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A{F-T-E-R-N-0-0-N S-E-$-S§-I-O-N

(1:2.9 p.m.)
ACTING iCHAIRPERSON GALANDIUK: I would
liké to reconvene 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 Arepalli, and to follow hiﬁ, Dr. Roxolana
Horbowyj will discuss the clinical aspect.

Dr. Arepalli.

DR. AREPALLI: All right. Good afternoon. .
The product under consideration is
composite cqultured skin indicated by wuse in
(unintelligible) autograft downsiée iﬁ burn patients.
| My name is Sam Arepalli, and I'm the lead

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

presenters this afternoon. I will be presenting the

 administratiyve preclinical and manufacturing aspects

. of the product from FDA point of view.

' Subseéuently7Dr. Roxy‘HdrboWyj and Mr. Mel
Seidman will freview the clinical studies and
statistical issues. Dr. Charles Durfor will review

the manufacturing section of this PMA, and he’s in the
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audience in case you ddh’ﬁ havé any questions. He’ll
be happy té énSwer them. | .
Composite cultured skin measures six
centimeters |by six c@ntimeteré and consists of a
bovine collagen ‘ﬁatrix on (unintelligible) human
neonatal fibroblast cellé and Eératinocyte cells and
culture.
The final‘ product is tested for
morpholog&, survivability, cell attachment, epidermal
college (phonetic), Sterilityf mycoplasma, and.
physical container integrity. -
The product has a shelf life of 72 hours
when stored inside a témpérature maintained shipping
container. The device was approved in February 2001
for the treatment  of ‘recessive dystrophic
Epidermolysis Bullosa patients as humanitarian device
exemﬁtion, and it is’ not approved; for any other
indication yet.

This slide shows the indications for use
of the devicge. This device is indicated for the
management of (unintelligible) autograft dermicides
(phonetic)vin burn patients.

NEAL R. GROSS
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Both the current matrix and cellular

components of the device were thoroughly tested for

the biocomps

shows the big

tibility and sterility, and this slide

compatibility testing of collagen metrics

and all tested -- all tests past the biocompatibility

toxicology t

tests are lis

a single human neonatal donor.

keratinocyte

the cells fxr

This slide shows the biocompatibility and

esting of cellular components, and the .

sted there. All of them passed the test.

In. summary, CCS used in this clinical

study was manufactured under aseptic conditions from

The fibroblast and

-

cells, cell banks which are the source of

om which CCS is derived are tested for

human and animal wviruses, retroviruses, bacteria,

fungi, yeast,| mycoplasma, karyology,.isoenzymes, and

tumorigenicity.

tested and se

The safety of the cell components was

veral points of the device manufacturing.

Product manufacturihg also includes (unintelligible)

from animal materials. All animal derived materials

are tested for viruses, retroviruses, bacteria, fungi,

(202) 234-4433
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mycoplasma before used, and all bovine

obtained from countries free cf bovine

!

spongiform encephalopathy.

The sponsor has concluded all the

biocompatibillity and toxicology test in a cognitive

ISO 10993 and FDA guidance documents (unintelligible)

satisfactory|

Roxy.
DR. HORBOWYJ: Thank you.

Good afterncon. My name is Roxy Horbowyj.

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

reviewer for

this PMA, I represent the FDA perspective

in Orcel composite cultured skin use in the treatment

of split thijckness skin graft donor sites in burn

patients.

I will go over a brief introduction, the

produce indication for use, in the pilot study design

outcome,

~

“and outcome,

and

as well as the pivotal study design and
a brief summary.

Burn patients, as you know, can have two

wounds, the blurn wound,‘if deep and partial or a full

thickness, ig commonly treated with split thickness

(202) 234-4433
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there is the second

and theréfore,

wound to be |treated.

impregnated

Treatwents, as you have heard, can include

fine mesh gauze 'énd hydrocolloid

dressings, as well as temporary wound dressings.

dressings suc¢
vary.

dressings, 11

Time to 100 percent wound healing with

h as this is multi factorial and known to

Commonly with fine mesh gauze and hydrocolloid

terature will report healing, 100 percent

healing at the donor sites in ten to 14 days.

reported time

sites

ranging from nine to 19 days.

Literature for Biobrane can report or has

to 100 percent wound healing with donor

The OrCel

composite culltured skin product is proposed to be

thickness don

T

pilot study wa

~indicated for use in accelerating closure of split

or site wounds in burn patients, and the
are'G990063 pilot and pivotal studies.
he split thickness autograft donor site

1s a single center safety and preliminary

efficacy study in which eight burn patients who were

undefgoing gr

aft work included in treatment. Study

data is reported‘for five o these eight burn patients.

(202) 234-4433
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In the pilot study, treatment and control

sites were as has been described by the sponsor within

patient matched pair sites, which were randomized to

CCS or Biobrane-L. The sites were treated with a one

time application of the randomized device. In

patients over three years old up to two CCS devices

could be applied.

A control would be applied in an

equivalent area sine the sites were matched.

equivalent area was applied for a matched site.

were evaluated by photography,

investigator

to one CCS device could be applied.

And for patients under three years old up

Control of anf

Outcomes for the pilot study for efficacy

planimetry, and

assessment. For this study, the means

were typically -- the difference in the means between

CCS and control were typdcally comparable from method

analysis to «©

however, vari

ed.

ethod analysis about six.

The medians,

As I said before, eight patients were

studied. Five Were‘reported for the three control

sites of CCS and three control sites were censored due

to either non

-healing or blistering.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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The pivotal‘study'was designed to be a 15

study, as there were no gross safety concerns

otherwise with the pilqt étudy, Twelve centers did

participate.

Three did not enroll any patients.

'he design was similar in that treatment

‘and control were within patient patched pair sites,

and the patients were patients with split thickness

autograft dor

7

10r sites.

intent to treat patients and 85 evaluable patients;

and again, the treated sites in patients over three

years old at
sites/ four

control area,

two CCS deviceé could be applied with a comparable»

evalﬁate CCs

this time could have up to four donor

CCS devices applied with a<cbmparable

The objectives in this study were to

and control for safety and efficacy and

facilitated tlimely wound closure of split thickness

skin donor silte in burn patients. Other objectives

included the flunction and durability of recropped skin

NEAL R. GROSS

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

(202) 234-4433

WASHINGTON, D.C. 20005-3701 www.nea[rgross.com
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serving as an autograft; as well as the time to

complete 100

percent re-epithelialization or healing

of the recropped and retreated donor site in a subset

of burn pat

N

involvement.

on objective

and one Biobrane site that were recropped.

very limited

ients with massive "surface area of

This submission and our discussion focus

number one;'vThere were three CCS sgites
Data 1is

on these sites, and so we’re addressing

objective number one.

o]

ifficacy was evaluated by time to healing,

as you have heard. The primary efficacy endpoints was

determined
independeht 1
of three agre

S
wound.healing

unmasked inv

by photography evaluated by  three

eviewers, and the final score being two
eing scores by these reviewers.

econdary’objectives Were time 100 ?ercent
by planimetry, which was performed by an

=stigator and analyzed at a central

laboratory, masked to treatment as well as tied to 100

percent wound healing by the unmasked investigator,

incidence of

recropping.

(202) 234-4433

100 percent wound healing and time to
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Safety was assessed by profiles of adverse

ed site pain, infection and itching, and

scar outcomes as assessed by the investigator at 12

and 24 weeks
assessed by
agreement sco
evaluation wa

P

using the Vancouver Burn Scar and as

photo evaluation, again two or three
res, at 12 and 24 weeks, and that photo
S by the Hamilton Burn Scar Scale.

ivotalstudyoutcome,patientaccounting.

The total enrolled number of patients was 82. The

proposed number had been 100 patients. Sixty patients.

completed the

study out to six months. Twenty-two had

been discontinued.

safety cohort/

Criginally as presented in the PMA, the

was presented for 82 patients, and the

efficacy cohort was presented for 74 patients.

The sponsor today has presented.their data
for safety and for efficacy.based on 82 patients, in

‘addition, efficacy presented for the per protocol 74

patient cohort.

consisted onl

site.

(202) 234-4433

As I have said; the recrops cohort

v of three CCS gsites and one control
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A pivotal study was chducted.primafily'in
patients who were male, in the age range oﬁ 15 to 65
years, primarily Cauca$ian, with total body sﬁrface
area burn of 20 to 40 percent, and with donor si#e
area of greater than 45 centimeters squared.
Efficacy as determined by the three
different measurements oﬁ assessment is presented
here. Time to wound, loOapercent wound healing. The
column here Iepresents’theldifferences between CCS and
contrdl.
Ihe trends,.the direc;ion is consistently
éhowing that; CCS wounds healed faster than controi
wounds. However, there are differences depending on
the method of use and also‘whether the mean or median
are evaluated.
Vafiation was noted to occur depending on -
the sites that -- by sites, by investigational sites,
and these differernces are%not based strictly on the
number of patienté 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.

NEAL R. GROSS
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- |However, in a comparable site with 16

tes number four, the differences are not
cally to the differences seen in the prior

and also in site number eight, which

enrolled nine patients, the differences are not the

same as in S

enrolled ten patients.

variations.

today. Howe

covariates as

ites 1 and 3, also in Site No.. 15, which

So there are some site

'he sponsor presented today a covariate

analysis with P Vélues which are new really as of.

ver, loocking clinically at some of thé

the sponsor did present them, again, I’'m

going to reallly look at differences because I think

that just makes it easier to loock at.

)

fou can see that as patients were older,

e between.Biobrane and control increased.

Specifically, there was a question about patients with

~age less than 12.

12 years old

In the PMA in Volume 9 for patients

and less or less than 12 years old) there

are no differences, and it is not statistically

significant

differences

(202) 234-4433

for * CCS compared to control. The

are presented for planimetry and’

~ NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
© 1323 RHODE ISLAND AVE., N.W.

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




10

11

12

13

14

15

16

17

18

19

20

21

22

American pat

ovéerall popul

photography -,

it’s 12 days

112

nd particularly for photography I believe

for both CCS and control.

And the same for donor sites. While the

differences here»brokén out for less than 45 square

sonometers and greater than 45 square sonometers,

differences a

re somewhat comparable. The differénces

were not statistically significant for patients with

donor sites gmaller than 20 square centimeters, and

thatvis in‘the PMA Volume 9.

Continuing through this list, you can see 

that there wére differences due to race. African

ients had a 'greater difference than

Caucasian patients and patients of other race, and

there were diffferences in patients with varying total

body surface area burned, the difference being smaller

as of the total body surface area burned is smaller

and becoming
increases.

C

tied to wound

greater as the body surface area burned

omparing data with Oxandrolone, when the
ation is presented the n is 82. Ccs

i closure is a median of 12 days and

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

(202) 234-4433
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When looking at patients who were also
treated with Oxandrolone, the median time to 100

- percent wound healing for patients treated with CCS is

comparable to the ovkrall populations, 13 days

compared to 12.

with Oxandrol
healing is 2
Oxandrolone a

to 100 perce

However, for dontrol.patients also tréated

one, the median time to 100 percent wound
2 compared to 17. = For patients with
nd also treéted with CCS, again, the time.

nt wound éloSure is comparable to the

other patientls, being 12 days for this cohort, and for

control the t
Oxandrolone. 1

are observed

ime to 100 percent wound healing without
s 14 days. So there are differences that

here, particularly in the control group.

