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PPROGEEDI-NGS
(8:38 a.m)

CGHAIRVAN MAJ RE &od nornin g. This is
the day 2 of the 46th neeting of the Dernatol ogic and
Ooht hal m ¢ Drugs Advisory Comm ttee meeting.

The meeting today will be structured quit e
differently than the neeting yesterday. W' re doing
sonething that's different, a little bit different :
for this commttee, and also it's a little bi t
different for the agency. The agency is generating a
gui dance docunment for wound care and wound car e
products, and it is their purpose that we help the m
and advi se themin assenbling this.

V¢ have sone different people at the tabl e
this norning. W still have a pretty big table sol' d
like to start at ny right and have nenbers of th e
advi sory coommttee and the FDA introduce thensel ves,
begi nning with Doctor WI ki n.

Coul d we have sone sound. Sir, if yo

c

could just stay over there for a while, we're goingt o
i ntroduce the people at the table.

Doctor WI ki n.

DOCTCR WLKIN  Jonathan WIkin, Drector ,
D vision of Dernatol ogic and Dental Drug Products.

DOCTCR LESS: Joanne Less, Drector of th e
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| nvesti gation Device Exenption staff.

DOCTOR W TTEN Celia Wtten, Dvisio n
Drector for the Dvision of General and Restorative
Devices in the Ofice of Device Eval uation.

DOCTCR VEISS:  Karen Weiss, the Drector
of the Division of Ainical Trials in the Center for
Bi ol ogi cs.

DOCTCR MARZELLA: Louis Marzella, reviewe r
inthe Division of Ainical Trials.

DOCTCR THOVAS: David Thonmas, Ceriatri ¢
Medi ci ne.

DOCTOR  HASH MOTO Ken Hashinmoto ,
Department of Dernmatol ogy, Wayne State University in
Detroit.

DOCTCR MUSTCE  Thonmas Mustoe, Division o f
Plastic Surgery, Northwestern University in Chicago.

DOCTOR FRED M LLER Fred Mller ,
dermat ol ogi st, Geisinger Dvision of the Penn State-
Gei singer Health System

DOCTCR DRAKE: Lynn Drake, Departmnent of
Dermatol ogy, University of klahoma Health Science s
Center.

M5. R LEY: Tracy R ley, Executiv e
Secretary to the commttee.

CHAIRVAN  McGJ RE Joseph MQiire
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Pedi atrics and Dernmatol ogy, Stanford, California.

DOCTCR  BERGFELD: Wlnma Bergfeld |,
Department s of Dermatology and Pathology, Th e
d eveland A ini c Foundati on.

DOCTCR M NDEL:  Joel M ndel, Departnents
of Qpht hal nol ogy and Phar macol ogy, Munt S nai Medi ca I
Center, New York.

DOCTOR S| MONS- O BRI EN Eva S mons -
OBrien, Departnents of Dernmatology and Interna |
Medi ci ne, Johns Hopkins University Hospital.

DOCTOR  RCSENBERG Bill Rosenberg ,
Dermatol ogy at the University of Tennessee, College o f
Medi ci ne.

DOCTCR COCPER D ane Cooper, Col | eges of
Nursing and Medicine, University of South Florida, an d
Institute for Tissue Regeneration, Repair, an d
Rehabilitation in Bay Pines, Florida.

DOCTCR TSGHEN Eduardo Tschen, Departnen t
of Dermatol ogy, University of New Mexi co.

DOCTCR  LAVIN Phi | Lavin, Bosto n
Bi ostatistics and Harvard Medi cal School .

M5. OOHEN |I'mSusan Cohen, | guess | ca n
say Boston, too. And | co-host and produce a radi o]
program on consumer i ssues.

DOCTCR  MARQOLI S: David Margolis ,
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Depar t ment of Dermatol ogy and  Depart ment o]
Bi ostatistics and  Epi dem ol ogy, University o
Pennsyl vani a School of Medi ci ne.

DOCTOR  HARKLESS: Larry Harkl ess
podi atrist, Department of Othopedics, University of
Texas Heal th Sciences Center, San Antonio.

DOCTOR LI PSKY: Benj am n Li psky
University of Wshington, general internal medicin
and infectious diseases in the VA Puget Sound.

DOCTOR W LSON M Roy  WIson
opht hal nol ogy, Charles Drew University and UCLA

DOCTOR CLINTON M LLER aint Mller

Professor Emeritus, Medical University of Sout

Car ol i na.
CHAl RVAN MGJ RE:  Thanks very nmuch.
Tracy Rley, the Executive Secretary, wl
a conflict -- Ch, sorry.

DOCTCR O CONNELL: Kat hryn O Connel |
Dvision of Dermatol ogy and Dental Drug Products, FDA

CHAI RVAN MG RE: You've got to be o

Doctor -- Tracy Rley wll read th
conflict of interest statenent.
M5. R LEY: Thank you. Good nor ning.

This is the conflict of interest statenen
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8
for the Dermatologic and phthal mc Drugs Advisor y
Commttee for July 15th.

The fol | owi ng announcenent addresses the
issue of conflict of interest with regard to thi S
meeting and is nade a part of the record to precl ude
even the appearance of such at this neeting. Based o n
the submtted agenda for the neeting and all financial
interests reported by the coomttee participants, it
has been determned that since the issues to b e
di scussed by the coonmttee will not have a uniqu e
i npact on any particular firmor product, but rather
may have w despread inplications to all simla r
products, in according with 18 U S. Code 208(b)(3) :
general matters waivers have b een granted for today's
neet i ng.

In the event that the discussi on involves
any other products or firns no t already ont he agenda
for which an FDA participant has a financial interest |,
the participants are aware of the need to exclud e
t hensel ves from such invol vement and their excl usion
will be noted for the record. Wth respect to al I
participants, we ask inthe in terest of fairness that
they address any current or previous financia |
i nvol verrent with any firmwhose products they may wish

to conmment upon.
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CHAl RVAN MQGUJ RE: | think we hav e
speakers for the public session.

s there anyone here fromAdva nced Ti ssue
Sciences? This is HIen Redding.

M5. REDDING (Good norning. M nane i s
Ellen Redding. I'mthe Vice President of Regul atory
Affairs and Qality Systens for Advanced Tissu e
Sciences. | welcone the oppor tunity to work with FDA
and with the advisory panel on what | believe is a
very inportant topic of discussion, certainly ver y
timely in this day and age when we are appreciatin ¢
nore fully the inportance of ¢ onducting chronic wound
studies with some novel therapies as well as som e
uni que opportunities for this patient popul ation.
think thisis, as | said, a very tinely discussion an d
guidelines for future studies would be greatl vy
wel coned.

Advanced Ti ssue Sciences has been invol ve d
in chronic wound studies for nmany years now in th e
field of tissue engineering wh ich has allowed us sone
very uni que opportunities to work with some uni que and
potentially innovative products in this area. V¢ have
worked in the area of venous stasis ulcers, pressure
ul cers, and now di abetic foot ulcers.

So, we wel cone the opportunity to provide
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some suggestions, sone experiences that we' ve had, an d
hopefully what will be a very fruitful di scussion thi s
nmorning and will lead to sone guidelines that th e
entire industry and the entire field of medicine can
appreci ate over tine.

Certainly we believe that pivo tal chronic
wound healing studies should and can be very wel I
cont rol | ed. This is an area where industry i s
becom ng increasingly nore involved. These are very
| arge, very expensive trials. There is a great deal
of conpetition for this patient popul ati on base and i n
many, nmany -- at rmany, mnany tines, it is ver 'y
difficult to know whether or n ot we have a successf ul
therapy until the termnation of a very large, ver y
expensive trial. So, we need to take ever vy
opportunity that we can to be creative, to reduc e
costs as nust as possible. Utinately to reduce cost s
of the therapies to the popul ation.

Unli ke active acute wounds, chronic wound s
are typically secondary by-pro ducts of the underlying

di sease which offers many, or provides nany, variable s

to these clinic settings. And in order to control as
many of these variables as possible and limt the siz e
of the trial, | think we do ne ed to be very sensitive

to the patient population that we're dealing wth.
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In the <cases where there are go
standards of care, standard th erapies which do exist,
| think we need to pay particu lar attention to these.
It is very inportant, very valuable pieces o
informati on upon which we can design very solid clini
trials. In the case where there are solid an
building historic controls, this information ca
provide us a great deal of insight into the standard
adverse reactions expected in this patient popul ati on
for instance, or certainly the availability of typica
standards of care to this patient population fo
control purposes. Wen there are cases where there
not agreenent on what a standard of care nay exist
then you do have nore opportunities for creativity
But certainly where there are large and increasin
patient popul ations, we do have an opportunity t
reduce our sanple size, perhaps, and look at th
possibility of a 2 to 1 or a 3to 1 clinical stud
desi gn.

Increasing availabilities of inventiv
therapies do not always |end thenselves to the nor
desirable double blind studies. Inthe case of tissu
engi neered products, for instance, and when we'r
dealing with tissues such as Dernmagraf, a product is

frozen and nust be thawed at t he patient's bedsi de or
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inthe clinic. And these kinds of situations do not
| end thensel ves to double blind studies.

The study design nust insure that th e
ef fecti veness of the treatnent can be determned. W
need to absolutely be able to tell at the end of the
study that our treatnment had in fact nmade th e
di fference. And to that end, the control arm needs
to be very carefully developed . Both the control arm
and the treatnment armto the extent possible, should
receive the sane treatnents so that at the end of the
study we certainly can tell that the treatnent that i s
being studied is the one that is naking th e
di fference.

W have to take into consideration th e
i ssues of practicality in the conpliance when you're
dealing with design of a control armor the standard
of care. And we nust allow the patients to continue
an active way of life.

Control of all the variables or as man vy
variables as possible is certainly desirable bu t
flexibility is required. You cannot always neasur e
the conpliance of the patients. Wen you' re dealing
w th issues such as weight bea ring or the possibility
that bed rest nay be the optim al nethod of healing of

certain ulcer types, you should always try to tak e
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into consideration what the patient will or will not
bear, what the patient popul ation expects or canno t
conply with. GCertainly we hav e heard that in certain
cases bed rest is the optimal nethod of treatin g
certain types of ulcers but when you re dealing with
a patient population that nay include patients in the
work force or may include indi viduals who are primary
care givers, this is not a practical source of a
heal i ng nmet hodol ogy. So, this needs to be taken into
account in the patient populat ion that you re dealing
with.

And of course, objective endpoints needt o
be established for conplete healing but we need t o]
avoi d, whenever possible, the need for a third party
bl i nded assessnent. This is not always practical in
the clinical setting and it also adds to the cost of
the study. Ve do need to deve |op objective endpoints
or definitions of endpoints that take the guess work
out of the final assessnent for the investigator and
take out that bias. But that is certainly possible.
V& can use when cases of wound healing studies o r
ulcer studies, we can use tracings for conpute
analysis. W can use photographs. GCertainly star t
out with sonme very definitive definitions of conplete

healing such as epithelial layer, presence o f
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epithelial layer, lack of drainage, and then we ca n
al so add patient follow up to confirmthe next week,
for instance, that total healing has in fact take n
pl ace.

Wen you're dealing with issues o f
conpl ete wound healing in chronic ulcers, frequently
t he di scussion of the need for wound bi opsies or the
value of wound biopsies cone up. And this is no t
al ways, again, a practical neasure of conplete healin ¢
or even an assessnment, or an opportunity for a n
assessnent, of the type of healing that has take n
place. |In many cases, once these very chronic lon ¢
term ulcers have healed, patients are not going t o]
want to, and physicians are not going to want to
rebi opsy that wound, inflicting additional trauma to
t hat wound when we finally had success in this case.
W certainly have seen in the literature where these
types of insults cause recurrence of the ulcers and i n
many cases the | RBs and physi ci ans consi der thistobe
unethical. So, we need to consider the value of thes e
ki nds of measures.

So, in conclusion, certainly chronic woun d
heali ng studies can be well <controlled but th e
defi nition of that good control really nust renai n

flexible enough. V¢ need to -- it's very inportant t o
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separate out what is essential information from non-
essential information, in light of the fact that we'r e
dealing with a very specific patient population wh o0
have had these wounds for a very long period of tine
and to have actually very active lives to conduc t
under the circunstances.

Thank you very nuch.
CHAl RVAN MGUJ RE:  Thank you.
V¢ have a representative this norning fro m

t he Wund Gstony Continence Nurses Society, Ms. Ruth

Bryant .

M5. BRYANT: Good norning. M/ nane i s
Ruth Bryant. | am a clinical nurse specialist i n
wound care. |'ve been a clinical specialist for the
past 15 years. |I'malso the past president of th e
Wund Gstony and Continence Nurses Soci ety which is an

organi zation of 4,200 menbers dedicated to the care of
patients wth wounds, ostomes, and incontinence. An d
in 1998, we'll be celebrating our 30th anni versary, s o
we' ve been around of ra while.

The coomttee nenbers already have a copy
of our response to questions for consideratio n

concer ni ng clinical trial designs for chroni ¢

o

cutaneous ulcers. And on behal f of the WOCN, what |

like to do is just take a few mnutes to add som e
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comments addressing clinical care specifically tha t
would ultimately relate to clinical trial design and
to adoption of clinical trial results and to clinica
practi ce.

| represent an organization of nurses who
have chanpi oned chronic wound care before it was i n
vogue, when the only wound car e product avail abl e was
gauze, before nmoist wound healing itself was eve n
w dely accepted or considered standard care. Nurses
have played a key role in the introduction an d
acceptance of transparent dressings, hydrogels ,
hydrocol | oi ds, and the nany ot her wound care products
that we enjoy today. So, we are thrilled with th e
advent of interactive products that conbine nodalitie s
that are denonstrated to be efficacious and we ar e
concerned about how clinical t rial designs wll occur
in wound care.

V' ve al so played a key role i n educating
nur ses and physicians in conprehensive woun d
managenent, stressing the need to nmanage the di sease
pr ocess whi |l e optim zi ng the topical woun d
envi r onnent. The clinical reality is that nurse s
provi de much of the wound care in the United States.
Qur invol verrent can range fromidentification of ul ce r

etiol ogy, wound assessnent, treatnent selection, and
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conservative sharp debridenent to sinply application
of prescribed treatnent. The generalist health care
provider, be that a nurse or a physician, wll b e
prescribing and applying products and there is a
strong potential for msdiagno sis of ulcer types, for
over utilization of products, and this has alread vy
been denonstrated through sonme of the things that hav e
happened with HOFA and clains that have been nade for
products, because we all know nore is better fo r
wounds, or we think they are. And inadequat e
attention to critical conprehensive patient car e
issues such as offloading, nanagenent of share d
forces, and adequate gl ucose control.

In many health care settings it will b e
the nurse who di scovers the foot ulcers, who rolls th e
patient over and finds the pressure ulcer, and the n
who relays that information to the physicians an d
obtains the order for topical care, often tims |,
actual ly, requesting a specifi ¢ product or a specific
intervention. Wund care nurses have | ong advocat ed
for extensive debridenent of neuropathic ulcers
adequat e debridenment  of pressure ul cers, an d
encouraged appropriate nmanagenent of venous ul cers
However, every day we encounter reluctance to debride

W encounter reluctance to nmoist wound healin g
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t echni ques. And we encounter inpedinents t o
appropriate conprehensi ve care.

As new products becone avail abl e, as new
clinical trials unfold, extensive education prograns
as essential and it should include nurses. And i t
shoul d address conprehensive wound mnanagenent | n
addition to adequate debridenent. Ideally, the WXCN
woul d | ove to see the incorporation of phrases such a s
"this product is intended for use in conjunction with
a conprehensive mnmanagenent approach under th e
direction of a physician or a wound care specialist."

V¢ support the extensive inves tigation of
safety of new products. W think there's a lot o f
roomfor inproverment inthat a rea. And we appreciate
the specific direction on the appropriate size o f
ul cer application for these products because all too
often these wounds are huge and there's a lot o f
opportunity for absorption. W also appreciate th e
| abeli ng of products to be specific so that th e
products actually address whether they're indicate d
for a Stage 2, Stage 3, or the extent of the ulce r
that they're appropriate for, so that they wl I
curtail inappropriate use of products on extrenel y
shal | ow wounds.

Must has been said about educa tion in the
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past. The assunption is that education w || approve
aggressive debridenent, conpliance, offloading, e
cetera. The fact that there are nmany other factor
that influence conpliance such as access to offl oadin
devi ces, diabetes nonitoring equipnent, |ynphedem
control. Mich research is needed | ooking into these
other issues because the topical nmanagenent o
what ever we identify wll not be sufficient in and of
itself. Topical care cannot be seen as a panacea

otherwise we will see anyone who breaks down with an

19

ul cer again recur with the ul cer because t hey have no t

treated the underlying pathol ogy.

Topical care is a short termf ix. Al of

us would love to see the long termpay offs. W |love

to see the wound heal. But we cannot |ose sight of a

need to assure access to products and resources s
that patients can actually manage their underlyin
disease. V¢ applaud the activ ities by FDA to | ook at
chronic wound nanagenent and appropriate clinica
trial design. W al so applaud actions by HCFA whic
i nclude providing diabetes nanagenent supplies an
studying the efficacy of support services an
| ynphedena devi ces because we believe these activitie
actually dovetail very nicely with the current topic

of wound care.
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In closing, as wound care specialists, th e
WXN is eager to support advancenent of clinica |
practice based on scientific evidence and we are eager
to work with participants here in future endeavor S
involving the care of patients with chronic or acute
wounds.

