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cl:29 p.m.) 

ACTI'NG CHAIRPERSON GALANDIUK: I would 

like to recdnvene the FDA Panel meeting, and now we 

will proceed with the FDA Panel presentations, the 

preclinical and technical aspect will be covered by 

Dr. Sam Are.calli, and to follow him, Dr. Roxolana 

Horbowyj will discuss the clinical aspect. 

Dr. Arepalli. 

b R. AREPALLI: All right. Good afternoon. 

composite i 

he product under consideration is 

cultured skin indicated by use in 

(unintelligi le) autograft downsize in burn patients. 

y name is Sam Arepalli, and I'm the lead 

reviewer for this PMA, and the first of the three FDA 

presenters t1i.s afternoon. 

f 
I will be presenting the 

administrati e preclinical and manufacturing aspects 

of the from FDA point of view. 

I’- ubsequently Dr. Roxy Horbowyj andMr. Mel 

Seidman wil review the clinical studies and 

statistical ssues. Dr. Charles Durfor will review 

the manufact section of this PMA, and he's in the 
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1 audience in case you dqn't have any questions. He'll 

2 

3 

4 

5 

be happy to answer them. 

Composite cultured skin measures six 

centimeters by six ceintimeters and consists of a 

bovine collagen matrix on (unintelligible) human 

6 neonatal fiblroblast cells and keratinocyte cells and 

7 culture. 

8 

9 

10 

11 

he final product is tested for 

morphology, I: urvivability, cell attachment, epidermal 

college (p onetic), 

I 

sterility, mycoplasma, and 

physical con ainer integrity. 

12 I 

13 

14 

15 

16 

17 

he product has a shelf life of 72 hours 

when stored a te'mperature maintained shipping 

container. device was approved in February 2001 

recessive dystrophic 

Bullosa patients as humanitarian device 

it is not approved for any other 

18 indicati0n‘y.t. 
$ 

19 

20 

21 

22 

slide shows the indications for use, 

of the device. This device is indicated for the 

management 0 (unintelligible) autograft dermicides 

(phonetic) i burn patients. 
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6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

the biocompatibility and sterility, and this slide 

of collagen metrics 

-- all tests past the biocompatibility 

test. I " 

'his slide shows the biocompatibility and 

toxicology testing of cellular components, and the I tests are lis'ted there. All of them passed the test. 

f" summary, 
CCS used in this clinical 

study was manufactured under aseptic conditions from 

an neonatal donor. The fibroblast and 
i 

cell banks which are the source of 

the cells m which CCS is derived are tested for 

human and viruses, retroviruses, bacteria, 

fungi, yeast, mycoplasma, karyology, isoenzymes, and 

tumorigenici y. 
3 

he safety of the cell components was 

tested and se era1 points of the device manufacturing. 

f 
Product manu acturing also includes (unintelligible) 

from animal aterials, All animal derived materials 

are tested fo I4 viruses, retroviruses, bacteria, fungi, 
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1 

2 

3 

4 

yeast, and mycoplasma before used, and all bovine 

material is obtained from countries free of bovine 
I 

spongiform e 

P 

cephalopathy. 

he sponsor has concluded all the 

5 biocompatibi ity and toxicology test in a cognitive 
P 

6 

7 

IS0 10993 and FDAguidance documents (unintelligible) 

satisfactory. 

8 koxy . 

9 

10 

!R. HORBOWYJ: 

f 

Thank you. 

Toad afternoon. My name is Roxy Horbowyj. 

11 I'm a general critical care surgeon, and as a clinical 

12 reviewer for this PMA, I represent the FDA perspective 

13 cultured skin use in the treatment 

14 skin graft donor sites in burn 

15 

16 will go over a brief introduction, the 

17 produce indication for use, in the pilot study design 

18 

19 

20 

21 

22 

and outcome, as well as the pivotal study design and 

outcome, and a brief summary. 

r rn patients, as you know, can have two 

wounds, the if deep and partial or a full 

thickness, is commonly treated with split thickness 
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1 skin autogr, 

2 wound to be 

3 

4 impregnated 

5 dressings, 2 

6 

7 dressings su 

8 

9 

10 

vary. Commo 

dressings, 1 

healing at t 

11 

12 

13 

14 

reported tim 

sites rangi: 

composite CI 

'15 indicated fc 

16 thickness do. 

17 

18 

19 

20 

21 

22 

basis of thi' .*. 
1 

are G990063 pilot and pivotal studies. 
-I- 
_ 

: 

he split thickness autograft donor site 

pilot study w 
B 

s a single center safety and preliminary 

efficacy stu + in which eight burn patients who were 
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ft, and therefore, there is the second 

Ireated. 

Treatments, as you have heard, can include 

fine mesh gauze and hydrocolloid 

2 well as temporary wound dressings. 

rime to 100 percent wound healing with 

:h as this is multi factorial and known to 

sly with fine mesh gauze and hydrocolloid 

terature will report healing, 100 percent 

le donor sites in ten to 14 days. 

Lterature for Biobrane can report or has 

I to 100 percent wound healing with donor 

g from nine to 19 days. The OrCel 

ltured skin product is proposed to be 

; use in accelerating closure of split 
I 
'or site wounds in burn patients, and the 

I 

work included in treatment. Study 

for five o these eight burn patients. 
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1 

2 

the pilot study, treatment and control 

sites were a has been described by the sponsor within 

3 

4 

patient matched pair sites, 

b 

which were randomized to 

CCS or Biobr 

5 

6 

time applic tion 

i 

ne-L. The sites were treated with a one 

of the randomized device. In 

patients over three years old up to two CCS devices 

7 could be applied. A control would be applied in an 

8 equivalent ai ea 
f- 

sine the sites were matched. 

9 

10 

11 

nd for patients under three years old up 

to one CCS evice could be applied. Control of an 

equivalent ea was applied for a matched site. - 

12 

13 

14 

&utcomes for t,he pilot study for efficacy 

by photography, planimetry, and 

For this study, the means 

15 y -- the difference in the means between 

16 

17 

CCS and cant 01 were typically comparable from method 

analysis to ethod analysis about six. The medians, 

18 

19 

20 

21 

22 

I said before, eight patients were 

were repor'ted for the three control 

to either non;healing or blistering. 
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1 

2 

bhe pivotal study was designed to be a 15 

/ center safety and efficacy study based on the pilot 

3 study, as were, no gross safety concerns 

4 otherwise wi h the pilot study. 
5. 

Twelve centers did 

i 

6 

participate. Three did not enroll any patients. 

The design was similar in that treatment 

7 

8 

and control within patient patched pair sites, 

nts were Patients with split thickness 

9 

10 designed to enroll 100. 

11 intent to at patients and 85 evaluable patients; 

12 and again, the treated sites in patients over three 

13 

14 

15 

16 

17 

years old at this time could have up to four donor 

sites, four CCS devices applied with a comparable 

control area, and patients under three years old up to 

two CCS devices could be applied with a comparable 

control area. 

18 

19 

20 

21 

22 

The objectives in this study were to 

evaluate CCS and control for safety and efficacy and 

facilitated timely wound closure of split thickness 

skin donor site in burn patients. Other objectives 

included the unction and durability of recropped skin 
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3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

13 

14 

15 

16 
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19 
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as well as the time to 

re-epithelialization or healing 

retreated donor site in a subset 

of ients with massive surface area of 

involvement. 

This submis,sion and our discussion foc~us 

on objective number one. There were three CCS sites 

and one Biobi ane 
r 

site that' were recropped. Data is 

very these sites, and so we're addressing 

objective nu 

fficacywas evaluated by time to healing; 

as you have h The primary efficacy endpoints was 

determined photography evaluated by three 

independent eviewers, and the final score being two 

of three agr 'eing 
" 

scores by these reviewers. 

Secondary objectives weretime 100 percent 

wound healing by planimetry, which was performed by an 

unmasked 

: 

inv stigator and analyzed at a central 

laboratory, m sked to treatment as well as tied to 100 

percent wound healing by the unmasked investigator, 

incidence of 100' percent wound healing and time to 

recropping. 
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1 

2 
: 

afetywas assessedbyprofiles of adverse 

events, trea ed site pain, infection and itching, and 

3 scar outcome as assessed by the investigator at 12 

4 

5 

6 

7 

and 24 week 1 using the Vancouver Burn Scar and as 

assessed by photo evaluation, again two or three 

agreement sclres, 

P 

at 12 and 24 weeks, and that photo 

evaluation was by the Hamilton Burn Scar Scale. 

8 

9 

10 

11 

12 

f 

ivotalstudyoutcome, patient accounting. 

The,total en oiled number of patients was 82. 

r 

The 

proposed number had been 100 patients. Sixty patients 

completed the study out to six months. Twenty-two had 

been discont\nued. 

13 d riginally as presented in the PMA, the 

14 safety cohort was presented for 82 patients, and the 

15 efficacy cohort was presented for 74 patients. 

16 

17 

18 

19 

20 

21 

22 

The sponsortodayhas presented their data 

for safety and for efficacy based on a2 patients, in 

addition, efficacy presented for the per protocol 74 

patient cohort. 

As I have said, the recrops cohort 

consisted only of three CCS sites and one control 

site. 
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4 

5 

6 

7 

8 

9 

10 

11 
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13 
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A pivotal study was conducted primarily in 

patients who were male, in the age range of 15 to 65 

with total body surface 

area burn o 20 to 40 pe.rcent, and with donor site 

determined by the three 

different is presented 

100 #percent wound healing. The 

column here the,differences between CCS and 

control. 

the direction is consistently 

CCS wounds healed faster than control 

there are differences depending on 

ariation was noted to occur depending on 

and.these differences are not based strictly on the 

number of patients that were enrolled because the 

differences between CCS and Biobrane-L are most 

prominent at Centers 1 and,3, who enrolled 19 and nine 

patients, respectively. 
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1 

2 

3 

However, in a comparable site with 16 

patients, sites number four, the differences are not 

comparable rally to the differences seen in the prior 
b 

4 

5 

two sites, and also in site number eight, which 

enrolled ni e patients, 
7 

the differences are not the 

6 same as in Sites 1 and 3, also in Site No. 15, which 

7 enrolled ten patients. So there are some site 

8 variations. 

9 

10 

11 

12 

sponsor presented today a covariate 

analysis values which are new really as of 

today. looking clinically at some of the 

covariates a the sponsor did present them, again, I'm 

13 going to ly look at differences because I think 

14 that just makes it easier to look at. 

15 *ou can see that as patients were older, 

16 the difference between Biobrane and control increased. 

17 

-18 

19 

20 

21 

22 

Specifically, there was a question about patients with 

age less than 12. In the PMA in Volume 9 for patients 

12 years old nd less or le,ss than 12 years old, there 

are no and it is not statistically 

significant compared to control. The 

differences for planimetry and' 

NEAL R.8 GROSS 
COURT REPORTERS AND TRANSCRIBERS 

(202) 234-4433 
1323 RHODE ISLAND AVE., N.W. 
WASHINGTON, D.C. 200053701 www.nealrgross.com 



1 

2 

3 

4 

10 

11 

12 

13 

14 

15 

16 

17 

18 increases. 

19 

20 

21 

22 

! 112 

photography ndparticularly for photography I believe 

it's 12 days 

_ 

for both CCS and control. 

nd the same for donor sites. While the 

differences ere broken out for less than 45 square 

sonometers than 45 square sonometers, 

differences somewhat comparable. The differences 

L were not sta,istically significant for patients with 

than 20 square centimeters, and 

through this list, you can see 

that there differences due to race. African 

American ients had a greater difference than 

Caucasian paiients and patients of other race, 

I 

and 

there were differences in patients with varying total 

body surface rea burned, the difference being smaller 

as of the al body surface area burned is smaller 

and becoming greater as the body surface area burned 

Comparing data with Oxandrolone, when the 

overall population is presented the n is 82. ccs 

tied to wound closure is a median of 12 days and 

control is a median of 17 days, and this data is based 
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1 on planimetr 

2 

3 treated wit: 

4 percent woun' 

5 comparable. 

