphology a Id keratinocyte morphology by carrying an 
n 

in-process test flask made from the same cells used to 

see the product. 
4 

1 e check for pyrogenicity, sterility, and 
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1 we check for histology. 

I 
2 IIn addition to the release testing, we've 

3 

4 

5 \ 

6 

7 

8 

9 

also extens'jvely characterized the product, and here 
~ 

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

shown in yellow and the tests 

samples shown in white. 

when it's cultured, we can 

spent culture medium and analyze it for 

We also rinse the 

10 

11 for pyrogenicity testing and an 

12 additional sterility test. 
t 

13 e can directly punch sample using a 

14 dermatology dunch the product itself. We fix some of 

15 and use them 'for formalin histology. 

16 e also can incubate those sponges and 

17 

18 

have done,so Alamar Blue as a metabolic dye so that 
-_ 

we can metabolic activity. 

19 

20 

21 

22 

And finally, we can hydrolyze the collagen 
il 

sb that by iydrolyzing the matrix, we recover the 
/ 

cells as a s&pension. We can do a cell counsel for 

viability, and we can also fix the cells in ethanol 
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and use then 

: 

for immunostqaining and flow cytometric 

ana'lysis of he two populations, the keratinocytes and 

the fibroblists. 

IWhat we've lea~rned by doing this type of 

characterization is that OrCel cells are still in the 
1 

growth phas:k; that the cells demonstrate very high 

I 
viability. /The cells are highly productive for wound 

I. healing cyto;<ines and growth factors, and that the co- 

cultured cor:.partmentalized, cells produce more extra 

cellular f ytors than either keratinocytes or 

fibroblasts /-when cu ltured alone in the same collagen 

sponge. 

pd I'd like'to illustrate that in the 

following SI ides. 
i 

First,, a histological cross- 

section, sustained with trichrome. You see that 

the fibrobl in the lower aspect have penetrated 

30 to 40 percent into the sponge in this 

c, tn the surface are the keratinocytes about 

one and a ha1 layers deep, ,and below them, if you see 

a thin blue 

: 

ine, that's the collagen gel layer. 

hen we stain ithe same type of cross- 
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1 section witch an antibody for KI-67, which stains 
I 

2 

3 

4 

5 

undergoing DNA synthesis, you see that 

to 20 percent of the nuclei in this 

15 percent overail were 

these fibroblasts that are actively 

6 

7 /on the keratinocyte side, it's usually one 

8 to five 

9 we looked at the cytokines, in this 

10 case I'm sh/wing an experimental approach where we 
7 

11 

12 

13 

cultured fibroblasts 

keratinocyte i 

only, shown in yellow: 

only, shown in red; or the usual 

product, co-culture shown in blue. And we measure 

14 II the cytokine' 
s 

indicated here on the X axis. 

15 Y iou see that there's a m.uch higher level 

16 

17 

18 

19 

20 

21 

22 

for many of the cytokines in the co- 

monoculture. The reason we have 

is because there are two different Y 

are produced in the nanogram level. 

gut in all cases, you see that the co- 

culture is more productive than the monoculture. 
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1 When we saw these different levels of 

2 production, we were interested in their biological 

3 

4 

significant and so in this 'slide I've compared our 

levels of reduction to some publications on the 

5 production tf cytokines in wound fluid as studied 

6 

7 

8 

9 

technology, and we chose these papers 

quantitative. .So we could use 

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

output per unit area and picagram per 

10 

11 

12 

A 
I nd you see that in many cases, the light: 

~ gray from th" 
7 

literature is similar to our levels of 

i3 

'14 

productivitys overall, and I'll leave it at that 

comparison. 

15 

16 

17 

18 

19 

20 

21 

22 

Finally, in conclusion, what I'd like to 
I 

say is that 1tie've shown that OrCel contains living, 

dividing ccl\-s in an open collagen matrix. I hope 

I.'ve illustrated that the OrCel product has been well 

I 
characterized, 

~~ 

and as we detailed in our PMA 

submission, is manuf$ctured under GMP/quality 

system regul using validated processes. 

I'd now 'like to introduce our next 
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speaker, Dr'.! John Griswold, who is Medical Director of 

the Burn C nter 
e 

at Texas Tech. University Health 
, 

Sciences Center. 

j R. 

: 

GRISWOLD: Thank you. 

I ood morning. My name is John Griswold. 

I'm Medical Director of a regionally designated burn 

I center and M,dical Director of Trauma Services for a 

Level I 11 tra ima center at Texas Tech. University in 

Lubbock, Te ,'as. 
? 

I am Board certified in general 

surgery and 
P 
ritical care. 

kn addition to doing a general surgery 

I residency at Texas Tech., I did a two-year burn 
'I 

fellowship a t the University of Washington. I have 

experience taking care of burn 

my research interests center around 

infection wound healing in burn patients, 

especially do or sites, and I have been involved since 

il my fellowship in a large number of studies and 

a clinical tri,ls related to dressing applications to 

! 
the healing a,pects of donor sites. 

role this morning is to discuss briefly 

the severity of burn injuries and the impact that 
II 
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donor siteshave on those burn injuries; to discuss a 

little bit I f-bout the healing concerns of donor sites 
I 

and some of(the dressing applications that have been 

used. 

There is no doubt that the burn injury is 

the most sev re and devastating insult the human body 

can endure.1 It's a physiologic stress greater than 
I 

any trauma or illness that we know, and at the basis 

J of this phy iologic stress, is the marked increase in 

metabolism, ,the hypermetabolism that these patients. 

suffer. / 
I 

suppression ihat leads to a8 marked risk of infection, 

with 
! 

n addition, they have a diffuse immune 

possib e 
I 

development of multi-organ system 

dysfunction, failure, and possibly death. 
II 

the duration and length of time of 

this strongly depends on how quickly 

the wound and in addition, many of these 

patients excision and grafting, which 

therefore 
II 

deveilopment of another wound, 

the donor sit ; that can addiadditional impact to this 

hypermetabolism and ultimate outcome. 
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1 

2 

3 

Snow, the te#chnique for donor site harvest 
I 

is standard.ized. It's probably one of ,the most 

standardized surgical techniques that we do in this 
II 

4 once the dono(r site is developed, there 

5 

6 

7 

that must be addressed. 

the donor site is extremely 

graft side 3s not painful. The nerve 

8 endings in e dermis have1 been destroyed due to the 

9 

.lO 

11 

12 

13 

14 

burn injury, 

1 

but the donor site, those nerve endings 

are irritate and so it isquite painful. 

here's an infection concern. The skin 

barrier has ) een disrupted in harvesting the skin so 

that the don'r site adds a;s another opportunity for 

I II these patien s 
II 

to develop +fection. 

15 iealing speed or -healing rate is of 

16 concern. : The rate of healing can impact the length of 

17 il hypermetabol,,sm, can impact the length- of painful 

18 experiences ., or the patient, risk of infection, a 

19 

20 

21 

2 2 

in patients'who have a burn or burned 

skin that's than unburned skin, those patients 

may needthos 

I 

donor sites recropped, reharvested, and 
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ealing time plays a major role in how 

get their wounds covered. 

'And finally, the cosmesis or appearance of 
~ 

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

good cosmet'c result, 

P- 

and this already impacts an 

already devastating cosmetically disfiguring problem 

as far as the burn injury. 

IOne day difference in healing can make a 

e in all of these issues and a difference 

in outcome. 

these 

ne of the ways that we can deal with 

is the type of donor site dressing we 

would be that ideal donor site 

first of all, as a' clinician we 

that's easy to apply in the 

These are very difficult, long 

the major burns. We want 

doesn't demand a lot of technical 

to the patient's donor site. 

e would like a dressing that requires 

the surgery. This would 
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1 painful experience. Also it's important 

2 

3 

in clinicia's' ri time at the1 bedside. 

%e certainly :would want a donor site 

4 dressing tha 

: 

minimizes pain. The painful experience 

5 not only is, an issue for the patient, but also has 

6 

7 

a 

9 

physiologic 'impact to their hypermetabolism. 

" 

e want a dressing that would speed'the 

healing process, and finally a dressing that gives the 

best appearance, texture, function, and durability of 
I 

10 the donor sii'te skin. 
il 

Basically we would like a. 

11 

12 

13 

14 

15 

16 

dressing that would return the environment as closely 

as possible the patient's natural skin. 

have been a number of dressings that 

are used in the care of donor 

the open technique has been used in the 

is would be just leaving the donor site 

17 

ia 

19 

20 

21 

22 

open to 

scabs. 

its own devices. It desiccates and 

ery painful. It almost slows or stops 

the healing 

approach to 

and this dressing application or 

is probably not used anymore. 

are impregnated fine mesh gauzes, 

and Scarlet Red. They sting when 
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1 

2 

3 

they are api lied to the fonor site and shrink when 

they dry. " 
$0 they are quite painful, at least early 

‘i 
4 

5 

6 

on .n the healing process. The wound heals underneath 

and the dressing peels off as the donor site heals. 

There are occlusive and semi-occlusive 

dressings that have been used, such as Opsite and 

7 

a 

9 

Duoderm. T ese 
'1 

certainly reduce the initial pain 

t the donor site, but the problem is that 

up underneath these dressings, often 

10 causes them 10 fall off or to leak. 
! 