Incidence of 100 percent wound healing.

healed by the end of the study at six

sponsor has presented to you the number

of patients who didn’t heal by 32 days. The numbers

presented here;represenb patients who did heal by 32

days, and be

ing that tﬁeﬁe is a difference in the

overall cohort for time to would closure, that is why

(202) 234-4433
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" no difference
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differences.

rime to readiness for vrecropping is

presentéd for the overall patient population, and the

median -- t

he difference 1in the median time to

readiness for' recropping is seven days, and the mean

is 4.9 days

Again('the negative number here is

adjusting that.

A

[he readiness to recropping was achieved

faster for sites treated with CCS than with control.

and as well
report of ons
donor sites.
CCS treated

these are bot

G

signs of bli

safety. Iﬁ the PMA, again, in Volume 9.
as in Amendmént 2 to the PMA, there is
patient having infection at both of the
So there waéureport of infection at one
site and one control treated site, and
h»in the same;patient. So there’'s really
> between the lcohorts.

Signs of infection were reported in three

"quontrolled;treated sites and one CCS treated site, and

stering and breakdown were reported in

eight controlled treated sites and four CCS treated

donor sites.

Itching was @recorded as none, mild

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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moderate and severe. Again, looking at the difference

between CCS a

suggest that

controls in the case of none:

suggest that

nd coﬁtrols, so a negative number would
there is less itching reported in
However, this would

more patients reported no itching at

their controlled treated site than 1in their CCS

treated site,
at their CCS

these numbers

and then more patients reported itching
treated site compared to control, but

are guite small.

Pain. Pain was reported using different

skills depending on the patient’s age. Pain is

reported for
years old as

their treated

children less than or equal to three
to whether or not they’re able to use

gites, and eight out of ten patients are

reported to have been able to use their treated sites.

P

ain reported for ages four to seven and

patients greater than eight years 0ld reported on the

basis of a s
between CCS ¢
age four to

difference in

cale of ten, and the differences here
ontrol suggest that for the patients of
seven, they reported a .3 of ten

means, with CCS being reported slightly

higher than control and the median is in the‘same

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
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direction.
Fbr patieﬁts‘ greater. than ;en; the
direction was opposite,'being lower in the CCS'treated
sites for both the mean and tﬁe median, but again,
this is .4, | .3 on a scale of ten. So I think the

differences are very small.

The Vancouver Burn Scar and the Hamilton

Burn Scar were evaluated both at 12 weeks and at 24

weeks. The Vancouver Burn Scar score ranges from zero
to 15. So the maximum score that can be assigned isl
15. The Hamilton Burn Scar score can be up to 20.
And looking again at the differences, the
differences between CCS and control was .81 of 15, and
the differences, the median, there was no difference
in the median at 12 weeks for’the Véncouver Burn Scar
score as evaluated by the investigators.

The Hamilton Burn Scar score, the mean and

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

differénce'betWeen the medians was two. Again, this
was out of 20.

The reason I focus on this and on the
range is that there is a Panel question that addresses

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
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- These differences were statistically

but we will ask that the comment on the

ignificance of = these differences

considering the‘range of scores that is possible.

see that the
However, the

it was at 12

Also then looking at data from week 24, we

Hamilton Burn Scar score compared to what

weeks has decreased. Now, the median

difference here is zero.

time to 100 js

The mean was
sites, and tkb

was 18.4. .

were on study.

In summary, effectiveness was evaluated by

ercent wound healing, and the median for
ys. The median for control was 16 days.
13. Point, two days for CCS treated

1le means for control treated donor sites

'he incidence of 100 percent wound healing

< was 100 percent. All donor sites healed while they

A comment as to recropped wounds. It is

very limited because only three sites treated with CCS

were recroppe

d, and one gite treated with Biobrane was

NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
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safety outcomes are clinically comparable
control. .

And now I'1l introduce Mel Seidman to give
istical presentation.

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

ave my handout.

_Wel Seidman. I'm a statistician with OSB,

and I was the statistician assigned to review this

application.

[ have several statistical comments or.
ree 1lssues for your consideration.

one, the statistical test - used to

determine P values for various endpoints did appear to

be appropriate.

reported wi

However the results were often

thout numerator or denominator, and

sometimes without the statistical test reference.

findings.

This made it difficult to verify the sponsor’s

I did receive a disk that included patient

data from all 82 patients last week, and from this

disk I have

using all 82

(202) 234-4433

verified primary effectiveness results

patients not censored, and my conclusions
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are the samelas the gsponsor’s, that the CCS device was

statistically bettér than the Biobrane-IL. for 100

prercent wound closure.

severe, live

Two, the sponsors claim that there were no

threatening, or adverse events that

occurred at an incidence of greater than five percent

may not be co

mpléte. This is because if we included

95 percent confidence intervals for these rates any

reported event would have an upper confidence level of

greater than
N

enrolled had

five percent.
ote that 64 or 78 percent of the patients
event. The

at least one severe

confidence intervals are directly related to the

sample size.

!

is time to complete healing.

three methods: physical exam,

hree, the primary effectiveness endpoint
This is determined by
wound tracing, or

which is the gold standard and the

primary methodology suggested in the protocol.

To help

observer bias

randomized ancd

(202) 234-4433

minimize the potential for

5 via the photography, pictures were

1 evaluated by experts. The methodology

NEAL R. GROSS
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1 used appears to be acceptable.
2 HowéVef, it is my understanding that the
wi 5| device and |the control look different, and the
4 application.and removal procedurés of the devices were
5 - different.
| 6 | For example, the control device required
7 staples. So how_could this truly be a blinded study?
8 | Four, pooling by investigator. The
9 sponsor states that the data is poolable- across
10 centers despite differences'among investigators and.
11 beﬁween methods that are greater than differences
Cf\‘ : 12 between tregtment cohorts. This was true when
13 typically wé look at each center for acceptance when
14 this is true.
15 | The sponsor did do this. Please note that
16 - the sponsor’s| trend analyéis is true. At né case did
17 ﬁthe control | perform better than the device by
18 -éinyestigator.
19 ' HqWever, you'should glso note that if we
20 excluded investigator number one, the findings do not
21 - show statistigal difference between the device and the
22 ‘ control based|on 100 percent wOund.healing evaluated
NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
i 1323 RHODE ISLAND AVE., N.W. '
(202) 234-4433 WASHINGTON, D.C. 20005-3701 - www.nealrgross.com
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hy.
Five, at a June llthvmeeting with the

FDA, I asked the sponsor why such a big

difference between the mean and median time, why they

thought such)

the investig

closure, the

a big difference occurred.
The sponsor explained this by saying once
jator said there was 100 percent wound

follow-up then was changed to 30 days.

This appears to be a potential deviation from the

protocol and

photography

seems to me could possibly influence the

ronclusion.

) 8ix, the study was stopped before

completion.

The sponsor states at the time the

decision wasg reached to stop the study due to

decreased enrollment rate where approximately 90

percent of the patients had to achieve wound healing,

significance

sample size of between 75 to 80 patients

sufficient to  achieve statistical

- Therefore, the trial was stopped early in

May of 2000.

(202) 234-4433

The sponsor addressed this issue with a
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post hoc powe& calculation based on primary endpoints

- prespecified in the protocol. The sponsor’s reported

correct based on their assumptions.
e claim of a conservative standard
8.5 used in the calculations may not be

las claimed. This 1is primafily due to

censoring the patient if after 32 days 100 percent

g was not achieved.

Please note that a slightly larger

standard deviation of only greater than ten would lead:

used.

estimated 12

to inadequatie power based on the same assumptions

Also, note that the sponsor originally

Ovpatients would be enrolled in order to

complete -85 gatientsf

analysis may| miss the trend.

used the last

A

even, the sponsor

carried forward assumption in their

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

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.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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There were 22 of 82 patients who

discontinued the study before week 24.

And finally, I just wanted to mention that

the steroid information and some other information was

presented tq¢

staff.

Dr. Seidman.

the FDA guesg

1: adverse

the CCS and

sday and has not been reviewed by our

Thank you.

ACTING CHAIRPERSON GALANDIUK: Thank you,

I will now ask Dr. Sam Arepalli to read
cions.
DR. AREPALLI: Okay. Panel Question No.

events, such as pain, infection, and

itching, are|similar in the clinical study for both

the Biobrane control. Please discuss

whether thevsafety data for CCS provides a reasornable

effectivenes

at CCsS itself (unintelligible) autograft
in burn patients.
the primary

Banel Question No. 2:

S éndpoint in the protocol was time to

complete wound closure as measured by photographic

assessment.

(202) 234-4433

The study was designed to demonstrate a

- NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.

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




124
1 9.5 day improVement in ﬁime to wound ciosure. The
2 . primary effectiveness results are provided iﬁ this
3 table as shdwn here, and I don’t want to read all
4 this, but as|you can see from the p values they are
5 reaching statistical significaﬁce for both mean and
6 ‘median as»to wound cloéure.
7 , Do theée data aemonstrate that there is a
8 reasonable assurancé that in a significant portion’§f
9 | the target population the use of CCS will prévide
10 clinically significant results?
11 o Panel Question. No. 3 regarding safety
,Cfé 12 again. This is regarding the scar score. What
13 , Hamilton andVVanguard scale,scores are provided here,
14 they are displayed in the slide, on the slide, and
15 this is Vancogver burn‘scale at 12 and 24 weeks. The
j 16 previous one was Hamilton burn scar score for 12 and
} 17 - 24 weeks, and‘the question is: the difference between
? 18 "ifCCS in Vancéuver burn scar score and Hamilton burn
19 ' scar score at |12 weeks and 24 weeks is statistically
20 | significanti Please diScuss the cliﬁical significance
21 of these differences for Vancouver»burn scaré at 12
f@%, | 22 weeks, Vancouvier burn scar at 24 weeks, Hamilton burn
Y .
. NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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eeks, Hamilton burn scar at 24 weeks.
Finally, Panel Question No. 4, do you have

idations regarding the proper labeling,

including indicationsg, contraindications, warnings,

precautions,

very much.

and comments.

deliberation

members to

instructions for use, et cetera.

Thank you.

ACTING CHAIRPERSON GALANDIUK: thank you

We will now have the panel deiiberations

Before we start the panelj

g, we would like to call on two panel

comment on this PMA application. We’1ll

start with Dr. Joseph Boykin, who will give us a

critical overview of the study, and then proceed with

Dxr. DeMets who will comment on the statistics of the

smeission.
Dr. Boykin.
DR. B5YKIN: Thank you.
I Was asked to comment on the study

concerning the pivotal review of data provided by the

sponsor. We’ll try to highlight some of the subjects

or the areas

(202) 234-4433

that we had questioned earlier. Some of
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the questiods I may have later have already been

answered.

a bilayer

understands

investigator

study'désigr

followed thr

In summarizing the CCS, we understand is
skin substitute. I think everybody

that .

The pivotal study from 12 sites with one

per site, pooled data presented. The
1| for 100 patients, and essentially 60

ough for the entire 28-week period, with

control grﬂup consisting of patients receiving:

Biobrane tre

atment as'outlined. . -

I'm doing it wrong now.