6 compared to 

7 

8 with Oxandro. 

9 

10 

11 

12 

healing is 

Oxandrolone i 

to iO0 perct 

other patieni 

13 control the t 

14 Oxandrolone.: 

15 are observed 

16 

17 All patients 

18 months. The 

19 

20 

21 

22 

of patients I 

presented he] 

days, and be 

overall cohor 

(202) 234-4433 
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Jhen looking at patients who were also 

Oxandrolone, the median time to 100 

'healing for patients treated with CCS is 

:0 the ov~erall populations, 13 days 

.2. 

[owever, for control patients also treated 

one, the median time to 100 percent wound 

2 compared to 17. For patients with 

nd also treated with CCS, again, the time 

nt wound closure is comparable to the 

s, being 12'days for this cohort, and for 

ime to 100 percent wound healing without 

s 14 days. So there are differences that 

nere, partscularly in the control group. 

ncidence of 100 percent wound healing. 

healed by the end of the study at six 

sponsor has presented to you the number 

ho didn't heal by 32 days. The numbers 

e represent patients who did heal by 32 

.ng that therle is a difference in the 

2 for time to lwould closure, that is why 
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1 we get these differences. 

2 readiness for recropping is 

3 

4 

5 

6 

7 

presented for the overall patient population, and the 

median -- the difference in the median time to 

readiness fo-'recropping is seven days, and the mean 

is 4.9 days. Again, the negative number here is 

adjusting that. 

8 'he readiness to recropping was achieved 

9 faster for treated with CCS than with control. 

10 

11 
t 

afety. In the PMA, again, in Volume 9. 

and as well as in Amendment 2 to the PMA, there is 

12 

13 

14 

15 

16 

report of ona patient having infection at both of the 

donor sites. So there was report of infection at one 

CCS treated site and one control treated site, and 

these are both in the same,patient. So there's really 

no difference between the 'cohorts. 

17 Signs of infection were reported in three 

18 "'controlledtreated sites and one CCS treated site, and 

19 

20 

21 

22 

signs of blistering and breakdown were reported in 

eight controLled treated sites and four CCS treated 

donor sites. 

I:tching was ~ recorded as none, mild 
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1 moderate and E 

2 between CCS a: 

3 

4 

5 

6 

7 

suggest that 

controls in t 

suggest that 

their contra: 

treated site, 

8 at their CCS 

9 these numbers 

10 F 

11 

12 

13 

14 

15 

16 

skil1.s depenl 

reported for 

years old as 

their treated 

reported to h 

E 

17 

18 

19 

20 

21 

22 

patients grea 

basis of a E 

between CCS c 

age four tc 

difference ir 

higher than 

115 
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vere. Again, looking at the difference 

I ITl( 3 controls, so a negative number would 

:k 

there is less itching reported in 

le case of none. However, this would 

more patients reported no itching at 

Led treated site than in their CCS 

and then more patients reported itching 

treated site compared to control, but 

1 

I: 

Ii 

are quite small. 

in. Pain was reported using different 

ing on the patient's age.' Pain is 

children less than or equal to three 

to whether or not they're able to use 

I / sites, and eight out of ten patients are 

tt 

1C 

I 

ve been-able to use their treated sites. 

tin reported for ages four to seven and 

er than eight years old reported on the 

:ale of ten, and the differences here 

Intro1 suggest that for the patients of 

seven, they reported a .3 of ten 

means, with CCS being reported slightly 

ontrol and the median is in the same 
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1 direction. 
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2 b or patients greater than ten, the 

3 direction wa' 
7 

opposite, being lower in the CCS treated 

4 sites for bc/th the mean and the median, but again, 

5 

6 

this is -4, . 3 on a scale of ten. So I think the 

differences re very small. 

7 The Vancouver Burn Scar and the Hamilton 

8 

9 

Burn Scar were evaluated both at 12 weeks and at 24 

weeks. The Y lancouver Burn Scar score ranges from zero 

10 to 15. i, So t,e maximum score that can be assigned is 

11 15. The Ham;lton Burn Scar score can be up to 20. - i 

12 And looking again at the differences, the 

13 differences etween CCS and control was .81 of 15, and 

14 

15 

16 

the differenes, the median, 

in the media 

score as : 

there was no difference 

at 12 weeks for the Vancouver Burn Scar 

17 

18 

eva uated by the investigators. 

: 

-he Hamilton Burn Scar score, the mean and 

the differen,e between the means was 1.06, and the 

19 

20 

21 

22 

difference b tween the medians was two. Again, this 

was out of 2 . Q 

range T he reason I focus on this and on the 

is that there is a Panel question that addresses 
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1 

2 These differences were statistically 

3 

4 

5 

6 

significant, but we will ask that the comment on the 

clinical significance 

L 

of these differences 

considering he range of scores that is possible. 

Also then looking at data from week 24, we 

7 see that the Vancouver Burn Scar score has increased.. 

8 

9 

However, the Hamilton Burn Scar score compared to what 

it was at 1 weeks has decreased. Now, the median 

10 difference here is zero. 

11 effectivenesswas evaluatedby 

12 time to 100 ercent wound healing, and the median for 

13 

14 

CCS was 12 d'ys. 

i 

The median for control was 16 days. 

The mean was 13. Point, two days for CCS treated 

15 sites, and t e means for control treated donor sites 

16 was 18.4. 

17 The incidence of 100 percent wound healing 

18 

19 

20 

21 

22 

was 100 

were on stud 

All donor sites healed while they 

comment as to recropped wounds. It is 

very limited only three sites treated with CCS 

were recroppe and one site treated with Biobrane was 

117 
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8 
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10 

11 

12 

13 

14 

15 

16 

17. 

18 

19 

20 

21 

22 

118 

recropped. 
s 

afety outcomes are clinically comparable 

for CCS and control. 

1'11 introduce Mel Seidman to give 

you the presentation. 

MR. SEIDMAN: I don't have any overheads, 

but you do ve my handout. 

I 

i 

el Seidman. I'm a statistician with OSB, 

and I was t e statistician assigned to review this 

application. 

: 

have several statistical comments or. 

basically th ee issues for your consideration. - 

ne, the statistical test used to 

determine P lalues for various endpoints did appear to 

be appropri 'te. 
7 

However the results were often 

reported 

sometimes 

This made 

numerator or denominator, and 

the statistical test -reference. 

to verify the sponsor's 

findings. 

a disk that included patient 

data from 82 patients last week, and from this 

disk I have verified primary effectiveness results 

using all 82 
P 

atients not censored, and my conclusions 
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1 are the same as the sponsor's, that the CCS device was 

2 statistically better than the Biobrane-L for 100 

3 percent wound closure. 

4 wo, the sponsors claim that there were no 

5 

6 

7 

severe, liv 

t 

threatening, or adverse events that 

occurred at n incidence of greater than five percent 

may not be c mplete. 
P 

This is because if we included 

8 

9 

95 percent intervals for these rates any 

reported eve t would have an upper confidence level of 

10 

11 

12 

13 

14 

greater than five percent. 

ote that 64 or 78 percent of the patients 

enrolled had at least one severe event. The 

confidence intervals are directly related to the 

sample size. 

15 hree, the primary effectiveness endpoint 

16 

17 

18 

is time to c mplete healing. This is determined by 

three method : 

: 

physical exam, wound tracing, or 

photography, which is the gold standard and the 

19 

20 

21 

22 

primary metho ology suggested in the protocol. 

help minimize the potential for 

observer bia via the photography, pictures were 

randomized an evaluated by experts. The methodology 

NEAL R. GROSS 

(202) 234-4433 

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



used appears ~to be acceptable. 

it is my understanding that the 

device and look different, and the 

application 
7 

nd removal procedures of the devices were 

different. 

6 Fc lr example, the control device required 

7 staples. So LOW could this truly be a blinded study? 

8 1 

9 sponsor stat 

>ur, pooiing by investigator. The 

!S that the data is poolable. across 

10 centers desp. :e differences among investigators and. 

11 between meth ds that are greater than differences 

12 between trea :ment cohorts. This was true when 

13 typically we 

14 this .s true. 

-oak at each center for acceptance when 

15 ‘I te sponsor did do this. Please note that 

16 the sponsor's trend analysis is true. At no case did 

17 the control perform better than the device by 

18 investigator. 

19 

20 

21 

22 

H r3 

excluded inve ‘7 

lwever, you should also note that if we 

tigator numberone, the findings do not 

show statistij C! i al difference between the device and the 

control based on 100 percent wound healing evaluated 
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1 1 by photography. 

2 Five, at a June 11th meeting with the 

3 sponsor and FDA, I asked the sponsor why such a big 

4 

5 

difference b tween the mean and median time, why they 

thought sue 
i 

a big difference occurred. 

6 sponsor explained this by saying once 

7 the said there was 100 percent wound 

8 closure, the follow-up then was changed to 30 days. 

9 to be a potential deviation from the 

10 seems to me could possibly influence the 

11 

12 

13 

photography onclusion. 

' f ix, the study was stopped before 

completion. The sponsor states at the time the 

14 decision wa reached to stop the study due to 

15 

16 

17 

18 

decreased e 'rollment rate where approximately 90 

percent of t e patients had to achieve wound healing, 

and that the sample size of‘between 75 to 80 patients 

would be 
: 

sufficient to achieve statistical 

19 

20 

21 

22 

significance. 

herefore, the trial was stopped early in 

May of 2000. 

sponsor addressed this issue with a 
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err calculation based on primary endpoints 

'in the protocol. The sponsor's reported 

correct based on their assumptions. 

claim of a conservative standard 

deviation used in the calculations may not be 

This is primarily due to 

if after 32 days 100 percent 

wound healin was not achieved. 

Please note that a slightly larger 

standard devr-ation of only greater than ten would lead. 

to inadequate power based on the same assumptions 

used. 

Also, note that the sponsor originally 

estimated ,120 patients would be enrolled in order to 

complete 85 atients. 

4 even, the sponsor used the last 

observation carried forward assumption in their 

analysis. If there is a worsening trend, this type of 

analysis may miss the trend. The potential for 

missing data can be an enormous problem, and the 

sponsor's assumption is that all patients with missing 

data are not failures. 
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1 

2 d 

There were 22 of 82 patients who 

iscontinue 
4 

the study before week 24. 

3 And finally, I just wanted to mention that 

4 the steroid nformation and some other information was 

5 presented and has not been reviewed by our 

6 staff. 

7 hank yr>u. 

8 

9 

CTING CHAIRPERSON GALANDIUK: Thank you, 

Dr. Seidman. 

10 will now ask Dr. Sam Arepalli to read 

11 

12 

the FDA ques 

t 

ions. 

P 
R. AREPALLI: Okay. Panel Question No. 

13 

14 

15 

16 

1: adverse events, such as pain, infection, and 

itching, are similar in the clinical study for both 

the CCS and the Biobrane control. Please discuss 

whether the safety data for CCS provides a reasonable 

17 assurance th't CCS itself (unintelligible) autograft 

1 
18 donor sites 

i 
'n burn patients. 

19 

20 

21 

22 

anel Question No. 2: the primary 

effectivenes endpoint in the protocol was time to 

complete closure as measured by photographic 

assessment. The study was designed to demonstrate a 
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1 in time to wound closure. The 

2 

3 

4 

5 

primary effectiveness results are provided in this 

table as sh wn here, 

this, but as you can see from the p values they are 

I 

and I don't want to read all 

reaching stalistical significance for both mean and 

6 

7 

median as to wound closure. 

.I Do these data demonstrate that there is a 

8 reasonable assurance that in a significant portion of 

9 

10 

the target pulation the use of CCS will provide 

clinically results? 