Thank you.

CHAl RVAN MAJ RE Thank you, Ms. Bryant.
That was a very thoughtful statenent.

| think now we work. Wuld, Doctor Wiss |,
woul d you like to make an introductory statenent?

| think many of you have the docunent we
will be working from If not, these have bee n
distributed to industry. There are also copies inthe
foyer. And we wll be following the docunent fairly- -
Vell, | don't know W intend to follow it fairl y
careful l'y.

DOCTCR VE'SS: Good norning. If | can ge t
the first slide. | just have a few overheads just to
give the coomttee and the aud ience alittle bit of a
background on how we got to where we are today.

First of all, as hopefully many people ar e
aware but naybe not everybody, there are, of course,
three centers within the Food and Drug Adm nistration

that are involved in review ng products for nedica |
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use. And all three of these centers have th e
jurisdiction to review products that are being use d
for wound healing, the Center for Biologics, th e
Center for Devices, and the CGe nter for Drugs. And on
the overhead are just exanples of sone of th e
different types of products that are under the purview
of each of the different centers.

(SLI DE CHANGE)

Now, in addition to this division, there
is also a inter-center wound healing clinical focu S
group. And this focus group is, | think, sonewha t
uni que within the agency because it has nenbers that
are reviewers fromall three centers that are involved
in the review of products for wound healing. Th e
mssion of this focus group is to expedite devel opnen t
of products for wound heal i ng. The functions of this
group are to enhance consi stency of the reviews acros s
the centers, to share information fromall parts o f
the agency, to provide a forumfor clinical proble m
solving, and to act as a direct tri-center liaiso n
from the FDA to academa and to industry and othe r
types of organi zations.

Now, there have been opportunities alread y
where nenbers of the focus group have been able t o]

comment and serve as a representative of the agency t o
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various organi zations. Back in March of 1993, the FD A
sponsored a wound healing work shop. This was held at
Masur Auditorium on the NIH canpus. Subsequently |,
menbers of this group published an article, Requl ator vy

Concer ns for Wund Healing Biologics , and a copy o f

that article is in your information packets.

The nenbers of the tri-center clinica |
focus group have al so had the opportunity to interact
wi th various types of organizations. The governnent
relations commttee of the Wund Healing Society ,
there' s a specific response that the nenbers of th e
wound heal i ng group published in response to a nunber
of comrents and questions from the Wund Healin ¢
Soci ety. Menbers of the group also net with thi S
particular coomttee of the wo wund healing society and
there was a very good interactive discussion. There
was al so a period of tinme wher e the group was able to
interact with the federal issues commttee of th e
Anerican Burn Association. And then representatives
also met with nenbers of the European Ti ssue Repai r
Soci ety for discussions on wound phar nmacol ogy.

Now, as part of this processt o develop a
policy on wound healing, the FDAis seeking input fro m
this advisory coonmttee, other advisory commttees :

from our pharmaceutical manufacturers, fromvariou s
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pr of essi onal organi zations, and other intereste d
parties. The Wund Healing Qinical focus group i S
taking the lead in developing what's known as a
gui dance docunent.

(SLI DE CHANGE)

As part of this process, then, we are her e
today to have the beginning of this discussion
Today's discussion will be a s cientific discussion of
cutaneous ulcers and this is a discussion that's going
to invol ve a nunber of different areas, as you can se e
from the agenda. The purpose of this is to reall y
start to get sone ideas about what should be in th e

docunent, what should the scope of the docunent be

This wll be followed by further scientifi C
di scussions, hopefully in the fall, at this sam e
advi sory comm ttee, hopef ul |y with als o

representatives fromthe general practice coonmttee,
to discuss acute burn healing. And we hope with all
the comments that we get back, to be able to issue a
first draft of the guidance docunent.

Now, as part of our procedures for goo d
guidance, this is a policy that was just put out i n
February of this year. There's a new procedure ou t
now for how we should seek inp ut and devel op gui dance

docunments fromthe agency. As part of that process,

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

24

we are seeking early input such as we are today. Eve n
before we issue the first draft of the guidanc e
docurnent, we are putting out a vailable for the public
and for other interested parties the opportunity t o]
comment, like | said, even before we have the firs t
draft of the docunment avail abl e.

This particular discussion point, th e
document that we're going to discuss today, i S
available on the Wb. VW' ve already received comment s
froma nunber of interested parties. W hope to get
nor e comments back fromthe outside as well as fro m
menbers of the commttee, from people at thi s
discussion today. W're going to take all of thos e
comments and with that, we hope, like | said, toissu e
a first draft of this docunent. The draft, then, wl |

be put out in the Federal Reqgister and out on

electronic system for comment prior to having a
further discussion at an advisory commttee.

Now, we hope -- we have a little bit of an
anbi ti ous agenda but we hope in the spring, perhaps,
of next year, to be able to ha ve a further discussion
at this meeting about the gui dance docunent.

And finally, I would |like to acknow edge
in particular the menbers of t he Wund Healing dinic

focus group that have taken the lead in getting t o]
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where we are today. And those are people wh o
represent all the three centers that |'ve nenti oned.
There's Doctor Durfor and Gail Gantt fromthe Center
for Devices; Betty Goldman who especially has bee n
very helpful in getting this d ocunent and nmaki ng sure
that we're Kkeeping in line wth the guidanc e
practi ces; Doctor Lou Marzella; Kathy O Connell from
Center for Drugs; and then Mer cedes Serabian and Kurt
Stronberg, and Doctor Tiwari a |so fromthe Center for
Bi ol ogi cs.

Thank you very mnuch

CHAl RVAN MQAJ RE Thank you, Docto r
Vi ss.

Vell, that's our charge. The clinica |

focus group would like to be able to design a guidanc

(¢

docunment and they have posed six topics for us t 0
di scuss over the course of the day. And | think we'l
begin by reading the -- Again, if any of you want thi s
docunent, there's sone outside.

The first topic is standard of care. I
won't enunerate the other five. Veé'll go through the m
sequential ly.

The state -- I'll read the statenent firs t
and then the question. And then what |I'Il do is ask

for participation fromthe advisory conmmttee.
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Variability of wound managenent in atria
may lead to variability of outcone and decr eased powe r
of the trial to detect differences in outcone. UWse o f
protocol defined standardized <care would address this
concern but mght preclude difference center’ S
preferences or individualized therapy for a specific
patient's need and may not reflect the way a product
will be used by practitioners.

The question is, how inportant is it t o
desi gnate the type or range of types of standard care
that should be used in a nulti-center clinical trial
for each of the three major ul cer types?

Who woul d i ke to start this norning?

DOCTCR BERGFELD 1'd like to start this.
Having listened very intently yesterday at all of the
different experts who actually deal with these wounds
and being a dermatopathologist and a <clinica |
dermat ol ogi st, the thing that | heard that was common
to everyone, that the standards of care are only know n
by those experts who deal wth ulcers continuously in
their practices. And it seens relevant to nme tha t
standards of care need to be devel oped by sone group
as to what is the basic standard of care and th e
t echni ques of care. | think that could be a ver vy

i nportant issue here today.
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| think that this information then needs
to be dissemnated i n a nunber of routes, not only by
t he gui dance docunent that's b eing devel oped but into
the various specialties as -- and be approved by thes e
various specialties incorporat ed into their education
of their teaching facilities for their residents and
their physicians. Because, | believe that thisis a
major area that is not delved into or not eve n
standardi zed in the teaching s ettings, of howto care
for these wounds. | think it' s been overl ooked and |
think that this information woul d serve great purpose S
in caring for these chronic ulcer patients. 1| heard
this.

And the other thing is to declar e

something that was stated yesterday on infectio

=}

control which deals with standards of care as well ,
and define that wel |.

CHAl RVAN MQJ RE Thank you, Docto r

Ber gf el d.
Wul d soneone like to add to that or --
DOCTCR COCOPER Di ane Cooper .
CHAl RVAN MGJ RE:  Yes.
DOCTCR COCPER | would like to state tha t
| thoroughly support what you said and | think that i f

we're going to do clinical trials and we don't hav e
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standards, and we have so nmuch variability, we ge t
ourselves into nore trouble be cause we've spent a | ot
of noney and tine to assess sonething and then w e
can't nake really a strong statenment about it either
way.

But | would like to suggest that thos e
standards of care, nmany of themhave been evolved ove r
time with clinical trials that have been done by thes e
| eading authorities and that perhaps one of th e
nmet hods of accelerating the achievenent of havin g
those be spread wider would be to review studies o f
clinical wound tines, nanely the diabetic ulcer
chroni ¢ venous ulcer, and the pressure ulcer, an d
extract many of those which | t hi nk are becom ng nore
and nore consistent if you ook at the literature.

| think, also, though that there ar e
certain wounds that present a real difficulty wt h
standardi zati on because of cost. | think the diabeti c
and the venous wulcer are primarily outpatien t
anbul atory wounds. But the pr essure ulcer frequently
in order to study the person w ith the pressure ulcer,
they have to be hospitalized f or sonme tinme. And that
makes it very difficult, parti cularly if they have to
have the ul cer saucerized before or they underm ning

debr ided before they're entered into a study, the vy
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have to be in the hospital

And | currently work at the VA hospita |
where we are allowed to keep our patients in th e
hospital but | have previously in ny life worked i n
private hospitals where | know that would b e
i mpossi ble. And | al so know ot her investigators who
work with us in multi-center trials who cannot kee p
those kinds of patients in hospital. So, dependin g
upon di stance, support service s at home, et cetera, |
think the pressure ulcer is becomng increasingl y
difficult chronic wound to study wth extrem e
st andar di zat i on.

CGHAARVWN MAQJRE  Thank you. I'dliket o
put in a footnote here. Inplicit, | think, inthe wa y
the discussion is developingi s that we all recognize
different standards of care fo r the three najor ulcer
groups. And if there's any disagreenent wth that :
let's get that out.

The other topic that | think we're no t
really going to be addressing very directly but that
is prevention. And in different centers there ar e
different teans that look for different signs fo r
pressure ulcers, for diabetic ulcers, and | propos e
that that be a piece of this g uidance even though the

guidance is directed toward devel oping clinical trial S
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after the ul cer has been forned.

The point that cane up yesterday over an d
over again, although | think it was addressed fairly
directly, is that protocol defines standards of care
are in general superior to standards of care. I n
other words, the better definition there is in th e
protocol for standard of care, the nore -- the carei s
superi or.

Yes, Doctor Lipsky.

DOCTCR LI PSKY: Wen we use the ter m
standards of care, ny understanding is that thisis an
appropriation of an essentially |egal concept. Wen
one testifies in alegal syste m the attorneys act as
if when you graduate from a professional school :
you're issued a book that's la beled standards of care
and you | ook up what you're supposed to do. And i f
you fail to neet those standards, you are then hel d
l[iable in the | egal system

So, | think we ought to be careful about
what we nean by that and the standards of care fo r
conduct of a study nay be different fromthe standard s
of care to which a busy practitioner mght be hel d
account abl e. | think that the coomttee ought to see k
| egal guidance in addition to guidance from healt h

pr of essi onal s when we use those terns.
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The other issue | think we need to addres s
is which professionals ought to be able to do th e
various kinds of care that we're tal king about. Rght
now | don't know whether it's defined who can do woun d
debri dement, for exanple. In ny antibiotic research
and diabetic foot clinics, | have a nurse who has bee n
trained to do that and does it very well. But I
actually don't know what the | egal guidelines are for
that and whether they vary fromstate to state. And
| think a statenent fromthese organizati ons woul d be
hel pful in allow ng people who are trained regardl ess
of what their professional lic ensure may be to do the
wor k rather than allow ng people to do the work wh o
have a particular |icense but haven't been trained.

CHAl RVAN MQGJ RE:  Doctor -- Lynn wanted
to make a comment.

Doct or Dr ake.

DOCTCR  DRAKE: You know, [|'ve bee n
involved in the guideline and standard devel opnent S
for many years and what | can tell you is that it’ S
extraordinarily difficult. And the second you set a
standard, sonebody's going to come along right behind
you and nodify it. | really w ant to echo what Doctor
Li psky said, that legally you can get in all kinds of

quagmre with this.
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| think -- | don't like the wo rd standard

because it inplies a defined w ay to do sonethi ng that

must be done over and over. | think guidelines o r
some other termnology is better. Witing - -
Devel oping standards of <care is extraordinaril vy
difficult because, first of all, there's preciou s
little data in any area on which to -- upon which to

base your decisions, if youwa nt to build in ironclad
deci si ons.

If you want to do a neta analysis, th e
literature is extraordinarily expensive to do so and
time consumng, and manpower intensive. And so, I
think we have to be very caref wul. | think there's --
| agree, | think there's one role, perhaps designing
guidelines for conduct of a clinical research study i n
this arena. But to define the standards of care for
wounds | think is an inpossibl e task and just fraught
wth difficulties. And al nost designed for failure at
the onset unless we back up and take a nor e
i ncrement al approach to the issue.

DOCTCR WTTEN | just would | i1ke to nmake
alittle cooment here as far as what we are asking yo u
about. And | think naybe it would be nore appropriat e
to call it standardization of care for t he purposes o f

atrial rather than what is the standard of care for
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that type of ulcer.

CHAl RVAN MGJ RE:  Yes.

DOCTCR WTTEN  Because there may be nore
than one way to address a given type of ulcer and I
think we're nore interested in sone gui dance fromyou
all on how to standardize for a particular trial, how
to characterize what the therapy woul d be.

CHAl RVAN McGUJ RE: That's an inportan t
di stinction.

Doctor Bergfeld, you had a question?

DOCTCR BERGFELD:  Yes, | was just goingt o
cone back to the termstandards of care. |If you hear d
me correctly when | first nade ny statenent, | sai d
basic care. And | think that also is different. But
| would state that if the FDA needs a care package of
how to handl e these wounds, whatever you call them
that that should in some way have sone commonality fo r
all the studies.

CHAl RVAN MGUJ RE:  Doctor Thonmas is up.

DOCTOR THQOVAS: | wanted to echo wha t
you' re saying because | think that's the issue of the
question. Wiat | seeinthe design of clinical trial s
is that often the control armis an armthat would no t
be used in clinical practice. And so, conparison of

the two to that particular treatnent armand we sa w
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sone of that yesterday when we were talking.

Wiat we need to look at is that if we know
that there is a generally accepted pattern, and w e
don't always know that for everything, but fo r
exanpl e, conpression for venous ulcers. Then i f
that's considered to be an inp ortant part of clinical
care that's followed nost of the time, then th e
control armand the treatnment armshoul d i ncl ude that .

And particularly inthe work t hat | doin
pressure ulcers, often we're conparing the treatnent
armto treatnents that are no longer in vogue or n 0]
longer in use, or, for exanple, noist healing. I
think all of us would do that. So, the control armi n
that situation should be that.

So, ny response to this was that th e
agency should | ook at control arns and try to define
in sone sort of way a reasonable expectation that tha t
is a comonly used and generally accepted practic e
rat her than sone control armthat has no neani ng.

CHAl RVAN MQGJ RE:  Doctor Mist oe.

DOCTOR MUSTCE: | think one of th e
problens, and I think I would follow al ong w th what
Doctor Thomas said, that | think the Kkey issue herei s
that there are only a few very basi ¢ princi pl es which

everybody accepts as standard such as conpression for
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venous stasis, offloading for diabetic ulcers, noist
heal i ng. Debridenent, interestingly, is the issu e
t hat perhaps, or keeping the wound clean, is perhaps
the singl e biggest issue that can i npact a wound, and
yet it's extrenely difficult to define what goo d
debridenment is in a standardi zed way.

So, | think that the key issue shoul d be
that you accept three or four standards, such a s
pressure relief, noist healing , cleanliness, and then
devel op ways to define whet her or not you' re achievin g
it. For instance, if soneone can daily wap a venous
stasis ulcer in the sane skillful way that a once a
weekly dressing is nmade, then the two of them shoul d
be consi dered equivalent. The key issue is can you,
and | think in that case, by leg circunference, yo u
can neasure it. But | think you really are going to
have to have a nenu of standar ds and the wound, as we
heard yesterday, chronic wounds are so vari abl e that
there is not certainly any stu dies right nowthat are
going to prove that one "standard" is better tha n
anot her. And | think the key area has got to b e
defini ng that you' ve achieved the sane goal in bot h
arns of the trial and not a rigid adherence to on e
st andar d.

CGHAIRVAN MAJ RE  So, Tom yo Uu're saying
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there should be three nenus fo r the three najor types
of defect. And then there would be some variability
in those menus and an attenpt should be nade to find
equi val ents wi thin those nmenus?

DOCTCR MUSTCE:  Absol utely. For instance
in diabetic ulcers you mght have two or three method s
of offloading. But if you can nmeasure the anount of
callus generated carefully, it nmay be that tw o
entirely different offl oading devices are equival ent.
And because one patient is going to be able to use an d
another is going to have to use another, if you set u p
your trial so that you all have to use the sam e
of fl oadi ng device, you nake th e trial very difficult.

| think the issue is can you define i f
both were offloaded to an appr opriate degree. And if
you can, | think that should be -- both should b e
accept abl e. It's just a measure of being able t o
define them

CHAl RVAN M@J RE: Doctor M ndel .