’ACTING CHAIRPERSON GALANDIUK: Following

these presentations, panel members will have an

additional opportunity to ask the sponsor questions.

action as de

DR. BOYKIN:

All right. The modes of

scribed by the sponsor are those of the

Q;device acting as a temporary absorbable hemostatic and

protective wobnd.dressing, which is biocompatible with

a tissue regeneration matrix, and that the device acts

as. . a source.

of biologically active extra cellular

matrix components, cytokines and growth factors, and

(202) 234-4433
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is has been well documented, you know.

The‘hypothesis‘stated.by the sponsors, the

application enriches the growth factor environment of

an acute wound bed, in this case a donor site, and

contributes as a net positive influence on the wound

healing procgess.

an early oppg

healing, low

and discomfort, and improvement in scar formation,

The benefits as stated are that there is.

rtunity for recropping, early donor site

which we have just reviewed the last few minutes.

'hese are the data that you’ve seen for

several previous glides, and I’m not going to review

that in detail.

a few points
First of all,

need to be

1’11l go on to the next one.

The critique at this time of the study has

the indications for efficacy, I believe,

more focused with the device as we

understand it|.

the sponsor

(202) 234-4433

Dr. Horbowyj and even the data supplied by

have pointed to the fact that the data

NEAL R. GROSS
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1323 RHODE ISLAND AVE., N.W.

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

incidence of infection, decreased pain.

that we have discussed along the way.




128
1 indicates a féirly sigﬂificént rolevfor'éfficacy with
| 2 healihg, earlier healing ofv the donor sité with
'M 3 patients over the age of 12 and for burns that are
4 greéter than EO percenﬁ total bédy surface area, and
5 I believe tHat the indications in terms of labeling
6 should,be'cgnsidered ayong these guidelines.
7 v 'he grafts were not monitored in terms of
8 - the timing after the burn injury. This variable,
9 along with the thickness of thé wound and also the
10 clinical condition of the patients, is somewhat of a.
: 11 debate, but I 'think not;an igsue that would present a
<%\} 12 hard challenge for the évaluation of the device.
13 There appeér to be an absence of
14 instructions, however, for'thé care of the infectéd
15 donor site with the device in place. i believe this
16 neéds to be addressed. ,Precaﬁtions for the patients
17 that have been exciuded from the pivotal study should
18 valso be piaced ih the lébeling of the device so that
19 individuals who are being treéted-for burns who fall
20 “into this category are not treated with the device as
21 it has been stﬁdied.
22 o I| would also add thati it would be
- | | NEALR. GROSS
A o ‘ , COURT REPORTERS AND TRANSCRIBERS
I ‘ 1323 RHODE ISLAND AVE., N.W.
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1 important to place a precaution that the device not be
2 . ”used on the bﬁrn wound as I'm certain that wouid be a
3 : temptation by many clinicians who aie intd high tech
4 devices.
.5 There were no clear, adeguate preclinical
6 studies of shle or retention or the survival of the
7 donor célls in the patient ?opulation. This, i
8 believe, needs to be addressed. I absoclutely don’t
9 feel that there(s a fear on the public sector that
10 ‘there may be reténtion, but I think the fisk of this.
11 needs to be ¢learly outlined. -
<#ﬁ 12 Now, in terms of the stand aione
13 treatment, we’ve been kicking this drug back and
14 forth. It kcame to my .attention that 30 of the
15 patients in |the study were about 37 percent had
16 receivéd this drug. I thought it Wouldvbe beneficial
17 to try to review this situation in terms of what it
18 | ‘2really means.
19 SoVI'm going to, if you’ll just bear with
20 me through this slide, reviewkvery clinically the
21 significaﬁce bof Oxandrolone and human growth hormone
{M“3 22 in the treatmeht of burn patients, and this will give
W :
NEAL R. GROSS |
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historical perspective of why we’ve been

concerned about this.

growth hormo

promote ana

In the burn treatment experience, human

ne was iniﬁially looked at as an agent to

Bolic metabolism enhancing the acute

chronic phases of recovery and the amelioration of the

catabolic response to burn injury in severe burn

patients, .an
following e

trials by Pr

d the human growth hormone was looked at

xperimental studies in early clinical
uden, Wilmore and Herndon up until 1990.

This subsequently led to clinical trials

which basically showed that there was. increased whole

body protein

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 donor sites by 30 percent in patients

human growth hormone.

Now, the problems with that hormone

therapy is there was associated hyperglycemia which

required

insulin

therapy and accentuated

hypermetabolilsm in the patients being treated.

(202) 234-4433

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

without the [complications. And in 1999, Dr. Pemling

reported hig

comparison of the anabolic effects and

complications of human growth hormone and the

testosterons

injury.

analog Oxandrolone after severe burn

Now, Oxandrolone has been approved by the

luntary weight loss. It is clinically

used for severe burn patients on a regular basis, as

has already been discussed, but the concern, again,

that we’ve had is what effect might this drug have on

a study on d

Z

bnor site healing.

\s seen by Dr. Demliﬂg in his study

comparing Oxandrolone to human growth hormone, he

found that Oxandrolone could achieve an identical

reduction in net wet loss, nitrogen loss, and

significantly decrease donor site healing time after

treatment.

s that observed with human growth hormone

He also went on to show that there wasg not

the same hyperglycemia or hypermetabolic response with

the Oxandrolone as there was with human growth

(202) 234-4433
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how it is commbnly‘used in place of this.

So we seem to have a problem. The

research summary on the data with Oxandrolone looking

at Oxandrolone versus placebo patients who have seen

donor site he

aling decrease in 13 plus or minus three

days in the pﬂacebp group; the nine days plus or minus

two days in

the Study‘published in the Journal of

Critical Care last year. He showed no significant

difference

when - Oxandrolone was compared to

recombinant human growth hormone, and in a fairly

recent stud

Regeneration,

y reported in Wound Repair and

Dr. Demling went on to demonstrate that

the anabolig steroid Oxandrolone significantly

enhanced wourn

d healing unrelated to any generalized

increase in protein mass as would be reflected in body

weight.

this particul

Now, the discussion that goes along with

ar report alludes to the fact that there

is probably sYnergy with axis factors stimulated by

Oxandrolone tb include insulin growth factor 1 that

may somehow stabilize or enhance the effect of growth

1

) |
factors at the site of injury.

(202) 234-4433
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his, of course, would lead one to believe

that perhaps| there may be issues related to different

types of wounds, especially ones that might be treated

with additional growth factor typeé of devices and how

they wmight re

spond.

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

understanding

into the dififerent cohorts:

reviewed and
the data as we’'ve tried to break it down

does the presence of

Oxandrolone |treatment in 30 of the 82 patients

randomized for this study of donor site wound healing

allow an unbiased determination of the efficacy of CCS

in the treatment of burn patient donor sites.

"And lastly, assuming that all patients

receiving Oxandrolone were removed from the study,

would the re
statistical g
healing?

T

A

(202) 234-4433

maining cohort receiving CCS achieve-

ignificance with skin craft donor site

hank you very much.

~TING CHAIRPERSON GALANDIUK: Thank you.
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Dr. DeMets, would you?

For obvious reasons, I'm
a lower tech approach.
QLaughter.)

|
And while we’re waiting, I

just want tp make a comment which I don’t have a

transparency

material pre

on, but there was some discussion in the

sented about sample size discussion and

noncompliancejand power which was alluded to earlier.

My own feeli
adjustment t
because 1if vy

example, in

ng 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

adjustment is actually multiplied by a factor of one

over

you had, you

.7 squared.

So you also ha&e to double the

8o I would say that the sponsor was

3%pf0bably lucky in a sense that with the noncompliahce

should‘have'had a lot bigger sample size

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

favor at least as far as we can’tell so far.

(202) 234-4433

And I want to point out and draw the
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[ . . S

panel’s attention to a few statistical issues that I

think are relevant. The material that was presented

had lots of |[different analyses based on intention to

treat per protocol and so forth and son on.

By intention to treat, by the way, we mean

all patients|. That means all patients and all events

as best we can find, and if youvhéve gsome kind of
noncompliancaiand you start fiddling around, you can,

in fact, get éome bias which I'11 show.

[ know it’s popular and sometimes askedt
for, a pef protocol analysis, but I am consistent in
my campaign tbjspeak against the per protocol analysis
because I think it’s hard to interﬁret and it’s
extremely vulnerable to bias.

Next transparency. "That’s fine right

there. Actually put‘up -~ that’s fine. That'’s fine.

So when we think about a trial, there are

lots of biases we want to eliminate. Patient

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

good. The issue of concomitant therapy, we just had

some discussion about_dxandrolone. We're going to

come back to |that in a minute,‘but you want to Have
NEAL R. GROSS

COURT REPORTERS AND TRANSCRIBERS
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concomitant 5herapy.
fhe issue of patient evaluation. Well,
device trialg are challenging because they're tougﬁ to
blind, as we all know. 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

- has done a prétty good job of trying to address that.

i

I wouldn’t say it's perflect or it’s eliminated it, but
it’s a pretty gdod apprqachi andv one that TI've
experienced in other studies.

fhe issue of the anal?sis, intent to
treat, I'll lcome to in a second, but that’s another
area which I want to focus on. The matched pair
design I raise in my questions, and while I think a
conservative analysisv as far as I cén figure out was
ﬁsed, nevertheless, probably in future trials of this

and perhaps even in reexamining this, that it would be

‘worthwhile at least looking into the statistical

methodology that takes in the fact that you’re looking
at the treatment and the control in the same patient.

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

n

our interpretation one bit as far as I can tell, but

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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it would probably be more correct.

Now, let me show you why -- the next

-- I think this intention to treat issue

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

analysis.

before. SO

cancer world
not device t

all over the

I've given this lecture to this panel

Iiapologize for redundancy.

This is an example that pomés from the
, and I recognize it’s cancer therapy and
herapy, but you can find these examples
liﬁeratura.

rhis is a study of disease free survival

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

even forgott

on all of the details of, but it’s post

surgery, post mastectomy, and what’s depicted here is

compliance, disease free survival and compliance.

the ©patient

The top line is the Kaplan-Meier curve for

who had better than 85 percent

Ul

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

84, and the bottom is less than 65.

of dose you

And by compliance here, it is the amount

took over the dose that the protocol

specified that you should have taken if you complied

(202) 234-4433
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the whole way?perfeCtly.
Sg you can see that thelgood compliérs do
better and thé poor compliers do worse. So what’s the
big deal. Well, the big deai here, this 1is the
placebo arm S% the trial. So dividing patients up by
éompliance iSitricky business.

Furthermore, I didn’'t bring the

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.

- with compliance in a per protocol analysis, you tell

me what resulﬁ you want and I’11 gét it for you. I'1l1
just be creative énough.

AﬁdvI can even make arguments that sound
prettyvappealing. So for that reason we really need
to rely on the#intention to treat analeis. It’s the
safest ground. Now, I know that it’s not a perfect
approach. It has its probléms, but it’s where you

start, and so I would ask the panel to focus their

attention on |the intention to treat analysis in this

study. As far as we can tell, it doesn’t seem to

matter.

NEAL R. GROSS
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Let’s mee‘on.

Now, the issue of missing data, wgich is
an issue iﬁ‘you believe in the intention to treat
principle. If you don’t believe.in that, then missing
data is easyl. You just get rid of the patients with
missing datal and you move on.