11 P nel 
b 

Question No. 3 regarding safety 

12 

13 

14 

15 

16 

again. This is regarding the scar score. What 

Hamilton and 

1 

anguard scale scores are provided here, 

they are dis layed in the slide, on the slide, and 

'I. this is Vancouver burn scale at 12 and 24 weeks. The 

previous one was Hamilton burn scar score for 12 and 

17 

18 

24 weeks, and the question is: the difference between 

..CCS in Vancouver burn scar score and Hamilton burn 

19 

20 

21 

22 

scar score at 12 weeks and 24 weeks is statistically 

significant. :?lease discuss the clinical significance 

of these differences for Vancouver burn scars at 12 

weeks, Vancouver burn scar at 24 weeks; Hamilton burn 
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1 scar at .2 P :eks, Hamilton burn scar at 24 weeks. 

2 pinally, Panel Question No. 4, do you have 

3 

4 

5 

any recomme: 

including i.1 

precautions, 

6 

dations regarding the proper labeling, 

dications, contraindications, warnings, 

instructions for use, et cetera. 

'hank you. 

7 ,C!TING CHAIRPERSON GALANDIUK: thank you 

8 very much. 

9 'e will now have the panel deliberations 

10 

11 

and cornmen. 

deliberation 

12 members to 

3. Before we start the panel. 

I we would like to call on two panel 

:omment on this PMA application. We'll 

13 start with : r. Joseph Boykin, who will give us a 

14 critical ove 

15 

16 

Dr. DeMets w 

submission. 

view of the study, and then proceed with 

o will comment on the statistics of the 

17 

18 

19 

20 

21 

22 

asked to comment on the study 

of data provided by the 

some of the subjects 

or the areas that we had questioned earlier. Some of 

125 
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6 

8 

16 

18 

the 

answered. 

I may have later have already been 

In summarizing the CCS, we understand is 
I 

a bilayer skin substitute. I think everybody 

understands that. 

The pivotal study from 12 sites with one 

pooled data presented. The 

~ for 100 patients, and essentially 60 

entire 28-week period, with 

consisting of patients receiving. 

1 'm doing it wrong now. 

CHAIRPERSON GALANDIUK: Following 

will have an 

additional to ask the sponsor questions. 

The modes of 

the sponsor are those of the 

.:. device actin as a temporary absorbable hemostatic and 

which is biocompatible with 

and that the device acts 

active extra cellular 

matrix compo cytokines and growth factors, and 
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1 I believe tl .is has been well documented, you know. 

2 The hypothesis stated by the sponsors, the 

3 application enriches the growth factor environment of 

4 an acute wo I ir 
‘, 

id bed, in this case a donor site, and 

5 contributes ,a s a net positive influence on the wound 

6 healing proc 

8 

e 

I 11 

ss. 

7 he benefits as stated are that there is 

an early oppc Ftunity for recropping, early donor site 

9 healing, low 

10 and d scomfc 

incidence of infection, decreased pain 

't I and improvement in scar formation, 

11 which we hav just reviewed the last few minutes. - 

12 hese are the data that you've seen for 

13 several prev ous slides, and I'm not going to review 

14 that in deta 1. 

15 '11 go on to the next one. 

16 ne critique at this time of the study has 

17 a few points that we have discussed along the way. 

18 First of all, the indications for efficacy, I believe, 

19 

20 

21 

22 

need to be more focused with the device as we 

understand i 

I r. Horbowyj and even the data supplied by 

the sponsor ave pointed to the fact that the data 
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1 indicates a fairly sigtiificant role for efficacy with 

2 

3 

4 

5 

6 

7 

healing, c ea lier healing of the donor site with 

patients over the age 'of 12 and for burns that are 

greater than '20 percent total body surface area, and 

I believe t At the indications in terms of labeling 

should be co 

'.. 

bidered along these guidelines. 

The grafts were not monitored in terms of 

8 

' 9 

10 

11 

12 

i3 

the timing I fter the burn injury. This variable, 

along with the thickness of the wound and also the 

h clinical coniition of the patients, is somewhat of a 

debate, but 

1 

'think not'an issue that would present a 

hard challene for the evaluation of the device. 

4 
T 
ihere appeiar to be an absence of 

14 

15 

16 

instructions, however, for the care of the infected 

donor site the device in place. I believe this 

needs to be Precautions for the patients 

17 

18 

19 

20 

21 

22 

that have bee excluded from the pivotal study should 

in the libeling of the device so that 

individuals 
b 

w o are being treated for burns who fall 

into this cat 

t 

gory are not treated with the device as 

it has been studied. 

I would also add that it would be 
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important to place a precaution that the device not be 

used on the -3urn wound as I'm certain that would be a 

temptation by many clinicians who are into high tech 

devices. 

There were no clear, adequate preclinical 

studies of sale or retention or the survival of the 

donor cells in the patient population. This, I 

believe, needs to be addressed. I absolutely don't 

feel that there's a fear on the public sector that 

there may be retention, but I think the risk of this 

needs to be clearly outlined. 

now, in terms of the stand alone 

treatment, we've been kicking this drug back and 

forth. It came to my .attention that 30 of the 

patients in the study were about 37 percent had 

received this drug. I thought it would be beneficial 

to try to review this situation in terms of what it 

really means. 

S3 I'm going to, if you'll just bear with 

me through this slide, review very clinically the 

significance of Oxandrolone and human growth hormone 

in the treatment of burn patients, and this will give 

NEAL R. GROSS 

(202) 234-4433 

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



1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

: 

130 

you a littl ~historical perspective of why we've been 

concerned a out this. 

In the burn treatment experience, human 

growth horm ne was initially looked at as an agent to 
7 

promote metabolism enhancing the acute 

chronic phas of recovery and the amelioration of the 

catabolic to burn injury in severe burn 

patients, d the human growth hormone was looked at 

following e perimental 

t 

studies in early clinical 

trials by Pr den, Wilmore and Herndon up until 1990. 

his subsequently led to clinical trials 

which basica ly showed that there was,increased whole 

body protei recovery by more than 25 percent, a 

reduction in the ,hospital length of stay by 25 

percent, and also improvement in the healing rate of 

skin graft lonor sites by 30 percent in patients 

treated with human growth hormone. 

bow, the problems with that hormone 

therapy is there was associated hyperglycemia which 

required insulin therapy and accentuated 

hypermetabol'sm in the patients being treated. 

So research continued into methodologies 
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1 that would render the same types of results, but 

2 without the complications. And in 1999, Dr. Demling 

3 comparison of the anabolic effects and 

4 

5 

reported hi; 

complication 

testosteront 

S of human growth hormone and the 

analog Oxandrolone after severe burn 

6 injury. 

7‘ 

8 FDA for inv 

9 used for se\ 

Vow, Oxandrolone has been approved by the 

lluntary weight loss. It is clinically 

ere burn patients on a regular basis, as 

10 has already been discussed, but the concern, again, 

11 that we've h 

12 a study on d 

13 

14 

15 

td is what effect might this drug have ori 

Inor site healing. 

is seen by Dr. Demling in his study 

comparing 0: 

found that 

androlone to human growth hormone, he 

fxandrolone could achieve an identical 

16 reduction i I 
L net wet loss, nitrogen loss, and 

17 

ia 

19 

20 

21 

22 

significant1 decrease donor site healing time after 

burn injury a that observed with human growth hormone 

treatment. 

e also went on to show that there was not 

or hypermetabolic response with 

there was with human growth 
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1 

2 

3 

4 

5 

6 

hormone, and how it is commonly used in place of this. 

1: 

S'o we seem to have a problem. The 

research sum ary on the data with Oxandrolone looking 

at 
b 

Oxandrolo e versus placebo patients who have seen 

donor site h'aling decrease in 13 plus or minus three 

days in the i' 
7 

Zacebo group; the nine days plus or minus 

7 two days in the study published in the Journal of 

8 He showed no significant 

9 difference Oxandrolone was compared to 

11 

12 

13 

14 

15 

recombinant uman growth hormone; 

recent stu y 

Regeneration, 

I# 

and in a fairly 

reported in Wound Repair and 

:Dr. Demling went on to demonstrate that 

the anaboli steroid Oxandrolone significantly 

enhanced would healing unrelated to any generalized 

I increase in p 
T 

otein mass as would be reflected in body 

16 weight. 

17 

18 

the discussion that goes along with 

fact that there 

19 

20 

21 

22 

stimulated by 

include insulin growth factor 1 that 

may somehow s abilize or enhance the effect of growth 

factors at th 

I' 

'site of injury. 
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1 This, of course, would lead one to believe 

2 

3 

that there may be issues related to different 

types of wou ds, especially ones that might be treated 

4 

5 

6 

7 

8 

9 

with additio h al growth factor types of devices and how 

they might respond. 

This has essentially led to these two 

questions, and I would certainly like to hear the 

Panel discuss. First of all, having made the 

statements that we have just reviewed and 

10 understandin the data as we've tried to break it down 

11 

12 

into the di ferent 

I 

cohorts: does the presence of 

Oxandrolone treatment in 30 of the 82 patients 

13 randomized f r this study of donor site wound healing 

14 allow anunbi sed determination of the efficacy of CCS 
c 

15 ent of burn patient donor sites. 

16 

17 

18 

19 

20 

21 

2i 

would the 

assuming that all patients 

were removed from the study, 

receiving CCS achieve 

donor site 

Thank you. 
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1 

2 

Dr. DeMets, would you? 

DR. DeMETS: For obvious reasons, I'm 

3 going to tr: ia lower tech approach. 

4 

5 

6 

(ILaughter.) 
~ 

3~R . DeMETS: And while we're waiting, I 

) make a comment which I don't have a 

7 on, but there was some discussion in the 

8 siented about sample size discussion and 

9 3 and power which was alluded to earlier. 

10 

11 

12 

13 

1g is that I don't think the sample size. 

hat's necessary was fully appreciated 

ou have a 30 percent noncompliance, for 

the treatment group, the sample size 

14 Factually multiplied by a factor of one 

15 

just want t 

transparency 

material pr< 

noncompliant 

My own feeli 

adjustment 

because if 1 

example, in 

adjustment i 

over .7 squ .red. So you also have to double the 

16 sample size. 

17 

18 

19 

20 

21 

22 

5:-- - -. _ 

I',probably luc 

you had, you 

lo I would say 
~ 

that the sponsor was 

'y in a sense that with the noncompliance 

c 
hould have had a lot bigger sample size 

going into it, but at any rate, it turned out in your 

as far as we can tell so far. 

d I want to .point out and draw the 

134 
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1 

2 

panel's att &-ion to a feb statistical issues that 1 

think are relevant. The material that was presented 

3 had lots of,different analyses based on intention to 

4 treat per protocol and's0 forth and son on. 

5 y intention to treat, by the way, we mean 

6 

7 

8 

9 

10 

all patients. That means all patients and all events 

as best we can find, and if you have some kind of 

noncomplianceand you start fiddling around, you can, 

in fact, get some bias which I'll show. 

t 
'know it's popular and sometimes asked. 

11 

12 

13 

14 

for, a per protocol analysis, but I am consistent in 

my campaign to speak against the per protocol analysis 

because I think it's hard to interpret and it's 

extremely vulnerable to bias. 

15 

16 

17 

ext transparency. 

there. Actu 1. 
That's fine right 

lly put up -- that's fine. That's fine. 

7 
o when we think about a trial, there are 

18 lots of biases we want to eliminate. Patient 

allocation, while this was a randomized trial, that's 

good. The isisue of concomitant therapy, we just had 

some discuss'on about qxandrolone. 
4 We're going to 

come back to that in a minute, but you want to have 
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1 concomitant therapy. 

2 The issue of patient evaluation. Well, 

3 device trial 

4 blind, as we 

5 

6 

lenging because they're tough to 

So you have to work especially 

hard at trying to minimize the bias that can creep 

into patient evaluation, and I think that this study 

7 

8 

has done a p etty good job of trying to address that. 

I wouldn't s or it's eliminated it, but 

9 it's a pretty good approach and one that I've 

10 experienced other studies. 

11 he issue of the analysis, intent to 

12 

13 

treat, I'll ome to in a second, but that's another 

area which' want to focus on. The matched pair 

14 design I in my questions, and while I think a 

15 as far as I can figure out was 

16 probably in future trials of this 

17 and perhaps e en in reexamining this, that it would be 

18 

19 

20 

21 

22 

worthwhile t least looking into the statistical 

methodology that takes in the fact that you're looking 

at the treat 
m 

ent and the control in the same patient. 

o I don't think it's going to matter to 

our interpre ation one bit as far as I can tell, but 
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it would pr bably be more correct. 