They then need to 

11 be patched ~ or replaced. That can cause 1 pain 

12 

13 

experience' al s Well as increase in infection risk. 

.~' d 
Y 

there are semi-biologic dressings 

14 as Biobrane or Biobrane-L. It also 

15 x adheres to t',e wound, yet does it in a less painful 

16 way than th fine mesh gauze dressings, and it 

17 

ia 

19 

20 

21 

22 

provides a m trix or a template for keratinocytes to 4 

migrate into' and sheet over the donor site, It is 
I 

certainly one 

I 

of the more common donor site dressings 

available any appropriate for control as in this 

study. 

little more about Biobrane-L. It's 
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1 flexible synthetic silicone nylon sheet. It's coated 

2 with collagen and binds to the wound surface as I 

3 mentioned, helps to assist in hemostasis and provide 

4 that matrix 'for that keratinocyte migration. 

5 

6 

is a modified version of 

Biobrane, in theory at least, it's supposed to be 

7 a little bit, easier to use and manage. It certainly 

a conforms to i'he body contour surface, making it easy 

9 to apply. F 
3t adheres to the wound surface, 
!,I causes 

10 less pain th!it the impregnated gauze dressings. 
a 

It is 

11 

12 

13 

semi-transpaient so that the wound can be evaluated 4 

without havi,g to remove the dressing as the healing 

: 
process is ongoing, and it is porous so that there's 

14 ‘I minimal flui d accumulation underneath the dressing. 

15 4 rCe1, the product under discussion today, 

16 

17 

ia 

19 

.20 

21 

22 

I -at my cen(er had the opportunity to provide ten 

patients for /his study and have experience with those 

1 ten patients.1 We noted a number of aspects related to 

OrCel. I 
~ 
I 

r;l lirst of all, it is very easy to apply. 

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

and requires very little time. 
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1 

2 

3 

iIt requires minimal dressing changes, 
I 

really no dressing change at the wound's surface while 

~ the healing 'process is ongoing. 
~1 

4 

5 

hit provides for evaporative loss. I We saw 

no fluid acc'mulation under the dressing application. 
II 

6 

7 

a 

patients to1 rate 

: 

and preferred the OrCel very much 

during the s,,udy. 

9 

10 

11 

my experience 

1 

is that it does speed the heeling. 

process significantlybetterthanthe control Biobrane 

12 as will be 

13 

14 

15 

certainly donor site is a significant clinical 

problem in care of burn patients. There are a 

16 wide range o 
Ii 

dressings that have been used and are 

17 

ia 

19 

20 

21 

22 

healing, but in my experience OrCel did 

offer significant clinical benefit to 

the treating f donor site wounds. 

I will now turn this over to Stephen 

Peltier, Vice President for Clinical and Regulatory 

Affairs, to 
t 

iscuss the pivotal study donor site 

(202) 2344433 

certainly mlinimizes wound pain. Our 

II And probably the most dramatic aspect in 

II 

or concluding my remarks, 
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4 

5 

6 

7 

a 

9 

10 

11 pivotal protl col, ~b was time to wound healing. One 

12 hundred percent re-epithelialization was established 

13 

14 

15 

was established using a very strict 

the initial results indicated 

and led to the development of the 

16 pivotal tria!. 

17 T e objective of the pivotal trial was to 

examine the [safety and effectiveness 

i 

of OrCel in 

facilitating , imely wound closure of split thickness 

donor sites 1-n burn patients who were undergoing 

ia 

19 

20 

21 

22 

I 35 

results. 

PELTIER: Thank you, John, and good 

morning, 

his morning I"m going to review for you 

that was used in the pivotal clinical 

starting the pivotal clinical trial, we 

conducted a isingle center matched pair, 
I randomized 

study in 
I 

eig~ t h patients. $ingle applications of the 

product were1 used. 

the primary efficacy variable, as with the. 

excision 

standard 

and it was compared to a 
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a 

9 collagen mat~,ix seeded,with allogeneic skin cells and 1 

10 
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iThis slide is presented to show you the r investigatois who participated in the study and the 

sites that Garticipated ins the study. 
I 
~The next slide are the additional 

which add up to the 12 investigators in 

I 
IT he test device, as was described by Dr. 

Silberklang,!~ was forecell composite cultured skin, a 

cultured in wo distinct layers. 

II 
P 

uring the course of the trial the product 

indicated for the treatment of donor 

was used by the clinical investigators 

I according tola strict protocol. 

1 . 
4 ;lobrane was the control dressing. This 

was already described 

! 

by Dr. Griswold, a' semi- 

permeable sil'cone membrane. The product is indicated 

for the treadbent of donor sites, and it was used in 

accordance wd h the package insert that was provided 
it 

by the manufa turer. 

the control'was based on 

the 
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9 

10 

12 

16 

18 

'as it was dt 

product w, 

manufacture 

donor site, 

design, co 

Eighty-five 

clinical tr 

dramatic I 

availabilit 

able to obt 

stopped at 

an investig; 

as the prim; 

on day zero 

donor site 

donor site, 

by utilizing 

that was'prc 

(202) 234-4433 

cribed by Dr. IGriswold. Again, since the 

indicated or recommended by the 

for use in the deeper split thickness 

:his is the one chosen for the study. 

'he study design was a matched pair 

rolled, randomized, single treatment. 

jatients were ioriginally planned in the 

il. However, due to a very severe or 

crease in the patient population 

due to the seasonal variance of being 

in patients who have burn injuries, we 

patients. 

hotography and plain imagery, along with 

or evaluation of wound healing were used 

y methods. 

he schedule of visits are presented here 

The autografit was harvested, and the 

,eated. Follobing the creation of the 

le patients were randomized to treatment 

computer generated randomization scheme 

ided in a sealed envelope. 

itients were evaluated three days 

I 
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1 

2 

3 

and then 48 hours thereafter until 

healing wa documented by the investigator's 

assessment, t which time the study's schedule visits 

4 

5 

6 

7 

8 

9 

10 the time to donor site healing as 

11 the primary efficacy variable - Secondary endpoints iri 

12 the study included blinded planimetric evaluation for 

13 

14 

15 

16 

investigator assessment for donor 

site healing, and also the rate of donor site closure, 

readiness for 

recropping. 

17 

18 

to emphasize that a strict 

to in the 

19 

20 

21 

22 moisture and 

100 percent 

which was really characterized 

stratum corneum with no surface 
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~Patients were~ not considered healed if 

they were not 100 percent healed by this definition. 

1 

' afety endpoints included all adverse 

events reported in the study. Donor site specific 

adverse even-s were also evaluated. Infection pain, 

itching, breakdown. 

Iscar OUtCOme W+ evaluated by two methods. 

The first method was a Van(couver Scar Scale, which 

the clinical- investigator' assessed each patient's 

wound at thelclinical site.; Photographic assessment 

was also utilized utilizing the Hamilton Scar Scale.- 

Three blinded reviewers we&e used, and the results 

were. masked or the reviewerjs were masked. 

@Y inclusion criteria in the study 

included patients who were A2 months or older with a 

ten to 80 percent total body surface area injury. 

There was a mFnimum and maximum donor site size as you 

see up there. In the pediatric population, the 

minimum size was kept at 45lsquare sonometers, which 

would allow in a pediatric pptient for the use of one 

half of ACCS dressing. I 

~!.l sites that iwere chosen were virgin 
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NEAL R. dROSS 
! COURT REPORTERS ANb TRANSCRIBERS 

1323 RHODE ISLANb AVE., N.W. 
WASHINGTON, D.C. 200053701 www.nealrgross.com 



1 

2 

3 

4 

5 

6 

7 

8 

9 
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17 

18 

19 
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21 

22 

and they were matched anatomically. 

.014. 

ey exclusion criteria included sepsis, 

severe inhal; tion injury, 
a 

and injury severity score or 

that the patient 

icosteroid treatment within 30 days and 

o were schedul'ed for undergoing excision 

of the investigator. They were 

matched pairs so that each patient could serve as his 

or her own co 

TI o 

size, 

articulating I 

trol. 

donor sites; had to be of equivalent 

surface area, depth, and they should be non- 

contiguous areaIs. 

1 

In the event that one 

single donor ite was chosen and both dressings were 

applied, the reas were separated by a .5 sonometer 

distance utili'zing a non-stiudy donor site dressing 
t 

between them. II 
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1’ 

2 beginning, 

3 

4 

5 

sites were 

position be 

of the graf 

6 

7 were harvesi 

8 assigned tl 

9 scheme in a 

10 opened unti 

li applied. 

12 

13 

14 

15 

plain image 

only of u 

recropping. 

16 

17 ,the study. 

18 the sites wi 

19 

20 

21 

22 

fixed focal 

single lot c 

investigator 

to a standal 

(202) 234-4433 
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tandomization. As I indicated in the 

he study was randomized. The patient 

designated asp one or two by anatomic 

)re surgical procedure, before harvesting 

'he donor site/z were matched, the grafts 

d, and then the donor sites were randomly 

atment based 'on a computer generated 

sealed enveloee. The envelope was not 

the time that) the dressings were to. be. 

kaluation methods included photography, 

T, and an investigator's assessment not 

Ind healing, : but of readiness for 

I 

hotographywasistrictlycontrolledduring 

nfield Scientilfic of New Jersey provided 

h identical cameras that were set.up for 

)oints, fixed /distances, et cetera. A 

film was purchased for the study. Each 

keceived traintng and operated according 

1 'zed protocol. 
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1 

2 

LJ hen the photographs were evaluated'at the 

end of the three masked independent reviewers 

3 evaluated th e photos. They were blinded as to the 

4 treatment. ?/hey were blinded as to the sponsor of the 

5 study, and ti ,hey reviewed all photographs in random 
I 

6 order. 