DOCTOR M NDEL: Wenever you use othe r

treatnents, you confound the interpretation of you

=

att enpted treatnent. And in wulcers, youre no t
dealing with a life threatening situation. 1'd |like
to make the argunent that not reatnent be used when a

treatment is being tested, but that you have a n
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assessnent of worsening that is a reasonabl e
assessnent of worsening. And the trial, the person i n
the trial, could be renoved fromt hat trial as soon a s

there was an indication that the condition ha d

wor sened.

CHAlRVAN McGU RE:  That should get som e
di scussi on.

DOCTCR THOMAS: No treatnent, is that what
he sai d?

DOCTCR M NDEL: No treatnent other tha n
the treatnment wunder consideration. For exanple :

debridenent mght interfere wth the effect of a drug,
or noisture mght inpair the frequency of --

DOCTCR THOMAS: | don't think there's any
way, nunber one, | personally could do that. O r
nunber two, that ny IRBwould let nme do that.

CHAl RVMAN MGAJ RE  Doctor Rose nberg had a
remar k.

DOCTCR ROSENBERG  First of all, I jus t
would like to comrend the agency for its efforts i n
this inter-group serious discussion of a major proble m
that really does touch on many bases. It has to b e
handl ed in this way.

Cnhe of the presentations we heard thi s

nmorning nentioned the wusefulness of historica |
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control s. G course, those are not adequate fo r
deciding on the effectiveness and safety of an agent
wi thout proper placebo controls. But, the idea o f
hi stori cal control s, what are the outcone s
historically expected for this condition, really ough t
to be built into these things. And it's so hard t o]
find them They're not in nost of the publishe d
gui del i nes. They're not in many textbook articles
And yet, it underlies everything. And unless yo u
appreci ate that, you really can't know these things.

But a group such as you are organizing ca n
with experienced people who actually work in thes e
fiel ds cone up with sone realistic ranges that pu t
ever ything into perspective and ought to be there
And for instance, we heard yesterday that t he outcone s
from patients treated with offloading heal diabeti C
ul cers much nore quickly than those treated with a n
agent that we studi ed.

And | think those are the kind s of things
that HCFA wants to know And while the FDA S
legislative nandate is not the same as HOFA's, | thin k
all of us are obliged to read the newspapers and t 0
think in general terns of outcones al so.

CHAlRVAN MGU RE: Doctor Mller, to m vy

left.
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DOCTCR CLINTON M LLER  Thank you. |I' d
like to return to the question.
It says, howinportant in a multi-center

trial. And the question acknow edges the exi stences

of the three nmajor ulcer types. It's mandatory
That's all there is to it. You have to have in a
multi-clinic trial and tal k about practice. If you'r e

going to nake conparisons, then the conduct of tha t
design has to be the sane in each of those centers
It's mandatory. They need to put these things out.

The other thing is that we tal ked a while
ago, or yesterday, about the conplexity of this an d
the dynamcs of these various kinds of ulcers. Th e
nmore conplex they are, the nore difficult it is t 0
find an article inthe literature that can duplicate
these same circunstances of care that you ar e
pr oposi ng. Therefore, the value of historica |
control s goes down as the conpl exity goes up

So, | think that, yes, it's a good ide a
for us to accept those histori cal controls where they
can be found. But | don't thi nk you're going to find
very nmany of them So, you better be prepared an d
encourage the developnent of appropriate contro |
groups for that particular single design you'r e

proposing for these nultiple sites.
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Thank you.

CHAl RVAN MGJ RE:  Yes, Doctor Mller.

DOCTCR FRED M LLER | think as we discus s
standards --

CHAl RVAN MGQU RE:  This is Doctor Ml ler
tony right for the --

DOCTCR FRED M LLER  Fred Mller to th e
right.

As we discuss standards of car e, or basic
principles in therapy, | think that we have to look at
t he pat hogenesi s and what we know t he pat hol ogenesi s
and of the etiologic factors. For exanple, with the
neuropat hic diabetic ulcers, we know that these ar e
caused by friction and pressure on abnormal bon vy
promnences in a person with an insensate foot. S o
that in any trial, offloading is absol utely a sine quo
non if you're going to heal th e lesion. W also know
in those lesions that debridenent is essential.

In the venous ul cers, we know that venous
hypertension plays a critical role. So that inan vy
trial, the venous hypertension has to be controlle d
bef ore you can begin to eval uate agents.

So, | think these are very basi ¢
principles that nust be adhered to when you' re doi ng

atrial. You have to |ook at the basic pathogenesis
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and the etiologic factors, and then begin to use your
various agents. But you have to control these factor s
first.

CHALRVAN MAJ RE  Fred, let m e ask you a
question. Do you think if I g ave you the three najor
wound categories that you coul d generate expectations
for care that woul d be general | y agreeabl e?

DOCTCR FRED M LLER  You know, | guess |
woul d 1 ook first at the diabetic ulcer and | think
probably coul d. Yes.

CHAIl RVAN MGQJ RE:  But you woul d be able
to identify characteristics of care for occlusiv e
ulcers that would certainly be different than th e
di abeti ¢ neuropat hic ul cers?

DOCTCR FRED MLLER | think ulcers ar e
going to vary, types of ulcers. But again, if I woul d
begin with the basic pat hogenesis of what we know of
t he pat hogenesis, | would thin k yes, we could cone up
wi th sonme basic standards and then from there ge t
t here.

CHAI RVAN McGUJ RE: Vell, | nmean at th e
very sinplest, the conpressive therapy that we use for
venous stasis ulcers is just p erhaps one of the worst
m st akes you can make with an  occl usive ul cer because

you further conpromse the arterial insufficiency.
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DOCTCR FRED MLLER | guess |I'd want to
know how you' re defining occl usive ul cer.

GARVAN MAJ RE  |'msorry, ' mtal king
about an arterial.

DOCTCR FRED MLLER You nean an arterial ?

CHAl RVAN MGJ RE:  Yes.

DOCTCR FRED M LLER  Yes, certainly.

CHAl RVAN MGJ RE:  Yes.

Ms. Cohen.

M5. COHEN |I'mvery interested in wha t
you all have to say and I'mtrying to think as a

consuner who maght not know anything, probabl vy

doesn't, about what is happening to them | need to
know how i nportant the patient , what role the patient
plays, inthe cure. | nean, i t's been very clinical,

t he di scussion, but can you se parate sone things that
you know i n cormon denomnators for patients that wl |
help effect a better cure? And | think informationi s
part of it. Because if you're going to be part of th e
process when you're trying to have a cure, then yo u
al so have to understand the patient mnd and what they
need to do in order to effect a nore realistic cure.

And | don't know whether that's historica |
or what it is but I'm trying to understand th e

consuner in all of this. You can set all th e
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standards you want but if they don't do what they're
supposed to do, | don't know how effect the cure is.

CGHAAIRVAN MGAJ RE  You're brin ging up the
issue of conpliance and which has been nentione d
several tines yesterday and several tines today.

M. COHEN How can you separate it
though? If you want to set up sone clinical rules
how can you separate that?

CHAl RVAN MGQJ RE:  You accept conpliance
or lack of conpliance as one o f the variables and you
do your best, | think, to establish some honogeneity
in the trial group. But conpliance, the fact tha t
we're not tal king about conpli ance, doesn't nean that
we don't consider it to be a k ey feature. | think we
would all like for that issue to go away because it's
so difficult to control. But it is a major issue.

The other issue is -- | mean, conpliance
is really very conplex because it depends not onl y
upon the patient's interest in conplying, or working
with the health care provider. It depends upo n

conprehension and it al so depe nds upon who else is in

t he househol d, who else can provide back up. I t
depends upon rather f undanent al things Ilik e
transportation, how do you get there. Thisis -- it' s

a very inportant and very conpl ex issue.
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M5,  COHEN Il -- Wlnma wants to sa vy
somret hi ng now.

CHAl RVAN MGU RE Susan, go ahead an d
nmake --

M5. CCHEN  Yes. |'mjust concerned abou t
this whol e process and under ¢ linical trials it's the
nmost optinmum at nosphere you could find. But if yo u
have that, but you don't understand what the patient
isreally going to do, thencl inical trials are going
to be far nore successful than the actually of soneon e
who comes into your clinic to have a wound treated.

CHAl RVAN MAJ RE Susan, what ' m sayi ng
is that | think --

M5. COHEN | heard you.

CGHAARVAN MAQJ RE | think nost people ar e
aware of the problem It's a najor problem

Doctor MIler, you' re up.

DOCTCR CLINTON MLLER | would like t o
support her position. It seem s to ne that what we're
asking is there -- and what we 've talked about in the
past is a standard of care from an acute point o f
view | think that when you're going to start talkin g
about the devel opnent of that standard of care, | t
needs to be extended into the other environnments that

the patient livesin. Andit needs to be spelled out
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It needs to be explicit with regards to patien t
educat ion, the care giver education, and all of th e
other activities that are asso ciated with the overall
care program And that's sonething that our standard s
of care do not nornally specify.

CHAl RVAN MQGJ RE:  Doctor Mist oe.

DOCTCR MUSTCE: | guess | woul d also tend
to agree that chronic wounds differ fromnost othe r
di seas e processes in the sense that a patient who' S
truly conpliant may be spending an hour or two a day
cl eaning and dressing their wound and may also b e
significantly nodifying their lifestyle. And nos t
di seases really conpliance requires taking a couple o f
pills so that the variability in conpliance is, I
think, extraordinary in chronic wounds. And | don't
think if you specifically ackn ow edge that, in fact |
would say that's the single biggest issue in of f
fitting chronicity.

So, | guess to ne, where standards come u p
is that if -- it's true you can't get rid o f
conpl i ance. But if you don't really force, in setting
up a trial, very explicit neasures of conpliance, I
think you mssed the boat. And | think that that' S
certainly sonmething | saw yesterday is probably not - -

if the only answer is the investigator on a weekl y
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visit saying is the patient conplying or not, that's
a very subjective. And | guess |I'd like to see sone
increased attention to determning what conpliance is
Not so nuch did they apply the treatnent, i.e., th e
nedi cation, but howlong did they spend cleaning thei r
wound, other issues such as that. So, | do think it
is a key issue in chronic wounds.

CHAl RVAN MGJ RE: G ven we cannot carry
out trials routinely in a general clinical researc h
center, it's going to be gener ally a less controlled,
| ess rigorous environnment than that, then that put S
all the nore pressure on us to identify the variables
inthe home. And the point th at M. GCohen brought up
are difficult but real points.

DOCTCR RCBENBERG  Could | spe ak to that,
Doctor McQuire, what you just said?

CHAl RVAN MGAJ RE Yes, Doctor Rosenber g.

DOCTCR RCSENBERG | was just thinking
just in those lines. | nean, we're famliar with the
clinical research centers whic h have been funded over
the years by the National Institute Health fo r
purposes of doing netabolic studies primarily tha t
have to be done in the hospital.

Considering the mllions of -- th e

billions of dollars that are spent on wound care and
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how -- and other, perhaps, conparable clinica |
problens, | think it would not be inappropriate fo r
HCFA and the FDA together to seek a legislativ e
mandate for sone few carefully chosen five-bed units
in places |like Wayne State and Johns Hopkins, an d
Stanford, and CGeveland clinic, to do studies lik e
that. | think the cost inter ns of all this going on
woul d be quite reasonabl e.

CHAlRVAN MAJ RE: You nmeant they would b e
qui te reasonable to you?

DOCTCR SIMMONS-O BRIEN No, in the end.

CHAIRVAN MG@J RE: I n the end.

Doct or Lavi n.

DOCTOR LAVIN Yes, a point I'dliket o
make is obviously fromall the discussion we've heard
here so far, it's very conplex choosing a standard of
care or standardized care. And | think that thi S
really can be best addressed by having pilot studies
before one goes into mgjor pha se 3 investigations. |
think that a pilot study can work out a | ot of these
bugs, a lot of these logistics, and a ot of thes e
differences that are likely to cone up betwee n
centers. And while it's admrable to have a n
inpatient setting to do sone of these studies, i t

really won't be realistically feasible for all o f
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these other studies that are g oing to have to be done
on an outpatient basis.

CHAl RVAN QU RE:  Doctor Marzella, what
poi nts have we not touched on this area? Caught you,
didn't 1. | didn't nean to.

DOCTCR MARZELLA: | think that we' ve hear d
a very good discussion. | wanted a clarificatio n
about the issue of conpliance. | understand fromthe
committee that that should be part of the docunent?

CHAlRVAN  MQJ RE: Vel |, |  thin k
conpliance is such a big part of it that we tend not
to discuss it, because it's just -- it's so conpl ex.

And Doctor Mistoe said that it's conpliance wt h
chronic ulcers is nuch differe nt than taking a couple
of pills a day. Vell, ny patient population ha s
trouble taking a couple of pills a day. And so
conpliance starts at a very low | evel.

DOCTCR MARZELLA: W would also welcom e
addi tional -- we would wel cone additional input from
the commttee. VW've heard sone individual S
volunteering to provide additi onal infornmation and we
woul d wel cone receiving that.

DOCTCR CQOCPER | think that conpliance i s
also very inportant but | think that one nethod o f

getting nore conpliance is again what we hear d
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yest er day, that we need nore honbgeneity anon ¢
i nvestigators. And all | dois clinical trials an d
all | do primarily is outpatient clinical trials. |
mean, increasingly, as | said, inpatient trials ar e
decr easi ng.

And one way we effect conpliance is that
we thoroughly go over the -- explaining the study to
the individual and really stress do you understand
Do you have any questions. And increasingly ,
particularly conpanies in particular and in our ow n
research with NHgrants, we give out very, very clea r
instructions on what to do and howto do it.

And | think one of the reasons tha t
honogeneity becones so inportant in really pivota |
trials is that, and this is going to sound fluffy
But, there are people who love to heal wounds. An d
there are people who can't stand to |ook at them An d
there are people who cannot stand chronic wound s
because the people are -- | nean, | work in a VvV A
hospital and I will tell you, inpeccable cleanliness
is not a high score. So, | nean, some peopl e woul d
not want to work with those patients.

And yet, | will tell you that because of
the relationship that we establish with those patient S

because they know us, they know we're there, they kno w
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that we're very serious about what we're doing, w e

have mninal problens with conpliance. And | thin Kk

that's -- | think that could be echoed by nurerous ke vy
centers in the country which I could identify in a
nanosecond.

And the problemis when you go into a n
area where sonebody has all of a sudden deci ded that
wound healing is vogui sh, they haven't done clinical
trials. They don't know how to take photographs
They don't know how to really neasure wounds, e t
cet era. | think that's where the patient begins t o]
sense that it's not inportant for himto be in this.

And so, | see conpliance as so nething, though | can't
neasure it at this point, | know it happens in ou r
setting.

DOCTOR LAVIN  Yes, but yours is an ideal
setting.

DOCTCR CQOCPER  Yes, but if we'regoingt o
study wound healing products, one of the bigges t
dilemma is that if we don't do it well, we can't get
on about saying anything becau se we have a nush. And
that's what we keep having. W have little trials :
not well done, not replicated in other parts of th e
country. And consequently, we can't go forward at any

ki nd of an accel erated pace.
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CHAl RVAN QU RE:  Doct or Bergf el d.

DOCTCR BERGFELD. 1'd like to just add to
that commrent that part of the variability has to d o]
with training the centers and training the dedicated
personnel that are in those centers who are going to
care for the patients as well as instructing th e
patients. Wthout that training and wthou t
nmonitoring the training, and the conpliance t o
training, these studies wll fail.

CHAl RVAN M@J RE: Doct or Hashi not o.

DOCTCR HASH MOTQ | suggest that later on
the admnistration organize so ne study group and fund
it. The VA has a good system VW can nake th e
patient as free as before. Rght now, the IR B
prohibit admssion of this kind of patient in th e
regul ar hospital beds but the VA still allows us to d o
so. | think that's probably the best organi zed study |,
conpliance w se, we can supervise very well, qualifie d
physi ci ans. And that the national study, large r
group, probably can cone up w th meani ngful data.

CHAl RVAN MGAJ RE Yes, Doctor Li psky and
then |I'm about ready to go on to the second part o f
t he topi c.

DOCTCR LI PSKY: I'd like to look a t

anot her aspect of conpliance which is that | agre e
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with all the previous discussion of how critical i t
is. The FDA appears to | ook at safety and efficacy.
| think if a new product came along that was no safer
or no less safe and no | ess efficaci ous than anot her
product, but was much easier for the patient to apply ,
once daily versus four tines a day, or nuch easier to
put this on or a wound dressin g that a patient or his
famly could do, that should be a substantia |
consideration as to whether that product should b e
approved.

CHAIRVAN MAQJRE: |I'mready -- That's a
very good point. Thanks for nmaking it.

I'm about to read another paragraph
VW' re still under topic 1, standard of care, paragrap h
2.