~ 

Now, let me show you why -- the next 

transparent -- I think this intention to treat issue 

is so important and why I don't like per protocol 

analysis. I~'ve given this lecture to this panel 

before. So 11 apologize for redundancy. 

This is an example that comes from the 

cancer world, and I recognize it's cancer therapy and 

not device therapy, but you can find these examples 

all over the literature. 

T 

his is a study of disease free survival 

in a cancer patient population, and the therapy, I've 

h: even forgott n all of the details of, but it's post 

surgery, pos 'mastectomy, and what's depicted here is 

compliance, 

1 

lisease free survival and compliance. 

'he top line is the Kaplan-Meier curve for 

the patient who 

" _. 

had better than 85 percent 

compliance, nd the middle curve is those in the 65 to 

84, and the ottom is less than 65. 

And by compliance here, it is the amount 

of dose you took over the dose that the protocol 

specified that you should have taken if you complied 
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1 the whole way perfectly. 

2 

3 

4 

So you can see that the good compliers do 

better and the poor compliers do worse. So what's the 

big deal. Well, the big deal here, this is the 

5 placebo arm the trial. So dividing patients up by 

6 compliance i ~ tricky business. 

7 P urthermore, I didn't bring the 

8 

9 

transparency, but I can reorder these any way you want 

by tinkering in appealing ways to the definition of 

compliance. So the minute you start horsing around. 

in a per protocol analysis, you tell 

me what resu 

14 
i 

nd I can even make arguments that sound 

15 i pretty appeaiing. SO for that reason we really need 

16 

18 

to rely on t Ed intention to treat analysis. It's the 

safest groun I know that it's not a perfect 

its problems, but it's where you 

I would ask the panel to focus their 

attention on intention to treat analysis in this 

as we can tell, it doesn't seem to 

matter. 
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1 

2 

3 an issue if 

4 

5 

6 

principle. : 

data is easy 

missing data 

7 

8 which is all 

9 

10 

data is a prc 

assume that t 

11 

12 

13 

14 

probably not 

follow-up, i 

patient. So 

like the tox: 

i 

16 random makes 

use, I guess 

18 rather than I 

'I 

one we always 

it's not a p 

introducing 

(202) 234-4433 
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d 

,et's move on. 

row, the issue of missing data, which is 

you believe in the intention to treat 

f you don't believe in that, then missing 

You just get rid of the patients with 

and you move on. 

f you believe in intention to treat, 

patients 'and all events, then missing 

3lem. The trouble with that is that you 

ne data is missing at random, and that's, 

true because as patients get lost to 

: could, for example, be the sickest 

there were patients who said, "1 don't 

city. I'm getting out of here." 

3 the fact that it's not missing at 

the missing data a problem, and here we 

the last, observation carried forward 

sst value carried forward. 

Iat's the traditional approach. 1.t'~ the 

use or at least always used to use, and 

irfect analysis. It is not immune to 

biases because ,you make certain 
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1 assumptions 

2 happen is wh 

3 

4 have an answc 

5 instead of t: 

6 

7 

that you had 

when you intc 

8 I 

9 ( 

10 

11 

12 

can make up 

struck by sev 

least about 

13 cautious aboL 

14 has a total c 

15 

16 and it's clir 

17 you want to 1 

18 F 

19 

20 

21 

22 

data too fine 

consistent, 

differences. 

could be just 

(202) 234433 
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I 
lout that. You assume that what would 

t happened in the past. 

o it's not a perfect analysis. I don't 

r to tell you what they should have done 

at, but just remember it has some basis 

to sort of put in the back of your mind 

tpret the 'data. 

sxt . 

le nice thin about transparencies is you 

our talk at the last minute, and I was 

ral of the reviewers, their curiosity at 

ubgroups, and I had to say, "Be very 

: subgroups, especially in a study that 

i 82 patients. 

le small numbers is really at work here, 

tally almost compelling to look because 

lderstand it better. 

311, a study this size, explaining this 

is really asking for trouble. If it's 

that's comforting, but YOU see 

Hard to know,what to make of them. It 

random noise. It could be real. This 
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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 

trial is no 'going to sort that out. 

We have multiple analyses, and my only 

point about that is that these are not sort of 

independent confirmations, but these are just 

variations of the same theme. So it's nice that these 

analyses are robust. It doesn't matter which test, 

but you're till looking at the same outcome by and 

large or var'ations of it. 

\I 

o it's great. I'm glad it works that 

way, but it's not as though we're stacking up more and 

more data in argument that this is good. 

I wanted to focus some comments on this 

issue which 

treatment 

1 

r. Boykin raised, which is what I call 

by treatment interaction. Maybe if you 

could just move that up a bit. 

What I've tried to graph here is sort of 

what's going on. If you look at the -- this is a 

response. We have a response. I guess it was days' 

till wound healing, as was shown. I've got the 

control arm a the treatment arti, and I've got these 

numbers are in the,right order, I think. 

I you look at the control arm 'and the 
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1 

2 

3 

22 and 14 or something like that, and 

over on trea it's the smaller numbers, and I have 

of me here, like 13 and a half and 12. 

4 6 o what you can see here is depending on 

5 whether you' 
t 

e on the drug or not, you get a different 

6 

7 

8 

response. 

1 

t's what we would call a quantitative 

interaction. In other words, it's in the same 

direction. ,t just modifies the size of the effect. 

9 SO if you were to just do the overall, you're going to 

10 get some kin b of average. So the red dot here and 

11 comparing th red dot here to the red dot there. - 

12 ut if you were toe break it down as we've 

13 

14 

already seen, you have different effects. So I do not 

personally'b lieve 
i: 

that one should be breaking these 

15 

16 

17 

analyses dow too fine because of the number of 

patients. could be chance. It could be real. 

Again, this udy won't by itself prove it, except for 

18 the external information which was just presented. 

19 

20 

21 

22 

So the real question for us is I don't 

think it changes the idea that this treatment is 

probably effective and beneficial, but the size of the 

effect in general depends on what mix of population. 
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1 I mean, if 

2 

3 

getting this 

If half or 

4 something el 

5 

6 

7 

how we might 

the standarc 

8. certainly as 

9 class life. 

10 

11 about poolal: 

12 design this P 

13 I don't view 

14 variation ac 

15 

16 analysis by 

17 transparency 

18 This is a tr 

19 

20 

21 

22 

results to 1 

life, workin 

study, 20 ye 

heart attack 

(202) 234-4433 
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111 of the patients are going to start 

drug, that tells us one kind of response. 

more than half are not, then we get 

;e. 

;1o that's a clinical interpretation as to 

see the size of the effect relative to 

It clearly indicates that this is 

good as, if not.better than the standard 

)nthe bottom there are some issues raised. 

ility. Well, I think because of the 

as this was randomized within the center. 

'this as an issue because I expect some 

'ass centers, even only 12 centers. 

.k the worst, you could stratify your 

center, but if you flip to the next 

I'll show you why I believe in this. 

al, and I apologize for presenting drug 

xl. It's where I've spent most of my 

~8 in drug trials, but this is an old 

iirs ago, of beta blockers and treating 

Ipatients, al trial called BHAT, beta 
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1 blocker heart attack trial, 32 centers. 

2 

3 

4 

5 

This is the odds ratio plotted up here. 

So one means there's no effect. To the left means 

there's a To the right means 

there's a 

6 

7 

8 

9 

10 

11 

12 

13 

14 

this was a highly statistically 

significant with a 20-some percent reduction in 

mortality, you'll notice there's a few sites 

that's in th wrong direction. 

that mean we should throw those sites 

out or t,he therapy isn't effective in North Dakota or 

in Southwest Texas? I don't know. I don't think so. 

You expect variation. A statistical theory would tell 

you there's some variation. 

15 

16 

17 

18 

19 

20 

21 

22 

(202) 234-4433 

: ' 

fitid out 

you know. There was 

something wro g going on at that site. But we have 

So while you look for sites to be out of 

line and say, "What could possibly be going on there?" 

one must be ery cautious about kicking those sites 

out. That's ertainly my advice to ourselves. 

d so we expect some variation, and 

sometimes wh n YOU check out, YOU 

unfortunately the problem, 

i44 
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3 

4 

5 

6 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

got to be ca 1 P- 

comments. 

raised, thiz trial has many strong features, and I 

think many o 

were address 

few question 

go on to the Panel questions, I'd like to ask if any 

of the Panel members have comments to make right now 

or questions 

of the sponsc r that you want to address at this time? 
I 

I k. McGRATH: You mean just to add to the 

ones that hav 
b 

already been raised? Oh, yeah. 

145 

ltious about it. 

: think that's the end of the my formal 

;o I think the issues that have been 

i the issues that needed to be addressed 

:d, but nevertheless, we're left with a 

I to discuss. 

'hanks. 

.CTING CHAIRPERSON GALANDIUK: Before we 

to sponsor. Dr. McGrath, any questions 

I was 

I 

just going to ask the sponsors to 

comment on wh they think,there's a racial difference. 

A d I was also going to ask have they 

looked at the Oxandrolone effect by center. Does it 

correlate'with Centers 1 and 3? 

MR. PELTIER: Since we just received that 

question or issue in the last -- 
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1 'ACTING CHAIRPERSON GALANDIUK: Mr. 

2 

3 

4 

Peltier, courld you please come to the podium and also 

: 

identify yo ~rself, please. 

MR. PELTIER: Yes, thank you. 

5 S;tephen Peltier with Ortec International. 

6 just received that information or that 

7 issue past 24 hours. So we haven't done a I 
8 

9 
, 

10 

detailed analysis by centeir, 

I 
but certainly we tried to 

pre,sent to yoiu the information that we did in these 

couple of 
I 

s ides 
P 

that demonstrated that it didn't 

11 

12 

13 

14 

15 

grow, direc ionally the information or the healing 

times are st'll the same. 

16 

appear that here was any negative effect. 

'd 

I 

certainly although there were 

differences 'both in the 'control and the treatment 

JDR. McGRATH': 
I 

'Racial? 

17 I+. PELTIER: And racial, I don't know 

18 

19 

20 

21 

22 

that I 'can you an explanation for that. It was 

a matched random analysis, a random 

effect in and I don't really have an 

explanation 

do you have any? Dr. Kazempour 
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1 from Amarex. 

2 

3 Amarex. 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

explaining t 

that race 

significant, 

'people. The 

can be just 

guess the re 

can be real 

it a real ( 

perceptual d 

you do your 

difficult to 

the Biobrane 17 

18 

19 

20 

21 

22 

Tech. in Lub: 

at least frorr 

doesn't seem 

(202) 234-4433 

)R. KAZEMPOUR: Kazem Kazempour from 

$0, I do not have any reasoning for 

Ve racial differences, but after I found 

jeing a factor, being statistically 

I discussed that with our clinical 

j said it's possible, but that possibly 

hy chance. 

R * McGRATH: I understand that, but I 

son I bring it up is that do you think it 

#r is it perceptual? In other words, is 

ifference related to race or is it a 

fference because of the difference when 

valuative ~process that it might be more 

nake a determination about healing under 

in people with different colored skin? 

R. GRISWOLD: John Griswold from Texas 

Dck. 

appreciate the concern, although I think 

an experience standpoint, a pigmentation 

to make a big impact on how we decide 
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1 whether a do jr site is healed because it had a lot to 

2 do with the oisture aspects of it. 

3 

4 concerned, 

nd also, as far as the Biobrane is 

5 Biobrane has 

6 experience, 

-I _ really has to do with whether the 

adhered to the donor site wound. In my 

&ce the wound is healed, the Biobrane 

7 comes off. f it's not healed, it stays adherent. 

8 o I haven't in my experience noticed a 

9 difficulty : 

10 pigment colt 

~1 determining difference based on skin 

i 

11 

12 do you have 

13 

CTING CHAIRPERSON GALANDIUK: MS. Brown,- 

ny questions 'of the sponsor? 