Tf YOU;,beliéve in intention to treat,

which is all patients and all events, then missing

data is a problem. The trouble with that is that you

assume that the data is missing at random, and that’s.

probably not| true because as patients get lost to

follow-up, it could, for example, be the sickest
patient. So|there were patients who said, "I don't

like the toxicity. I'm getting out of here.n

n

o the fact that it‘’s not missing at
random makes |the missing data a problem, and here we

use, I guess, the last observation carried forward

 rather-than last value carried forward.

That’s the traditional approach. It’s the
one we always|use or at  least always used to use, and
it’s not a perfect analysis. It is not immupe to
ihtroducing biases because you make certain

NEAL R. GROSS
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bout that. You assume that what would

happen is what happened in the past.

So it’s not a perfect analysis. I don’t

have an answer to tell you what they should have done

instead of that, but just remember it has some basis

that you had
when you int

1

can make up

Lo sort of put in the back of your mind

=rpret the data.

Next .
bne nice thin about transparencies is you

your talk at the last minute, and I was’

struck by several of the reviewers, their curiosity at

least about

subgroups, and'I had to say, "Be very

cautious about éubgroups, especially in a study that

has a total of 82 patients.

The small numbers is really at work here,

and it’s clinically almost compelling to look because

you want to understand it better.

Well, a study this size, explaining this

data too fine is really asking for trouble. If it’s

consistent, | that’s comforting, but you see
differences. | Hard to knowiwhat to make of them. It
could be just| random noise. It could be real. This
NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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1. trial is not’going'ﬁovsort that out.
2 ;v ‘ We have multiple-anaiyses, and ﬁy only
3& ' 3 point about| that is that these are notﬂ sort of
4 - 1lndependent ?confirmations, bﬁt these are just
5 vériations of the same theme. So it’s nice that these
6 analyses are‘rdbust. It doesn’t matter which test,
7 but you‘re still lpoking at the same outcome by and
8 large or variétions of it.
9 - éé it’s great. I'm glad it works that
10 way, but it’8 not as though We’re stacking up more and
11 more data in érgument that this is good. -
<”§ 12 : ' I wanted to focus some comments on this
13 issue Whiéh Df. Boykin raised, which is what I call
14 treatment by| treatment interaction. Maybe if you
15 coﬁld just move that up a bit.
16. ’ S What I've tried to graph here is sort of
17 what’s goinglon. If you look at the ——‘this is a
18 response. We have a response. I guess it was days
19 till wound héaling, as was shown. I’'ve got the
20 control arm and the treétment arm, and I've‘got these
21 numbers are roughly in thé(right order, I think.
, 22 Ifiyou look aﬁ the control arm‘andAthe
| NEAL R. GROSS
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days, it’'s like 22 and 14 or something like that, and
overroﬁ treatment it’s the smailer numbers, and I have
them in front of me heﬁe, like 13 and a half and 12.
S0 what‘you;can see here is depending on

whether you’re on the_drug‘orvnot,‘you get a different

response. It’s what we would call a quantitative
interaction. In other words, it’s in the same
direction. It just modifies the size of the effect.

So if you werle to just do the overall, you’re going to

get some kind of average. So the red dot here and

comparing the red dot here to the red dot there. -
But if you were toe break it down as we’ve
already seen,| you have different effects. So I do not
personally believe ﬁhat one should be breaking these
analyses down too finé because of the number of
patients. iThis could be chance. Itﬂcould be real.
Agaih, this study won’t by itself prové it, except for
the gxternal infofmation which was just presented.

So.thebreal‘question fér us is I don’t

think it changes the idea that this treatment 1is

Vprobably'effeﬁtive and beneficial, but the size of the

effect in general depends on what mix of population.
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I mean, if |all of the pétients are going'to‘start

getting this

If half or

drug, that tells us one kind of response;

more than half are not, then we get

something else.

|So that’s a clinical interpretation as to

how we mightu

the standard.:

certainly as

class life.

about poolak
design this W

I don't view

See the size of the effect relative to
It clearly indicates that this is

good as, if not better than the standard

On the bottom there are some issues raised.

ility. Well, I think because of the
1ds this was randomized within the center.

this as an issue because I expect some

variation across centers, even only 12 centers.

analysis by

transparency

results to you.

At the worst, you could stratify your

center, but if you flip to the next

%I’ll show you why I believe in this.

This is a tr%él, and I apologize for presenting drug

It’s where I've spent most of my

life, working' in drug trials, but this is an old

study, 20 years ago, ofrbeta blockers and treating

heart attack.ipatients, ai trial called BHAT, beta

(202) 234-4433
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blocker heart,attack trial( 32 centers.

This is the odds ratio plotted ué here.
So one means‘therefs ne effect. To the left meéns
there’s a beneficial effect. .‘To the right means
there’s a harmful effect.

Well, this was a highly statistically
significant trial witﬁ é 20;some percent reduction in
mortality, but you’ll notice‘ there’s a few sites
that’s in thé wrongvdiréction.

Does that mean we should throw those sites.
out}or the therapy isn’t effective in North Dakota or
in Southwest Texés? I don’t know. I don’t think so.
You expect variation. A statistical theory would tell
you there’s some variation.

So while you look for sites to be out of
line and‘say, "What could possibly be going on there?"

one must be very cautious about kicking those sites

- out. That’s certainly my advice to ourselves.

And so we expect some variation, and

sometimes when you check out, you find out
unfortunately| the problem, vyou know. ' There was
something wrong going on at that site. But we have

NEAL R. GROSS.
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got to be cautious about it.

comments.

T think that’'s the end of the my formal

So I think the issues that have been

raised, this| trial has many strong features, and I

think mahy of the issues that needed to be addressed

were addressed, but nevertheless, we’'re left with a

few questions to discuss.

-Thanks.

bl

(CTING CHAIRPERSON GALANDIUK: Before we

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

~of the Panel

or questions

members have comments to make right now

to sponsor. Dr. McGrath, any guestions

of the sponsor that you want to address at this time?

ones that ha

DR. McGRATH: You mean just to add to the

ve already been raised? Oh, yeah.

I} was just going to ask the sponsors to

looked at th

correlate wi

question or

(202) 234-4433

_comment on why they think there’s a racial difference.

And I was also going to ask have they
e |Oxandrolone effect by center. Does it

th Centers 1 and 37

MR. PELTIER: Since we just received that

igsue in the last --
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(m£ o 1 | ‘ ACTiNG CHAIRPERSON GALANDIUK: Mr.
) 2 Peltier, could you pleaSe come to the podium agd also
3‘ identify youmself, please.
4 | ‘ MR. PELTIER: Yes, thank you.
5 Stephen Peltier with Ortec International.
6 v Wé just received that information or that
7 issue  in thé?past 24 hours. So we haven’'t done a
8. ' detailed anai$sis by center, but éertainly we tried to
9 present to you the information that we did in these
10 | couple of slides that demonstrated that it didn;t,
11 appear that tﬁere was aﬁy negative effect. -
Cﬁﬁ: 12 : .Aﬁd certainly although there were
13 differences b@th in the control and the treatment
14 group, difectionally the information or the healing’
15 times‘are stiil the same. |
16 Dﬁ. McGRATH@ ‘Racial?
17 || | _ MR. PELTIER: And racial, I don’t know
18 ﬁhat I can giée you én explanation for that. It was
19 a >matchedy pair design, random analyéis, a random
20 effeét in th;ianalysis; and I don’t really have an
21 explanation ﬁcr it.
22 Kazem, do you%have any? Drf Kazempour
NEAL R GROSS
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DR. KAZEMPOUR: Kazem Kazempour from

No, I do not have any reasoning for
explaining dHe racial differences, but after I found

that race |being a factor, being statistically

~significant,| ' I discussed that with our clinical

‘people. They said it’s possible, but that possibly

can be just by chance.

DR. McGRATH: Irundefstand that, but I.
gﬁeSs the reason I bringiit up is that do you think if_
can be real pr ie it perceptual? 1In othef words, is
it a real difference related to race or is it a
perceptual difference because of the difference when
you do your evaluative process that it might be more
difficult to|make a determination about healing under
the Biobrane|in people With different colored skin?

DR. GRISWOLD: John Griswold from Texas

Tech. in Lubbock.

I appreciate the concern, although I think

at least from an experience standpoint, a pigmentation

doesn’t seem| to make a big impact on how we decide
NEAL R. GROSS
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whether a dondr site is healed because it had a lot to

do with the

moisture aspects of it.

And also, as far as the Biobrane is

concerned, it really has to do with whether the

Biobrane has
experience,

comes off.

adhered to the donor site wound. In my
Dhcé the wound is healed, the Biobrane
Iﬁ it’s not healed, it stays adherent .

$0 I haven’t in my experience noticed a

difficulty in‘determining difference based on skin

pigment colo

do you have

¥,
ACTING CHAIRPERSON GALANDIUK: Ms. Brown,
aﬁy questions jof the sponsor?

MS. BROWN: Yes. Did I hear correctly

that Oxandrol&ne is used fairly typically in burn

patients?

a wide range
experience,

comfortable

- large burns

(202) 234-4433

MR. PELTIER: I think that --

Iﬁ. GRISWOLD: Again, John Griswold.

1 can’t respond if it’s used typically in

&f burn patients. I can respond‘to‘our
and that is that we feel confidept and
with the data available that it heips in
aéd in patients who haVe maybe a little
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more difficulty to heal, like older patients.
S0 our practice is to use it in patients
who have large burns and in older patients.

MS. BROWN: Thank you.

ACTING CHAIRPERSON GALANDIUK: Dr.

Diegelmann, do you have any questions?

DR. DIEGELMANN: I also have some concerns
about thé‘way'the céntrol_site was treated. In the
introduction here, we heard that Biobrane is expected
to cause re—epithelialization within nine to 19 days,1
and on page 21 of this Volume 2, you ciﬁe a study
where Biobrane typically heals within 13 and eight
days, yet in|this study the time to healing for the
control sites seem to be so much larger.

Do you have any explanation of why this
might be? |

MR. PELTIER: I think there may be two

‘types of explanations to look at. The first is trying

to compare information from the literature when you
don’t know the measurement tools that were used,

photography, planimetric analysis, et cetera, and what

~

the definitidn of 100 percent wound healing was.
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As you note in this study, we had a very

tightly controlled definition of 100 percent wound

healing standardized across all of the centers and

‘utilized in |leach evaluation method.

So it’s very hard to compare ourselves or

to compare this to the literature. However, it was a

matched pair

own control.

design in the same patient being their

So I think it gives a fair

representation of the expected healing time that one

might expect|

up and probably give you a  more

with Biobrane.

I also wonder if Dr. Griswold could come

clinical

interpretation of his experience in using Biobrane and

request that

not the table.

as Mr. Peltis
previous stu

Biobrane stud

(202) 234-4433

the variation in healing time.

ACTING CHAIRPERSON GALANDIUK: Tf T might

we use the podium for this portion and

Thank‘you.

MR. PELTIER: Thank you.
DR. GRISWOLD: The way I would respond is
>r described, I have been involved with

dies, including some of the previous

ies. The difference that sets this study
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several ways that healing was determined
tor, planimetry, and photography, where in

other studies it’s a single investigator,

scmewhat more subijective determination.

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.

DR. DIEGELMANN: Also, the control sites, .