7 They- 1 a so had to adhere to the strict 

8 definition 0 100 percent wound healing in order to 

9 consider a w'iund healed, and the three reviewers were 1 

10 the majority ruled. If two indicated 

11 that a wound'lhealed, it was scored as healed. If two 

12 indicated th!t it wasn't healed, it was scored as not 

13 healed. ~ 

14 Planometry was 
~1 

also tightly controlled 

15 Again, Canfield Scientific provided 

16 

'17 

this study for us. Acetate tracings 

18 

19 

20 

21 

22 

were taken b n site by the clinical investigators. 

They traced 
7 
'11 of the open, unhealed regions of the 

wound. 

was then sent to Canfield where 

masked 

was used to 

quantitative planimetric analysis 

changes in size over time and 

II 
II 
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1 

2 

3 

4 

5 

7 wound heal The investiigator did this through a 

8 physical exa ination of the wound, looking for 100 
'c 

9 

10 

11 

12 

13 

14 

provided ear~'ier. 

I 
)'he investigator also observed the wound 

5 for readinesi 

~1 

for recropping. So in addition, during 

this physic!1 

b 

exam, the 'investigator conducted a 

tactile eval ation of the bound and tried to make a 
I ~ 

15 determinatiof for the abiliity of that particular site 

16 to be able t 4 produce a viable autograft. 

17 

18 

19 

20 

21 

22 
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from which w:i k calculated a ~percent wound closure over 

time. 

!E 
~1 

ach of the staff at Canfield remained 

blinded as t18 
b 

the treatment. 

indicated, 

investigaltors' assessment, as I 

The first one was to look at 

percent wound' d closure based on the definition that I 

t this point L'd like to introduce Dr. 

Kazem from Amarex Clinical Research, who 

provided the ata management and statistical analysis 

for the pivoial study. ~ 
t 

OR. D KAZEMPOUR: Good morning, and thank 

YOU I Steve. 
~~ 
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1 il , 
'r 

y name is Kazem Kazempour. I'm President 

2 of Amarex ~Clinical Research, a Maryland based 

3 organization~which was hired by Ortec International to 

4 perform data~quality control and statistical analyses 

5 

6 

7 

for the pivo~~al trial of this PMA in front of you. 

: n terms of background, I have been 

working as a tatistician in clinical research for the 

8 last 25 yea! s, r first as a researcher, then as a 

9 

10 

university pi ofessor It working in or cooperating with 

research institutions, such as Genentech Research 

11 Institute, Notional Institutes of Health, a and other 

12 

13 

research bas,d institutions. 

1 was a statist ician and a statistical 

14 reviewer in F' A for five years, 
'P since 1990 till 1995. 

15 For the last six years, I've been working in the 

16 private sector while remaining active in scholarly 

17 

18 

activities related to clinical research. 

Efficacy analyses were conductedon intent 
I 

19 

20 

21 

22 

to treat popq ation, 
1 

per protocol population, and it 

was asked b Y FDA to look at week 24 completers 

population. 
II 

W e also conducted efficacy analyses on 
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T ' he results we obtained are robust and 

statistical methods independent. We have used 
1 

different stlitistical methods, a such as time to event 

analyses, Ka'~lan-Meier presentation of the data, log 
I7 

rank tests, to analyze the median days to healing, 

! 

and 

we use pai)ed T test, which is a mean based 

statistics. I 

d jegardless of the analysis method used and 

-the populati!n tested, 
4 

results are always in the same 

direction, a )td statistically significant results 

remain statistically significant. 

Additionally, we conducted Cox regression 

analyses as requested by the FDA statistician to see 
i 

if the covaziates recommended by the agency can 

explain away) the treatment effect, and also we 

conducted subi?opulation analyses to see if individual 
I 

subpopulation 

overall resu-:.Tisults 

may be different than the 

. 

Tie results of -these analyses, the 

covariates subpopulation, are in agreement with 
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the overall~population. 
~ 
'Finally, we looked at Kappa statistics to 

examine the between assessment methods, that 

photographic, and investigator 

assessment, the agreement between 

from all of 

we have a Kaplan-Meier graph which 

range oft days to healing for all 

right here. ~ That means one event. 
I 
I Fame patients healed after the first 

month. More of these ca;ses are for the control 
I 

As a result, the difference between 

could be exag,gerated if only mean based 

o avoid exploj.ting the difference, we 

Additionally, we 

after day 28 

Any days 

could have 

(202) 2344433 www.noalrgross.com 
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been used. I 
Iye chose day 32 to allow for weekends and 

the fact that not all patients came on day 28. 

Other days around day 28 would give 
I 

ou saw this slide earlier, but I'm going 

again because that has a major impact in 

when one used mean based 

statistics. 

stage of this study, there 

would heal by day 28. 

for the first month; 

endpoint of 100 percent 

the patient that is healed 98 percent, 

be used as the time of 

percent healed. 

A Jlthoughthatpatientwouldhealsomewhere 

between day 4 b8 and the visits that come later, 
il 

but 

still we wil, 
i 

not record that as a healed patient 

because we need to see that patient when they reach 

that, and we &ly use the data if we saw that patient. 

AI though we have 

; 

limited patients with 
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1 

'2 

3 

4 

5 

6 

this type ok scenario, 

6 

bult it did happen enough to 

tell the me n to one site and, in particular, to the 

site that the control was used. 

'Here, 

: 

to be able to see the treatment 

effects clear with the Kap$an-Meier, we present here 

the same dat that we saw, but we changed the X axis 

7 to only 32 d ys. 
b 

8 

9 

10 

patients 

method, 

slide depicts the total number of 

after day 32 for each assessment 

what we saw in the Kaplan- 

11 

12 

Meier graph. There are more patients in the control 

treated side;that would all heal after day 32. 
I 

13 4 wherefore, our approach of censoring at 

14 day 32 clearly benefitted the control arm when the 

15 

16 

17 

were used, nevertheless, and 

and presented. 

and median days to 

18 

19 

20 

21 

22 

healing using uncensored data. We present both mean 

and median, ) but the median is the more robust 

statistics as we discussed earlier. 

j_th the uncensored data, the mean 

difference b ween the OrCel and the control ranges 

I 
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results of our 

using day 32 censored data for the 

for the ITT 

population. censored data indicated that the 

CCS-3, the si heal an average of approximately four 

to six days sooner than the control, depending on the 

methods of assessment. This difference is not as 

exaggerated I s it was with the uncensored data with-1 

respect to the mean. Median remains almost- 
I 

unaffected, 
I 

T e consistent message from these analyses 

is that despi 

1 

e the methods used OrCel treated sites 

continuallyp; ovided fewer days to healing compared to 

the control tl eated sites. 
I 

N’ 
P 

w, I'm going to shift our attention to 

subpopulation analyses to demonstrate that not only 

are the resu,ts consistent across -the statistical 
I 

methodology. hey are consistent across subpopulation 

as well. 

T'is histogram presents median days to 

I 
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healing for I ~ everal subpopu~lations: 

and three ag 

surface i 

the male, female, 

groups, -the race, and three total body 

area variant categories. 

would like to bring your attention to 

the three age subgroups that we have 

as age goes up, the media days to 

both treatment groups. However, 

as patients 11 age increases, the difference in healing 

time between the two treatment groups gets larger. 

These results are from preliminary- 

assessment. Similar results were observed with 

investigator and with photographic assessments. 

Additionally, similar results were observedusingmean 

days, dJ and 7 same pattern is reserved with the body 

surface 

longer time to reach 100 percent wound 

closure at th' donor sites for both treatment groups. e 
The number ok patients in each group, the n here 

represents of patients in each group, 

except age We have only three patients. 

large enough to make the results 
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51 

~ The only group that does 
I 

II not have sufficient number of patients is this one, 

and that's dhe only one that didn't come out to be 
II 

although then difference appears to be 

at is only based on three observations. 

f note, this sllide is the fact that Or&l 

number of days to healing remains under 

when patients have more than 40 percent 

and when we,have ages greater than 65. 

the time to hiealing changes,: and by the way, I'm using 

median here , ~which is more robust . 

i .voving to other efficacy endpoints, here 

we see the ~ result of analyses for investigator 

to readiness for recropping endpoint. 

Treatment with OrCel resulted in a significantly 

shorter time 

1 

o readiness for recropping in the eyes 

of the invest gator. There dare seven days fewer days 

with respect o median and 
I 
five days with respect to 

mean. 

II 
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1 

2 well. 

~ ythe way, we have censored data here, as 

6 
3 Ibepicted here +re the results of rate of 

4 endpoints. The slide shows the mean 

5 rate of woun d closure in terms of centimeter squared 

6 per day withy the study diviided in two periods: day 
I 

7 

8 

9 

10 

11 

12 

13 

14 

six to 16 an& day 17 to 32: 

of interest in this slide are that, 

of wound closure for both OrCel and 

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

OrCeJ treated sites were six 

centimeters quare a day in the first part and four 

day in the latter part, and the 

square a day in the first 

15 part and twolcentimeters square a day in the latter 

i6 part, centimeter difference in each time 

17 point. 