4. BROWN: Y,es . Did I hear correctly 

14 that Oxandrc .one is used fairly typically in burn 

15 patients? 

16 d. PELTIER: I think that -- 

17 d. GRISWOLD: Again, John Griswold. 

18 'can't respond if it's used typically in 

19 

20 

21 

22 

a wide range df burn patients. I can respond to our 

experience, 

comfortable 

nd that is that we feel confident and 

ilth the data available that it helps in 

a large burns nd in patients who have maybe a little 
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I 

1 

2 

3 

4 

more difficulty to heal, like older patients. 

ll 0 our practice is to use it in patients 

who have 1 lar e burns and in older patients. 

M S. BROWN: Thank you. 

5 ACTING CHAIRPERSON GALANDIUK: Dr. 

6 

7 

Diegelmann, o you have any questions? 

DR, DIEGELMANN: I also have some concerns 

8 

9 

about the wa the control site was treated. In the 

introduction we heard that Biobrane is expected 

10 to cause re- 4 pithelialization within nine to 19 days, 

11 and on page 21 of this Volume 2, you cite a study 

12 

13 

14 

where typically heals within 13 and eight 

days, study the time tp healing for the 

control site seem to be so much larger. 

15 
q 

o you have any explanation of why this 

16 might be? 

17 

18 

19 

20 

21 

22 

PELTIER: I think there may be two 

types of expl nations to look at. The first is trying 

to compare formation from the literature when you 

don't know he measurement tools that were used, 

photography, I? lanimetric analysis, et cetera, and what 
\ 

the definiti n of 100 percient wound healing was. 
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1 As you note ii? this study, we had a very 

2 tightly 

3 aGross all of the centers and 

4 method. 

5 ISO it's very hard to compare ourselves or 

6 

7 

to compare t 

f 

is to the literature. However, it was a 

matched pai 
7 

design in the same patient being their 

8 own contra 1 I,. So I think it gives a fair 

9 

10 

representati n of the expected healing time that one 

i might expect with Biobrane. 

11 also wonder if Dr. Griswold could come 

12 UP and p obably ? give you a more clinical 

13 interpretati 
P 

n of his experience in using Biobrane and 

14 the variatio in healing time. 

15 

16 

ACTING CHAIRPERSON GALANDIUK: If I might 

request that we use the podium for this portion and 

17 

18 

19 

20 

21 

22 

Thank you. 

R. PELTIER: Thank you. 

GRISWOLD: The way I would respond is 

r described, I have been involved with 

including some of the previous 

Biobrane studies. The difference that sets this study 
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1 

2 

3 

4 

site is the several ways that healing was determined 

in investiga I or, planimetry, and photography, where in 

most of the Ifher studies it's a single investigator, 

somewhat more subjective determination. 

5 

6 

7 

8 

9 

Also there was a variance in those studies 

between whether it was 100 percent, 95 percent, 90 

percent healed. And so I think it puts this study 

into a little bit different category and may explain 

why the heal time was different. 

10 

11 

12 

DR. DIEGELMANN: Also, the control sites, 

I presume, percent of them the Biobrane was held 

in place What percent of the treated 

13 sites were held in place by staples? Did that have an 

14 

15 

impact on healing rates? 

R. GRISWOLD: I can respond from our 

16 

17 

18 

experience. We used staples on all of our patients, 

the ten pati that we contributed to the study in 

So I don't feel it 

19 

20 

21 

22 

I'm not sure about the other sites. 

PELTIER: Let me just add. It's Steve 

Peltier from b rtec again. 
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1 That same experience that Dr. Griswold 

2 just presen .ed in terms of whether or not to use 

3 staples was our experience at all of the other sites. 

4 Although it jas left UP to the investigator whether to 

5 

6 

use staples not in t'he CCS treated group, most of 

the investig stapled it in place the same as they 

7 Biobrane treated patients. 

8 

9 

did with the 

h CTING CHAIRPERSON GALANDIUK: Dr. Chang, 

do you have any questions to add? 

10 

11 

'R. CHANG:, 

I recall it 

12 

13 

14 

the scar, 1 
Using the Vancouver score, as 

ses several elements, such as height of 

pliabi.lity, the vascularity, and the 

pigmentation, and I can't recall the fifth element. 

w; LS there any thought of having more than 

15 

‘a 
I i one person ev iluate that so that there was -- since 

16 some of the measurements or evaluations are 

17 subjective, w, s there any thought to having more than 

18 one investiga or give you that score? 

19 

20 

21 

22 

PELTIER: Steve Peltier from Ortec 

again. 

I think if you look at if that was the 

reason, but h 3 also chose to use the Hamilton Scar 
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1 Scale. so t 

2 clinical inv 

3 

4 

subjectivity 

had those c 

5 randomly, ar 

6 same directi 

7 

8 

9 or Dr. DeMet 

10 

11 before we pr 

12 

13 

14 

something th; 

want to under 

15 the Biobranes 

16 were stapled 

17 stapling the 

18 correct? 

P 

Y 

in most of th 

CCS product, 

(202) 234-4433 
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e Vancouver was performed on site by the 

stigators and, as you point out, has some 

to it. We then took the photographs and 

paluated by masked evaluators, again, 

I think both scores at least show the 

n. 

R. CHANG: Thank you. 

STING CHAIRPERSON GALANDIUK: Dr. Boykin 

I any additional comments? 

3. Then one last question to Dr. McGrath 

zeed'to the questions. 

i. McGRATH: This just flared from 

Dr. Diegelmann just said. I again just 

tand the groups a little better. All of 

were stapled on. So all of the controls 

but investigators had discretion about 

product under investigation; is that 

. PELTIER: Steve Peltier from Ortec. 

S, that is correct, but as I reported; 

cases the control product, I mean the 

as also stapled. 
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1 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

154 

DR. McGRATH: But it seems as though some 

of the Biobrane evaluation issues were subjective 

because in some cases it had to do, as you said 

earlier, with when it came off. So was there a set 

protocol about when you took the staples out of the 

Biobrane? 

I'm going to have it 

answered in The protocol was established to 

based on the manufacturer's package 

insert doesn't put a time frame 

on when to ake the staples out. So that, again,- 

judgment by the investigator based 

d if Dr. Griswold could come up, I think 

insight into how that's 

established. 

John Griswold. 

just reporting on our center, we 

remove all th staples both on graft sites and donor 

dressing is or 

irrespective f the dressing at three days. So at day 

McGRATH: But that wasn't set in.the 
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1 

2 

3 

protocol. o the Biobrane separation issue could be 

partially on when the staples were removed 

if they were 't removed in three days? 

4 R. GRISWOLD: I suppose it may have some 

5 impact, althl ugh what I believe most centers did was 

6 that they die more than just observe the Biobrane and 

7 whether it w uld come off. The Biobrane edges were 

8 manipulated. The Biobrane was tested with a Q-tip or 

9 some type of touching aspect to see if it was still 

10 adherent. 

11 

12 done in and 

13 were still tl- 

1 although I guess that would have to be 

around the staples because the staples 

!re, I think more than just observing if 

14 it was ready :o fall off was done. 

15 .? STING CHAIRPERSON GALANDIUK: I'd like to 

16 :n Rhodes now to put the first Panel 

17 

as Mr. Step1 

question on t le screen. 

18 F lile we're waiting for this to come up, 

19 

20 

21 

22 

I'll just re 

events such a 

d the first Panel question. Adverse 

pain, infection and itching are similar 

in the clin: :a1 study for both the CCS and the 

Biobrane-L co trol. Please8discuss whether the safety 

(202) 234-4433 
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1 

2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

is 

19 

20 

21 

22 
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data for CC 

P 

r. Diegelmann, can we have you start? 

How would yo like to answer that? 

R. DIEGELMANN: In respect to this 

* question, I still have some concerns that Dr. Boykin 

raised about the persistence of the cells and the 

absorption o 
f the materials there. So I still have 

some concerns about that safety issue. 

ACTING CHAIRPERSON GALANDIUK: Dr. Chang? 

DR. CHANG: I plan to address the question 

very literal y 

i 

in terms of pain, infection, and 

itching. C inically I believe they are similar 

between the t,o groups and so they are safe regarding 

i 
those clinica 

: I think that 

: Dr. Boykin? 

in terms of 

clinical safely, 

I 

that the device provides reasonable 

assurance tha it is safe for the management of the 

donor site. 

ACTING CHAIRPERSONGALANDIUK: Dr. DeMets? 
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1 

2 

3 I’ 
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k. DeMETS: From a statistical 

perspective, I would agree with Dr. Boykin. 

,CTING CHAIRPERSON GALANDIUK: Ms. Brown? 

4 k s. BROWN: I thought the two groups 

5 appeared to 

6 profiles an' were 

7 events were 1 

e similar with respect to their safety 

acceptable because the adverse 

8 

9 

d 

airly minimal. 

CTING CHAIRPERSON GALANDIUK: And Dr. 

McGrath? 

10 

11 

I agree. From a clinical 

sense, the group and the experimental group 

12 appear to b! 
f 

similar and, therefore, the product 

13 

14 

assumed to b :clinically s,afe. 

frankly,, I would like to see 

15 histology. 

16 CHAIRPERSON GALANDIUK: At this 

17 

18 

19 

20 

21 

22 

time does 

concerns 

sponsor want to address either the 

McGrath regarding histology or the 

Diegelmann had regarding the 

persistence of 

M' 

International 

i 

cells? 

PELTIER: Steve Peltier from Ortec 

, 
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2 there, and o 

3 work in the 

4 concern for 

Igain, we recognize that that data is not 

' certainly have plans to do that kind of 

'future. So we recognize the Panel's 

:~ell retention. 

5 XZTING CHAIRPERSONGALANDIUK: Dr. Witten, 

6 from our pa: ~1 members, other than Dr. Diegelmann's 

7 concern reg ?ding the persistence of cell and Dr. 

8 McGrath's de ire for more ,histology, I think it's the 

9 consensus of the panel that this is safe. 

10 s the FDA saitisfied with that response 

11 a.n.d have we ddressed that adequately? 

12 R. WITTEN: Thank you, yes. 

13 GTING CHAIRPERSON GALANDIUK: We'll 

14 proceed to t e second question. 

15 

16 I will rerea 

17 effectivenes 

18 

19 

20 

21 

22 

complete wo'c 

assessment. 

9.5 day imps 

primary effe 

Arepalli dur 

tid, again, in~the absence of the screen, 

it. Panel Question No. 2: the primary 

endpoint in the protocol was time to 

d closure as; measures by photographic 

The study was1 designed to demonstrate a 

vement in time to wound closure. The 

dive results were show before by Dr. 

ng his presentation. Do these data 

(202) 234-4433 
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1 demonstrate 

2 a significar 

'3 of CCS will 

4 

5 

6 statisticiar 

7 show a diffc 

8 reservation: 

9 that we see 

10 combination 

11 product. 

12 

13 citing the 1 

14 So looking a 

15 the answer i 

16 reservations 

17 terms of enh 

18 

19 

20 

21 

22 

that we see 

questions -- 

is that we're 
P- 

brious aboutanother effect or another 

hat there is reasonable assurance that in 

portion of the target population the use 

rovide clinically significant results? 

r. Chang, would you like to begin? 

4. CHANG: With the comments by the 

'and looking, at the data, the numbers 

*me, but I have to express very grave 

$bout the potential that the differences 

rie not solely due to the efficacy of the 

fi keratinocyt;es and fibroblasts in this 

, 

Ned in light of comments by Dr. Boykin and 

derature, those are my major concerns. 

bhe statistics and the data presented, 
I 
I a qualified yes, but I have significant 

b r,gardlng the' action of Oxandrolone in 

I 
icing the donor site healing. 

I$INGCHAIRPERSONGALANDIUK: Dr. Boykin? 

t; BOYKIN: 3'11 agree with Dr. Chang 

the difference, and of course, the 

I I nd I've obviously raised this earlier -- 

l 
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effector, i 

4 
'you will,' that may have a substantial 

impact on th outcome of the study. 