I presume, 100 percent Qf'them the Biobrane was held

in place by

staples. What percent of the treated

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

impact on the healing rates?

experience.

the ten pati

contributed

Peltier from

(202) 234-4433

DR. GRISWOLD: I can respond from our
We used staples on all of our patients,

ents that we contributed to the study in

both the Biobrane and the CCS. So I don’'t feel it

any difference.

So I’'m not sure about the other sites.
MR. PELTIER: Let me just add. It’s Steve
Drtéc againf -

NEAL R. GROSS
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1 |  That same experience that Dr. Griswold
2 . just preéentéd in tér‘ms of whether or not -to use
3 staples was ¢ur experience at all of the other éites.
4 Although it was left up to the iﬁvestigator whether to
‘5 use staples or not in the CCS treated group, most of
6 thebinvestigators stapled it in place the same as they
7 did with the|Biobrane treated patients.
8 , ACTiNG CHAIRPERSON GALANDIUK: Dr. Chang,
9 do you have any quéstions to add?
10 DR. CHANG: Using the Vancouver scoie, as .
11 I récall it uses several elements, such as height of
£
i\f’ 12 the scar, pliability, the wvascularity, and the
13 ’pigmentation, aﬁd I can't recall the fifth element.
14 Was there ény thought of having more than
15 - one person evaluate that so that there Was -- since
16 some of these measurements or evaluations vare
17 >subjectiv¢, was there any thought to having more than
18 “Mqone investigator give you that score?
19‘ ' MR; PELTIER: Steve Peltier from Ortec
20 again.
21 ST think if you look at if>that was the
22 reason, but we also chose to use the Hémilton Scar
NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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5%5 1 Scale. So the Vancouver was performed éh éite by the‘
Ei 2 . clinical investigators and, as you point outf has some
yi 3 subjeétivity to it. We;thén took the photographs and

4 had those e&aluated, by' masked evaluato;é, again,
5 randomly, and I think both scores at least show the
6 same directien.

7 , DR.  CHANG: 'Thank you.

8 ACTING CHAIRPERSON GALANDIUK: Dr. Boykin
9 ~or Dr. DéMets, any additional comments?

) 10 | No. Then one last questioﬁ to Dr. McGrath.

“{ 11 before wé proceed to the_questions. -

{%M\ 12 | DR. McGRATH: This djust flared from

13 something thét Dr. Diegelmann just said. I again just
14 want to ﬁnderstaﬁd thé groups a little better. All of
15 the Biobranes were stapled on. So all of the controls
16 were stapled, but investigators had discretion about
17 stapling the | product under investigatiqn;,is that
18  correct?

| 19 MR. PELTIER: Steve Peltier from Ortec.

| 20 Yes, that is correct, but as i reported,
21 in most of the cases the control product, I mean the
22 ces prodﬁct, was also stapled;

NEAL R. GROSS
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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 abodt when vyou took the staples cut of the

Biobrane?

MR. PELTIER: ~ I'm going to have it

answered in gwo ways. The protocol was established to

use the prodgct based on the manufacturer’s package

ingert. The|package insert doesn’t put a time frame

on when to

take the staples out. So that, again,

‘became a clinical judgment by the investigator based

on healing, and if Dr. Griswold could come up, I think

he can give you a little more insight into how that’s

established.

DR. GRISWOLD: - John Griswold.

Again, just reporting on our center, we

remove all the staples both on graft sites and donor

sites, ‘depenhing upon what the dressing is or

irrespective of the dressing at three daYs. Sc at day

three, all of |the staples were removed at our center.

(202) 234-4433

DR. McGRATH: But that wasn’t set in the
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the Biobrane separation issue could be

partially dependent on when the staples were removed

if they weren

"t removed in three days?

DR. GRISWOLD: I suppose it may have some

impact, althpugh what I believe most centers did was

that they did
whethei it wp
manipulated.
some type of

adherent.

more than just observe the Biobrane and

uld come off. The Biobrane edges were

The Biobrane was tested with a Q-tip or

touching aspect to see if it was still

$o although I guess that would have to be

done in and |around the staples because the staples

were still thHere, I think more than just observing if

it was ready [to fall off was done.

ACTING CHAIRPERSON'GALANDIUK: I'd like to

as Mr. Stephen Rhodes now to put the first Panel

I'1l just read the first Panel question.

events such as
in the c¢lini

Biobrane-L cor

(202) 234-4433

question on the screen.

While we’'re waiting for this to come up,

Adverse
pain,‘infection and itching are similar
cal study' fdr both the CCS and ther
1tr§l. Pieése‘discuss whether the safety‘
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data for CCSﬁprovides a reasonable assurance that it

is safe for| the management of the éplit autograft

~donor sites [in burn patiients.

Dr.iDiegelmaﬁn, can we have you start?
How would you like to answer that?

DR. DIEGELMANN: In respect to this
question, I still have some concerns that Dr. Boykin
raised about| the persistence of the cells and‘the
absorption of the matérialé there. So I still have

some concerns about that safety issue.

b

\CTING CHAIRPERSON GALAﬁDIUK: Dr. Chang?
ER  CHANG: I plan to address the question
very literally in terms 1of pain, infection, and
itching. Clinically I Dbelieve they are similar
between the tWo groups and so they are safe regarding
those clinicalt iésues.'

ACTING CHAIRPERSON éALANDIUK: Dr. Boykin?
DR. BOYKIN: * I think that in terms of

clinical safety, that the device provides reasonable

‘assurance that it is safe for the management of the

donor site.

ACTING CHAIRPERSON GALANDIUK: Dr. DeMets?

NEAL R. GROSS
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1 : brbﬁ. DeMETS: From a statistical
i} - 2 perspective,| I would agree with br. Boykin. .
! 3 | ACTING CHAIRPERSON GALANDIUK: Ms. Brown?
4 MS. BROWN: I thoﬁght the ﬁwo groups
5 appeared to be similar with respect to their safety
6 profiles .ancL‘were accepﬁable because the adverse
7 events were fairly minima}.
8 ACTING CHAIRPERSON GALANDIUK: And Dr.
9 McGrath?
| ' 10 DR. McGRATH : I agree. From a clinical 
: ' 11 sense,  the control group:and the éxpefimental group
v (f%\ | 12 appear to be similar and, therefore,A the produét
13 “assumed to befclinicallyvsafe;
14 ' But, ffanklyg I would 1like to see
15 histology.
1 v 16 - ACTING CHAIRPERSON GATANDIUK: At ‘;:his
17 ~ time does ﬁha sponsor want to addrsss either the
18  iboncerns of Dr. McGrath regarding hiétolbgy or the
19 concerns thaty Dr. Diegeimann had regarding the
_ 20 persistence of cells? |
: 21 MR, PELTIER: Steve Peltier from Ortec
fm\ | 22 ’ Internatioﬁal |

5 ' !
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Again, we recbgnize that that data is not

there, and we certainly have plans to do that kind of

work in the future. So we recognize the Panel’s

concern for

cell retention.

ACTING CHAIRPERSON GALANDIUK: Dr. Witten,

from our panel members; other than Dr. Diegelmann’s

concern redgarding the persistence of cell and Dr.

McGrath's desire for more histology, I think it’s the

consensus of| the panel that this is safe.

and have we

[s the FDA saﬁisfiedrwith that response.

addressed that adequately? -

’DR. WITTEN: Thank you, vyes.

ACTING CHAIRPERSON GALANDIUK: We’ll

proceed to the second queétion.

assesgsment.

And, again, inﬂthe absence of the screen,

I will reread it. Panel Question No. 2: the primary
- effectiveness endpoint in the protocol was time to

.complete. wound closure as| measures by photographic

The study was@designed to demonstrate a

9.5 day imprdvement in time to wound closure. The

primary effedtive resultsiwere show before by Dr.

Arepalli during his preséntation. Do these data

(202) 234-4433
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hat there is reasonable assurance that in

a significant portion of the target population the use

of CCS will provide clinically significant results?

DR. CHANG:

Dr. Chang, would you like to begin?

With the comments by the

statisticiansfand looking at the data, the numbers

show a diffe:

reservations

rénce, but I have to express very grave
| : )
about the potential that the differences

i

that we see‘ark not solely due to the efficacy of the

combination qf keratinocyﬁes and fibroblasts in this

product.

i

And in light of comments by Dr. Bbykin and

citing the literature, those are my major concerns.

|
|

So looking at ﬁhé statistics and the data presented,

the answer is

regervations

|
é qualified yes, but I have significant

L. ‘ . .
terms of enhancing the donor site healing.

that we see

| " .
AZ:‘[‘ING CHAIRPERSON GALANDIUK: Dr. Boykin?

DR, BOYKIN: I/11 agree with Dr. Chang

the differeﬁce, and of course, the

1

| i .
questions -- and I’'ve obviously raised this earlier --

is that we’'re

(202) 234-4433

cﬁrious about | another effect or another
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effector,'if7you'willﬂ tﬁat may ha&e a substantial
impact on the outcome of ﬁhe study. .

| ACTING CHAIﬁPERSON GALANDIUK: Dr. DeMets.
DR. DeMETS:. Well, aé I indicated, I think
that the effeétiyéness da%a suggest‘that there’s an
improvement. | The quesaioﬁ is we didn‘t -- at least
the estimate didn’t makeftﬁe 9.5 day goal, but perhaps
to bring some confidepce‘ intervals on that; our
observed differences woﬁl# helpbaddress that, but I

think the flindamental | q@estion is still is the.

estimate thatl we have theUright estimate, given the

i
I
8

other factors thét Dr. 30y#in raised.

Il do belieﬁe that this is evidence of
effectiveness|. It's just #he question of the site.
ACTING CHA‘IR:PEI%S‘ON GALANDIUK: Ms. Brown?

MS. BROWN: I‘m not a statistician. So I

or I'm sorry I'm not a clinician. So I can’'t

comment on the clinical significance of the results,

bﬁt it appeared‘to me that}the sponsor did meet its
statistical «griteria for; demonstrating that the
product was superior tQ~Bio§rane. So i would say that
it’s statistigally efféctivé. |

NEAL R. éROSs
COURT REPORTERS AND TRANSCRIBERS
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ACTING CHAIRf:PERSON GALANDIUK: Dr.

|

DR. McGRATH: Well, I'm struggling with

the effectiveness data really rides on

visual observation, and it seems that using Biobrane

without better standardizing perhaps the’handling of

the Biobrane

the CCS becau

certainly tends to prejudice in favor of

se of issues with the way Bicbrane raises

up and so'forth.

I
way to be moxzy
given, youvkp
the way it wa

I

perhaps wbuld feel better if we had some:
e'cénfident that the Biobrane had been
ow, an equal playing field in terms of
s\secured and:so forth.

also have spme‘questions that arise

the racial and the center differences,

cognizant of ﬁhat you said, Dr. DeMets, about how you

oo much at differences within small.

still those two centers réally do stand

out, and the gyacial issue really stands out, and I’'d

like to just have some thoughts about why those are so

different.

(202) 234-4433

And I guess the ﬁhird thing‘that I'm still

i
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struggling with is for this product the éffectiveness

of adding the?cellularvco%ponent, the keratinocytes,
is really baéed on cytokine data rather than any
kﬁowledge of Where; when, how thbse keratinocytes are
behaving;
Aﬁd I'd just lﬁke to know more about that
before I feai- confidentj that we’re dealing with
something that is a validﬁy more effective product.