"Many aspects of wound care are widel vy
accepted 1in clinical practice. These includ e
debridenment to renove necrotic tissue, infectio n
control, nmaintenance of a noist wound environment :
nmeeting nutritional requirenents, and avoidance o f
topical and systemc cytotoxic agents. Wth regard t o
specific ulcer types, there is a general consensus for
offloading and pressure relief of neuropathic an d
pressure ulcers, and for standard conpression fo r

venous stasis ulcers. However, there are no uniform
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standards of care because strong evi dence for specifi C
standards is limted and the range of reporte d
outcones is variable, standard of care issues present
a significant problemin the design of clinical trial s
for wound products.™
Question. Wich aspects of care should b e
standardi zed and to what extent for each arm in a

clinical trial?

Anyone can address that. VW've bee n
talking about -- we've been talking about this bu t
let's have nore discussion on it.

Doct or Thonas.

DOCTCR THOMAS:  1'Il kick it off by sayin g
this. For each of those issues, particularly i n
pressure ulcers, there -- it's very difficult to get

any standard because they aren 't real good standards.
For exanple, for nutrition, we could argue about how
do you -- how would you neasure that in a clinica I
popul ation? Wiet her you'd use albumn or whethe r
you'd use sonme other instrunent. Gfloading o f
pressure is sonmething that ought to be done bu t
exactly how you do that is not clear.

So, you'vereally got two choices. Qhei s
that you can design your trial s to be |arge enough to

be abl e to anal yze for these co-founders -- confounde r
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variables in the studies, or y ou can just set up sone
arbitrary systemthat allows you to do that. But for
pressure ul cers, for exanpl es, where nost of the work
is done in honme or in nursing hone long term car e
rather than hospitals for the reasons we've talke d
about, the patient variability and the frailty of that
popul ati on, and the nunber of coexi sting probl ens and
illnesses nmake it alnost inpos sible to adjust for all
of the confounders.

So, while sone things would be fairl vy
sinply, | think what you're going to have to do i S
take this approach we've already tal ked about. An d
that is, each of these ulcer ¢ ategories are different
and for each one, there are certain things that we ca n
address and certain things tha t we can't address. W
ought to address the things that we can and reach som e
consensus on them and conme up with sone principle s
under each of those headings. And then for the thing s
we can't adjust for, we're just going to have t o]
adjust for that by a covaried anal ysis.

CHAIRVAN MGQJ RE: That was a very goo d

st at enent .

Yes.

DOCTCR COCPER Vel |, | took -- | triedt o
take three of the -- of each category of wounds an d
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begin to nmake sone list of what the standardized - -

standardi zation of care is, at | east that | think has
been sort of in a realmof a continuum di scussed i n
many trials that |'ve been in. And sone of those wer e
that -- | nean, we heard sone of these yesterday, for

the venous trial, that you have to have ankle brachia |
i ndi ces.

And as soneone el se has said, you have to
have sone assessnent of the vascul ar status, however
you do that. | think you have to have TPO®2. | thin Kk
you have to have conpression. | think you have t o]
have tissue biopsy for bacterial status initially
|"mnot so certain that you have to have it at the en d
for the discussion that was already presented. I
think you need to have whenever possibl e a standardiz e
way and clarity on how you're going to neasure th e
area of this wound, even if you don't have digitized
planinetry, | think that then the whole group has to
know which area they're using as their tracing. Like
the leading epithelial edge of a gnarled border. I
thi nk you have to establish recurrence rates so that
you have to watch things over tine. In cytosin e
studies, it becomes increasingly inportant to see if
we have any kind of regeneration so that we can, a t

| east in sonme of our studies, docunment that up to two
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and a half years later these people have not had a
venous wulcer in between because they have bee n
conpliant or in their conpression, et cetera. Well,
that's extrenely significant.
Those were just sone of the ones | cane u p
for the venous ul cer.

CGHAlRVAN MAJ RE  And M. Coo per, that's

very hel pful.

Are there other statenents?

DOCTCR THOMAS:  If | could just respon d
briefly to that. | think it's a good list but it' S

illustrative of what we're tal king about. Because |
think if we went around and just sat down and tal ked
about just that list on that ¢ ategory of ulcers, we'd
probably have sonme w de ranges of agreenent an d
di sagr eenent .

DOCTCR COCPER But | thought that's why
we're here.

DOCTCR THOWAS. Well, | nean, yes, bu t
what |'msuggesting is if we could take each category |,
go through each of those things that you tal ked about ,
and probably I'mnot sure we'd reach a consensus even
on that short list. | think you' re going to have to
build that. You're going to have to start th e

process. And if that's what we want to do, then w e
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coul d go through each of those and argue about them
But we'd have to do that for each category of ulcer.

In other words, | thinkit'salot -- it' S
just a hugely conpl ex subj ect and what -- |ike biopsy
by itself would be controversial. Sone people woul d
think that that was strongly indicated, some not. $So,
if that's what we need to do, then if that's what we
want to do, then we can certainly do that. W e
certainly got experts here to talk about that.

DOCTOR COCPER  But it seens to ne wha t
the FDAis asking us that if we don't start -- I'mno t
saying sit here all day and go over every singl e
possi bl e t hi ng, but at least to give som e
prioritization. Then they're no better off tha n
bef ore we cane because it's in the literature. Bu t
whi ch ones do experts think ab out it. | guess that's
-- | enpathize with their dil emma.

DOCTCR THOMAS:  Yes. It's a b ig problem

CHAIRVAN MGAJ RE  Doctor Lips Kky and then
Doctor --

DOCTCR LI PSKY: I'd like to nake on e
general coment and them maybe a specific comen t
about what Doctor Cooper has said. You asked Doctor
MIller, Doctor MQuire, if he could come up with a

standard for one type of wound and he responded o n
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di abetic foot. | can tell you that the America
D abet es Association foot council, of which I'm

nmenber, has recently done this. And we just net i

Boston a couple of weeks ago and in a roomlarger tha

this with nmany nore people. There was a lot o

di sagreement but we eventually were able to come up -

and this process has been going on actually fo

several years -- with alist of things that we though

nost peopl e coul d agree on as long as there was sone
wi ggle room for how one interpreted how to do tha
particular thing. So, we could agree on debri denent
even though there mght be different techniques fo

doing it.

So, | think it is possible but it's very

difficult and very time consumng, as you' ve hear
from ot her speakers.

Just to address the issues that Docto
Cooper raised. | have less experience wth venou
ulcers than diabetic foot wulcers, but from th
infection control point of view, I don't think tha
bi opsies are necessary. In the best of all worlds
they are a good way of being certain that th
organi sns you grow actual |y represent organi sns that

are infecting deep tissues. And in several studies i

58

n

the diabetic foot it has been shown that tissue biops y
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doesn't correlate or reverse that. That superficial
cultures don't correlate very well with deep tissu e
bi opsies. However, it's very difficult to get people
to do that in clinical practical. It's even difficul t
to get investigators to do it correctly. Th e
mcrobiology |ab absolutely ha tes getting those kinds
of specinens. And | think that there's sufficien t
data with the diabetic foot fromthree studies tha t
show t hat cleansing the wound and scraping the bas e
with either a tissue curette or just a scal pel, an d
sending that tissue down imediately to th e
m crobiology lab is at |east adequate when conpare d
wi th bi opsy speci nens and nuch easier to do.

CHAl RVAN MGUJ RE:  Doctor Margolis.

DOCTCR MARALIS: Sone of what | was goin g
to nention was just nentioned by Doctor Lipsky. I
mean, | think in terns of generalities, we coul d
probably cone to sone sort of consensus for a |lot of
poi nts. People have already m entioned for venous |eg
ul cers they woul d use conpress ion. For diabetic foot
ul cers they woul d use of fl oading. For diabetic foot
ul cers, debridenent is inportant.

| think for sonme generalities we coul d
probably do okay but for specifics like using TPCO 2

for a venous leg ulcer or biopsies for venous le g
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ulcers, | think we'd have a harder tine. Bu t
certainly | think we could nake a first cut or a firs t
description in generalities.

The second point | wanted to address was
al so sonething that Doctor Cooper was betting into :
had to do with recurrence or r ecidivismof venous |eg
ulcers, and that being an inpo rtant part, perhaps, of
also the initial assessnent or naybe an idea o f
conpl i ance. And | agree those sorts of issues ar e
very inportant. In some ways they're nore end points
than what we're discussing. And part of the reaso n
for nmentioning that is that | think end points ar e
very tied into a ot of what we're now di scussi ng as
wel | . To save end points for one of the las t
discussions of the day |I think seens a little bi t
inappropriate and it mght be worthwhile trying t o
nove it up because | have a feeling people are going
to be thinking about end point s as they're discussing
setting up standard of care and all sorts of othe r
things in trial designs.

CHAIRVAN MAQJRE | said a few mnute s
ago that | think we could probably create differen t
nmenus for different types of u lcers. And there would
be agreenent, a general agreenent, on the top three or

the top four, and then there wuld be som e
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di sagr eenent. And then there would be chaos beyon d
that |evel

But | think you put it very well, Doctor
Margolis, that there are some things we can agree on.
And | think this is what the agency wants fromus. | n
fact, | think the inportant thing, the inportant thin g
is that we nmake a clear distin ction between the types
of ulcers that we're dealing with. The conplexity ,
the difficulty of dealing with these, probably varies
| think the chronic pressure ulcer, | nean, take the
wor se case. Take the spinal cord injury wth a
chronic pressure ulcer, this is going to recur
probably even in a facility where the individual i S
bei ng taken care of full-tinme. And then we go on to
the -- what now turns out to be a rather sinpl e
clinical event such as an arterial occlusion and you
just -- it beconmes a rather st raight forward pl unbi ng
pr ocess. You get a very good result that has grea t
durability.

But that's -- your points are well taken.

Doctor MIler to ny left, you had a --

DOCTCR CLINTON M LLER | would liketog o
back and perhaps ask the FDA exactly what thei r
objective isinthis question. The way | perceived i t

is that you' re trying to describe a standard of care
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as a matrix wthin which an experi nent al design can b e
const r uct ed. If that's in case the objective, theni t
seens to ne that the notion of care, say, for exanple ,
nutrition control or principle of offloading, or sone
ot her basic principles that need to be taken int o]
consideration in the design of the clinical trial is
the question. Can we nmake a list of those concepts,
not necessarily how you're going to do it but th e
concepts that they would like to see built into th e

design of that experinent. And if that's what they'r e

looking for, | do think we could sit down and tal k
about those principles as | eave the individual hows t o
those people that are proposing a product or a

treat ment reginment.

CHARVAN MGURE | think we're novin g
very close to the third piece of this under topic one
which is to define a programof care that represents
current best clinical practice for each ul cer type.

DOCTCR NARZELLA:  May | nmake a comment
M. Chairnman?

CHAl RVAN MGQU RE:  Surel y.

DOCTCR MARZELLA: | just wanted to respon d
to Doctor Mller's question and also indicate tha t
what the agency is looking for is not only for a n

exhaustive list of standards, but also to sort of draw
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the line at which are critical to incorporate in the
clinical trial desi gn because t here ar e
practicabilities that we hear from sponsors regarding
the ability to recruit centers, to recrui t
investigators. So, we are loo Kking for standards that
nost investigators would consider acceptable and w e
would like to see where the coomttee feels the |ine
would be for incorporating these criteria in th e
clinical trial.

CHAl RVAN MGJ RE: Doctor Marzella, do yo

c

think it would be useful to go through this list o f
the A through F?

DOCTOR MARZELLA:  Yes.

CHAIRVAN McGJ RE: Pl ease hel p define a
programof care that represent s current best clinical
practi ce for each ulcer type and which would b e
appropriate for use in a clinical trial. Pleas e
addr ess.

I'm pleased to see that drying wt h
incandescent light is not on here. That's a grea t
advance. The -- | didn't nean that as a joke, either

(A Methods for conpression |o ad pressure
managenent . Vell, that's really -- that's alot o f
di fferent things.

Yes, Doctor Thonas.
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DOCTCR THOMAS: I'Il start with pressure
ul cers because that's what | deal with and sonebod vy
el se can deal with the other stuff. The probl ens tha t
you get into with designing clinical trials for a
pressure ulcer and offloading is the fact that tha t
adds an enornous anount of expense to the trial. |If
you're going to use a standardi zed bed surface for th e
control and experinental group, then you get int o]
enornmous conplexities in long termcare because th e
sponsor either has to provide that surface. There's
no way if you're using multiple facilities that yo u
can cone up with a multiple facility single standard
because of contract arrangenents and third part vy
payers, and just huge anounts of difficulty. So
that's one of the nmajor difficulties.

There should be sone of floading. Wa t
we've done in our clinical tri als is we found that in
nmost of our facilities for stage 3 and stage 4 ulcers ,
that about 75 to 90 percent of the patients ar e
offloaded. And so, we adjust for that as a confounde r
to avoid the difficulty of hav ing to go in and try to
set up sonme sort of standard offloading device
Because there's not good data in the literature t 0
suggest that one device is better than the other s o

the least you can get is just equality between th e
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groups for offl oadi ng.

CGHAARVAN MQJU RE  Excuse ne. So that I' m
clear on this. W're talking about trochanteri c
ul cers, sacral ulcers?

DOCTOR  THOVAS: Yes, the pressure
Pressure, etiology, ulcers, for sone bed surface o r
for sone of fl oadi ng surface.

CHAl RVAN McGUJ RE: Because we're usin g

of fl oadi ng for the neuropathic ulcer, too.

DOCTCR THOMAS: Wl I, I'maddr essing just
the pressure. | think the sane thing would apply to
each individual type of ulcer but I'm jus t

illustrating this in terns of pressure ul cers and the
difficulty that you run into in terns of doing that.

CHAlRVAN MGJ RE Do you have -- Could |
ask you a technical question? Do you have techni ques |,
or practical techniques, for neasuring shear injury i n
your pressure ulcer patients?

DOCTCR  THOVAS: No. Nobody reall vy
under stands what shear is. No body really can define,
except sone mathenmatical nodels, exactly how i t
interacts wth pressure which is perpendicular an d
shear which is horizontal. And it's then |ooked a t
experinental ly. And there's sone really nice article s

to give you sone idea of what happens. But there's n o
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clinical way to nmeasuring it.

Wat we do is try to mnimze th e
el evation of the head of the b ed and that essentially
wll take care of sone of the shear forces. And then
we try to mnimze friction fo rces which is the other
conponent. And we try to build that into our trials
and we also try to treat that as a confounder
Because if you have a tube feeder whose head of th e
bed is elevated, that person h as shear forces whereas
someone who i s supine doesn't necessarily.

So it gets to be really conplex bu t
there's no -- the answer is no.

CHAIRVAN MQAJ RE And, are ther e
practical ways to nmeasure pressure?

DOCTCR THOWVAS: Practical, no. Vays t o
nmeasure pressure, Yyes. There's a considerabl e
variability in how you neasure pressure. There -- the
number of techniques and how that works. There ar e
sone pads, sone bioengi neered devices, that wl I
neasure interface pressures. The variability and the
reproducibility of that has been pretty poor so far.
| think you can nmneasure sitting pressures i n
wheel chairs.

There's a lot of great work that's bee n

done on that. But as far as taking that into th e
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fiel d and incorporating that as part of a clinica |
trial, it would take bionedica | engineers to do that.
And you can't do that inthe s ettings that we use. A
ot of our patients are in hone care for the reasons
of discharge from hospitals. VW can't study an vy
pressure ulcer in a hospital because the patient i S
not there long enough. So, you're dealing with wound s
that heal over 90 to 365 days. It has to be done in
a setting that doesn't lend itself to that.

CGHAARVAN MAJ RE (e thing t hat has not
come up thus far is conpression. And, would anyon e
li ke to take that on?

DOCTCR MUSTCE: | can take a stab at it,
but not in a definitive way.

| think that the pressure sores are sort
of unique in the expense of offl oadi ng. | still think
that even in hone care there a re probably things that
you could do such as overlays for beds that may b e
establish in sonme standards 100 pound wei ght what kind
of -- sonme -- | think that if you don't try to -- put
on sone standard, then you' ve sort of given up. I
think in venous ulcers, it's nmuch easier because the
cost is nmuch less. And | think there are lots o f
standardi zed conpression garnents around that ar e

appl ied in standardized ways. And | think th e
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question is still is one better than the other. And
| don't think that's been proven but | think in th e
sane study it's relatively easy to get the sam e
devi ce.

| guess | would say, though, t hat the key
issue with conpression is the absence of edena. And
you can neasure that and there probably could b e
better ways to nmeasure that than right now W al I
know what pitting edenra is and we can neasur e
circunference, but there may be better ways out there.
And | still think that that's an issue that -- The ke y
issue is not the type of conpression but have yo u
achi eved absence of edena. And if you have, the n
you' ve got a very successful conpression garnent.

CHAIRVAN McGQU RE:  Doctor Marzella, di d
you intend for us to talk abou t perforator conpetence
and Doppl er studies, and such things?

CGHARVAN MAQU RE  Yes, | thin k that that
woul d be hel pful .

DOCTCR RCBENBERG  Can | take a crack at
that, Joe, about conpression?

CHAl RVAN MGJ RE:  yes.