18 

19 

20 

21 

22 

T 

P 

ese results stronglysupportthe results 

obtained for llhe primary endpoint, which was time to 

healing. 
II 
/I N w 
Tp 

I would like to bring your attention 

issues. These issues were 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 20005-3701 www.nealrgr0ss.com 



1 

2 

3 

4 

5 

6 

7 

8 

9. 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

I 53 

presented to us by FDA statisticians. All have been 

discussed 

treatment 

or in writing with the FDA. 

and foremost is the issue of 

independence, and using each patient 

the design was a matched pair 

design. Using each patient as its own control reduces 
I 

the variabil II 
!I 

ty, which is a good thing, but with the 

matched pair design, we'll lose the independence 

between the treatment groups, which in general may not 

be a good I the ng if the correlation is negative. 

IIhe assumption of independence between 

treatment qoup is a fundamental element of a 
, 

statistical hypothesis tested. So are the treatment 

groups in th's study independent? 

answer is, no, these treatment groups 

are not indep Here we present correlation for 

ent groups. There is a large positive 

the two treatment groups, time to 

healing, for 
1: 

all three 'methods. In fact, the 

correlation is 
II 

more than 50 percent for the 

investigator nd planimetric assessments. 

T,,ese correlations help to explain why we b 
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I 
observe such a small p valu~e in this study partly. At 

( 
the design ,stage of thid study, the statistician 

we are saying 

correlation off zero is very conservative 

size calculation for the study was 

based on zero correlation assumption, and the 

that this may reduce the 

variable by 

this slide is that 

the study was over poweredlbecause of the dependency 
II 

in the time 10 healing in both treatment sides using 

Iext is the issue of covariates. 

1 

In other 

words, are t ere 

1 

factors which can explain away the 

difference b'tween the two treatment groups? 

sponsor was,asked to assess impact of 

stic factors, ,including age, race, donor 

and1 we were asked to look at 

the steroids. We looked atcorticosteroid use, and we 
I 

have a limited number of patients on corticosteroid 

use. 
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3 

4 

5 

6 

prognostic factors, 

age, race, surface area burn, 

came out to be statistically significant, are 

presented but the treatment remained 

statistical1 significant as well. 

'0 these three 
6 

k actors, although they are 

7 prognostic factors and important, but they did not 

8 

9 

10 

11 

explain away the treatment ~effect. The investigator 

also was there and was not statistically significant, 

and corticosteroid use I was not statistically 

significant :n the presencei of other factors. 

12 

13 

14 

15 

fi.ere I'm presenting the subpopulation 

analysis aga:n for those ‘~three factors that were 

statistically significant! to show that that 

significance are in the ,same direction, is not 

16 flipping. 

17 

18 

19 

20 

21 

22 

provided by the FDA regarding the steroid on 

Oxandrolone usage, we would bike to provide the Panel 

with additional information,/ which is included in our 

handouts. 

(202) 234-4433 
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Based on our rev iew of information 

H:!re I am presetting to you the control 
P 
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I 

arm times t# healing with,respect to those patients 

I 
who had Oxiindrolone and those who did not have 

0xandrolone.i Please look at either the median or the 
I 

mean of themi. Those patients who are on Oxandrolone, 

time to healing compared to those who 

Oxandrolone., That is true in both 

treatment in OrCel as well as control. 

is larger when we look at 

When we looked at this 

there are other factors 

looked at ag 

the Oxandrolone. so we 

or about 30 patients 

and about 50 patients in this group. 

in those patients who were using 

did not, and the 

total body surface area burn is larger in this group 

compared to 1 other group. Obviously this is a 

paired match design. Therefore, the results are the 

same in both treatment groups. 

e looked to see how much these steroids 

impact the treatment effect. So we looked at the Cox 
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1 

2 

3 

it is statistically significant, 

the treatment remained 

,and all the steroids now is 

4 I/ also statist~i'cally signifioant. 
it 

5 ‘I 
P / ere I'm presenting all of the steroids. 

6 

7 

The previous 

i 

slides was Oxandrolone alone. 

hen I brought'into model age now, yes, 

8 yes, for steroids moved from . 009 to .07. 

9 The age is s"atistically significant. 
7 

The treatment 

10 remained 

11 total burn surface area 

12 

13 

into model, 't's significant, 

/ 

the age significant. 

The p value moved away from .07 to .6 now. The 

14 treatment 

15 

16 

the issue of poolability. Efficacy 

12 different 

17 

18 

19 

20 

21 

22 

from different parts of the United 

States, each nrolling between one and 19 patients. 

e sponsor was asked to provide evidence 

a were, indeed, poolable. We conducted 

two analyses One 

was the Cox mo el that you saw earlier, and additional 
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analysis we slid, and that was looking at the treatment 

by investiga! or interaction, which in general no study 

i is powered to detect that interaction, but anyway, 
it 

the 

4 p value is between 
Ii *lo to . 2 regardless of methods of 

5 assessment. ~~ 

6 

7 

8 

0 we have concluded that the 

are poolable, 

nd next is the Kappa statistics, to 

9 

10 

11 

assess the agreementbetweenthe methods of assessment 

and. also the agreement between the three independent 

photographic reviewers. 

12 w ith Kappa statistics, obviously the 

13 

14 

15 

the greater the agreement. The 

Kappa statis for methods of assessment indicated 

agreement across the three 

16 

17 

18 

methods of and the Kappa statistics for 

photographic reviewer is more than 83 percent 

agreement 

19 

20 

22 

ere I am presenting to you the Kappa 

statistics, this column. That is more than 72 

percent, regardless of which method of assessment we 

look at, and here is it 95 percent confidence lower 
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upper'limit. 

I mentione,d, there's more than 72 

which is the lowest one 

photographiciglly. 
II 

A ~ nd here the Kappa statistics across the 

three photo reviewers. There is large agreement 

between phot'I 

r? 

reviewer two and three, 'but in general, 

we have mor than 83 percent agreement. The 95 

percent limit, the 95 percent upper limit. 

ooking at completers by week 24, the. 

sponsor was asked to perform time to healing analysis 

om only those patients that completed 

study, although most of the patients 

healed by th first month. 

have 60 patients who had week 24 

Here are the mean and median 

times to heal'ng for patients that completed week 24. 
k 

Again, medians and mean indicate that the 

time to OrCel treated side was 

that that of control sites. 

Regardless methods of assessment. 

A so, please note that data are uncensored 
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here, as wasp requested to present to the agency. 

~~ 

" 

ow, we will ipresent a few slides on 

safety paratn 

r 

ters. The safety -- 

CTING CHAIRPEF$SONGALANDIUK: I'd like to 

ask the to wrap )-~p within the next five 

minutes. 

'hank you. 
if 
/bR. PAPASTEPHA$OU: 

~1 

Thank you 

IR. 

f 

KAZEMPOUR:, The safety profile of 

OrCel and co trol were similar. 

n 

Y 

'e used two methods of assessment to 

assess the scar, the Vancouver Scar Scale as well as 

Hamilton. see differeince between the three time 

points that assessed that, and two of them being 

statistical1 significant, and the follow-up was not. 

'he second was ;the Hamilton Scar Scale. 

The same patern was observed. I- Signs.of donor site infection, again, we 

see the same ;oattern was we saw. We do see less sign 

in the OrCel treated site versus the control treated 

site. I 
I 

qith respect t/o adverse events, both 
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ank you. 

D. PAPASTEPHANOU: With your permission, 

19' we'll go dire tly to the conclusion and skip the next 
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treatment sides have very limited number of adverse 

events. No serious adverse events reported, 12 AE in 

OrCel treat sites and 13 AE in control treated 

sites. The event and frequency and their severity are 

presented in this table,. 

Conclusion. Shorter time to healing with 

respect to 'OrCel; consistent results across the 

populations and the statistical methodology. 

Subpopulations were in' agreement with the overall 

population w'th respect to recropping. OrCel treated 

sites were shorter than'the control sites. 

"he conclus,ion with respect to safety, 

with respeot to scar, significantly better scar 

outcome with OrCel treated sites compared to control 

using Vancouver and Hamilton, and other safety 

endpoints were similar. 

speaker. 

DI. WITTEN: Actually we are ahead of 

schedule. So'it's up to the Panel chair, but -- 
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1 ACTING CHAIRPERSON GALANDIUK: Would you 

2 

3 

d conclude, pl,ase? 

[IR. WITTEN: -- we do have time. I think 

4 

5 

6 

we have time 

I 

available for the other speaker. 

R. PELTIER: Just bear with me for one 

moment. 

7 yust a quick wrap-up then. Everyone, I'd 

8 

9 

10 

11 

12 

like to thank you for your attention. What we believe 

'b we've shown i, that in preclinical safety demonstrates 

that OrCel composite cultured skin is safe and 

biocompatible. Few adverse events were seen during 

the clinical trial and were comparable for both 

13 groups. 

14 Pain and infection rates were low and 

15 

16 

17 

18 

19 

20 

21 

'22 

comparable i 1 both treatment groups, 

he median time to 100 percent wound 

multi-center trial was 

for the OrCel product than the 

control produ and in the subgroups, the same trend 

was seen. 

dian healing times for the three methods 

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

2 

3 

faster healing rates, significantly 

recropping, and significantly 

4 

5 cultured skin has been 

6 

7 

and effective for the 

split thickness donor sites in burn 

8 patients. 