AdTING CHAIRPERSON  GALANDIUK: Dr.
Diegelmann?
DR. DIEGELMANN: I would answer the
Question 2 with a qualified vyes, but I'm also
concerned about the subgrodps that Dr. Boykin pointed
out with the stand alone tﬁeatments, and‘also the way

the Biobrane |was handled hnd maybe not provided a

proper moisture environment that would potentiate its

But overall I;think the answer to this
quéstion would be a qualifjed yes.
ACTING CHAIRPEI:QSON GALANDTIUK: Does the

sponsor wish fio make a comment at this time?

DR. GRISWOLD: |John Griswold, again.

|
|
|
i
!
|
|
\

|
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Just in response to the Biobrane question,

especially about moisture, in the early studies one of

the things that seemed to slow the Biobrane take and

actually slowihealing was keeping the Biobrane in an

occlusive covering or keep it covered, and it was

found that if
the first 24
improved heal

its adherencs

n.

in early stu

process.

was handled,

?it was uncovered fairly quickly, within
to 48 hoﬁrs, that it actually had an
ﬁng rate; thaﬁ keeping it moist prevented
2 'to the woﬁnd, providing that matrix.

o covering the Biobrane actuélly'at least .

Jy showed the detriment to the healing

As far as the Biobrane overall and how it

I guess from my standpoint and at least

from talking with some of the other principal

investigators| felt fairly comfortably that it was

y standard, that the staples were removed

:.fairly'quickly, that it waé just allowed to remove or

fall off or come off as the epithelialization occurred

underneath.

standardly a

(202) 234-4433

So I think the Biobrane was handled pretty

§ far as the package insert and the

NEAL R. GROSS
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. differences?

recommendati
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ons for heélihg the Biobrane.

ACTING CHAIRPERSON GALANDIUK: Dr. Witten,

I believe the consensus of the panel is that the

answer to
regervations
combining g
treatment g

application,

- ACTING CHAiREERSON' GALANDIUK:

Ehis queét%on wéuld be ves, with
Specificallywregarding'the;possibility’of
dbgroups, tﬁe perhaps inequality of
Biobrane

£ patients ?that underwent

as well as the use of Oxandrolone in some

Is that adequétely answered for the FDA?.
DR. WITTEN: Yes. Thank you. -

In the

meantime we should have Question No. 3 on the screen.

If we could

go to the laét page for Question No. 3

regarding the difference in the Vancouver burn scar.

discuss

"clinical.n"

the cliniéal

fan‘I start With Dr. Boykin? Can you

significance of these

DR. BOYKIN:  Well, I'm glad you said

[ think there’s questionable significance

really between the two. ﬁhen you look at the scales

that are use

(202) 234-4433

d, I know statistically the numbers are
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© 1323 RHODE ISLAND AVE., N.W.

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




10

11

12

13

14

15

16

17

18

19

20

21

22

‘the  Vancouve

i

165

showing up, [but my clihical instinct would be that

locking at a

two to three

patient on a scale of 20 who went from

wouldn’t really cause me to make a

notation in the chart.

$o I would say there’s gquestionable

clinical significance.

ACTING CHAIRPERSON GALANDIUK: Dr. DeMets?

expertise.

DR. DeMETS: Well, I have no particular

In fact, I have no expertise in these

particular meagsures. So my comments would be similar

to Dr. Boykin

the size of t

s looking at a scale with that rahge and

he effect. While it’svprobably a real

statistical difference there, its clinical impact to

me seems to be marginal at best.

MS. BROWN:

statistically

2T Scar

ACTING CHAIRPERSON GALANDIUK: Ms. Brown?

I just had one question with
Scale, that there were

significant differences at week 12 and

week 24, but then at, quote,:follow—up there’s not a

différence.

Wh

(202) 234-4433

1at is "follow-up"?

MR. PELTIER: Steve Peltier from Ortec.

NEAL R. GROSS
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The patients who were enrolled in this

had a biannual followfup until the last
he study completed the six-month follow-

information was what is there.

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

there weren’t differences?

year, you be

that correct?

don’t really

ACTING
‘McGrath? .

DR. McGRATH:

seem modest

MS. BROWN:

MR. PELTIER: ‘When you went out beyond a

gan not to see the same differences; is
I had that question, but I.
have other comments about the scars. -

CHAIRPERSON GALANDIUK: Dr.

Just that the differences

pbetween CCS and the control, but that

clinically it{s reflective of safe results.

ACTING

. Diegelmann?

DR. DIEGELMANN:

CHAIRPERSON GALANDIUK: Dr.

My response to Panel

Question 3 would be that there’s probably a marginal

clinical significance between the two.

(202) 234-4433

ACTING CHAIRPERSON GALANDIUK: And Dr.

NEAL R. GROSS
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translate cl

scar,

was no difference.

a scale‘of 1
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DR. CHANG: To put it in English or to

inically, in wusing the Vancouver burn

in week two 1f one looked at the median, there

If one looked at the mean between

CCS and control, it was an improvement of .81 out of

5. By week 24, looking at the median,

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

differencé of 1.23 out of 15.

That would mean clinically that if one.

looked at the color, it might be more pink or i1f we

felt the scd
there might &
lighter colo]

grade better.

r, it might be a little bit firmer or
e a little more hyper or hypo darker or

r. I mean; one out of the five was a

But as mentioned before, going out:beyond

5, 1f you gave it enough time, then there

would Dbe from the numbers that were filed 'the

suggestion that given time scars will even out in

And so clinically,

they look.

statistically the

numbers are there, but clinically'l don’t believe that

(202) 234-4433

NEAL R..GROSS
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fference in the outcome.

ACTING CHAIRPERSON GALANDIUK: Does the

to make any additional comments?
R. GLAT: Paul Glat from Philadelphia.

don’t disagree that the numbers are not

patient population, I do all pediatric burns. I think

scarring is

quite a significant problem for my

patients. They tend to scar worse, especially in the

béginning. They tend to be pfone’to-the need for.

pressure garment and occupational therapy in their

donor site scars, and the possibility for eliminating

this is a potential great benefit to my patients. the

expense, the

time lost from work or gchool for the

families is quite significant.

I

‘ unfortunatelyl.

some of those
T
Al

the consensus

(202) 234-4433

also have a fair amount of experience

actually hayving to operate on donor sites

So I think the pétential to eliminate
7is a significant bgnefit to this.

hank you.

CTING CHAIRPERSON GA;LANDIUK: Dr. Witten,
of the panel regarding Question No. 3 is

NEAL R. GROSS
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that the diffference in these scores is not clinicaily

. significant. Is the FDA satisfied with the
discussion?
DR. WITTEN: Yes. Thank you.
ACTING CHAIRPERSON GALANDIUK: Then

proceeding on to the last question, which we’11 start

here about the labeling, Dr. DeMets, do you wish to

make any comments on this?

DR. DeMETS: I probably do, but I can’t

quite formulate them.

OXandrolone.
but I'm still

don’t think +

but that’s re¢

[t would have to do with the issue around

his drug whose name I keep forgetting,
"I don’t quith know how to formulate it,
troubled by Low to sort that oﬁt, and I
e have enough data probably to do that,

2ally the issue that I would put on the-

ACTING CHAIRPERSON GALANDIUK: Ms. Brown.

MS. BROWN: I had the same comment, that

it might be useful in the blinical section to simply

have some, if

it would be statistically legitimate, to

simply have some description about the results with

(202) 234-4433
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Oxandrolone [versus not with Oxandrolone just so that

clinicians have the benefit of that information.

DR. McGRATH: |

ACTING CHAIR‘PERSON GALANDIUK: . Dr.

-+McGrath, do‘you have any recommendations?

I'm sorry. I sort of

haven’t had [time to put this together very cléarly,

but I would k

other words,

]
support any c
retaking the
have. So I d
indication.

presentation

and I don’'t

function and

Diegelmann?

(202) 234-4433

DR. DIEGELMANN :

e troubled if the recommendations oxr, in

if the‘labeling suggested significant

: i :
‘differences from the control product.

don’t think that we have any evidence to.
laims about r@adiness for reharvesting or
skin graft ét this time with what we

on’t think thét can really be used as an

And I know tha# at the outset the initial

jsaid that the hope was that CCS showed

improved fundtion and durébility of the donor site,

think that évidence exists yet about

|

Eurability of! the donor site.

A:TiNG ‘CHAIRPERSONV GALANDIUK: Dr.

To add to that, perhaps

NEAL R.|/GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D:C. 20005-3701
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by Dr. Diege

_ product is s

here.

some indicatpions regarding the age of the patient and

percent of tptal body surface area.

ACTING CHAIRPERSON GALANDIUK: Can vyou
elaborate on| that?

DR. DIEGELMANN: Just based on the

indications as presented, patients under 12 years of

age and 20 percent total body surface area.

should not be

I

ACTING CHAIRPERSON GALANDIUK: So it

> utilized in patients?

about the efflicacy of those. ~ -

burns less than 20 percent body surface area. Okay.

'ACTING CHAIRPERSON GALANDIUK: And not in

Dr. Chang. .

DR. CHANG: I wculd just echo sentiments

lmann that I”m not convinced that the

uperior for less than 20 percent body

: surface area burns or the younger'patient population,

less than 12 yeérs, ffom looking at the results I have

I|would like to see on the label for the

L

clinician what are signs‘that there’s an infection

(202) 234-4433

, NEAL R. GROSS
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nat donor site with the application of the

for the clinician recommendations for

Obviously itfs not your job to dictate

practice, but just suggestﬁons for management of signs

cof infection|

ACTING CHAIRPERSON GALANDIUK: Dr. Boykin?

DR. BOYKIN: I would agree with Dr. Chang

that the statement just ﬁescribing the absence of

clear efficaqy for the use%of the product in the group -

less than 12
instructions

infected don

the exclusi

and less thaﬁ 20 percent be made; that
bé outlined rfor the treatment of the

or area that received CCS. -

And also I noticed in the labeling that

on criteria for the

study were not

reflected in the'labéling, and I think that there

should be a

statement which indicates that patients

with the following conditions -- and basiCally list

the exclusion criteria --! have not been clinically

evaluated wi

th this device%so that these individuals

won'’t accidentally wind up Eeing treated and have some

condition that couldn’t be defined in the earlier

(202) 234-4433

\
|
i
|
i
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|
i
|

T also think Ehat it would be beneficial

to describe the difference in the populations with and

without Oxan

drolone. I think that’s an important note

to add to the labeling.

sponsor wish

Ijthink that’s all I have at this time.
ACTING CHAIRPERSON GALANDIUK: Does the

to make any comments at this time perhaps

regarding how one can tell if there’s an infection

here or any

evaluate an

bf the other things that were mentioned?
MR. PELTIER: Steve Peltier from Ortec. -
In terms of the precaution about how to

infection or some recommendations on how

to handle an| infection in the donor site, we agree

that we should have something in the label.

‘Amarex.