DOCT OR RCSENBERG | think those of u s
that have experience wth this or that go to neetings

and hear people who devote thenselves to thi S
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seriously. Terence Ryan at x ford and Chi p Burdon at
Duke, all cone with this sane feeling. And that is,
if one understands that the problemis the edena and
the return, and so forth,a nd if one applie s
conpression, then these things heal. And that's about
all thereis toit.

And if one were to -- Doctor Mndel ha d
nmenti oned. Maybe if we're try ing to see an agent try
and do it by itself, at least in terns of the venous
ulcer, that's not real world. |If the venous ulce r
gets adequate conpression, you can't stop it fro m
healing. It heals very quickly. It doesn't need an
agent to encourage it. If you don't, it won't heal.

So, to think about products fo r venous ulcers w thout
adequate conpression | think is nonsensical.

And even nore than that, even if one coul d
heal it in bed with an agent, just our own experience
at our own VA hospital, when e xplicit versus inplicit
audit was introduced as a way of auditing hospita |
care, one of course wanted to audit diseases that one
dealt with. And we checked our VA census and th e
nunber one cause for bed days was leg ulcers. And we
looked into it and go around to deciding tha t
everybody -- we would put themin the hospital, they' d

heal , and then they woul d be back in three nonths.
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And we started treating them the Uhna Boo t

type technol ogy and we found that when we treated the m

wit h Unna Boot technology, if they kept it up, the
didn't cone back. And then we went the next ste

which others said that if you use Unna Boo

t echnol ogy, you never need to put them in the hospita

in the first place. And now we go nonths wi thout
patient with leg ulcers at our hospital.

So that the conpression is the answer to
| eg ulcers and everything el se is extraneous and --

CHAIRVAN MGQU RE Bill --

DOCTOR ROSENBERG | think products ar
just distraction.

CHAl RVAN MGUJ RE:  Thank you.

You sonehow slipped over to surgica
aspects of dealing wth venous ulcers which
recognize is not sonething that's likely to come t
this commttee. But many of wus think tha
identification of I nconpet ent perforators an
appropriate treatnment is quite hel pful and increases
the durability of the result.

Doctor Bergfeld, did you have a comrent ?

DOCTCR BERGFELD:  Well, | was going t
cone back to sonme of the basics which incorporat

questi ons 2 and 3. As | sit here, | think that th
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basics for all of the wound ty pes would include wound
cl eansing, infection control, debridenent, mlde r
aggr essive and sone wet dressing. And then you'v e
nmoved on to being specific abo ut very specific ulcers
and their etiologies. And under this tree, one ha s
tal ked about al so pressure conpression and extensive
debri denent . And the other category that's bee n
di scussed in a general way is the general nedica |
health of the individual, disease related, and contro |
of disease in nutrition. And then the fourth categor y
woul d be prevention.

| think that we could possibly agree o n
the basics and the four groups that | discussed |,
agai n, wound cl eansi ng, i nfection control
debridenent,a nd dressing. And where we are right now
is in the arns of the specific type of ulcer an d
etiology of that ulcer, and discussing, then, th e
speci fics under that type of ul ceration.

CHAIRVAN MGQJ RE Do you want to star t
with that?

DOCTOR BERGFELD. Vell, | think you'v e
already started. You' ve heard about pressure ul cers
and offloading is coomon to bo th the diabetic as well
as the pressure ulcer. 1In the venous ulcer, you have

dealt wth pressure which is the reverse, o0 r
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conpression, and possibly surg ical intervention. e
mght say that surgical intervention mght b e
considered for all wulcers and discuss that, an d
discuss the paraneters of that. And offloading
specifically on ulcers on pressure spots mght b e
common to all ulcers.

CHAlRVAN MAQJU REE Do you care to nove on
to debridement? W heard a |ot about debridenen t
yesterday from Doctor M| er.

Doctor Thomas, would you like to sa vy
sonet hi ng about debri denent and pressure ul cers?

DOCTCR THOMAS.  Yes. In terns of pressur e
ulcers, | think the standard i s that the wound has to
be clean, has to be debrided, prior to the start o f
the study. And that's currently what we do. Ve don' t
-- There's wusually little need to do extensiv e
debr idenent after the wound is clean, so we renov e
eschar, renove tissue, do that during a washin g
period, and then start active and control treatnmen t
ars.

And it's rare that we would have t o
debride the wound in any subsequent to that, and w e
woul d consi der that a wound ne eding debridenment after
initial preparation to probably be a wound that' S

failing or worsening and we would drop that patien t
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fromthe study.

CHAl RVAN MQJ RE Doctor Mller, o n
aver age, how frequently would you debride a
neur opat hi ¢ ul cer?

DOCTCR FRED MLLER | think this questio n
cane up yesterday when we | ooked at the study of the
frequency of debridenent and the question cane up what
type of debridenent was carried out. | would agre e
w th Doctor Thomas that it's an initial debridenen t
which is adequate. And then after that, there' S
really very little debridenent required unl ess there' S
an advanci ng probl emor you get callus which indicate s
in the neuropathic ul cer there's sone pressure and you
m ght want to debride the call us.

But the initial debridenent should b e
adequat e on these ul cers.

DOCTOR  THQVAS: But if you debrid e
subsequent for a neuropathic u |cer, that shouldn't be
a reason to drop the patient. Wereas in pressur e
ulcers, we find that it usually is.

DOCTCR FRED M LLER  Yes, that's right
Not necessary.

DOCTCR THOVAS:  You want to clear that?

DOCTOR FRED M LLER  Yes.

DOCTOR OOCPER.  Doctor McQuire?
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CHAl RVAN QU RE: Wul d soneone -- Yes?

DOCTCR GOCPER | was just going to ask - -

CHAl RVAN MGAQJ RE: M. Cooper

DOCTCR COCPER -- Doctor Thonas --

DOCTCOR THQOVAS: ' m sorry. You bette r
restate that. Excuse ne.

DOCTCR OOCPER  Excuse ne. Doct or Thomas ,
if you were to nmake suggestions in a pressure ulce r
trial, would you al so say that underm ning needed to

be renoved?

DOCTOR  THQOVAS: Vell, everything i s
controversial. So, | can tell you what | think but I
al so recogni ze that there are differences of opinion
about that. M own personal bias is in the clinical
treatnent that | do of pressure ulcers, we rarel y
saucerize the ulcer. And we find that that usually i s

not necessary. And because of the type of dressings
that we use and study and sonme of the newer types of
dressing, we see that as not being an inpedinent t o
wound healing. So, we don't have to do that nost of
the time. And there are a lot of reasons for that.

Now, as | say this, let ne dis tinguish in
pressure ulcers two distinct p opulations. And that's
the spinal cord injury patient and the elderly patien t

who's in long termcare. About 70 percent of thes e
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ulcers are in elderly patients and the rest of th e
ul cers are probably in spinal cord patients. Spinal
cord patients and elderly patients are two different
gr oups.

Now, in spinal cord patients, | thin k

there's alot nore of that done and it nay be a lot -
and there nay be nore necessity for that being done.
But for elderly patients, we run into problens tha t
any time we do a surgical procedure lik e
saucerization, we have difficulty because of the co-
norbidities in that patient getting the patient t o
heal . Secondly, there is, unfortunately, a lot o f
agei smand age bias, and a ot of the patients can't
consent to surgery or won't consent to surgery an d
their caregivers say let's don't put them throug h
anything. So, opportunities to do saucerization, or
flaps, or things like that, are limted.

So, what we've done in common clinica |

practice is to treat the wound and we've found tha t

that's not really a problem | probably -- 1've had
one patient | guess two weeks ago that | reall y
thought | was going to have to do that. Th e

indications for doing that are if the wound edge s
becone very rolled and callus and don't have an vy

epithelial margin, and all of this is subjective, to
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the point that you don't think that edge is going to
respond or that the epitheliumis growi ng under th e
undermning. And if that is occurring, then | think
it's sonething that has to be consi dered.

So, conplicated answer. There 's a |ot of
debate about that. M own personal bias is that w e
don't saucerize the ulcer as a routine.

DOCTOR  QOCCPER But getting back t o
clinical trials, if you were to enter patients int o]
clinical trials that were stage 3 and 4 pressur e
ul cers, | guess ny concernis if you don't saucerize
those wulcers, it's very, very difficult, then, t o]
conpare them on center, the neasurenent, because o f
the inability to nmeasure volune, length and w dth :
area, et cetera.

DOCTCR THOVAS: | grant you that is one o f
the real problens that we have and we have ways o f
doing that. (ne of the exclusion criteria that we us e
is undermning nore than a centi nmeter. And if we hav e
pati ents who do that, we usually don't enroll the m
into aclinical trial for that reason

Now, in the real world, which | try t o
nmake our studies, because we're doing them in clinical
setting and I know what goes o n out there clinically,

we try to deal with the situation as nmuch ass we can
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the way that it's being dealt with in the real world.

And in the real world, those wounds would not b

e

saucerized in elderly patients . And so therefore, we

woul d not want to make that pa rt of the trial because

then we would not be able to evaluate those -- w

e

woul d not be able to generaliz e those patients out to

the | arger popul ation.

CHAI RVAN MG RE: Doct or Cooper, doe
t hat answer your --

DOCTCR COCOPER Yes, except that | think
in certain specialties, a wound that was underm ne
woul d al ways be saucerized, and plastic surgery.

DOCTCR THOVAS: And if you ask a barber i
you need a haircut -- I'msorry.

DOCTOR QOOCPER | don't know what tha
means.

CHAIRVAN MGU RE: Wl |, that's anothe
way of saying if you go to an otol aryngol ogi st, yo

usually get a tonsillectony.

DOCTOR COCPER | know.  Well, but th
point is alot of those people do studies is what I’
trying to --

DOCTCR  THOVAS: And again, | enphasiz
that this is ny opinion. I'mnot a surgeon. | tend
to deal wth it that way. And ny coll eagues
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particularly in plastic surgery, would disagre e
vehemently with what |'msaying and would feel lik e
that a wound al ways needed to be sauceri zed.

| cantell you that unless you are dealin ¢
with the wound center that has plastic surgeons a s
part of the team nost wounds, the general wounds, th e
pressure ulcers that in long term care, are no t
sauceri zed. They're treated with the undermning
with packing, and all that sort of stuff.

So again, it's controversial. There i S
di sagreenment about it. But | would suggest that the
nost common way of dealing with that problem i.e.
the standard, is probably not to sauceri ze.

CHAl RVMAN QU RE Doctor Rosenberg, woul d
you care to comment on debridement in venous stasi S
ul cers?

DOCTCR  ROSENBERG | heard a reall y
excell ent talk recently by Doctor Burdon who has
really, nore experience than we do in that. And h e
made the point explicitly that it really wasn' t
necessary. It cleaned itself up. You put th e
pressure on and under a noist dressing perhaps, and h e
said don't let anybody culture it because they'l I
panic. And he said it cones back next week. It' S

clean. And then you just go fromthere.
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Very inpressive young nan. Recommend. He
has this clinic at Duke apparently when he was a
resi dent sonebody said we ought to do sonething with
leg ulcers and he was elected. And he now does it :
apparently, alnost full-tine. And he's very good at
it and he's very inpressive. Very inpressive talk
He's witten sone papers.

And his own Unna Boot practice i s

different fromours. W'reinthe -- W' ve actually-

| heard the talk and changed. He says it's nuc h

easier to do. There's little skill in applying th e
Unna Boot to how nuch pressure. And they don' t
stretch all that well. And as sumng that the | eg has
been so that there's no edena in it, | nean, if yo u
can get the patient off of it |Iong enough to get the
edema out, or else you're frequently applying the n

until you get down to that state. He puts the Uhn a
Boot, a premade Unna Boot, on wi thout pressure, just
smooth. And then he uses a coband, a 3Msel f-adheren t
sort of paper dressing, a full stretch. He knows how
many mllimeters that is. App lies it over top of the
Unna Boot. It sticks to itself but it doesn't stick

to the Unna Boot. And that's what he calls the Duke
Boot. And he --

GHAIRVAN MAURE To be fair, alot of u s
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call it the Duke Boot.

DOCTOR ROBENBERG  Anyway, it was new to
me, the coband over the Unna Boot. And he's ver y
explicit about don't debride them don't culture them

CGHAAIRVAN MGQJ RE | should point out that
there is still a fair amount o f debridenent goi ng out
out there in venous stasis ul cers. But | think Docto r
Burdon is one of the better treaters in that area.

Coul d we tal k about wound clea nsing, talk
about different agents?

DOCTCR LI PSKY: Have we finishe d
debri denent, then?

CHAl RVAN MGUJ RE:  Probably not.

Yes, Doctor Ml ler.

DOCTOR FRED M LLER I think Bil |
Rosenberg's comrents illustrates getting back to basi C
principles again. Wen we're talking about venou s
ulcers, the sine quo non of therapy is conpression
And then after that there are co-variants. How nmuch
debri dement you have to do with venous ulcers, | thin k
Ski p Burdon has showed very wel | that if you use -- i f
you do his Duke Boot with the hydrocolloid beneath th e
Unna Boot, that you get autol ysis and breakdown, and
frequently you don't have to do nechanica |

debridenent. There will be a stasis ul cer where you
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will have to do debridenent depending upon the siz e
and the extent of it.

But | think this is one of the variables,
the debridenment with the venou s ulcers. But the sine
gquo non is you need the conpression and how do yo u
achieve that effectively? Can you do it with the Uhn a
Boot and the coband, and that's the way that nost of
us do it, that's the basic therapy. And then afte r
that, do we use a hydrocolloid , do we use an al gi nate
beneath it. How do we approac h the ulcer in addition
to the conpression.

CHAl RVAN McGUJ RE: Doctor Lipsky, you r
guestions suggest that you want to continue talkin g
about debri denent ?

DOCTCR LI PSKY:  Well, we've tal ked about
a nunber of things, the need f or debridenent. | have
a coupl e of other issues that m ght be worth rai sing.
One is, do we need to do initial debridenent that' S
total debridenent? Doctor MIler showed yesterday a
fairly aggressive approach and those who are skilled
in doing that certainly can do it. Some people do a
parti al appr oach. They take off eschar, ful I
t hi ckness dead tissue. They certainly clean u p
anyt hing that | ooks necrotic or infected and do sone

paring down of the ulcer. But at each visit, reasses s
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what needs to be done and then do further debridenent

So, | think I'd be interested in hearing
from ot hers about whether we have to -- whether th e
suggestion should be a very aggressive initia |
debridenent with the belief, a t least in the diabetic
foot infection, diabetic foot ulcer, that repeate d
debridements are usually not necessary unless th e
pati ent is not conplying with the prescribe d
treat nent.

CHAIRVAN MGJRE Well, you ve -- Tom ,
just a mnute.

Fred, you've responded to that before. Do
you want to say it again?

DOCTCR FRED M LLER  Again, | think that
the anount of debridenent, again, wll depend upon the
| esions. Venous ulcers --

CHAIRVAN MGJRE | don't know if you r
mke is live.

DOCTOR FRED MLLER Is this live?

The venous ul cers, the debridenment woul d
be very variable. And again, it woul d depend upon th e
situati on. | think with the neuropathic ulcers
especi ally one like | showed you yesterday with th e
toe where you have bony seques ternent, you have to be

aggressive. You have toget r id of all that necrotic
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material, all of those sequesters, or you will no t
heal the wound.

So, in ny experience wth the neuropathic
ulcers, we are aggressive and thorough in our initial
debri denment. Venous ul cers vary.

CHAl RVAN MGJ RE:  Doct or Must oe.

DOCTOR MUSTCE: | guess as a surgeon, I
think the debridenent, there's a bit of a continuu m
bet ween debridenent and cleansing. And | think that
the reason why diabetic ulcers need debridenment an d
respond so well is that you' ve got callus that harbor s
bacteri a. You've got the diabetic who where th e
granul ation tissue nay be sonewhat poorly perfused an d
you in sone sense need to cut back to a totally clean
and well perfused wound. And then you convert th e
si tuation.

In a venous wulcer, that's not th e
situation. The only reason debride | think that' S
been convincingly showed even though there’ S
di fferences of opinions would be if there's necrotic
tissue. And nost of the time that will respond t 0]
vigorous cleansing if your cleansing is vigorou s
enough. And | would say the sane thing goes fo r
pressure sores, that unless there's necrotic tissue,

there's no underlying basis for debridenent because o f
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bl ood supply. You don't have this need to convert it
to an acute wound. So, | think that the reason fo r
debri denment has to be | ooked at cleansing it nust be
acknowl edge, is if it's aggressive enough, wl |
effectively clean anything tha t's not -- doesn't have
very tough collagen network holding the tissue dow n
al r eady.

CHAlRVAN MGAJ RE  Doctor Must oe, | think
you gave ne the segue that | was | ooking for.

Debr i denent is a subset of woun d
cleansing. And I'min wound cleansing now And woun d
cleansing is controversial. A nunber of the thing s
we've used with good intention s have been destructive
to keratinocytes and have inpa ired epithelialization.

Doct or Thomas, you had your hand up.

DOCTCR THOMAS:  Well, | was ju st going to
say what you said. | think fromthe purposes of the
FDA and the study, the wound cleansing should be a s
beni gn as possi bl e unl ess, whi ch neans saline, unless
there's sone reason that it's part of the treatnent o r
part of the evaluation. Because there's so man vy
di fferent wound cleansers that are toxic to wounds ,
then | think that becones a conpounder.