9 ~ khat concludes ourpresentation, and thank 

10 you again. 

11 

12 

I5 IR. WITTEN: I just want to mention that 

we do have r 

13 

14 

15 

16 

chair, but w 

~I 

in terms of time, it's up to the Panel 

do have time for the case presentations. 

ACTING CHAIRPERSON GALANDIUK: Would you 

like to pres.nt one of your case studies? 

P 
~DR. PELTIER: Dr. Glat, would you present 

17 one of the 

18 

19 

20 

21 

22 

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

of the Burn and the Director of the Division of 

Christopher's Hospital for 

Children in liladelphia. I'm an Assistant Professor 
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1 of Surgery it MCP Hahnemann University' and Board 

2 certified in general and plastic surgery. 

3 was one o'f the principal investigators 

4 in ,this sty< Yf and I enrolled 16 patients in this 

5 study. 

6 [et me go back. Excuse me. 

7 've been asked to present one of the two 

8 patients I iz 

9 year old Afar 

repared, and the first patient is a 75 

-can American male who had a 25 percent 

10 total body s1 rface area burn. He was enrolled in. the 

11 Augusta Me i d 

12 patient had1 

13 flank, right 

14 

15 
I 

12/1,000 Oft? 

16 sites was lb 

:a1 Center by Dr. Joseph Still. This 

:hermal burns, to the neck, chest, right 

anterior leg, the upper bilateral arms. 

'he autograft thickness was taken at 

n inch, and,the surface area of the donor 

squared centimeters for both sites. 

17 'he location of the donor sites was on the 

18 left thigh f lr both patients. 

19 

20 

21 

22 

was upon appl 

in the operat 

the white,~ 

'his is this patient at day zero. This 

ication of both the OrCel and the control 

ing room. You'll note that the OrCel has 

nonstick backing overlying the pink 

(202) 234-4433 
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1 collagen spc 3r lge, which was placed in unison at this 

2 time in the- sperating room 

3 taples were used ,in this particular 

4 :h was also at the discretion of the 

5 

patient, wh 

individual i vestigators. 

6 
P 

n the right you see the control patient 

7 at the same: tk. ime. On the left you see the OrCel site 

8 at day numbe r seven. Here the white backing has been 

9 removed. 

10 hen looking at this slide, the pink areas 

11 are re-epith Lialized while the red areas remain open; 

12 t this point I wanted to briefly discuss 

13 

A 

C If take. This is a terminology often 

14 

the concept, 

associated ith skin grafting or other tissue 

15 engineered + lnd care products. 

16 rCe1 works by the process of tissue 

17 regeneration d In this particular product, the sponge 

18 itself actua ly dissolves after three to five days 

19 

20 

21 

22 

post applica ion, and this is after it has delivered 

the living ,: 3ratinocytes and fibroblasts into the 

wound. In t: i 
E 
j 

B 
1 

-s way the OrCel doesn't actually take, 

but actually~ romotes accelerated tissue regeneration. 
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2 

3 

4 

5 

6 

7 

8 

9 

10 

11 lb ue to the strict criteria of the studyi 

66 "... .‘ 

kere you see it on day say again on the 

left, that the pink sponge is actually completely 

been completely resorbed, and the 

patient’s skin has begun to re-epithelialize 

diffusely particular wound. 

the right you see the control dressing 

at day seve without any signs of healing. On the 

left is the OrCel site at day 11. The patient is 

completely r -epithelialized, except for this small 

area of bleeding on the upper left. 

12 this was ratdd as not completely healed, and this did 

13 go on to be completely healed at day 12. For a 

14 

15 

16 

17 

18 

19 

20 

21 

22 

patient in dhis particular age group, 75 years, I 

would consider this a good result. 

ere on day 14 we see complete healing on 

the OrCel ~ si e on the left, and of note, you notice 

that the pig ent 

this wound o n 

of the patient is coming back into 

7 
the left already at day 14. Again, we 

see the contdol dressing on the right. 

n the left at the OrCel site all wound 

dressings we e discontinued at this time. 
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1 

2 

6 

7 

8 Galandiuk. 

9 

12 

13 

14 

proceed with 

sponsor. Dr 

panel reviews 

DeMets, sine 

focus on stat 

15 the sponsor? 

16 I 

17 answered, bul 

18 

19 

20 

clarificatior 

C 

process at 

21 

22 

six months. 

cosmesis in 

compared to 

decision to s 

was a goal to 

F 

t 

r 

- 
A( 

3Y 

e 

:i 

IF 

.L 

t 
C 

: 

( 
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inally, this 'is the week 24 follow-up, 

I just wanted to note the improved 

:he donor site and the OrCel site when 

he control. 

hould I conclude at this point? 

hank you. 

R. PAPASTEPHANOU: Thank you, Dr. 

STING CHAIRPERSONGALANDIUK: We will now 

questions of the Panel members of the. 

DeMets and Dr. Boykin will be the lead 

:s and make presentations later, but, Dr. 

many of the June 19th letter points 

.stics, would you have any questions for 

t. DeMETS: Yes. Some of them have been 

I still have some I'd like some more 

of. 

)uld you elaborate a little more on the 

hich the study was terminated, the 

op at I guess it was 82 patients? There 

go further, and then you stopped at 82. 
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1 

2 

3 

4 

5 

6 

7 

8 

ding to their previous records, it would 

six months to really begin enrollment. 

So we felt stopping at 82 patients was justified 

9 

10 

11 ‘” R. DeMETS: And I guess the question is 

who knew whal when. 
F 

12 '@. PELTIER: Well, we certainly didn't 

13 open any bli/nds or do any statistical analysis or 

14 

15 

of any type. We made a business 

point to stop the study. 

16 R. DeMETS: Okay. Was there a monitoring 

17 

18 

19 

20 

21 

22 

committee or 

P 

n ongoing statistical analysis process? 

MR. PELTIER: There was not an ongoing 

statistical nalysis. We certainly did capture data 

in terms of r cording the size of each of the wounds. 

So we could~ 1 ee by casual observation changes over 

time, but we conducted no analyses. No blinds were 

68 

Could you jl 

:i 

st elaborate on that for me a bit? 

MR. PELTIER: That's correct. We stopped 

because, we had reached the seasonal 

patients were no longer being 

institutions that we were working 

NEAL R. GROSS 
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1 

2 

broken at that point, and it was strictly a business 

decision. 

3 

4 

5 

6 

7 

8 

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 cor,relation, and you approached that a bit. 

My question to you is: did you try any of the 

statistical methods which take into consideration the 

9 fact that you have a within patient correlation? 

10 

11 

12 

13 

14 

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

analyses we conducted was paired T tests, which 

takes into account the correlation. The results were 

very similar zo results that we observed by non-paired 

T tests. 

15 

16 

R. DeMETS: So the pairing was on median 

time to clos 

17 

18 

The pair T tests that 

we conducted as on the mean basis statistics. 

19 

20 

21 

22 

KAZEMPOUR: And because we knew that 

median are but the mean are heavily 

impacted and 'nfluenced by off-liers. Therefore, we 

NEAL R. GROSS 
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6 

8 

16 

18 

conducted a 

significant, 

saw in the I-I 

robust stati 

to capture E 

you show in 1 

reference tc 

median for t. 

Those are ba, 

or what is t 

I presented 

tests. All t 

log ranked tt 

1 

results, but 

the ones that 

I 

probably too 

discreteness 

(202) 234-4433 

P aired T te'st, and that was statistically 

and the results were similar to what we 

:dian. 

70 

'he approach of using median would be more 

itics because the design was not planned 

.ery event at the moment it occurred. 

IR. DeMETS: So the test statistics that 

>ur Slide 64, which I'm not sure you have 

but it has to do with your mean and 

e treatment control with a few of those. 

ed on paired T tests or log ranked tests 

e p valuation? 

R. KAZEMPOUR: All of the p values that 

or the median were based on log ranked 

.e p values I presented were are based on 

3ts. 

>r paired T tests, we saw similar 

: did not present them here. They were 

were submitted to the agency as well. 

E. DeMETS: Okay. This is getting 

:echnical, but what's the impact of the 

If the time at which you can determine 
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1 whether a wc 

2 

3 beginning, a 

4 

5 

some sense 1 

that's what~ 

6 with? 

7 

8 Obviously wh# 

9 is going to i1 
I 

10 example, wit 

11 agreement wi 

12 

13 

not as infll 

rank is. We 

14 ranked tests 

15 

16 

analyses. ' 

~1 

17 specify which 

18 I was not sy 

19 

20 

21 

22 

or your rea ~' dr' 

my 
comparing the 

sense of wha 
I 
t 

(202) 234-4433 

Ind is healed $00 percent? 

lou have weekly or very frequent at the 

Id then you have large gaps. Can you give 

! how the log rank test is affected sine 

you're testing your overall comparisons 

)R. KAZEMPOUR: That is very solid point. 

n we look at log ranked tests, log ranked 

3 impacted by larger data points, but for 

1 Wilcoxon rank tests in general was in 

:h log ranked tests because Wilcoxon is 

:nced by the outliers out there as log 

could use 'any one of them. I used log 

because it is very common in survivor 

R. DeMETS: It would have been helpful to 

test you're using and which p values. 

t when I went through your presentation 

ng. 