12, the time

DR. KAZEMPOURE Kazem Kazempour from

In terms of patients with age less than

to healing was shorter for both treatment

groups, but for patieﬁts‘Wﬁth total body surface area

burns, less than 20 percent% the median difference was

two days. Again, it was a| small.
| ,

(202) 234-4433
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1 | | It just happéned accidentally. I was
I 2 looking at the'confidence;interval, trying to éroduce
51 3 that, and statistically it was siQnifican& when we
4 used T tests|, but the p v%lue thét is reported, it is
5 log ranked as looking at m%dian. And, yes, the median
6 - was not signfificant.
7 » We have rgpo;ted both of them to the
8 agency, and |when we conduct a confidence intervalb
:
9 around them, Ehat’s my fav#rite. It statistically was
10 significant, |and the difference was only 1.8 days,‘but:
11 because both of the variables it was so low in
(ﬁM\ 12 patients with total body %urface area burn less than
13 20 percent, Qas statistically significant using T
14 tests. ‘
- 15 : And the rate}éf healing.for patients for
16 less than 12 |years was a Eot faster within the first
17 ,,14 days, again, all of ithem being statistically
18 j significant. |
19 o , Thank you. |
20 | | ACTING CHAIRPERSON GALANDIUK: Thank you.
21 MR. PELTIER: I’'m sorry. We still have a
. !
‘ §, o 22 couple more cémments if yo% would allow us.
- o
| | _ NEAL R. GROSS
o - COURT REPORTERS AND TRANSCRIBERS
b 1323 RHODE ISLAND AVE., N.W.
: (202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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ACTING CHAIRPERSON GALANDIUK: Yes,

MR. PELTIER: Thank you.
DR. GLAT: Paul Glat from Philadelphia.

Again, I do strictly pediatric burns. To

me I just wanted to comment on the fact even though

the days are not statistically significant, there does

seem to be
specifically

were demonst

a trend towards earlier healing and
to faster healing rates, which I think

rated earlier to be about two squareA

centimeters a day faster. ‘ : -

benefits from the faster rates of healing.

population I

went out in| the treatment group.

allowing my

$o even 1if we’re not getting 100 percent

faster rate, I think we’re getting some
In my
found a lower incidence of pain as we

That was my

anecdotal exqerience with that.

And this to mejseems to be beneficial in

patients to get a little bit earlier

mobilization,| earlier rehab, possibly an earlier

discharge from the hospital.

(202) 234-4433

So I think there are some benefits other

!
|
i
|
\
f
|
i
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- than the primary directivé; which is to get complete

think we do*see-some benefits in the

pediatric population.

ACTING CHAIRPERSON GALANDIUK: There was

no mention im the protocol though of time to rehab in

any of these

Z

usage and just something for thé panel to consider,

currently I

valuations, was there?

e
DR. GLAT: No,; there was not.

DR. GRISWOLD: John Griswold.

\snd just to comment about the Oxandrolone

‘utilize Oxéndrolone in my patient

population, at least in the ones we describe, larger

burns and older patients.

But as far as the heal time, I think it’s

important to

as I'm aware

realize that there are currently, as far

of in the literature, only two single

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

not, to show the improved healing, and in our

experience, we have not experienced any wound healing

improvement.

|
|
i
I

It has only been weight maintenance or

weight gain and protein anabolism.

(202) 234-4433

I

We have not geen any impact in the

!
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Oxandrolone usage in donor site or graph site healing.

sponsor have
the panel re

Iabeling, th

in burn pati

and also in

ACTING CHATRPERSON GALANDiUK:‘

Thank you.

Does the
any other comments? Nd.

Di. Witten, summarizing'the responses from
garding the récommendations for proposed

1e Panel feels that the label should

‘contain a statement saying that there’s no significant

in healing in patients who have burns --
ents that»are{léss than 12 years of agel

patients with burns that comprise less

than 20 percent of their total‘body surface area.

exclusion cr

In addition, the Panel feels that the

iteria for the current study should be

listed so that people who use this product could

evaluate whi

ch patients the product has not been

Several Panel members felt strongly that

the  possible effect of Oxandrolone use on wound

healing should be addressed in the package labeling.

There also should be no claim regarding

P

the ability of increased ﬁecropping of domnor sites,

(202) 234-4433
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5@\\ 1 ~nor on their increasea fuﬁctibn or their ability sine
A 2 ; the study did not provide such data.
3 . |And lastly, the Panel felt that there
4 should be an; instructioﬁ. on ﬁhe labeling telling
5‘ clinicians when ‘they '—# how they could detect
6 infection in| these donor Wound sites.
7 ‘I; the FDA sa?isfied with that response?
8 DR. WITTEN: Yes. Thank vyou.
9 | ACTING-CHAIRPERSON’GALANDIﬁK: Now we will
10 proceed to én§ additionalppublic comments that there.
11 are. If there are any meﬁbers of the audience that
<#§\ 12 wish to address the Paneljat this time, please raise
13 your hand to be recognized.
14 No response.ﬂ
15 || | ACTING CHATRPERSON GALANDIUK: Okay.
16 Good. Now,'déés the FDA have any final coﬁments at
17 _this point?
18 || DR. WITTEN: No.
18 IR A ACTING CHAIRPERSON GALANDIUK: No. Okay.
20 Does the sponébr have any éinal comments they wish to
21 make? Okay. i
22 Mfﬂ Krause w%ll now read the voting
NEAL R. GROSS
i 'COURT REPORTERS AND TRANSCRIBERS
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instructiong for the Panéﬂ.
IDR. KRAUSE: Ihe medical device amendments

to the Federal Food, - Drug, and Cosmetic Act, as

amended by the Safe Medical Devices Act of 1990,

allows the Food and Drug Administration to obtain a
—HE , |

recommendatipon from an jexpert Advisory Panel on

|
designated |medical device pre-market approval

applications| that are fil%d with the agency.

The PMA must gtand on its own merits, and
your recommendation must e suppéfted by safety andi
effectiveness data in~the application or by applicable

. |
publicly available informdtion.

safety is defined in the act as reasonable

assurance, based on valid| scientific evidence, that
the probable|benefits to health under conditions on

intended use outweigh any}probable risks.

Hffectiveness is defined as reasonable

‘assurance that in a significant portion of the

population the use of the d?vice for its intended uses

. . | . .
and conditions of use wpen labeled will provide
.

clinically significant results.

The recommendations of the panel are as
NEAL R./GROSS

COURT REPORTERS AND TRANSCRIBERS

) 1323 RHODE |SLAND AVE., NW.
(202) 234-4433 * WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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may recommend approval if there are no

You may recommend approvable with

conditions. | The Panel may recommend that the PMA be

found approvable subject té‘specified conditions, such

as physician or patient éducation, labeling changes,

or a further énalysis of éxisting data.

Prior to votihg, all of the conditions

should be discussed by thé panel.

You may recomﬁend not - approvable. Thel

Panel may reédmmend that tﬁe PMA 1is not approvable if

the device is

| . . I
ot provide al reasonable assurance that

‘gsafe or if a reasonable assurance has

not been given that the device is effective under the

conditions of

use prescribeﬂq recommended or suggested

in the proposed labeling.

Following the Voting, the Chair will ask

.Heach Panel member to pﬁesent a brief statement

_ L
outlining the| reasons for their vote.

as the clinicsa

to make a mot]

(202) 234-4433

ACTING CHAIRPEHSON GALANDIUK: Dr. Boykin,

1 reviewer for the panel, would you like

t

I
[

\

L on? L
: |

|

b
NEAL R. GROSS
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evaluating t

Oxandrolone,
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IDR. BOYKIN: fI’d like to make a comment

elieve that this is a safe device. I
excited abou; the technology. I think
élways roém for imérovement.'

f really appreciate Dr. Griswold’'s
ause he has Qut some important clinical

on the problems that I’ve had in

his.

We only have three or four studies on

but they all| point to a certain effect.

which you haven’t shown in this study. As a matter of

fact, it has been just the opposite.

And that

confounded it ‘even more. QSo there’s something there

that needs to be sorted oﬁt.

And if we’re going to continue to use

Oxandrolone in patients who are burned, then we need

to Understanq what’s going on there.

Having said that, I would vote that we

approve the prbduct with the condition which I would

love to discuss with the @ther Panel members in the

form of some

time with wh

(202) 234-4433

follow-up study after a set period of

: 1
ich the public, the other clinicians in

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

‘WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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fm\ | 1 this country|have had a éﬁénce to use the produét so
S _ ‘ ‘ .

i 2 ] that we can feview the dgta and be at least more
3 comfortable ébout the ques%ions that we’ve raised.
4 So I believe éLat it is approvable with
5 some specified conditions,w
6 | ACTING CHA&IRPERSON GALANDIUK:
7 . Specifically |what type‘oféollow—up?
‘ Yl
8 ‘ Actually, okay% Do I have a second for
9 'vthe motion? | |
10 DR. DIEGELMANN:‘ Second.
11 ‘ | ACTING CHAIRPEI?Q;SON GALANDIUK: Okay. Dr-
C&S‘ : 12 Diegelmann seconds it.
' 13 _ Okay. It has béén moved and seconded that
14 the pre—market‘abproval‘abplication -- discussion?
15 OCkay. It has| been mo&ed énd seconded that the,pre-
16 market approval applicatiohifor the OrCel composite
17 rcultured skin |from Ortec Internatibnal be recommended
E; 18 f;ﬁor approval with éonditibn%.
‘; 19 . ‘ : And if we canbﬁ%w have the Panel discuss
) 20 what conditions. Dr. Chang?
. \
?$ 21 - DR. CHANG: Myi&omment to answer this is
{mm% 22 that in my mind the gponsor #‘sidemonstrated that this
NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
: ' 1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, DG} 20005-3701 www.nealrgross.com
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is safe and| by and larée, shown that there is an
: ]

improvement

il -
in the results in comparing the product

with their ceontrol.

mentioned mig

Oxandrolone.|

But there wére reservations that we

yht be put on product labeling specific to

[ recognize that at clinical trial or any

trial involving patients will be, I think, extremely

expensive, and so I believe clinical trials, the data

in terms of approval or not on what we’ve

seen today and not put the burden of another clinical

trial as a condition for approval.

However, that being said, I do agree that

there are enough questiods about cell survival and

histology that that is noti as daunting a project and

commitment to be made as a condition for approval.

satisfied in

So in discussionq I would say I think

lals are going to be inordinately

-expensive, and-given the}data that we’ve had I'm

terms-of patieﬁt population, but provided

the guestion| of Oxandrol@ne is mentioned in the

labeling. That would be ﬂhe condition that I would

(202) 234-4433

|
-
-NEAL R. GROSS
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feel would be important. !

being planned.

And I do think histological studies are

I think that that is doable and a

reasonable request.

Diegelmann.

comments. I

ACTING CHAIRPERSON GALANDIUK: Dr.

DR. DIEGELMANN: Also I reflect the same

feel like4the data we reviewed today I

feel reasonably confident that the product is safe.d

I do think it

as significsg

clinically it

L

has some efféctiveness, but perhaps not
nt as we may see statistically, but

may be more marginal.

nd then I believe that the comments you

made aboﬁt the condition% and indications in the

labeling should be followéd through.

McGrath?

|

ACTING CHAIR#ERSON GALANDIUK: Dr.

DR. CHANG: And the specifics of labeling,

I believe, have been laid out, and they certainly

would be work

McGrath.

(202) 234-4433

ed out between;FDA.staff and the sponsor.

|
|
i

I .
ACTING CHAIRPERSON GALANDIUK: Dr.