ACTING CHAIRPERSONGALANDIUK: Dr. DeMets. 

Well, as I indicated, I think 

improvement. 

suggest that there's an 

is we didn't -- at least 

9.5 day goal, but perhaps 

intervals on that, our 

would help address that, but I 
'I 

estimate tha 

TING CHAIRPERSON GALANDIUK: Ms. Brown? 

M' . 
F 

BROWN: I't-ti not a statistician. so I 

or I'm sorry1 

i 

I'm nor 4 clinician. So I can't 

comment on th. clinical significance of the results, 

but it appear d to me that~ the sponsor did meet its, 

statistical A riteria 

: 

for, demonstrating that the 

product was su erior to. Biobrane. So I would say that 

it's statisti 
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1 Dr. 

2 McGrath? 

CTING CHAIR;kERSON GALANDIUK 
'I 

3 R. McGRATH: Well, I'm struggling with 

4 this because the effectiveness data really rides on 

5 visual obser ation,, and it: seems that using Biobrane 

6 without bette r standardizing perhaps the handling of 

7 the Biobrane 

8 the CCS becaL 

9 up and so fo: 

:ertainly tends to prejudice in favor of 

le of issues with the way Biobrane raises 

:h. 

10 perhaps would feel better if we had some 

11 

12 

way to be mo 

given, you kl 

the way it WE 

e confident that the Biobrane had been 

zw, an equal playing field in terms of 

13 

14 

; secured and so forth. 

J 

15 

16 

17 

reaily out of 

cognizant of 

can't look : 

18 

19 

20 

22 

22 

numbers. But 

out, and the 

like to just E 

different. 

also have spome questions that arise 

the racial and the center differences, 

'hat you said,'Dr. DeMets, about.how you 

ZJO much at differences within small 

still those two centers really do stand 

.acial issue really stands out, and I'd 

ive some thoughts about why those are so 

A d I guess the third thing that I'm still 
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struggling w th is for this product the effectiveness 

of adding th Icellular component, the keratinocytes, 

is really b on cytokine data rather than any 

knowledge of where, when, how those keratinocytes are 

behaving. 

to know more about that 

Diegelmann? 

that we're dealing with 

more effective product. 

CHAIRPERSON GALANDIUK: Dr. 

DIEGELMANN: I would answer the 

Question 2 a qualified yes, but I'm‘ also 
I 

concerned abo the subgroups that Dr. Boykin pointed 

and also the way 

not provided a 

effectiveness. 

overall I 'think the answer to this 

question would be a qualified yes. 

CHAIRPERSON GALANDIUK: Does the 

sponsor wish o make a comment at this time? 

DR. GRISWOLD: ~John Griswold, again. 
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1 

2 

ustin response to the Biobrane question, 

out moisture, in the early studies one of 

3 

4 

5 and it was 

6 

7 the first 24 to 48 hours, that it actually had an 

8 

9 

10 

11 

12 

13 

14 

15 

16 

improved hea 

i 

ring rate; that keeping it moist prevented 

its adherent. 'to 

Ii 

the wound, providing that matrix. 

'd covering the Biobrane actually at least 

in early stu y showed the detriment to the healing 

process. 

i s far as the Biobrane overall and how it 

was handled, 

from talkin 1 

I' guess from my standpoint and at least 

with some of the other principal 

investigators felt fairly' comfortably that it was 

17 handled prett standard, that the staples were removed 

18 , that it was just allowed to remove or 

19 

20 

21 

22 

fall off or co off as the epithelialization occurred 

underneath. 

'1 think the giobrane was handled pretty 

standardly a far as the1 package insert and the 
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1 recommendati 3ns for healin9 the Biobrane. 

2 ACTING CHAIRPERSONGALANDIUK: Dr. Witten, 

3 I believe t 1e consensus of the panel is that the 

4 answer to 

5 reservations 

6 

7 

combining E 

treatment ( 

ihis questiion would be yes, with 

specifically,regardingthe possibility of 

I'bgroups, the perhaps inequality of 

f patients that underwent Biobrane 

8 application, as well as the use of Oxandrolone in some 

9 patients. 

10 :s that ade,quately answered for the FDA?. 

11 

12 

)R. WITTEN:' Yes. Thank you. 

CTING CHAIRPERSON GALANDIUK: In the 

13 meantime we I hould have Question No. 3 on the screen. 

14 If we could 30 to the last page for Question No. 3 

15 regarding th :difference in the Vancouver burn scar. 

16 an I start vith Dr. Boykin? Can you 

17 discuss thl clinical significance of these 

18 differences? 

19 

20 

21 

22 

1 R. BOYKIN: Well, I'm glad you said 

think there',s questionable significance 

really betwec n the two. When you look at the scales 

that are use' 'I I know stapistically the numbers are 
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1 showing up, but my clinical instinct would be that 

2 

3 

4 

5 

looking at a patient on a scale of 20 who went from 

I two to thre, wouldn't really cause me to make a 

notation in 

I 

he chart. 

‘0 
s 

I would say there's questionable 

6 clinical 

7 Dr. DeMets? 

8 R. DeMETS: Well, I have no particular 

9 

10 

expertise. n fact, 

F 

I have no expertise in these 

particular me sures. So my comments would be similar 

11 

12 

s looking at a scale with that range and 

the size of he effect. While it's probably a real 

13 

14 me seems to b marginal at best. 

15 

16 I just had one question with 

17 

18 

19 

20 

21 

22 

statistically significant differences at week 12 and 

week 24, but -hen at, quote, follow-up there's not a 

difference. 

What is "follow-up"? 

PELTIER: Steve Peltier from Ortec. 
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he patients who were enrolled in this 

study early a biannual follow-up until the last 

patient in t e study completed the six-month follow- 

UP* information was what is there. 

S. BROWN: So by the very, very, very end 

there differences? 

'R. PELTIER: r When you went out beyond a 

year, you betan not to see the same differences; is 

P 
that correct+ 

” S. BROWN: I had that question, but I 

don't really /have other comments about the scars. - 

CTING CHAIRPERSON GALANDIUK : Dr. 

McGrath? 

R. McGRATH: Just that the differences 

seem modest oetween CCS and the control, but that 

clinically it's reflective of safe results. 

ACTING CHAIRPERSON GALANDIUK: Dr. 

.Diegelmann? 

DIEGELMANN: My response to Panel 

Question 3 Id be that there's probably a marginal 

clinical sign 
t 

ficance between the two. 

CHAIRPERSON GALANDIUK: And Dr. 
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1 Chang? 

2 

3 

4 

5 

DR: CHANG: To put it in English or to 

translate clinically, in using the Vancouver burn 

scar, in week two if one looked at the median, there 

was no difference. 

6 

7 

8 

9 

CCS and cant 

- 1 

If one looked at the mean between 

01, it was an improvement of .81 out of 

a scale of -5. By week 24, looking at the median, 

there was a difference of~two for the median and the 

difference of 1.23 out of 15. 

10 

11 

12 

13 

14 

15 

That would mean clinically that if one. 

looked at the color, it might be more pink or if we 

felt the scar, it might be a little bit firmer or 

there might be a little more hyper or hypo darker or 

lighter color. I mean, one out of the five was a 

grade better. 

16 Eut as mentioned before, going out beyond 

17 

18 

19 

20 

21 

22 

the six months, if you gave, it enough time, then there 

would be from the numbers that were filed the 

suggestion that given time scars will even out in 

terms of how they look. 

And so clinically, statistically the 

numbers are there, but clinically I don't believe that 
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there is a ifference in the outcome. 

;1 
CTING CHAIRPERSON GALANDIUK: Does the 

sponsor wish to make any additional comments? 

Paul Glat from Philadelphia. 

don't disagree that the numbers are not 

highly remar especially in my 

patient population, I do all pediatric burns. I think 

scarring is quite a signific:ant problem for my 
I 

patients. They tend to scar worse, especially in the 

beginning. They tend to be prone to the need for 

pressure and occupational therapy in their 

donor site scars, and the possibility for eliminating 

this is a pottntial great benefit to my patients. the 

expense, the time lost from work or school for the 

families is ci iuite significant. 

I also have a fair amount of experience 

actually haling to 

r 

operate on donor sites 

unfortunately. So I think the potential to eliminate 

some of those is a signi,ficant b~enefit to this. 

Thank you. 

A TING CHAIRPERSONGAILANDIUK: Dr. Witten, 

I the consensus of the panel regarding Question No. 3 is 
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that the difference in these scores is not clinically 

significant. Is the FDA satisfied with the I 

discussion? 

DR. WITTEN:, Yes. Thank you. 

ACTING CHAIRPERSON GALANDIUK: Then 

to the last question, which we'll start 

labeling, 'Dr. DeMets, do you wish to 

'1 probably do, but I can't 

It would have to do with the issue around 

the use of this drug whose name I keep forgetting, 

Oxandrolone. I don't quite know how to formulate it, 

but I'm still troubled by how to sort that out, and I 

don't think e have enough data probably to do that, 

but that's ally the issue that I would put on the 

table. 

CTING CHAIRPERSON GALANDIUK: Ms. Brown. 

I 'had the same comment, that 
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1 
I 

Oxandrolone !versus not with Oxandrolone just so that 
I 

2 clinicians hkve the benefit of that information. 

3 

4 

5 

k CTING CHAIRPERSON GALANDIUK: Dr. 

'McGrath, do ~ ou have any recommendations? 

b 'R. 
1~ 

McGRATB: ~ I'm sorry. I sort of 

6 

7 

haven't had kime to put this together very clearly, 

but I would 
7' 
ie troubled ifs the recommendations or, in 

8 

9 

other words,1 

f 

if the labeling suggested significant 

differences rom the control product. 

10 

11 

12 

don't think that we have any evidence to.. 

support any aims about readiness for reharvesting or 

retaking skin graft at this time with what we 

13 

14 

15 

have. So I d n't 

indication. 

; 

think that can really be used as an 

16 

17 

!nd I know that at the outset the initial 

presentation isaid that the hope was that CCS showed 

improved 
: 

fun tion and durability of the donor site, 

18 

19 

20 

21 

22 

I and I don't think that evidence exists yet about 

function and L urability of!the donor site. 

m 
A! TING \ CHAIRPERSON GALANDIUK: Dr. 

Diegelmann? 
1 

D-Z. DIEGELMANN/ 
lt \ 

To add to that, perhaps 

170 
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1 

2 percent of t tal body surface area. 

3 p,TING CHAIRPERSON GALANDIUK : Can you 

4 elaborate on that? 

5 I 
DIEGELMANN: Just based on the 

6 

7 

patients under 12 years of 

total body surface area. 

8 A CTING CHAIRPE,RSON GALANDIUK: so it 

9 should not b utilized in patients? 

10 

11 

12 

Perhaps just a comment- 

about the ef icacy of those. 

CHAIRPERSON GALANDIUK: And not in 

13 burns less 20 percent body surface area. Okay. 

14 Dr. Chang. 

15 DR CHANG: I would just echo sentiments 

16 by Dr. Diege'mann that I'm not convinced that the 
k 

17 

18 

19 

20 

21 

22 

product is skperior for less than 20 percent body 

surface area 

:) 

urns or the younger patient population, 

less than 12 ears, from looking at the results I have 

here. 

I would like to see on the label for the 
L 

clinician what are signs that there's an infection 

NEAL R. ~GRO~S 
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5 

6 

7 

8 

9 

10 

12 

14 

15 the exclusi 

16 reflected in 

17 should be a 

with .the fol 

the exclusion 

evaluated wit 

21 won't acciden 

brewing in t at donor site with the application of the 

product and 

that. 

practice, bu 

of infection 

that the st 

clear effica 

less than 12 

instructions 

infected don 

condition th, 

(202) 234-4433 
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'for the clinician recommendations for 

)bviously it',s not your job to dictate 

just suggestions for mana Lgement of signs 

iCTINGCHAIRPERSONGALANDIUK: Dr. Boykin? 