)u've talked about the Kappa statistic in 

three reviewers. Could you give us some 

you think a good Kappa is and why? 
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2 

R. DeMETS: Usually in FDA presentation, 

when Kappa people think it 

3 

4 R. DeMETS : And why? For the panelists, 

5 a Kappa is s,ort of like a correlation coefficient, but 

6 not quite. SO if you square it, you don't get the 

7 usual interpretation, which is why I'm asking the 

8 

9 

question. s a nasty question, but you presented 

it. 

10 think that 70 percent is good 

11 enough from; J I 
our experience? 

12 

13 

'R. 

: 

KAZEMPOUR: That has been my 

experience w'th the FDA panels , yes. 

14 R. DeMETS: The last question I have is 

15 

16 

17 

18 

19 

20 

the new 

into the 

you presented. Without getting 

that we probably will have this 

didn't present us in the analysis where 

1 lost the name of the drug, 

I guess. 

KAZEMPOUR: Oxandrolone. 

I 
DeMETS: You lumped steroids. Now, 

for me I do h 
Ii 

t know whether that is -- is that a 
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1 

2 

3 

bushel basket of steroids or is' it just the one? I'd 

be curious 'if that same analysis were done just with 

Oxandrolone. 

4 

5 

DR. KAZEMPOUR: I do conduct similar -- 

the analysis that I presented to you was 

6 

7 

8 

R. DeMETS: Yes. 

KAZEMPOUR: But when I brought and 

9 

10 

11 

12 

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

'L 
have to do ii only on Oxandrolone. 

Ii IR. 

I 

DeMETS: Okay. 

R. KAZEMPOUR: And the p values that came 

13 up for that Q re very much in agreement with when we 

14 

15 

16 

17 

18 

19 

20 

21 

22 

did for all methods of all steroids. I can read the 

p values for you if you want me. 

he p value was . 0001 for treatment, and 

alone, it was .0036. When I 

introduced ag the p value for the treatment remained 

the same. Fo the Oxandrolone, it became .0476, and 

and when I brought in total 

body surface area burn, the p- value for treatment 

remained .OdOl. For Oxandrolone, it became .3538, 
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lost its significance. Age became .0053, and total 

body surface area burn‘became .O373. 

~ So whateve~r it was significant when I 
I 

looked at a 1 steroids, it was also significant when 

I looked aq the Oxandrolone alone. 
I 
~ DR. DeMETS: Would it be possible for 

to be copied and presented to us for 

KAZEMPOUR: The last one was done 

about an ho 

R. DeMETS: Okay. 

PELTIER: And, yes, we'll provide 

'DR. DeMETS: The question I have with that 

do an interaction test, although 

hey're not necessarily the most powerful 

Did you do it, and if so, what 

I did do interaction 

-- 1' only conducted interaction 
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7 
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12 

15 

16 

18 



6 

a 

16 

17 

18 

19 

20 

21 

22 

I'm just asking about this 

particular d The treatment effect in the presence 

KAZEMPOUR: No, I did not do 

etween this drug and the treatment, no. 

a factor in the model. 

I think that takes 

CTING CHAIRPERSONGALANDIUK: Dr. Boykin. 

Thank you. 

have a few clinical questions, 

preclinical. I'd like to know if 

information on preclinical testing of 

the device. 

Okay. Dr. Silberklang. 

SILBERKLANG: By preclinical, which 

you have in mind? 

Whatever you have. 

I 
~DR. SILBERKLANG: Most of the work that 
I 

we've done animals was done in skid mice and nude 

mice, we have some early time points 

d at the device,in day one or day three 

NEAL R. GROS’S 
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1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

76 

and the fual cellular complement 

hours later, and the keratinocytes were 

to the sponge as it dissolved by three 

So at this point, 

do have and was 

day 15 and p!J and that were use'd for PCR analysis for 

the presence of the allogeneic donor cells at 15 days 
1 

or 19 days1 in the case of .the other patient post 

treatment, and in both cases there were no donor cells 

detected. ~ 
~ 

Okay. You have a very 

as complete as it could be -- 

e different groups of patients that were 

the age of the patients, the 

area of the burns. Would I get 

it appears that for patients 

less than 12 of age and for patients with burns 

there is not a significant 

ween the control 
4 

opulation and the CCS 
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1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

DR. KAZEMPOUR:' 

I 
With the 12 years of age, 

yes, you are right. We had limited number of patients 

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

statistical,ly significant I do believe due to lack of 

.I enough patie ts there. I do believe we have less than 

20 patients,, even less, yeah, in the age less than 12, 

but with thb total body surfa& area burn, I believe 

the statist,i al significant fair the 20 percenter is 

there. 

1R. BOYKIN: Yeah. 

R. 

i 

KAZEMPOUR: The reason for that is 

although the number is small, but the variability is 

less when we ooked at that groub. Therefore, p value 

could show i self. 

R. 

i 

BOYKIN: So the burns that were less 

than 20 pert nt were not significantly different? 

KAZEMPOUR: Burns with 

different. 

less than 20 

k #D . KAZEMPOUR: They were significantly 

different. But the age was not., The age less than 12 
I 

was not stati 

' : 

tically significantly different. 
f 
I 
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1 

2 back to that 

3 

4 with the cl: 

5 have any inf' 

6 grafts werei 

7 after the pa- 

8 if there was 

9 

10 addressing t 

11 forms in all/ 

12 check for on 

13 

14 recorded. SC .I 

15 of them wer 

16 grafting. 

17 

18 
1 

other thing/ 

19 

20 

21 

22 

grafting was 

debate. I q 

camps on hof 

aggressive g/ 
I 
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#R. BOYKIN: All rkght. Well, we'll get 

a little bit latek. 

he other question F had was more involved 

I 
A.cal treatment ofI the patients. Do we 

rmation on what time after the burn these 

arvested? In other words, how many days 
I 

.ent admission wer the grafts taken, and k 

a protocol addressing that or data? 

R. PELTIER: There's not a protocol 

at, 64 and I don't b,lieve the case report 
I 

:ases had that information. Let me just 
I 

moment. 

or just confirmed &hat that data was not 
j > 

le of these burns were initial, and some 

older burns undkrgoing excision and 
I 
I 
I 

?. BOYKIN: ' Right.~ Well, you know, the 

the timing after burn injury for 

nd still is a very,interesting topic for 

an, you have some fairly well divided 

soon grafts should be harvested, if 

tfting is better, and of course, you're 

, 
I 
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1 not really 'nterested in that.iaspect of it. 
'r 

2 MR. PELTIER: Righit . 

3 DR. BOYKIN: You'r,e looking at the donor 

4 site, but I hink that plays into another part of it, 

5 and the 0th I issue is that of fluid resuscitation 

6 

7 

assume that patients with burns 

20 or 25 percent are all going to 

8 need some id resuscitation. They are going to be 

9 displaying s me 
P 

signs of burn shock. They may need 

10 

11 

variable amo'nts of resuscitation. 

i 
as that aspect of the clinical treatment 

12 standardized in any way? And do we have information i 

13 on that part cular part of the$r therapy? 

14 R. PELTIER: I'm going to let Dr. 

15 Grossman (ph'netic) and Dr. 
9 

Glat try to address that 

16 information 
4 

or us. 

17 

18 

,19 

20 

21 

22 

I 
1 

R. BOYKIN: Okay. 

R. GRISWOLD: 

i. 

All 1 can do is respond to 

out groups of patients, the ten that we provided, and 
, 

compare them to our standard treatment resuscitation 

is at our bu center, and thaF is that we use the 
I 

Parkin (phon tic) 
e 

formula. The lactated ringers 
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1 (phonetic) is our fluid of choice. We use three to 

2 four cc's Per kilogram for percent body surface burn 

,3 for the fidst 24 hours. All of our patients are 

4 
I 

resuscitated pret ty much the same. We use urine 

5 output of 30 to 50 cc's an hour for adults and one to 

6 

7 

8 

two cc's pe 1 hour, kilogram per hour, for children, 

1 and that's very standard. We don't vary from that. 

So in our group, that's how our patients 

9 were resusc,itated. I don't have any total volume of 

10 fluid that they received or how they compared to what. 

11 their were though. 

12 It would be unlikely that 

13 

14 anyway. 

15 R. GRISWOLD: Very rare, yes. Very rare. 

16 b R. BOYKIN: Well, let me ask you another 

17 

18 

question whi 

I 

e you're there. The backing on the CCS 

dressing was removed at day seven. 

19 

20 

21 

22 

rb ,R. GRISWOLD: That's correct. 

R. BOYKIN: Now, after day seven, how do 

you treat site? 

R. GRISWOLD: What we did is we applied 
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9 
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18 

81 
I 

a nonstick dressing, like Adaptek, and then just 

followed the dressing daily looking for heal time, the 

re-epithelialization. 

r 

R. BOYKIN: So you covered it completely? 

L 

R. GRISWOLD: Yes. 

1R. BOYKIN: And how did you treat the -- 

you treated the control site similarly? 

R. GRISWOLD: Well, the Biobrane adheres 

to the wound and peels off similar to the fine mesh 

gauze dressi : gs like Xeroform or Scarlet Red. So that. 

was as the ,dressing peeled off, and it looked like 

epithelializ 1 

1 

tion underneath. 