So, if there is going to be any woun d

cleansing with anything that is not absolutely benign
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it has to be done in both arns. And | think if you d
that, you' |l be okay.

CHAIRVAN  McGU RE: There's a lot o
per oxi de bei ng used out there.

The hydr ot her apy, whi ch s no
specifically listed here, is an inportant part o
wound therapy and that ranges anywhere from a snal
whirlpool to a Hubbard tank. And |I'm sure that i
sone of your pressure wounds, you use those heavily.

DOCTOR THOVAS: W do, and we use it for

cl eansi ng. Again, there's -- it's controversia
There's sone bias. W just -- Rta France just did a
review of that. It will be comng out in August.

There's a |ot of controversy abou
whi rlpools as to whether or not it's effective
whet her it's danagi ng, or whether or not it introduce
nore infection because of the problens wth cleansing
the tank and all that sort of stuff. But, it is used
wdely and it does tend to get debris out of a wound.
So, it's six of one, half dozen of the other. Yo
just-- but as long as you' re doing the sane thing in
both arns, then you re okay on that. If somebod
bel i eves strongly that a wound has to be whirl pool ed,
what | don't want to see is the experinental armfor

sone reason all got whirlpooled and the control ar
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didn't.

CHAl RVAN MGJ RE:  Yes.

DOCTCR SMMOINSSOBRIEN ne of the thing s
| wanted to say which gets back to conpliance. | n
terms of wound cleansing, | think we need to nak e
certain the patient has adequate pain control. Many- -

often times, even just with venous ulcers, a patient

is in alot of pain. And we can tell themhowi t
shoul d be cl eaned and even cleanse it ourselves wth
not seeing adequately all of their grimacing durin g
the visit. And they will not do any of this at home

if it's painfu. So, | think we should always addres s
that and make sure that they have adequate pai n
control in order to do what they need to do.

And then, in addition to cleansing, I
agree with Doctor Thomas. | think that we should go
nore of a benign route and also pay close attentiont o
what else is going on with the skin surroundi ng that

ulcer. Specifically, nany of the patients wth stasi s

ulcers wll have horrendous eczematous dernmatiti S
ar ound t hat t hat area as wel | as mayb e
der mat ol ycoscl erosi s. And | think that you have t o

address the other cutaneous conditions surrounding th e
ulcer in terns of your cleansing, your cleansin g

techni que and how, | guess eventually we'll segue int o
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dressing, that you ve adequately taken care of th e
ot her skin surrounding the ulcer.

CHAl RVAN M QU RE Yes, those wer e
i mportant points and thank you for bringing them up.
Sonme of that eczematous dermatitis is contac t
dermatitis, and especially in the chronic venou s
stasis ulcers contact dernmatitis is a part of it. And
it's going to confound any study.

Anyt hi ng nore about --

Yes?

DOCTOR COCPER | would just |ike to say

that --
CHAl RVAN MGAQJ RE:  It's Doctor Cooper.
DOCTCR GOCPER  -- | think wound cleansin g
isinportant but I don't think it needs -- and again,

| think the specifics of it maybe shouldn't b e

included in that. Because these patients ar e
out pati ents, using nornmal saline is enornousl vy
expensive and nost of our patients that are i n

clinical trials go about their daily work, tak e
showers, whatever. | nean, they wash their wounds of f
with tap water.

So, | think to put increasing costs o n
patients when they woul dn't do those things and that' s

outpatient, we maght not want to add that in, bu t
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rather, that cleansing is inportant. | think in the
hospital setting there's enough literature to sho w
that you need at | east seven pounds per square incht o
irrigate a wound and to use aseptic syringes or bulb
syringes is a waste of time and noney.

CHAl RMAN McQJ RE The -- 1'd like t o
comment on that, just to show you how cheap you ca n
be. Ve nake up our own saline. It's not sterile
And | don't think it has to be sterile. And saline,
sonething near isotonicity is less painful for som e
patients than water. So, we just add -- we add a
little salt to the water.

Doct or Li psky, you had a comment ?

DOCTCR LIPSKY: Yes, | think it's wort h
bei ng explicit about the |lack of need for antiseptic
solutions to cleanse these wounds. Dilute betadine,
hydrogen peroxide, a variety of other agents |,
Phi soderm and so on, are used. And | think there's
no evidence that |' maware of that they are necessary
and as has al ready been commented, there's pretty goo d
data to suggest that they are toxic to newy formng
epithelial cells.

So, | think that unless a sponsor ca n
convince the agency of the need for using a topica |

antiseptic that that should not generally b e
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necessary.
CHAl RVAN McQAJ RE: And | think Docto r

Thomas' point is the critical one which is whateve r

technique for cleansing is used needs to be used i n
bot h arns.

DOCTOR FRED M LLER I'd just like t o
comment on the wound cleansing. | think that wt h

nost of these wounds there's very little need fo r
cleansing. Once your wound is clean and you' ve done
your weekly dressing, you just reapply the dressing.
If you' d had a hydrocolloid on and you have a | ot of
debris beneath it, that can be cl eansed and you can d o
that very effectively wth one of the little hardware
store spray bottles w th physiol ogic saline.

But we do very little wound cl eansi ng at
all. W just find that it's not needed.

CHAl RVAN MGU RE: | think you're trying
to lead ne into dressings. ood.

Doct or Hashi not o.

DOCTOR HASH MOTQ | think at times a
venous stasis ulcer has a very pruritic surroundin g
area. Patients scratch which nmay contribute t o]
aggravating ul ceration or creating new skin defects.
Soneti nes we use even 3Msalin e injection surroundi ng

the wound which relieves sone of the fibrosis. An d
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so, cortical steroids has sone place in the care o f
venous ul cers.

CHAIRVAN MGJ RE Ctn we nmve t o0
dr essi ngs?

M5. COHEN  Break?

CHAl RVAN  MeGU RE: No, we're going t o
finish this and then break.

There is an enornmous specification o f
dressings. And one could got o the hydrocolloid area
and pick out 18 or 20. So, | don't want to talk abou t
specific products. That will take forever. But, if
anyone would like to open the discussion abou t
dressings, Doctor Mller, why don't we start wth you.
You've seen the neuropathic ulcer. You ve debride d
it. And you' re not going to see the patient again fo r
a week.

DOCTCR FRED M LLER  Wsing the neuropathi ¢
ul cer as an exanple, you have to define and | ook very
specifically at where the neuropathic ulcer i s
located. And | think we saw that dilema yesterda vy
where we had many, many ulcers and it was ver vy
difficult to tell where was each of these ulcer s
|ocated and how would the treatnment vary for th e
particular location. Wich on es need to be offl oaded

and of fl oaded for a 24 hour period.
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Qur approach is if initially we woul d
debride the ulcer and after the ulcer is adequatel y
debrided, then it's a natter of maintaining a nois t
wound envi ronnent . If it's an ulcer, we'll pack it
and we'll wusually be using just saline gauze. An d
that woul d be packed on a daily basis. Oice the ulce r
is clean, it doesn't have to b e done nore than once a
day. If we're trying to maintain the noisture becaus e
we want it to be noist to noist as opposed to noist t 0
dry because we already have a clean ulcer, we mgh t
even use Saran Wap around it.

Now, we're tal king, then, about an ul cer
that mght be on the toe or on the dorsal foot, or on
the lateral foot where we can have relief of pressure .
If the ulcer is over a netatarsal head or a heel, the n
we're probably going to go to a contact cast. An d
that ulcer wll have an Unna Boot directly against th e
debrided ulcer followed by the plaster and then th e
glass cast. And that will be changed at a week an d
then reapplied. And then naybe allowed to be on for
a two to three week peri od.

But once it's debrided, it's naintaining
a noist environment. VW don't tend to use th e
hydrocol loids on the diabetic feet the way we do o n

the venous ulcers. W tend to use saline nore.
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CHAlRVAN MGU REE  Wuld anyone like t o
comrent on venous stasis ul cers?

Yes. It's Doctor Cooper.

DOCTCR COCPER | think getting back t o
what we're trying to do which is do clinical trials,
one of the things that really inportant to do in the
venous ulcer is to nonitor its size, reduction in siz e
over tinme, as well as the patient's conpliance wt h

conpression hose. So, | would think that -- | would

—+

suggest that whatever kind of dressing is used, i
needs to either be changed once a day or twce i n
clinical trials, especially in the begi nning because
there's high levels of proteasis which are ver vy
di sruptive to healing.

CHAlRVAN MQAJ RE: Are there othe

-

comments on venous stasis ul cers?

Yes, Doctor Margolis.

DOCTCR MARALIS: | think with  the venous
leg ulcer, just as Doctor MIller and Doctor Coope r
have been nentioning, it depends on the situation
The ideais to maintain a nmois t environnment. There's
lots of dressings you can use. If your environnent i s
one where you're using a conpression bandage for a
venous leg ulcer that you' re changing once a week |,

you' re of course going to use a different dressin g
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than one that you' re going to change every day. The
idea behind it is to keep the wound noist and in a
clinical trial, you d want to have dressing types that
are going to do that efficiently in both arns.

The difficulty for some of these things,
especially with dressings in the settings that we're
talking about, it's often the dressing is what's bein g
studied. So, certainly you would want sonething i n
the control armthat also going to keep the woun d
moist and it's going to obviously be different then.

CHAI RVAN MGAJ RE | think the othe r
inportant point here is -- O, | think it's a n
inportant point, is that with the venous stasis ulcer
you need to wait until the wound is stabilized. | n
other words, you need -- once you've put on a n
occl usive dressing, you need to check that at arather
short interval to nake sure th at things are going the
way Yyou want them That is, if there's bee n
ortholysis, that the debris is being renoved, and that
you haven't becone clinically infected. After yo u
achi eve sonme wound stability, then you can go into a
weekl y dressi ng change.

But there -- | nmention that because inth e
-- if you were doing trials on venous stasis ulcers,

the first week or two weeks is going to be different
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t han the chroni c phase peeling.

Doctor MIler, did you have a coment ?

DOCTOR CLINTON M LLER I just want t o
make the observation that it seens to ne that th e
principle here is consistency in the arns. There are
essentially -- we nmade a list not too long ago o f
dressings and it was over 200 different dressings
And so, we're not talking about practice. Ve'r e
talking about the design of a clinical trial an d
consi stency is the issue.

CHAl RVAN MGUJ RE:  Yes, and wi thout -- |
hope w thout offending any of the industry, there' S
been an enornous anmount of mmecry in the dressings.
And if you find one dressing, you can find six nor e
pretty much like it.

Any nore on dressings? Surgic al closure.
Who woul d Ii ke to corment on surgical closure?

DOCTOR MUSTCE: | guess | could as a
sur geon. | think that the pressure sore -- | thin k
surgical closure is an area that probably even nor e
than, or at least every bit as nuch as any other area |,
there' s no studies to support long termbenefits o f
surgical closure soit's still an open issue.

| think there's no question th at surgical

closure -- | think all surgeon s would accept that you
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can't close a surgical wound until it's clean. Bu t
the issue is that when do you close a pressure sore o r
when do you put a skin graft on. And | don't thin Kk
that at the nonent there is a consensus. So, | think
it's very tough to devel op guidelines to say when it' s
appropri ate.

CHAl RVAN MGUJ RE:  Yes, Doctor Harkl ess.

DOCTCR HARKLESS: On diabetic ul cers, I
think that they all heal wth appropriate offloading
and debridenent that Doctor MIler has already all ude d
to. So, | don't think you need to surgically excise
the ulcer. It usually wll heal wth offloading. An d
if it doesn't respond then you may need surgery t o]
alleviate or take out the neta tarsal head in terns of
a resection.

CHAl RVAN MQAJ RE It's not strictl vy
speaking surgery but there are a nunber of device s
avail able now for pronoting wound closure. And I’ m
not expert in that area.

If there's nothing -- Yes, Doctor Lavin.

DOCTCR LAVIN M/ only comment on surgica |
closure is that in a study whe re you are placing sone
type of a graft naterial over the wound and | ooking a t
time to healing, were one to be doing surgica |

closure, that woul d represent a failure in the study.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

96

So, one needs to just nmake sure that that and ot he r
analytic conplexities get addressed by doing suc h

extra things.

CHAIRVAN  MQJ RE Cn we go t o
antim crobi al s? Wo would like to comment o n
antimcrobials? And we're talking -- here the issue

is systemc antimcrobials.

Yes? Doctor Thonas.

DOCTCR THOMAS: | don't think that we --
and | don't want to get off the subject, but if w e
need to go back and tal k about choices of dressing s
and pressure ul cers because we didn't do that?

CHAl RVAN MGQJ RE: W can go back.

DOCTCR THOVAS: At sone poi nt.

CGHAARVAN MAJU RE Let's do it now, then.

DOCTCR THOVAS:  You want to do now.

The problemwi th design of the clinica |
trials in pressure ulcers is that you ve got tw o
conpl exities. e is that different stages o f
di fferent treatnments, and when you conbi ne them al I
together it's difficult to find one control ar m
dressing that neets all of those criteria.

For exanpl e, the standard of care probabl vy
is normal saline to conpare to. But what we do, and

| think we need to nake sone i nprovenents in the way
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we do those control arns, ist hat if w're |ooking at
a control arm we need to | ook at what the dressing,
the treatnent arm is designed to do. And if th e
treatnent armis designed to do a specific thing, the n
we need to mmc that.

And the other dilemma that | t hink exists
is that occlusive dressings for pressure ul cers have
now been shown to be superior to saline. And so, for
sone trials and sone ulcers it may not be appropriate
to conpare those to historical controls or to saline
controls. And so, we've run into the dilemma o f
whether we're going to conpare a new treatnment to a
sal i ne whi ch has been considered the gol d standard, or
to sone other type of occl usive dressing that nay hav e
been shown to have acceleration of healing over th e
saline controls.

So, it gets to be areal probl emin terns
of design. And | would lovet o hear what the rest of
the panel thinks in terns of a control dressing fo r
pressure ul cers.

CHALRVAN MGJ RE  You're talk ing about a
control dressing within a current study or conparing
it wth historical studies?

DOCTOR THOVAS: No, control arm for a

treatnent dressing. You want to look at Product X fo r
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the treatnent of stage 3 and 4 ul cers.

CGHAARVAN MGAQJRE | think there's genera |
concern about conparing a current treatnent wt h
hi storical treatnent.

Wul d anyone |ike to comment on that?

Doct or Cooper .

DOCTCR COCPER W use nornal saline and
gauze, historic, the sane historical.

DOCTCR LI PSKY: Ohe of the things tha t
|'ve observed that industry so netines does is if they
are | ooking down the road of pricing and they cone ou t
equi val ent to another dressing, they're going to try
to choose a dressing that's at a higher price. So, |
don't think that should be the consideration tha t
shoul d be used for determning what the control ar m
shoul d recei ve.

DOCTOR THOVAS:. Wl |, ny concern is that
to sonme extent what we do in general practice
clinical practice, is that we use -- the dressing tha t
| use for particular ulcers may not be nornmal saline
and 1" mbecomng a little nore hesitant to nake that
ny control arm which | think is one of the issues th e
agency has to | ook at.

What aml| -- Aml going to conpare thisto

what | think the best treatnent is or aml going t 0]
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conpar e this to what | think the gold standard ha s
been. And that's a dilemma and | don't know th e
answer .

Sorry to get off the track.

DOCTCR CLINTON MLLER It's a little bit
off the topic right now | would |like to speak just
briefly to the danger of enbracing armdesigns. And
| think this point that you're rasing is to which of
those arns should and should not have alternativ e
dressings that clarifies the issue. And that is thes e
arm designs often wind up kind of |ike an octopus
You just have arns all over the place and subarns
And the problemis in those designs you' re unable to
estimate interaction effects. And that is a ver vy
power ful argument agai nst an arm desi gn.

A nost, | would say alnost alw ays, you're
trying to find out how a treatnent and th e
al ternatives are going to interact with each other
How multiple factors interact to obtain an optinma |
ef f ect. Wen you do that, you' ve got to neasur e
interaction and you cannot do that w th arm desi gns.

So, | think you ought to be very cautious as a genera |
principle in accepting that ap proach to the design of
these trials.

CHAI RVAN M QU RE: Can we revisi t
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m crobi al s, antim crobial s?

DOCTCR HARKLESS: Doctor McQuire, were yo u
alluding to topical or systemc antimcrobial?

CHAl RVAN MGU RE: | think we're talking
about systemic antimcrobials at this point.

Doct or Cooper .

DOCTCR COCPER | think there's evidence
from Robson, Kruzek, Heggars, and others, tha t
systemc antibiotics do not ge t into a chronic wound.
And | think in the presence of cellulitis, system C
antibi otics can be used as a treatnment and | thin k
that that should not be an exclusionary criteria for
a patient in a study since this has been norma |
hi storical evolution of sone of these wounds at times.

CHAl RVAN MGUJ RE:  Doctor Li psky.