‘ i
|
|

NEAL R. GROSS
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1 ﬂR.‘ McGRAfH:Q‘ As far -- agree with
2 . approval with COnditiOns; and my thinking.w;uld be
3 ‘that safety |has been addressed suffidiently in these
4 clinical trlgls, but I don’t ﬁhink these clinical
5 trials have éstablish@d that this product is more
& effective than existing"products that are on the
7 market, and theréfore, i think»any claims in this area
8 would -have to be veryyﬂodest about benefits relative
9 to currently available érdducts‘until those have been
10 | demonstrated|

1, - 11 : - 1T agree witﬁ the comments that havé
{ﬁfj l' 12 already been made about thé specific items that would
13 - be put in the labeling wit£ regard to the things that
14 we outlined in our last c%mments and that were just

15 | | broughtvout again by Dr. éhang and»Boykin.»
16 AéTING CHAIRPEiRSON GALANDIUK: Dr. DeMets.
17 . DR. DeMETS: Well, I share some of the
18 . cbncerns of my colleagues.‘ I think that my own guess
19 is that the iééue of the O&androlone drug is chance.
20 It’s small numbers. It gdeé in the opposite
21 direction, if I understaﬁ@ithis,previous data, but
(““\ | 22 |t neverthéless, I think it shéuld be mentioned and until

NEALR;GﬁOSS
© COURT REPORTERS AND TRANSCRIBERS
~ » 1323 RHODE ISLAND AVE., N.W.
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“that would be

w ]

further clarification.

this with no
just did in t

we talked ab

A question though. If we were to approve

reservations, does that wipe out what we
He Question 3'or in the Question 4 where

out all of tﬁé,labeling changes? I'm

asking do wg have to -- we’ve already made our

comments abouy
mean if we be

with conditig

they’re indep

Witten to ans

t labeling suggestidns, and now does that
lieve that, do we have to vote approval

11s7?

ACTING CHAIRPERSON GALANDIUK: I believe-

endent of each other, but let me ask Dr.
b

wer that question.

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

- understand the question, bpt let me just say if you

think it shoulld be approv@ble~with the condition of

the labeling»recommendationb that you made in response

to the previous guestion, y@u could say that, and then

trying to understand. |

DR. DeMETS: Okay, okay.

the conditioq.

|
|
|

i .
Artyway, I think that the conditions I'm

most interested in is the Jxandroloné question.

(202) 234-4433

|
_ NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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L : ‘ I .
ACTING CHAIRP§RSON GALANDIUK: Okay, and

i |

Dr. Boykin, fkan I just‘ask‘you to elaborate a bit on

the c¢linical

~trial vyou mentioned with <respect to

specific endgoints you.woﬁld evaluate? Briefly.

this Panel now?

histological

with this dej

Quickly, I ! can

DR. BOYKIN: H%w‘many'years have I been on

certainly support
follow-up of patients who are treated

vice, and I ﬁill be quite happy with a

i

statement concerning Oxahdrolbne as part of the.

il
I
i

labeling, anﬂ‘l‘believe th%t new studies specific tod

that area,

necessary.

il
il
M

bs I've men@ioned, are probably not

DR. WITTEN: Juét some clarification would

be helpful, and that is iﬁ you all are recommending

histological

--what question

or Dr. McGrat

discussed his

(202) 234-4433

studies, it would be helpful for us at

" FDA if you could tell us hiétologic studies to answer

ACTING CHAIRPERSON GALANDIUK: Dr. Boykin.

h, would you?:

DR. BOYKIN: Wﬁil, the earlier protbcols

tlology of the éonor site with regards to

- NEAL R. GROSS
'COURT REPORTERS AND TRANSCRIBERS
- 1323 RHODE.ISLAND AVE., N.W.

WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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DNA fingerprinting, whidb. would help us with the

question of

|
i

cellular rete%tion and morphology, and I

- believe that Ehis could be done perhaps within a time

frame of a year after the device has been applied and

the donor sité-is healed.’

Wé would.simpﬂy like to see a sample'of

the patients|who have beeﬁ successfully treated with

the device

and look at Ehe histology and the DNA

fingerprinting and have a level of comfort about

what'’s happening there.

T

\CTING CHAIRPERSON GALANDIUK: Dr. Boykin,

do I understand you correétly saying you would like

histology to|determine whﬁch cells are growing in,

whether it’s |cells of the product in question or the

patient’s own cells?

~correct?

McGrath?

(202) 234-4433

DR. BOYKIN: Right.

ACTING CHAIRPERSON GALANDIUK: Is that

DR. BOYKIN: Un-huh.

ACTING CHAIRPERSON GALANDIUK: Dr.

"DR. McGRATH: I agree with that, although

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., NW. _
WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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said today tﬁbt on ‘the basis of the two
i

i ~

t were done, it was the belief that it was
ells that was responsible for the re-

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

recipient cells that weré responsible, the person’s

own, for the

the: product.

re-epithelialization and not the ones in

But I would like to know more about the

true life span of the ones;that are in the product and

when they really disappea#, and then I'd like to see.

gsome of that' correlated éwith. the Conclusion> that

cytokines produced by tho%e cells in a mixture with

cytokines produced by the fibroblasts in this product

are what are

responsible fd& the potential improvement

; |
and rapidity with which the recipient can re-

epithelialize the surfacei%

is the sponsor allowed to m

Please.

(202) 234-4433

DR.'SiLBERKLANé: Can I ask a question?

A\CTING CHAIRPERSON GALANDIUK: Dr. Witten,

. .
) . 3 3
ake comments at this time?

|
i
|
b

DR. WITTEN: It’s up to you.

ACTING CHAIRPERSON "GALANDIUK: Okay.

- NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
WASHINGTON, D.C. 20005-3701 www.nealrgross.com
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1 DR. SILBERRLA?NG: Mel Silberklang from
:t 2 Ortec Internétional. !J ‘

: 3 | ) The reason I got up is because there’'s a
4 proposal er follow-up of ?atients, and so I wanted to

5 make it more| concrete and;specific.
6 vfhere are’ongoﬁng studies by other product
7 producers that make prodécts with live cells as tb
8 cell retention. Cell ret%ntion goes down with time.
9 So what would‘be an approp%iate time point if we were
10 to pick one to take a hist%iogical'sample? That’s one
11 question. ‘ ? ' , -
i Ciﬁ 12 And the seconé‘—— post treatment -- the
i | 13 second question is whetheg it would be acceptable to
; 14 the Panel members, and thi% is‘just a suggestion, if
%: 15 we were to look, for exampl;, at female pétients where
; 16 we can étainj for male c;romosomes since we have
‘% 17 exclusively vmale cells. = Then we could actuélly
g 18 w;ﬁistologically‘see whethe% there are anybremaining

19 maie cells.
20 | That's a doable?study in additién»to a DNA
21 study. ».AYDNA study would only say that there’s
(wwx 22 persistent DN?Q not nécessarily tﬁat it(s actually the
NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
' 1323 RHODE ISLAND AVE., N.W. ‘

(202) 234-4433 ) WASHINGTON, DC 20005-3701 www.nealrgross.com
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persistent.
And having once worked on DNA vaccines
&t Merck, I can tell you DNA can persist

ong time as DNA, as a depot effect under

ACTING CHAIRPERSON GALANDIUK: Okay. Dr.

Witten, I would like to sum up the motion so far. We

have a motion to approve the product with conditions,

and it was the following conditions: that the answers

to Question

No. 4, those ﬁabeling specific items be-

added to the labeling, énd that there also be a

‘histology folllow-up study Qith.conditions that will be

determined by the FDA at a later point.

I would now like to -- and that includes

the claims of| no more -~ iﬁ the labeling there should

also be a

necessarily

statement that the device does not’

provide more rapid healing than other

products currently availabie.

I 1would like té‘ask all of those in favor

of this motion to raise their hands, please.

- (202) 234-4433

($Show of hands.)

ACQTING CHAIRPERSON GALANDIUK: Okay. The

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
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recommendation of the panél is unanimous in that the

' pre-market approval applibation fdr OxCel composite

cultured skin- from Ortec Internatlonal be recommended

for approval

everybody why

- Dj

because the p:

DR. McGRATH: !Oh,

t
i

i
{

DR. WITTEN: Thank you.

f

i
i

r. McGrath? g

i
i

they voted like they did.

with condithns as outlined previously.

Do they need %o go around the room and
state the.namés of who vo%ed yes? No.
EQ. KRAUSE: ﬁf it’s unanimous, it’s not
necessary, buﬁ‘everyoﬂe sgould be polled as to why‘
| they votéd the%way they di?;
AC&ING CHAIRPE%SON GALANDIUK: Yeah. And
I would 1ike Lo go throughithe panel members and ask

I voted for approval

rbductvappear$ to be a safe one that’s

. that are already availablef

‘reasonably efflective, proba#ly as effective as others

I put the conditions on

it because I think the claiﬁs can’t yet be made about

improved effectiveness untii these are established in

{

clinical'trials‘and_in greater numbers.

(202) 234-4433

ACTING CHATRPERSON GALANDIUK: Dr. DeMets.
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1 v DR. DéMETS: SI voted in favor beéause I
2 5elieve thatfthevprqduct gas beeﬁ demonstrateé to be
3 safe. It cértaiﬁly seem% to be no worse than the
4 standard and in all likelihood i§ better than for the
: i ’
5 outcomes we héve, and ther%‘is a need for some fufther
6 clarificatipﬁ; but it didﬁ’t"prevent me frqm feeling
.7 it was safe and effectiveé
8 . | A iTING CHAIRP‘EJ%SON GALANDIUK: Dr. Boykin.
| ,
9 ﬁﬁ. BOYKIN: Y%s. I vote as I did because
‘i 10 I believe ith‘a safe prod%ct. Obviously there were .
v,‘ 11 some issues  that cloudeg the determination, but
ifﬁ ' 12 looking backiupon it, ev%p at that point itvstill
13 appearea to Qé fairly saf%, and there seemed to be
14 enough of a difference to éupport its use.
15 Aﬁé I also feei strongly that the future
16 clinical use 5f this in otﬁer reports by the centers
17 : ;will help us An the futﬁrej
18 | ' AC%’E‘ING CHAIRPERSON GALANDIUK: Dr. Chang.
19 DR;.% CHANG: I vote as I did, first,
20 because of safgfy data énd bécause-we do need,produéts
21 that will acceiérate wound heaiing. We are in need of
fm%ﬂ _ | 22 - that, and I féel that given the data that was
. ]
g NEAL R. GROSS
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serving of a chance for

patients to| accelerate @wound healing, given the

reservations| stated in our

| i
i

'previous discussions.

ACTING CHAzRﬁpERSQN GALANDIUK : Dr.
Diegelmann. - ?
DR DIEGELMANI}: I voted the way I did
| |
because I thlﬁk the produét is safe. I think it is

another important element

the treatment‘bf these pati

that needs .to be added to

ents, and I also feel very

strongly that this area of technology needs to.be1

developed further.

ACTING CHAIRPE RSON GALANDIUK:

I would

like to thank‘all of the Panel members for their time

and attendin@%the meeting,

personnel and‘the audience

The meeting is

i
\

and also thank the FDA
for your attendance.

adjourned.
|

(Whereupon, ati 3:25 p.m., the Panel

;'meeting in the above-entitled matter was concluded.)
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