R. BOYKIN: No, but did you cover the 

Biobrane dre sed area? 

R. GRISWOLD: No, sir. 

DR. BOYKIN: Okay. The many places in 

which we would put Adaptek four-by-fours and GD pads 

over that to reduce the amount of evaporation. If that 

area becomes very dry and desiccated, of course, the 

healing is going to be slowed down significantly. 

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

you did, but is everybody on the same wave length? 
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82 

Were all of the investigaltors' leaving the Biobrane 

open? 

GRISWOLD: I'd have to bow to the 

PELTIER: YesI. All of the study 

treated the sites the same. So at day 

from the CCS~ site was removed, and 

any drainage or exudate stopped, 

left open, but as long as the 

-- exudate ;was present, then the.. 

wounds were an abs~orbent dressing. - 

R. BOYKIN: #That's all I have for 

GALANDIUK: Dr. Chang. 

One of the exclusions was use 

of initiating the 

treatment. rationale for 
. 

including som I believe 30 within the group 

who did recei steroids? 

I will give you a 

and then perhaps a little bit more 

(202) 234-4433 
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I 
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1 

2 

3 

4 

5 

6 

8 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

and dexamet asone patients, 

excluded an were excluded from the analysis. We 
, 

didn't consi effect for the 

and so they were not excluded 

we received 

we then did the 

perspective 

Grossman -- 

to that question from a clinical 

GRISWOLD: Again, I'm John Griswold 

University in ~Lubbock, Texas. 

he Oxandran or Oxandrolone patients, the 

Oxandrolone more from a 

nutritional anabolic protein, anabolism 

that would 

and'it's very routine for 

Oxandrolone a d didn't feel that~ that was a deterrent 

to.wound heal i ng or the dressincj aspect. 

$. can't respond to any of the 
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84 

1 or predisilone (1 

2 don't use t at routinely in ou 

lonetic) patients. We 

unit. r 

3 ~MR.'PELTIER: Okay, and again, just to add 

4 

treatment 

t 
design. So if there 

5 1: been seen across both 

6 

7 ~ c CTING CHAIRPERSON'C ZALANDIUK: Dr. Chang, 

8 

9 

do you have, 

1 

ny other question 

DR. CHANG: No. 

? 

10 ACTING CHAIRPERSON GALANDIUK: No? Dr.- 

11 Diegelmann. 

12 DIEGELMANN: 1 11 couple of technical 

13 questions. During the prods z C 

14 

15 

presumably cultured in the 

the cells there. W1 i 1’ 

16 see how much he serum cytokine 

17 

:tion of the OrCel, 

resence of serum when 

it tests were done to 

, TGF beta, PPGF, are 

s placed on the donor i 

18 

carried onto product when it 

site? 

19 

20 

21 

22 

PELTIER: Okay. 

Silberklang t address that. 

I'm going to ask Dr. 

SILBERKLANG: I 'm Mel Silberklang, 

of Research and Development, and I'm 
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1 

2 production. 

3 n 11 of the data that you saw subtracted 

4 

5 

out with effect s'ince we'll be using condition 

medium, in the serum contribution is fairly 

6 small; and o r serum is diluted out by a protein free 

rinse which! as been validated as the last step prior 

to 

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

another ten o loo-fold during that final rinse. SC3 

it's a very ow level contributed by the serum. 

R. DIEGELMANN: That's the level that you 

can extract o t of the matrix. Were any tests done to 

see what stuc 
: to the collagen matrix because collagen 

16 has an affini y to bind to these materials? 

18 

collagen 

matrix. 

extensive washing of the collagen matrix. 

85 

those slide on cytokine 

o whatever we measured initially, which 

SILBERKLANG: No. At this point we 

looked at cytokines bound to the 

or proteins bound to the collagen 

only seen what we can wash out by 

DR. DIEGELMANN: In the slide that 

_- 
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6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

describes t e cytokine production by the co-cultured 

R. SILBERKLANG: Yes. We looked at IL-l. 

We did not look at IL-8. We looked 

at IL-6. Al4 that produced the level of IL-1 alpha is 

The TNF alpha is essentially the 

it. So there's almost none. The IL-6 is 

in a level approaching an nanogram per mL in 

harvested m-e ia toward the end of the culture period. 

R. DIEGELMANN: Okay. Thank you. 

CHAIRPERSON GALANDIUK: Dr. 

McGrath. 

R. McGRATH: I have a couple of 

A questions, nd they're not very sophisticated 

actually. q need you to walk me through how you use 

this product,. In other words, you put it on and you 

chose seven ays as the day when you would take off 

the film cove ing. 

seven days? 

NEAL R. GROSS 

(202) 234-4433 

COURT REPORTERS AND TRANSCRIBERS 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 2000.53701 www.nealrgross.com 



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15. 

16 

17 

18 

19 

20 

21 

22 

87 

b R. SILBERKLANG: Most of the decisions 

that were ma e for this pivotal trial, if you noticed, 

when we pui up -- when Dr. 

P 
Papastephanou, our 

President, ut up the slide of the history of the 

product. *I ere 'were previous clinical trials. 

1 

For 

the most parF 
small cohorts of patients were tested, 

and over t e h experience both with Epidermolysis 

Bullosa pati'nts, burn patients, and the first cohort 

1 
of donor sit patients, it was found that that's an 

appropriate lime for addressing change. 

nd since it was an appropriate time for 

addressing 

: 

c ange, and since it was an appropriate 

time for ad ressing change, it became the first 

observation oint. 

i 
R. McGRATH: SO it just happened de 

facto. There's no -- 

I'4R. PELTIER: Let me add to it. During 

the earlier studies, we did find that when you 

attempted to remove the dressings, and we looked at 

attempting t) remove the dressings beginning earlier 

than seven da 
b 

s, that the backing would not just peel 

off because t ere had not been a sufficient amount of 
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1 re-epithelia ization. 

2 'hen we conducted this trial, we began 

3 looking at 7 hours postoperatively and then every 48 

4 hours after hat to determine whether the wounds had 

5 

6 

100 percent 

came off bei 

e-epithelialized. If the backing easily 

xe day seven, it would have just come 

7 off. 

8 o at day seven if it had not already slid 

9 off because rou had good re-epithelialization under 

10 

11 

12 

13 

the backing, :hen at day seven we attempted to remove. 

it. In some :ases at day seven, it may not have been 

ready to co' a off because there was not complete 

healing. So then it would be removed after that. 

14 R. McGRATH: Now, this re- 

15 

16 

17 

18 

epithelializ, 

the backing. 

epithelializc 
,- 
*recipient? I,. 

I 

tion at that point, you're talking under 

Do you have any histology? What's re- 

i? Which set of. cells? A donor or 

19 

20 

21 

22 

comment, aga: 

the donor sic 

did have a lc 

?. SILBERKLANG: If I could make a 

1, we do not have a lot of histology on 

2 trial that you see before you, but we 

: of histology on a burn Qatient trial 
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2 

3 

that we did 'in the past 

the burn patient's 

ability to ~ 

i , and that epithelialization is 

own cells to the best of our 

i; terpret 
1" 

those results. 

4 R. McGRATH: Okay. Now, absent the fact 

5 t have it for this study, what's the 

6 keratinocytes if by five or seven days 

7 it's the ‘I pal ient's own donor cells? 
t 

Why are you 

8 seeding it w'th keratinocytes? 
1 

9 SILBERKLANG: The best comment that I 

10 

11 

12 

could make ti 

: 

that is that in the development of the 

product ini~ ially other forms of product were 

considered 1~ ke keratinocyte only, fibroblast only by 

13 Dr. I Eisenberb, which didn't work for his indication. 
'I 

14 they weren't~ potent, and the most potent was the co- 

15 cultured pro'uct. 
t 

16 - i tried by showing cytokine profiles of 

17 co-cultured i'ersus monocultured product to indicate 

" that they ar' 
1 

different and that they're not the same 18 

19 

20 

21 

22 

1 

89 

and that what 
t 

they contribute to a wound bed is going 

to be and so we believe that this is the 

most potent orm of the product, and that's why we 

produced it 'hat way. 

I 
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1 McGRATti: But you don't even really 

2 know how long those donor keratinocytes last. There's 

3 no histology on that? 

4 /DR. SILBERKLANG: At this point we do not 

5 have specif'c data to say how many days the donor 1 

6 

7 

keratinocyte last other than what I responded 

previously a previous question, which is that in 

8 animal studies we know that they're still there for 

9 three days. We do not know in this particular human 

10 indication b h w long they last. 

11 DR. McGRATH: Tell me a little bit about 

12 the handling of the Biobrane because it's just a 

13 different ki d of product. b You chose to remove the 

14 biobrane at 
+ 

certain date. How did you decide about 

15 

16 

when the Biobrane came off? 

'R 
Y 

. PELTIER: We actually followed the 

17 manufacturer's recommendation in clinical practice. 