DOCTCR LIPSKY: | think the first thingw e
have to do is to define infect ion in each study. So,
in chronic wounds it can be ve ry difficult to define.
The presence of organisns is universal and therefore
certainly is not a definition of infection. Infection
pr obably needs to be defined clinically rather tha n
mcrobiologically. nce you clinically believe that
the wound is infected, you culture it to determn e
what organisns are causing the infection and wha t

their antimcrobial susceptibilities are so you ca n
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choose the best antibiotic agent, at least for you r
definitive if not your enpiric therapy.
The definition that we have used and has
been increasingly adopted, | think, in diabetic foot

trials, anyway, is the presence of either purul ence or

two or nore signs of inflammation. |If there's pus :
the body thinks the wound is infected and I'll tak e
its word for that. |If there's two or nore signs o f

inflammation and there's no other reason for that, |
think that's a reasonable alternative definition for
i nfection.

If the wound is infected --

CHAl RVAN McQJ RE Excuse ne. You'r e
t al ki ng about neuropat hi c ul cers?

DOCTCR LI PSKY: That's correct.

| f the wound S I nf ect ed, the n
anti m crobi al therapy 1is necessary. V¢ hav e
traditionally wused systemc antimcrobial therapy |,
particularly in the presence of, say, nore than just
a rim of cellulitis because that's what works
Topi cal antimcrobial therapy is just recently being
rel ooked at. So, to stick with the system ¢
antibiotic therapy, | think if there's an infection,
that woul d probably be the standard of treating it.

The question that Doctor Cooper raise s
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about penetration of antibiotics, this has bee n
heavily debated in many areas in infectious diseases.
For exanple, osteonyelitis where for nmany years w e
| ooked at bone |l evels and Carl Nordon and ot hers who
have done the nost work in this have abandoned tha t
approach saying that we just don't know what to make
of levels in many tissues.

Ther e are three or four studies that I
know of in diabetic foot neuro pathic ulcers that have
attenpted to neasure antimcro bial levels and they're
wi ldly variable, even within individual centers. I
think what we can say is that systemc antibioti C
therapy seens to adequately treat nost infections as
| ong as you' ve debrided out any necrotic material .

Topi cal antimcrobial s, unli ke th e
comrents that | nade about topical antiseptics, ar e
generally benign on the wounds as opposed to bein g
toxic to newy formng epithelial cells. Wether or
not they're effective in treating mldly infecte d
di abetic neuropathic ulcers is not known. There's at
| east one trial that's been conpleted that | ooked at
a topical antimcrobial conpared with a system C
antimcrobial that 1've been associated wth. But
there are very few studies that |ooked at the efficac y

of topical antimcrobials for treating infecte d
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wounds.

Now, if you nove on to non-infecte d
wounds, then the issue becones is either systemc or
topical antimcrobial therapy indicated, and | think
that's an area that's open to debate and that' S
| argely because there aren't a ny good studies. There
are only a few studies. The ones that | know of are
actually nmostly in abstract fo rm They never seemto
get publi shed. That suggests that antimcrobia |
therapy either does or does not, depending upon th e
study, benefit clinically unin fected wounds. | think
in the absence of data suggesting that givin (¢
antimcrobials is helpful, we should default to th e
environnmental |y nore defensible position of no t
scattering antibiotics on wounds that have not bee n
proven to need t hem

CHAIRVAN MGAJRE | would like to mak e
one brief comment on venous stasis ulcers. And that
is, when a stasis ulcer is -- has not changed for a
while and rapidly deteriorates, that's often a n
indication of infection and the infection is often a
streptococcal infection. And those ulcers do respond
or the inflammation, does respond to system C
antibiotics. But | think everyone knows that an d

that's a special case.
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Are there other comments on systemc - -
Yes, Doctor Margolis.

DOCTOR NARCELI S: | would also argue |,
t hough, and this point was partially raised already,
they can be very difficult finding clinical scienc e
for venous leg ulcers to diagnosing infection i n
surroundi ng erythoneas, either secondary to contac t
dernmatitis, or an irritant dermatitis, or t o
der mat oscl erosi s. So, using clinical science ca n
often be very, very difficult.

CHAI RVAN McQU RE: But what you do an d
what | do, when we see deterioration of a stasi S
ulcer, is that we -- | wusually culture and trea t
si mul t aneousl y.

DOCTCR MMRALIS: | do and | a |so look at
the care the patient is receiving and wonder whet her
or not they really have good edenma control. It' S
often when | see -- in that setting, I'll see people
who are all of a sudden devel oping | eg edena eithe r
because | haven't applied a bandage correctly, o r
they're not conpliant, or they 've renoved the bandage
or renoved the stocking. O there's anothe r
concomtant nedical problem

CHAl RVAN QU RE:  Yes, Doctor Thonas.

DOCTOR  THOVAS: "Il just comment o n
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pressure ul cers. Since nost pressure ulcers ar e
dealing with topical dressings and since when we'r e
looking at that in the experinmental arm we'r e
concerned about the possibilit y of creating infection
or causing infection, then | t hink that if a pressure
ulcer gets infected during a clinical trial, w e
usually drop that patient.

And we don't enroll patients who hav e
obvious infections. And | agree that the treatnent,
then, is going to be topical a |though occasionally we

do use systemc antibiotics. If we use system C

-

anti biotics, we think the patient is really ill o
septic, and in that situation the patient should b e
dropped. And if we use atopi cal antibiotic, which I
think you have to do, then it confounds the study to
the point that the patient shoul d be dropped.

So, for pressure ulcers, the use o f
antibi otics during the course of a clinical tria |
ought to be a reason to exclude the patient.

CHAl RVAN QU RE:  Thanks very much

| would like to take a break at thi s
point, and the rest of you are invited. And we wll- -
I'd like to get back here a little bit after 11:00.

(Whereupon, the foregoing natt er went off

the record at 10:52 a.m and back on the record a t
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11:12 a. m)

CGHAIRVAN MAJ RE &od nornin g. W have
conpl eted our discussion of topic 1 which turned out
to be alittle nore conplex than | anticipated. W e
have topic 2, discontinuation of study treatnent for
adverse effects, blinding, and vehicle controls.

Topic 2 is divided into three pieces, to
which |'ve added a fourth piece which I'll surpris e
you with in a few mnutes. Let me read the first par t
of topic 2. And as |'mreadin g this, think about the
two questions that the agency has asked us t o]
consi der.

First, "Please discuss the inpact o f
infection on the patient statu s in aclinical trial."
And (B), "Under what circunsta nces should the patient
be considered a treatnent failure and renoved fro m
treatment once infection is di agnosed?”

The statenent, "Infection is a como n
occurrence in non-healing ulcers. There is a wd e
range of severity of infection, osteonyelitis an d
septicema are serious events in the presence of which
a patient's experinental treatnent inaclinical tria I
is typically discontinued and the patient is followed
up for resolution of the event. Cellulitis, a nor e

common infection, is often treated wth appropriat e
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antimcrobials while the patient continues on th e
experinental treatnent."”

"Use of an experinental agent mgh t
increase the risk or inpair the resolution o f
infection, therefore discontinuation of experinental
therapy in patients who develop infections may b e
advi sable in sone settings. However, infections are
not common in chronic ulcers -- infections are no t
uncormon in chronic ulcers and wll occu r
i ndependently of experinental agents. The use o f
experinental agents in the presence of infection mgh t
be desirable."”

"Thus, discontinuation of patients wit h
infections could | ead to unnec essary |oss of power in
the study and to loss of information about the effect s
of concomtant use of antimcrobial agents."

And then the two issues, "Please discuss
the inpact of infection on the patient's status in a
clinical trial. And, (2), under what circunstance s
shoul d the patient be considered a treatnment failure
and renoved from treatnent once infection i S
di agnosed?"

Who would like to step up to that?

Yes, Doctor Cooper.

DOCTOR  COCPER | think particularl vy
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speaking about the venous ulcer and the pressur e
ulcer, if you don't know the bacterial status of the
patient prior to them going into the study, tha t
you' re conparing apples and or anges. And so, | would
say that the bacterial status of the wound has to be
determned prior to entrance into the study.

CHAl RVAN  MQUJ RE And by bacteria |
st at us, you're ~-- you are not referring t o
quantitative mcrobiology. You' re talking -- you're
referring to a culture?

DOCTCR COCPER | am | would refer back
to quantitative bacteriol ogy.

CHAIRVAN MGQJURE So you'd do a biops vy
and culture the biopsy?

DOCTOR  COCPER Every patient in ou r
clinical trials has a culture. And if they hav e
greater than 10° or one beta strep, they're no t
admtted into the study until that is resol ved.

CHAlRVAN  MGJ RE Are there othe r
comment s?

DOCTCR LI PSKY: And what's been you r
experience in terns of conparing? You don't pu t
anybody in who has nore than 10 °® so you don't hav e
data, therefore, to allowyou to know whether that wa s

necessary. | nean, on what ba sis are you naki ng that
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deci si on?
DOCTOR  COCPER | believe -- Th e
i nvest igations that have been done prior to this b vy
Doct or Robson and ot hers have shown that if you have
a wound that's infected by that definition, it's a
different behaving wound. And so, at least -- | nean ,
if you' ve got every other variable sort of controlled,
like, say, TCP2 or size of the ulcer, or whatever :
and you ignore the bacterial status of the wound
that's a nmajor reason that the wound has not cl osed.
DOCTOR LI PSKY: | would just start b vy

making a plea that we be careful about use of the ter m

i nfect ion. Based upon the comments that | nmad e
previously, | would say that what you're definin ¢
there as bacterial burden, if you will, or mcrobial

col oni zation levels, or any ot her termyou mght want
to use, so that's the first point. That doi ng a
bi opsy and defi ni ng the nunber and types of organi sns
doesn' t prove that the wound is infected. It jus t
tells you the | evel of colonization of the wound.

A separate issue is, does that hi gh | evel
of colonization of the wound, be it 10 5 1C¢, or
whatever, correlate with failure of the wound to b e
healed? And that's a controversial area. | thin Kk

perhaps the best datais in burn wounds where biopsie s
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of the burn wound with high | evel s of organi sns show
that you need to eradicate those organisns in orde r
for the burn wound to heal. But when it cones t o]
ot her wounds, | think there's less data and the data
are | ess consistent.

Doi ng guantitative m cr obi ol ogy
particularly to return to the diabetic neuropathi C
ulcer where nost of ny experience is, it's ver vy
difficult to get sufficient ti ssue to do quantitative
m crobiology. In one trial that we finally persuaded
our mcro lab to do it, they abandoned it because it
was just so hard for themto actually quantify th e
organi sns. There's an average of four to fiv e
di fferent organi sns per wound, each of which then has
to be quantified. And then do you take the total of
all of themor do you take the nost pathogenic one, o r
do you take the dom nant one? | think you get into a
very difficult mcrobial situation w thout strong dat a
that I"'maware of. And I'd be interested to know i f
there's other data in other fields that I don't read
as much to denonstrate that it's necessary.

CGHAAIRVAN MAQJURE | think the original - -
| would be pleased to be corre cted on this point, but
| think the original study took place at least 2 O

years ago and that's the one that Tom Krisek an d
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Robson did. And that was directed toward graf t
accept ance and the 10 ° --

DOCTCR LI PSKY: That's correct.

CHAIRVAN MGAJRE -- was the -- becam e
that nythic nunber that we've all referred to since.
But even the 10 ® was not accurate if you were dealing
wth strep, a very -- a nmuch snaller nunber woul d
prevent graft acceptance if you were dealing wt h
streptococcal infection

DOCTOR LI PSKY: I think wth a
particularly virulent organismlike a beta henol ytic
strep, that Iower nunbers of organisns would b e
pat hogenic. Wiereas, on the o ther hand, a relatively
non-virulent organism like a coagulated negativ e
staphococ as for a diphtheroid or a bacillus species,
even higher nunbers probably don't, except in a n
ot herw se i mmuno-conprised patient, constitute concer n
for infection.

But, you'reright, with closure of a wound
by grafting or grafting of a burn wound, that's a
surgi cal procedure where you w oul d expect that having
a decontamnated and certainly uninfected field would
be i nportant.

CHAlRVAN MGQU RE: | would like for this

discussion to go on and | think the danger is tha t

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

112
we' || beconre mred in the distinction betwe n
infection and colonization. And that's a difficul t
i ssue for ne.
Ms. Cohen, you had a comment.
M5, COHEN Yes, shouldn't a clinica |
trial be typical of what happens, and | submt it' S

just as inportant to find out why sonething doesn’ t

work as well as it does work. And you have -- thisi s
a conplicated subject. |It's, as you said, it's no t
taking two pills. [It's nuch nore than that. And I

al ways wondered about the line belowthe graft, where
things don't work, and why did n't it work? And could
they learn fromit and do better?

S0, | just think could soneone -- whateve r
you want to call it, infection or whatever it is, jus t
to drop themto nme is really anti-intellectual, t o]
tell you the truth. It's like an easy way out and we
don't have to think it through.

CHAl RVAN  MGJ RE Are there othe r
comment s?

Doctor WI ki n.

DOCTCR  WLKI N If 1 could have a
clarification about the quantitative m crobiology
Does the commttee believe that there should be a

quantitative mcrobiology? |'maware of what Calvin
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Kunin did with bacterial infections of the bl adder ,
urinary tract infections. And there the organi sns ar e
fairly well mxed and there's honogeneity within the
sanpling volune. It seens in a wound site there i S
heterogeneity fromone site to the next. |f you |ook
on biopsy, you see a cluster of organisns and the n
maybe a substantial field where you don't se e
anyt hi ng. If there is a sense that we nee d
gquantitative mcrobiology, is there a technique where
one coul d obtain quantitative mcrobiology? |'mnot
sure where 10 ° really came fromin wound heal i ng.

CHAIRVAN MAJU RE Wl I, we kn ow where it
came fromin grafting.

Doct or Thonas.

DOCTCR THOMAS:  This whole iss ue in terns
of clinical trials gets real conplicated. But I think
the 10° is all in acute wounds. And there's n o
gquestion acute wounds, graft wounds, burns, thing s
like that, that that works out all right.

Quantitative mcrobiology is the best tool
that we have to define the presence of bacterial i n
t hese wounds because they're colonized and surfac e
contamnation is not correlate d with the quantitative
wound bi opsy.

So, it's the best of everything that w e
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have to neasure Dbacteria. However, it's ver vy
difficult to correlate that with wound outcone. And
there are sone studies that Marty has done tha t
suggest that but there's other data that suggests that
that is confounded and all that.

From a practical st andpoi nt, it" s
inpossible to get quantitative cultures because of th e
necessity to do a biopsy and the reluctance of th e
mcro labs to do this, and the enornous expens e
involved in doing it. | think that for pressur e
ulcers, the diagnosis of infection is usually mad e
clinically and we have descriptions that we use fo r
our studies of clinical infection. Once a wound i S
infected, it's going torequir e topical treatnent and
the topical treatnent confounds the experinent. So,
we drop patients for that reason.

If the patient requires systemati ¢
antibiotics, then we think the patient is at risk of
sepsis and we can't continue a treatnment that nay be
contributing to that. So, that's the reason that we
drop patients fromthat. $So, | think that that shoul d
be done in pressure ul cers.

Now, in diabetic ulcers, inve nous stasis
ulcers, ny experience has been that those wound s

frequently are infected during the course of treatnmen t
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and al nost sort of expected. It just happens, th e
| onger you go, they may have t wo or three epi sodes of
cellulitis. And so, | think t hose patients should be
treated concurrently and that's not a reason to drop
t hose patients.

CHAl RVAN McGUJ RE: Doctor WIkin, doe s
that come close to answering you question?

DOCTCR WLKIN  Well, if | could restate
part of his answer, is that practically we're no t
going to attain biopsy which woul d be necessary.

DOCTOR  THQVAS. It's practical, nunbe r
one, because we've done this in a couple of studies,
and it's extrenely difficult. 1It's been requested
W can't get it done and can't nake any arrangenents
to get it done.

And then, secondly, in terns of what you
were talking about, the question really is how wel I
does that correlate with what' s going on in the wound
and that data is very el usive. So, | think that -- |
think it's practically inpossible unless we're going
to set up sonme nechanismto get it done, if we'r e
going torequireit. And seco ndly, I'"'mnot sure that
it's correlated with outcomne in pressure ulcers.

CHAl RVAN MGQU RE:  And the ot her side of

that, Doctor WIkin, is that Doctor Cooper considers
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that a criterion for entry.

Yes, there's a question fromthe audi ence

MR BARBEAU Adrian Barbeau, John s
Hopkins. Just to answer your question. The 10 ° cane
from Robson and Krisek, and related to failure of ski n
grafts to take. And it was noted at 10 ° or greater
that the skin grafts to take on a bed. And if there
were less cultures in a tissue than that nunber, the
grafts woul d take.

The application of that nunber to chronic

wounds which are left open has no basis. And that's-

| think that's your question that you' re answering :
where did that nunber conme from And it was i n
acutely applying skin grafts to ul cer beds.

DOCTCR LIPSKY: | would add there's on e
other source that it cones fromwhich is burn woun d
sepsis where when you have greater than 10 ° the
chances of devel oping systemc  sepsis fromyour wound
is greater. And those are the only two instances
your analogy to UTl aside, that there is evidence tha t
quantitative mcrobe predicts an outcone, there isn't
any good data to ny knowedge in other kinds o f
wounds.

CHAl RVAN MGUJ RE:  Doctor Lavi n.