1R. BOYKIN: 4 would agree with Dr. Chang 

tement just ~describing the absence of 

y for the use/of the product in the group 

and less than 20 percent be made; that 

be outlined for the treatment of the 

r area that received CCS. 

nd also I noticed in the labeling that 

n criteria ifor the study were not 

the labeling, and I think that there 

tatement which indicates that patients 

owing conditions -- and basically list 

criteria --, have not been clinically 

1 this device's0 that these individuals 

ally wind up being treated and have some 

t couldn't bp defined in the earlier 
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1 study. 

2 : also think that it would be beneficial 

3 to describe he difference in the populations with and 

4 without Oxan 

5 to add to t1 

.rolone. I think that's an important note 

3~ labeling. 

6 : think that's all I have at this time. 

7 

8 

9 

10 

sponsor wish 

regarding hc 

here or any 

CTING CHAIRPERSON GALANDIUK: Does the 

to make any comments at this time perhaps 

q one can tell if there's an infection 

If the other things that were mentioned? 

11 1R. PELTIER: Steve Peltier from Ortec. - 

12 n terms of the precaution about how to 

13 evaluate an nfection or some recommendations on how 

14 to handle ar infection in the donor site, we agree 

1.5 that we shou d have something in the label. 

16 R. KAZEMPOUR: Kazem Kazempour from 

17 

18 

19 

20 

21 

22 

-Amarex. 

n terms of patients with age less than 

12, the time .o healing wasshorter for both treatment 

groups, but : )r patients w;th total body surface area 

burns, 1 ess t lan 20 percent\, the median difference was 

two days. Al ain, it was ai small. 
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1 

2 

3 

4 

6 

8 

16 

18 

19 

20 

21 

22 

It b just happened accidentally. I was looking at t e confidence,,interval, trying to produce 

that, and satistically it was significant when we 

I 

used T tests, but the p value that is reported, it is 

log ranked a: looking at median. And, yes, the median 
7 

was not sign'ficant. 
1 

have repokted both of them to the 

agency, 

around them, that's my favorite. It statistically was 

significant, and the diffelence was only 1.8 days, but 

because bot of the variables it was so low in 

patients total body surface area burn less than 

20 percent, was statistikally significant using T 

tests. 

d the rate of healing for patients for 

less than 12 years was a 1iOt faster within the first 

14 days, 

significant. 

all of them being statistically 

hank you. 1 

CTING CHAIRPERSON.GALANDIUK: Thank you. 

M. P PELTIER: T'rn sorry. We still have a 

couple more comments if you would allow us. 
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1 I! CTING CHAIRPERSON GALANDIUK: Yes, 

2 please. 

3 

4. 

'R. PELTIER: Thank you. 

R. GLAT: Paul Glat from Philadelphia. 

5 

6 

M 

D 

A 

I: 

I- 

.gain, I do strictly pediatric burns. To 

me I just WC tted to comment on the fact even though 

7 the days are ot statistically significant, there does 

8 seem to be a trend towards earlier healing and 

9 specifically 

were demonsi 

to faster healing rates, which I think 

10 :ated earlier to be about two square 

11 centimeters 

12 

tr 

a 

( 

t 1 

day faster. 

3 even if we':re not getting 100 percent 

13 healed at a 

14 benefits frc 

aster rate, I think we're getting some 

the faster rates of healing. In my 

15 population I found a lower incidence of pain as we 

16 

17 

went out ir 

anecdotal ex 

the treatment group. That was my 

srience with ,that. 

18 Id this to me, seems to be beneficial in 

19 

20 

21 

22 

allowing my 

mobilization 

1 

< 

E 

, 

latients to get a little bit earlier 

earlier rehab, possibly an earlier 

discharge frc i the hospitai. 

) I think there are some benefits other 
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1 than the primary directiv'e, which is to get complete 

2 closure. I think we do' see some benefits in the 

3 pediatric po ulation. 

4 

5 

6 

7 

no mention i h 
CTING CHAIRPERSON GALANDIUK: There was 

the protocol though of time to rehab in 

any of these evaluations, was there? 

P 
R. GLAT: No, there was not. 

8 A ,$. GRISWOLD: John Griswold. 

9 about the Oxandrolone 

10 panel to consider, 

11 in my patient; 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

population, t least in the ones we describe, larger 

burns and 01 

I 

er patients. 

Bust as far as the heal time, I think it's 

L important to ealize that there are currently, as far 

as I'm aware of in the literature, only two single 

site studies, 'one that was, blinded and one that was 

not, to shop the improved healing, and in our 

experience, wehave not expierienced any wound healing 

improvement. It has only been weight maintenance or 

weight gain and protein anabolism. 
I 

Wei have not keen any impact in the 
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Ox.androlone usage in donor site or graph site healing. 

Thank you. 

ACTING CHAIRPERSON GALANDIUK: Does the 

sponsor have any other comments? No. 

Dr. Witten, summarizing the responses from 

the panel re arding the recommendations for proposed 

labeling, the Panel feels that the label should 

contain a st 

I 

tement saying,that there's no significant 

improvement in healing inpatients who have burns -- 

b 
in burn pati nts that are! less than 12 years of age. 

and also in patients with burns that comprise less 

than 20 of their total body surface area. 

n addition, the Panel feels that the 

exclusion cr'teria for the current study should be 

listed so I t at people who use this product could 

evaluate which patients the product has not been 

tested on. 

Several Panel members felt strongly that 

the possible effect of Oxandrolone use on wound 

healing should be addressed in the package labeling. 

T ere 
b 

also sho,uld be no claim regarding 

the ability f increased Secropping of donor sites, 
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nor on their increased function or their ability sine 

the study did not provide: such data. 

Aind lastly, the Panel felt that there 

should be an instruction on the labeling telling 

clinicians when they -- how they could detect 

infection in ithese donor wound sites. 

Is the FDA satisfied with that response? 
I 

DR. WITTEN: 

h 

Yes. Thank you. 

CTING CHAIRP+SONGALANDIUK: Now we will 

proceed to sly additional~,publ,ic comments that there 

are. If 

I 

the e are any me~mbers of the audience that 

wish to address the Panel at this time, please raise 

your hand to be recognized. 

((No response.), 

CTING CHAIRPERSON GALANDIUK: 

Good. Now, I- 

Okay. 

this point? 

~,- 1 

oes the FDA have any final comments at 

R. WITTEN: No. 

;" ACTING CHAIRPERSON GALANDIUK: No. Okay. 

Does the sponsor have any final comments they wish to 

make? Okay. 
I 

Mrl. Krause wjll now read the voting 

I 
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11 
\ 

i 12 

13 

1 instruction for the Pane~l. 

2 IR. KRAUSE: The medical device amendments 

3 to the Fel ral Food, D$ug, and Cosmetic Act, as 

4 :he Safe Medikcal Devices Act of 1990, 

5 

amended by 

allows the ood and Drug IAdministration 
~~ to obtain a 

6 recommendat In from an v~expert Advisory Panel on 

7 designated 

8 application 

medical deylice pre-market approval 

that are filid with the agency. 

9 

10 your recomm 

effectivene: 

II 

'he PMA must s~tand on its own merits, and 
~! 

kdation must ~ p ,,e supported by safety and 

data in‘the application or by applicable ii 
(1 

publicly av; 

14 

15 

16 

assurance, I 

the probablr 

intended USE 

lable informjtion. 
I! 

afety is defihed in the act as reasonable 
~; 

sed on validl,scientific evidence, Ni that 

benefits to health under conditions on 

outweigh any Iprobable risks. 

17 ffectiveness his defined as reasonable 

18 assurance t 3t in a si$nificant portion of ,the 

19 

20 

21 

22 
i ',. ,,,;._. 

population t 

and conditi 

2 use of the dpvice for its intended uses 
I 

1s of use wh,n labeled will provide 

clinically s; gnificant results. 
I 

r he recommenda~kions of the panel are as 
i 
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1 follows. Yc 

2 conditions E 

3 

4 conditions. 

5 

6 

7 

found approv 

as physician 

or a further 

8 

9 should be di 

10 

11 Panel may ret 

12 the data do 

13 the device i 

14 

15 

not been give 

conditions of 

16 in the propo; 

17 

18 

19 

20 

21 

22 

each Panel 

outlining the 

L 

as the clinic 

to make a mot 
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1 may recomme%ld approval if there are no 
(1 

:tached. 

rou may recommend approvable with 

The Panel may recommend that the PMA be 

die subject ty specified conditions, such 

br patient education, labeling changes, 

Analysis of Gxisting data. 

rior to votiizg, all of the conditions 

cussed by th& panel. 

du may recom?nend not approvable. 
pi 

The: 

Tmmend that t$e PMA is not approvable if 

I&t provide aitreasonable assurance that 

safe or if + reasonable assurance has 

1 that the de$ice is effective under the 

use prescribe@, recommended,or suggested 

?d labeling. 

Illowing the voting, the Chair will ask 

Iember to pqesent a brief statement 

reasons for kheir vote. 

ZTINGCHAIRPEqSONGALANDIUK: Dr. Boykin, 
/ / 

1 reviewer fo&- the panel, would you like 

-6n? I 
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5 I' really appreciate Dr. Griswold's 

6 comments because he has put some important clinical 

7 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

I 181 

DR. BOYKIN: 'I'd like to make a comment 

first. I believe that this is a safe device. I 

actually am excited about the technology. I think 

that there's always room for improvement. 

perspective on the prqblems that I've had in 

evaluating t. is. 

Oxandrolone, 

which you hav 

fact, it ha 

confounded it 

that needs tc 

I 

Oxandrolone i 

to understand 

E 

approve the F 

love to disc1 

form of some 

time with whi 

(202) 234-4433 

e only have three or four studies on 

but they ally point to a certain effect 

:n't shown insthis study. As a matter of 

been just the opposite. And that 

'even more. SO there's something there 

be sorted out. 

Id if we're #going to continue to use 

1 patients who are burned, then we need 

what's going on there. 

iving said that, I would vote that we 

rIoduct with the condition which I would 

3s with the other Panel members in the 

follow-up study after a set period of 

cih the public / ,' the other clinicians in 
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this country 1 

2 that we can 

3 comfortable 

4 

5 some specifi 

6 

7 Specifically 

8 

9 the motion? 

10 1 

11 

12 Diegelmann SC 

13 ( 

14 the pre-mark 

15 Okay. It ha; 

16 market approl 

17 

18 

19 

20 

21 

22 

cultured skin 

_ for approval 

what conditic 

L 

that in my miI 
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have had a chance to use the product so 

review the data and be at least more 

bout the questions that we've raised. 

I 
o I believe that it is approvable with 

d conditions. 

CTING CHAiIRPERSON GALANDIUK: 
, 

Mhat type of $follow-up? 
I 

ctually, okay~.i Do I have a second for 

i. DIEGELMN& Second. 

ZTING CHAIRPEibON GALANDIUK: Okay. Dr .- 

zonds it. 

:ay. It has been moved and seconded that 

t approval application -- discussion? 

been moved and seconded that the pre- 

11 application1 for the OrCel composite 

from‘ortec International be recommended 

rith conditions. 

Id if we can now have the Panel discuss 

1s. Dr. Changl 

to answer this is 

s demonstrated that this 
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1 is safe and 

2 improvement 

3 with their c 

4 

5 mentioned mi! 

6 Oxandrolone. 

7 

8 trial involv 

9 

10 

expensive, ai 

should stand 

11 seen today al 

12 trial as a CC 

13 

14 there are er 

15 histology th; 

16 commitment tc 

17 

18 clinical tr 

19 

20 

21 

22 

expensive, a 

satisfied int 

the question 

labeling. T1: 

(202) 234-4433 

~ by and large, shown that there is an 
'1 

in the results in comparing the product 

ntrol. 

lut there were reservations that we 

ht be put on product labeling specific to 

recognize that at clinical trial or any 

ng patients Gill. be, I think, extremely 

d so I believe clinical trials, the data 

in terms of approval or not on what we've 

d not put the burden of another clinical 

ndition for approval. 

owever, that being said, I do agree that 

)ugh question~s about cell survival and 

t that is not1 as daunting a project and 

be made as a: condition for approval. 