18 I think this was presented a little bit earlier by Dr. 

19 

20 

21 

22 

Griswold. is the Biobrane forms an 

attachment a the surface area, and as healing takes 

place, is re-epithelialized, the Biobrane 

sheds off. 

r 

o it doesn't come off by peeling it off 
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1 

2 

3 

4 

5 

6 

bR. McGFtATH: So when you were doing your 

study and you were measuring how much healing was 

7 going on on I- he control side, what were you looking 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 
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in one piece. As epithelial islands or as migration 

of epithelial cells move towards the center, pieces of 

the dressin;g are able to be peeled off. So that's 

generally ho 1 it's done. 

at? Were you looking through the Biobrane that was on 

there or und r the Biobrane or at the Biobrane that 
e 

had peeled o ii ? 

ery specifically, because it's such a 

different wa rl to remove it. 

,M 

R. PELTIER: Right, and I think you 

touched on a 1 1 three areas. What the investigators 

looking at those areas that still 

by looking through the dressing and 

looking at thbse areas that appeared healed by peeling 

up the dress&g 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 
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that what was 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 

I 
respond to that. 

/ 
DR. GLAT: We attempted to -- 

k. PELTIER: Just introduce yourself. 

GLAT: I'm sorry. Paul Glat again. 

I'm one of investigators in this study from MCP 

Hahnemann Un'versity in Philadelphia. IL 

e attempted every two days after the 

seven day to to determine complete healing and 

how that is the edges of the Biobrane would 

be peeled and trimmed until they would .no longer 

peel off, those areas were considered unhealed. 

At times you were able to actually peel 

off some areds, and you would cause some bleeding or 

you would fiid that that area was not unhealed, 
7 

and 

that was also determined to be unhealed in those 

locations as well. So it was either areas where it 

was seen not 10 be healed when it was removed or where 

it was adher nt. 
4 

4 R. McG,RATH: You made a differentiation 
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in your protocol about a difference between readiness 

for recropping and actual recropping. Readiness 

for -- what was the dif,ference here? 

R. PELTIER: Again, readiness for 

recropping as a clinical evaluation by each 

investigator I and I'd like to have Dr. Glat address 

that one agarn for you. 

lDR'. GLAT: Basically we were just asked to 

determine if we felt that the area could be recropped 

if needed, n a d that was when at that point we would. 

say, yes, it is ready for recropping. 

I 
7 

never personally recropped any patients 

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

the total nu ber in the study, but it was very few, I 
b 

believe may two that were actually recropped. 

McGRATH: What is your definition 

though of for recropping? 

It was a clin .ical decision 

based on the pliability and the thickness of the skin 

and whether y u felt that that area could be reused to 

be as anothe 

I 

split thickness skin draft in another 

area of burn. It was relatively subjective. 
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4 

5 

6 

you harvest 

Do you pay t 

What's the consent process on it? 

who do this and then have the 

7 blood test a terwards If and so forth? 

8 

9 

10 

11 

12 
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94 

DR. McGRATR: Subjective. Okay. Thank 

you. I did 't understand that. 

I do have another question that's a little 

odd. 4 I'm cuiious about the neonatal foreskin. How do 

SILBERKLANG: Yes, we do pay the 

donor. It' a nominal amount. We have a formal 

consent where the donor consents to what would 

have normallk been a discarded tissue to be used for 

and the mother consents to have 

and we pay an additional amount at 

if all tests have passed and the 

for use in production. And 

that's just format that we've devised. 

R. PELTIER: Right, and that additional 

payment at six months is to do an 

additional of blood. So the mother gets 

te,sted at ze'o time and at six months following the 
T 

harvesting o the foreskin. 

R. McGRATH: Thank you. 
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1 ACTING CHAIRPERSON GALANDIUK: Ms. Brown, 
-_ 

2 

3 

4 

do you have any questions? 

: 

S. BROWN: I have no questions. 

CTING CHAI'RPERSON GALANDIUK: I have one 

5 question for the sponsor. Initially it was stated, I 

6 think, unde ? the safelty portion that one of the 

7 

8 

9 

advantages ould be that the healed area would be 

: 

ready for re ropping and would be durable as such. 

Why were only three patients recropped? 

10 

11 

12 

13 

Were that ma y smaller burns included in the study? 

That seemed : 

* 

very low number. 7 

R. PELTIER: It wasn't based on the size 

of the burns per se. It was a clinical judgment made 

14 by each invebtigator. So even in those areas where 

15 there were large burn surface areas, those 

16 

17 

chosen not to reuse the donor site or 

18 

not to reuse 

t 

he treated site as a new autograft site. 

l+CTING CHAIRPERSON GALANDIUK: And 

19 

20 

21 

22 

secondly, there was one patient who had a rash for two 

months in the vicinity where this was applied, and it 

said to be due to the compression 

to the patient, but it was 

GROSS 
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1 initially t2 sated with'antibiotic ointment. 

2 Acre any cultures or any other assessment 

3 made of that site? 

4 

5 investigator 

6 Dr. Glat car 

4R. PELTIER: I believe we have the 

here who had that patient. So I think 

present that to us. 

7 

8 

9 

10 

we thought w 

garment, whi 

like a heat 

11 clinic, but 

12 

13 

14 

once it reE 

moisturizing 

anything at 

1R. GLAT: That particular trial had what 

s a pustular rash underneath the pressure 

:h we now feel was probably just something 

rash. It was initially treated in the 

with topical antibiotics, and then just 

olved relatively quickly, just with a 

ointment, but we never did culture 

111, no. 

15 

16 persisted fc 

iCTING CHAIRPERSON GALANDIUK: But it 

: two. months? 

17 

18 mild -- as 

19 

20 

21 

22 

significant 

)R. GLAT: I believe it was just a very 

t was resolving over time, it wasn't a 

:linical problem for the child over that 

time. 

LCTING CHAIRPERSON GALANDIUK: Do any of 

the panel me tbers have a question? Dr. DeMets. 
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1 

2 evaluation 1 

I have a follow-up question to the 

y the three panel members that reviewed 

3 would be my guess that it would not be 

4 

things. It 

blinded. I mean, these look different. I presume 

5 

6 

7 

when they we -e scoring, reviewing, they could make a 

pretty good guess as to whether this was your product 

or the contr 11. 

8 :an you sort of walk me through how this 

9 process took place and what bias might or how the bias 

10 might have b 

11 

12 YOU about 

indicated, t 

was no know11 

en eliminated, I guess, is my question.: 

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

he three masked evaluators. As we 

13 ley were hired by a third party. There 

14 dge as to who the sponsor of the project 

15 was, nor wha dressings were being studied. 

16 'hen the photographs were presentedtothe 

17 blinded revil 

18 

19 

20 

21 

22 

.to each revi, 

the photogr: 

place, in otl 

wers, they were independently presented 

wer separately, and they were not given 

?hs that demonstrated the product in 

er words, at the zero time. 

hotographs were then presented from day 

seven forwar 1. So it would have been somewhat 
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1 

2 

3 

4 

difficult, difficult, 

sides were sides were 

dressing wa dressing wa 

information. information. 

5 

6 you through 

7 think it waE 

8 

9 if someone WI 

10 could tell. 

11 doing an eva 

12 new product. 

13 sponsor or 

14 reviewing wo 

15 

16 

17 

18 

19 

20 

21 

22 

question. 

patients ir 

Oxandrolone 

was there in 

the top of n r head if they received Oxandrolone or 

(202) 234-4433 
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et not impossible, to say that the two 

ifferent, 'but not knowing really which 

which because we didn't provide that 

K!TING CHAIRPERSON GALANDIUK: Well, if 

:hese were Biobranes stuck on one, you'd 

the -- 

IR. PELTIER: Yes, and I would think that 

re very familiar with Biobrane, that they 

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

uation for a clinical study to approve a 

They weren't given information about the 

the other product. They were just 

nd healing slides in random order. 

CTING CHAIRPERSON GALANDIUK: Dr. Chang. 

R. CHANG: Can you -- this is a simple 

s it known whether or not the eight 

the initial pilot study received 

r any steroid? 

R. PELTIER: The'same exclusion criteria 

the study. I don't have knowledge off 
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1 not. 

2 
I 

CTING CHAIRPERSON GALANDIUK: Dr. 

3 Diegelmann, .o you have any last questions? 

4 R. DIEGELMANN: Yes. One of your 

5 efficacy enc 

6 detected. HI 

points is that there was no moisture 

w was that pursued? 

7 I 

8 

R. PELTIER: Clinical observation by the 

looking at the wound surface during his 

9 

10 

11 

as well as looking at the absorbent 

z were initially applied over the top of 

12 

investigator 

examination, 

dressings thz 

the product. 

'5 

13 

14 

layer indica 

continuity ac 

moisture prec 

3 if you had a nice, dry, opalescent 

zive of a stratum corneum that had 

ross the wound and there was no surface 

15 ent, it was a clinical evaluation. 

16 

17 testing in u: 

evaporation? 

R. DIEGELMANN: Was there ever any 

ing instruments that could detect vapor 

18 

19 

20 

21 

22 

I\ 2. PELTIER: There was no MVTR type 

testing done. 

E ZTING CHAIRPERSON GALANDIUK: Dr. 

McGrath, any Ither questions? 
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6 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

then we wi 1 now break for lunch, and we will 

reconvene at 

recessed fo: 

same day.) 

(202) 234-4433 

)R. McGRATiX: No. 

100 

WTING CHAIRPERSON GALANDIUK: No. Well, 

(Whereupon, at 12:19 p.m., the meetingwas 

lunch, to reconvene at i:3O p.m., the 
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