3 in discussion, I would say I think 

als are going to be inordinately 

.d given the ~ data that we've had I'm 

arms of patient population, but provided 

of Oxandrolone is mentioned in the 
i 

it would be tjhe condition that I would 

1 
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1 feel would e important. 

2 IAnd I do think histological studies are 

3 I think that that is doable and a 

4 reasonable equest. 

5 CTING CHAIRPERSON GALANDIUK: Dr. 

6 Diegelmann. 

7 
P 

R. DIEGELV: Also I reflect the same 

8 comments. I feel like .the data we reviewed today I 

9 

10 

11 

12 

feel reasona'ly confident'that the product is safe.d 

I do think i I 

as signific nt 

! 

has some effectiveness, but perhaps not 

as we mqy see statistically, but 

clinically i may be more ~marginal. 

13 v d then I believe that the comments you 

14 

15 

made about dhe condition's and indications in the 

labeling sho Id be followed through. 
, 

16 

17 

ACTING CHAIR+ERSON GALANDIUK: Dr. 

McGrath? 

18 CHANG : And the specifics of labeling, 

19 

20 

21 

22 

I believe, have been laid out, and they certainly 

would be worked out between! FDA staff and the sponsor. 

AZTING CHAIRFjERSON GALANDIUK: Dr. 

McGrath. 
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1 I jR. McGRATH:". As far -- agree with 

2 approval wj h conditions, - a. and my thinking would be 

3 that safety 1 las been addressed sufficiently in these 

clinical ti r- 

5 trials have ? 

als, but T don't think these clinical 

establisheid #that this product is more 

an existing products that are on the 

herefore, I think any claims in this area 

6 effective t :h 

7 market, and t 

a would have tc ) be very modest about benefits relative 

9 to currentk Y available products until those have been 

10 demonstrate d. 

4 

already bee: n 

13 be put in tl 

agree with the comments that have 

made about the specific items that would 

labeling with regard to the things that 
/ 

14 we outlined 

15 brought out 

16 

17 

18 

19 

20 

21 

22 

concerns of 

I A 

T m 

Ln our last comments and that were just 

.gain by Dr. Chang and Boykin. 

CTING CHAIRPERSONGALANDIUK: Dr. DeMets. 

IR . DeMETS: Well, I share some of the 
I 

& colleagues. I think that my own guess 

is that the issue of the Oxandrolone drug is chance. 

It's small umbers. It goes in the opposite 

direction, i 
7 

I understand this previous data, but 

nevertheless, I think it should be mentioned and until 

NEAL R. ~ GROSS 
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1 

2 

3 

4 

5 

6 

7 

a 

9 

10 

11 

12 

13 

14 

15 

16 

17 

la 

19 

20 

21 

22 
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this with no reservations, 

just did in i 

question though. If we were to approve 

does that wipe out what we 

4 
he Question 3' or in the Question 4 where 

we talked a out all of tihe labeling changes? I'm 

% 
asking do w have to --i we've already made our 

comments labeling suggestions, and now does that 

mean if we b that, do we have to vote approval 

with conditi ns? 

ACTING CHAIRPERSON GALANDIUK: 

i 

I believe- 

they're indep ndent of each other, but let me ask Dr, I, 

Witten to ans er that question. 

DR. WITTEN: Well, I'm not sure I 

.understand th 

i 

question, biut let me just say if you 

think it should be approvable with the condition of 

the labeling ecommendation~s that you made in response 

to the previo s question, you could say that, and then 

that would be the condition. 

okay, okay. I was just 
1 

I thin+ that the conditions I'm 

most interest d in is the cl ,xandrolone question. 
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,, 

, 

6 

8 

14 

16 

18 

Dr. Boykin, 

the clinica 

specific end 

this Panel n 

histological 

with this de 

statement CI 

labeling, an 

that area, 

necessary. 

be helpful, 

ACTING ~HAIIW~R~ON GALANDIUK: Okay, and 
Ii 
1) 

:an'I just ask you to elaborate a bit on 

trial you mentioned with respect to 

loints you wo+ld evaluate? Briefly. 

IR. BOYKIN: How many years have I been on 
, 

F 

C 

Ii 

1 

f 

1 

I 

!U 

31 

: 
D 

a: 

uickly, I can certainly support 
.' 

follow-up of:! patients who are treated 

rice, and I will be quite happy with a 
II 

ncerning Oxandrolone 
I~ 

as part of the 

11 I believe that new studies specific to 
/I II ;I 

3s I've ment$ioned, are probably not 

2. WITTEN: Just some clarification would 

nd that is if' you all are recommending 

histological I tudies, it w@uld be helpful for us at 

187 

FDA if you co Id tell us histologic studies to answer 

what 

A TING CHAIRPERSON GALANDIUK: Dr. Boykin 
4 

or Dr. would you? 

4 D. BOYKIN: W$Ll, the earlier protocols 

discussed histology of the $onor site with regards to 
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1 

2 

3 

DNA fingerp 

question of 

believe that 

4 frame of a y 

5 the donor si 

.jnting, which would help us with the 
,I 

&llular retention and morphology, and I 

this could be done perhaps within a time 

!ar after the device has been applied and 

:e is healed.' 

6 

7 the patients 

Je would.simp$y like to see a sample of 

who have been successfully treated with 

8 the device nd look at the histology and the DNA 

9 fingerprinti g and have 'a level of comfort about 

10 what's happe ing there. 

11 CTING CHAIRPERSONGALANDIUK: Dr. Boykin; 

12 tnd you correctly saying you would like 
'1 

13 determine wh~ich cells are growing in, 

14 

do. I underst 

histology to 

whether it's cells of the broduct in question or the 

15 patient's OWI cells? 

16 

17 

R. BOYKIN: Right. 

"TING. CHAIRPERSON GALANDIUK: Is that 

18 

I (-. 
correct? 

19 

20 

21 

22 

I i. BOYKIN: Un-huh. 

J ZTING CHAIRPBRSON GALANDIUK: Dr. 

McGrath? 

E. McGRATH: 11 agree with that, although 

I 
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1 I heard it said today tklat on the basis of the two 
ii 

2 

3 

4 

5 

6 

7 

biopsies th 
7 

t were done, ,:I +t was the belief that it was 

I the donor cells that w& responsible for the re- 

a' epitheliali ation, and that the -- I'm sorry --- the 

recipient cells that were responsible, the person's 18 

own, for the re-epitheliaiization and not the ones in 
:I /I .' 

the product. 

8 But I would like to know more about the 

9 

10 

11 

12 

/ 
true life span of the onesy~that are in the product and 

I 
when they really disappear, and then I'd like to see 

some of tha 

I 

correlated 'with the conclusion that- 
:I '8 

cytokines pr duced by tho&e cells in a mixture,with 

13 

14 

15 

16 

17 

cytokines pr % duced by the fibroblasts in this product 

are what are lesponsible fo'& the potential improveme.nt 
,I 

and rapidit I 

1 

with which' :, the recipient can re- 
$8 

epithelialize the surface. 
88 

Can I ask a question? 

18 

19 

20 

21 

22 

TINGCHAIRPERSONGALANDIUK: Dr. Witten, 
,i 
I 

to make comments at this time? 

I 
:I 

D. 
3 

WITTEN: 
/I 

It's up to you. 

11 
CHAIRPfRSON -GALANDIUK: Okay. 

Please. 

1; 
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Mel Silberklang from 

byotherproduct 

cells as to 

Cell retention goes down with time. 

if we were 

to-pick one t That's one 

we were to lo 

we can stair.. for male chromosomes since we have 

exclusively male cells. Then we could actually 

histologically see whether there are any remaining 

male cells. 

That's a doable: study in addition to a DNA 

study. A DKA study would only say that there's 
. . 

persistent DNA, not necessatily that it's actually the 

/ 
/ 
/ 
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2 

3 

4 

5 

6 

7 

8 

9 

10 

11 

12 

13 

16 

17 

18 

191 

ceil that's persistent. 

And having once worked on DNA vaccines 

when I was can persist 

as a depot effect under 

the skin. 

so far. We 

have a motio to approve the product with conditions, 

that the answers 

to Question those ~labeling specific items be 

&d that there also be a 

determined b 

also be a ~ 

necessarily g 

products currl 

I 

of this motion 

A( 

(202) 234-4433 

tatement that the device does not' 

Povide more :rapid healing than other 

ntly available. 

would like te ask all of those in favor 

to raise their hands, please. 

how of hands.) 

I'ING CHAIRPERSON GALANDIUK: Okay. The 
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1 

7 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

21 

22 

b recommendatisn of the 

b 

is unanimous in that the 

pre-market a proval for OrCel composite 

cultured ski 'from Ortec Ihternational be recommended 
>I 

for approval with conditions as outlined previously. 

the room and 

state the 

necessary, 

AC+ING CHAIRPERSON GALANDIUK: Yeah. And 
/ 

I would like to go through/the panel members and ask 

everybody why they voted like they did. 

Dr. jl McGrath? 1 

;~ 
I voted for approval 

because the be a safe one that's 

reasonably ef as effective as others 

that are I put the conditions on 

it because I think the claims can't yet be made about 

improved effectiveness :I these are established in 

clinical trials and in er numbers. 

ACTING Dr. DeMets. 
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1 

2 believe that 

3 

4 

safe. It c 

standard and 

5 outcomes we 1 

6 clarificatio 

7 it was safe 

8 

9 

10 I believe it 

11 some issues 

12 

13 

14 

15 

looking back Iupon it, 
I eve:b at that point it still 
~ ~ /i 

appeared to and there seemed to be 

enough of a its use. 

feel strongly that the future 

16 clinical use 

17 

18 

19 

20 

21 

22 

will Ji help us xn the future; 

d' AITING CHAIRPERiSON GALANDIUK 
/ I 

\ because of safety data and because we do need products 

_i i / 
that will accelerate wound healing. We are in need of 

' I 
that, and I feel that given the data that was 

1 ~ 
I ' 
1 ~ 

NEAL R. bROSS 
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1R. DeMETS: :~I voted in favor because I 
.' 

the product has been demonstrated to be 

2rtainly seems to be no worse than the 
,i 

in all likeli'hood is better than for the 
:~ 

ave, and there is a need for some further 

t, but it didn't prevent me from feeling 

lnd effective;~ 

~, ~ ii 
~CTINGCHAIRPERSONGALANDIUK: Dr. Boykin. 
/ ~ 
jR. BOYKIN: Yes. I vote as I did because 

:i 
/S’ a safe prod'bct. Obviously there were 

i 
ii 

ithat 
jJ 

clouded the determination, but 
I 1: 

other reports by the centers 
I 

: Dr. Chang. 

CHANG: 1: vote as I did, first, 
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presented t 

patients tc 

3 reservations 

4 

5 Diegelmann. 

6 

7 because I th 

8 another impo 

9 the treatmen. 

10 strongly tha 

developed fu: 

A 

13 like to thank 

14 

15 

and attendins 

personnel and 

16 T: 

17 

1% 

19 

20 

21 

22 

(1 

meeting in the 

194 

day, it's d\eserving of a chance for 
iI 

accelerate :iwound healing, given the 

stated in our'previous discussions. 
I 

&TING 
:( 

CHAIRFERSON GALANDIUK: Dr. 

‘I ii 
)k. DIEGELMAN+ I voted the way I did 

nk the prod+ 

?ant element 

of these pat; 

: this area $ 

ler. 

(202) 234-4433 

CING CHAIRPE 

.ll of the Pa 

the meeting 

:he audience 

! meeting is 

.ereupon, at 

above-entit! 

NEAL R. ( 
OURT REPORTERS A 
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WASHINGTON, D.I 

is safe. I think it is 

hat needs to be added to 

If 

nts, and I also feel very 

technology needs to be 

SON GALANDIUK: I would 

21 members for their time 

and also thank the FDA 

or your attendance. 

djourned. 

3:25 p.m., the Panel 

d matter was concluded.) 
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