DOCTCOR LAVI N Yes, I'd like to nmake a
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point on clarification to sonething Doctor Thonas sai d
a coupl e of conmments ago about dropping patients due
toinfections. | think the proper way of |ooking at
these studies is to always | ook at themas the primar y
anal ysis being intent to treat where all patients are
included. Any such patient who would drop under thos e
circunstance would be counted as a treatnent failure.

| think the whole point is to include the
experience fromall of the patients in the study. And
if you do have a treatnent tha t induces a higher rate
of i nfection, ei t her accidental ly or jus t
purposefully, that situation should be reflected i n
the data and everyone shoul d be count ed.

CHAIRVAN McGJ RE:  The second part --
nmust say, the agency --

DOCTOR  HARKLESS: Question for Docto r
Li psky from a neuropathic ulcer perspective. Yo u
nmenti oned that you had to have two signs of infection
and purul ence, is that what you sai d?

DOCTCR THOMAS. E ther purulen ce al one or
two or nore signs of inflammation.

DOCTOR HARKLESS: | kind of have a proble m
with the two signs of inflammation because if yo u
agree with Brand's work, you can have inflammatio n

without infection and tenperature will go up several
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degrees without infection. So , you can have swelling

and sone redness on a neuropathic ul cer that may not

be infected. And | see that all the tine. 1| don’' t
know whet her Doctor MIler will like to nake a comren t
on that?

DOCTOR LI PSKY: | agree except that I
don't know how el se to define. Do you have sone othe r
way that you can -- You're saying that they'r e
infect ed and | presune that nmeans that sonething i n
your gut tells you that, or your experience, tells yo u
that this is an infected wound.

DOCTOR  HARKLESS: Wll, | think th e

duration of the ulceration probably has nore of arol e
in that, how nmuch they' ve wal ked. | agree tha t
purulence is very, very inportant. But just to have
sone surrounding edema around an ulceration
Generally 1"'mnot necessarily that concerned about it
after | debride simlar to what Doctor Mlle r
denonstrat ed yest erday.

DOCTCR LIPSKY: W're just fac ed with the
probl em that sone wounds, there isn't purul ence but by
sone clinical criteria we think that there are fiv e
cardinal signs of inflammation. And if you' ve got a
coupl e of themand you have no other obvious cause fo r

inflammation, it's difficult to exclude infection.
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| agree with you that you can hav e
inflamration in the absence of probably infection. |
woul d just say in the neuropathic diabetic foot ul cer ,
that if you're -- if the therapy under consideration
is a wound heal i ng agent, that | woul d be confortable
allowing the patient to contin ue in the trial despite
devel opi ng an apparent infection by whateve r
defini tion is agreed upon in advance. But tha t
certainly that needs to be noted because there ma vy
well be agents that increase the likelihood o f
infections developing. But | wouldn't use that as a
reason to drop the person fromthe trial.

But they would have to be treate d
systemcal ly.

CHAIRVAN McGQJU RE:  Doctor Marzella, yo u
have -- you' ve forced the advisory conmttee into a
position where we were about to admt that we can' t
recogni ze i nfection.

DOCTOR THOVAS: Never.

CHAl RVAN MQU RE I'm sure that's no t
what you neant to do. |I'msur e you wanted an answer.
And | think what we're dealing wth is who's w nning,
the host or the organism And in a well ru n
operation, the host wins and the organism nmay still be

there. It can be there for ye ars, but the host w ns.
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And then the issue is when does the organism becom e
nmore aggressive and put the host at risk, and the n
when do you drop that patient froma trial.

| think sinply colonization -- what 1’ m
hearing is that colonization would not direct you to
that action, nor would treatnent with a system C
antimcrobial.

Yes?

DOCTCR THOVAS: Pressure ulcers, | woul d
say it woul d.

cHAlRVAN MGJ RE Pressure ul  cer, if you

needed to treat with a system ¢ antibiotic, you would

dr op?

DOCTOR  THQOVAS: Yes. Because | can' t
i magi ne a circunstance where you woul d adm ni ster a
systemc antibiotic for a suspected infection in a

pressure ul cer where you woul dn't al so be obligated t

(@)

give atopical treatnent. And you can't put a topica |
treatnent in an armwhere you either have a control o r
anot her agent. So, by definition you violated th e
protocol and that patient has to be cone out.

Now, you're right, it's intent to treat.
And if you found that that happened to 18 experinenta |
patients and only two control patients, then | would

start really worrying.
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CHAl RVAN MGUJ RE:  Sure. Doctor Wiss.

DOCTCR VEISS: | was wondering if | could
ask a question to Doctor Thonas.

What -- Do you have any feeling for what
is the expected incidents of individuals that woul d
becone infected and woul d have to drop out of a trial ,
because that would just have t o obviously be included
into your sanple size calculat ions when you start the
trial. | was just wondering.

DOCTCR THOMAS: Right. The incidents in
infection is not known. W& use sone guesses and w e
guess sonewhere in the neighborhood of five to te n
percent. In fact, we rarely see an infectionin thes e
wounds because our inclusion/exclusion criteri a
usually for the study are going to exclude people tha t
are likely to do that. And so, | would say w e
probably have not lost nore than one percent t o
i nfection.

Now, our big problem is that we los e
people to death. People die nmuch nore frequently in
these trials and our death rate is somewhere around 1 O
to 20 percent. And so, we have to build in thos e
par aneters in terns of sanple size in order to tak e
care of death. Infectionis really not a problemin

pressure ul cers.
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CHAl RVAN MGUJ RE:  Doctor Lavi n.

DOCTCR LAMMN  Yes, just a point onfollo w
up to sonething that Doctor Wiss said.

Basically | would definitely not adjus t
the sanpl e size on the basis of expectation of nunber s
of -- of drop outs due to infe ction because they' d be
treatnent failures. | would adjust the sanple size on
the basis of |osses of patients due to follow up o r
dat a that can't be used. There's a big distinctio n
bet ween t hose two things.

In a trial like this, ny experience ha s
been expect 20 percent of the population to be -- to
not be useable for one reason or another, but not --

But having an infection would make it a useabl e
patient. It's the lost to fol |owup that you have to
worry about w thout know ng why they were |ost t o]
fol I ow up.

DOCTCR THOVAS: (Good poi nt .

CHAl RVAN MGQJ RE:  Doctor Bergfeld had a
remar K.

DOCTCR BERGFELD:  Doctor Thomas, | jus t
wanted to ask you a question a bout the topical use of
antimcrobials in your pressure ulcerations and th e
exclusion criteria that you' ve applied.

If the patient is his or her ow control
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and you aren't working agai nst controls, would there
be an opportunity to use inthe ~control ulceration th e
antimcrobial at the sanme tine you're using it in the
treated ul cer so that you woul d continue to have the
pati ent treated in a simlar nmanner. And the n
continue to keep the patient within the study group?

DOCTCR THOMAS: | got | ost.

DOCTOR  BERGFELD: Vell, I'mtrying t o
match your control wth your ulceration. If yo u
have- -

DOCTCR THOMAS: | have an ulcer patien t

and control patient.

DOCTCR BERGFELD:  You have two different
patients, not two ulcers in one patients.

DOCTCR THOMAS: Two different patients an d
one of themgets an infection. And I'mgoing to use
a topical antibiotic in that patient, whether it' S
control or experinental.

DOCTOR BERGFELD:  Yes.

DOCTCR THOMAS. The problemthat | have i s
if you look at studies interm s of wound accel erants,
antibi otics, nmaybe because of a vehicle effect o r
may be because of the antibiotic, and we can go int o]
that and look at it. But, | mean, basically, things

that have antibiotics in it have been shown to b e
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superi or to placebo in wound healing. And the vy
accelerate wounds that heal anywhere from about 1 9
percent up to about 25 percent accel eration of healing
rates.

And so, if | use an agent that accelerate s
the healing rate in either arm then |'ve nade a
problem in terns of ny analysis of outcone. Anh d
that's ny concern. | can't use an antibiotic in the
wound that may not accel erate or have sone effect on
that wound. And so, if | have to stop ny therapy in
order to put an antibiotic in for ten days and tha t
accel erates the healing curve for that wound, then I
go back to ny original control , then |I've accel erated
that wound in that arm And | think that that would
be a protocol violation. | do n't think | could get a
good answer if | did that.

And if | think the wound's clinicall vy

infect ed, I've got to use a topical antibiotic. I
can't rely on a systemc although | nay use a
systemc, along with it. So, I'mcaught in a rea |

quandary here and the only way | know to deal wt h
that in pressure ulcers is to consider that a
treatnment failure.

CHAlRVAN MGQU RE: | think that's clear.

And | think that's one of the answers the agency i S
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| ooki ng for.

The -- Yes, Tom

DOCTOR MUSTCE: | just was going to say,
if you think, though, that just to get back to you r
alternative dr essi ng, that if you feel tha t
antimcrobials increase -- accelerate healing by 19t o
25 percent, by that anal ogy, you should use them: n
every patient.

DOCTCR THOVAS: V¢ can tal k about that bu t
actually, if you take the antibiotic, and there have
been sone studies that have done this. |If you tak e
the antibiotic and use exactly the same antibiotic in
a petr ol eumbased vehicle and then you use it as a
powder, it --t he powder has a negative effect.

And so, there aren't good studies tha t
actual |y have done vehicle controls for this, sow e
don't really know whether it's the antimcrobial o r
whether or not it's the vehicl e control. And so, you
may be in a situation where you're just sinply using
anot her ki nd of occl usive dressing.

CHAlRVAN MGQJ RE  Speaker fromthe fl oor

MR CHERRY: George Cherry. A ny tinme you
quote a figure like that, could you please tell - -
give us sone of the publication that topica |

antibiotics can speedup the healing by percentage ?

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

126
Because earlier, you said they didn't make an vy
difference in the healing, if | renmenber correctly
Dd 1l hear you that in pressure sores?

DOCTCR THOMAS: No, you've not heard m e
say that they didn't nmake any difference.

MR. CHERRY: But | think if you quot e
figures like that.

DOCTCR THOMAS: Al right. |1 wi sh that |
could give you stuff like this off the top of ny head |,
but I will provide you with a reference.

CHAI RVAN MQUJ RE The agency has a
guestion about evaluation of outcone by third part vy
when the study cannot be blinded. And it occurs to me
that sonme of the reasons that a study can't b e
blinded, it's also not going to be blinded to th e
third party, either, especially when we're dealin g
with grafts and devices, and so forth.

But, let's see what we can do with that.

M. COHEN Doctor MQuire, I'"'mhere. 1' m
still here. | haven't gone away.

CHAl RVMAN MGJ RE: Ms. Cohen.

M. COHEN | never will. Wat are yo u
goi ng to do.

Doctor Thomas, | really don't understand
sonething. As a would be pati ent, |I'"mbrought into a
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clinical trial and in the process | develo p
cellulitis. | devel op a bacterial infection. It does
prove that the treatnment is not working, but why not
continue. It's like an experinment in a lab, you don' t
give up because it doesn't wor k. You keep trying and
you learn fromit. And if that treatnent doesn' t
work, you've learned it doesn't work because certain
other things are happening. And | should thin k
scientifically and intellectually you would want t o
know why and go on and see what you could do about it

DOCTCR THOVAS: Now, I'ma little |ost
You're going to have to walk m e through this. You're
a patient. You get -- you have a pressure ulcer. Yo u
devel op an infection.

M5. COHEN No, but I'min the clinica |
trial.

DOCTCR THOMAS: You'rein aclinical trial
and you're getting a treatnent.

M5. COHEN  Yes.

DOCTCR THOMAS: And this treatnent is some

sort of salve or something that's on your pressur e

ul cer?

MB. COHEN R ght.

DOCTOR  THOVAS: Now, the problem tha t
we've got is that if you get what | think is a n
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infection, ny obligation is to treat that infection.
So, now | have to use anot her agent.

M5. COHEN | understand that. But --

DOCTCR THOVAS: So, aml going to put bot h
agents in the wound?

M5. COHEN If that's what it nerits and
that's what it dictates.

DOCTCR THOVAS. But see, the problemi s
that | don't know what the interaction is going to be .
| can't put two things in the sane wound.

M5. COHEN  Then soneone's going to have
to treat the wound sonmewhere. So, if youdon't doit ,
soneone else is going to do it.

DOCTCR THOMAS:  No, |'mnot saying don't
treat the wound. Wat |'msaying is | have to shift
to a different treatnent.

M. COHEN Excuse ne. Does that not tel |
you that what was used at that tinme all owed sonet hing
el se to happen? And doesn't that provide you wt h
i nformation?

DOCTCR THOMAS: No. Wiat that tellsnei s
that that patient in the course of --

M5. COHEN  Treatnent.

DOCTCR THOVAS: -- these three nonths tha t

I'm treating got an infection in a wound. It' S
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common. |t happens whether |I'mtreating or not. It
nmay have been in the control arm It may have been i n
the experinmental arm Now, when | get through wt h
the trial, if it turns out that in the experinenta I
armthat |'ve got 18 infections and inthe control ar m
|'ve got two, then that would raise serious questions
as to whether or not the treatnent pronoted infection .

M5. COHEN Wl |, that's the point,

DOCTCR THOMAS:  But, 1'll know that. [I'm
going to collect that data and I'11 knowthat. | wl |
not lose that data. The only thing | can't tell i S

when that individual wound gets infected.

M5, COHEN And then that person i s
dr opped. They're not followed any longer in th e
trial. And then what happens? | think it would b e

intellectually very challenging to find out.

DOCTCR THOVAS: Al right. Let's tal k
about dropped. | use that word and Doctor Lavi n
corrected me and that's true. Wen we're talkin g
about dropped, it neans that | have all the data from
when we started up to that point. And that patien t
will be considered a treatnent failure. It will g o
negatively against that agent. And when | sa vy
dropped, it doesn't nmean kicked out of the nursin g

hone or ignored, or sonething like that. It nmean s
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censored is what we use statistically. But tha t
patient would be treated, then, appropriately wt h
sonme other agent. I[t's just that | can't put t o]
things in the same wound.

M. COHEN Well, it seens --

DOCTCR THOMAS:  You will find -- | nean,
| promse -- | know | may not be explaining this very
wel | --

M5. COHEN No, you did. You explaine d
it. | understood it.

DOCTOR  THQOVAS: But I'Il  know wha t
happened to that patient and | wll know that tha t
patient was a treatnent fail ure.

M5. COHEN Well, it sounds like half an
experinment to nme, but that's the way | viewit.

DOCTCR THOMAS: It really isn't.

M5. COHEN  Thank you.

CHAlRVAN  MGJ RE Are there othe r
comments before we go on to the third part vy
eval uati on?

Yes.

DOCTCR O QONNELL: Doctor MQu ire, as far
as discontinuation, | just wanted to clarify one thing
that was nentioned earlier. | s there a difference in

venous stasis versus decubitus, versus the neuropathi C
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ul cers in whether or not you d iscontinue patients who
need to be debrided as the tri al is progressing? Not
the initial debridenent but th e debridenent after the
experinental treatnent has started?

CHAl RVAN  McGJ RE: You have a ver vy
definite answer fromDoctor Thomas on pressure ul cers

DOCTCR O CONNELL: Right.

CHAl RVAN MGU RE:  Wiat do we hear about
neur opat hi ¢ ul cers?

DOCTOR FRED M LLER So, what you'r e
saying, Kathy, if you have to repeat the debridenent?

DOCTCR O CONNELL: Right. After you'v e
done the initial debridenent and you' ve started th e
experi nment al treatnent, if the patient require s
debri dement again, do you cons ider that a failure and
di scontinue the patient?

DOCTCR FRED MLLER  No, | wou ldn't think
So. | think that initially you do that "thorough
debridenent and that's certain |y in quotes. And then
you mght have to do sone | esser debri dement as you g o
along. You mght get sone cal lus formation and you'd
have to distinguish that fromactually debriding the
wound itself.

But you mght even have, let's say, a bon vy

shard in the wound that you didn't pick up initially
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and then that becones nore apparent as you probe the
wound and follow up. But no, | think you could d o
subsequent debri denents.

But | think the point is the initia |
debri denent should be thorough, as thorough a s
possi bl e.

DOCTCR O GONNELL:  And then wo uld you use
that as a covariate when you analyze the data, whethe r

the patient did require debrid enent as the trial went

on?

DOCTCR FRED M LLER | guess off the top
of ny head I would say no that would not -- | would b e
looking -- nmaybe the <covariable would be th e

offloading, the efficacy of the offloading devic e
because callus had formed. And where we're gettin g
friction and pressure, and tha t required debridenent.
So that woul d be the variable as opposed to --

CGHA RVAN MQJ RE Let's hear from Doct or
Lavin and then | would like to hear what Doctor Lipsk y
has to say.

DOCTOR LAV N Yes, just in terns o f
debridement, you wouldn't count that. You would count
that essentially and you'd look at the incidents o f
debridenent, or the nmean nunber of debridenents, i n

each of the two treatnent groups. But you woul dn' t
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count that as a failure nor wo uld you count that as a
reason for going off study. So that woul d be counted
And you coul d al so count that and i ncl ude
that as an exanple of a tine varying covariate which
is something that may influence outcone. So, a
pati ent who gets debridenment may actually be goin ¢
back to square one. O, they may be getting som e
advant age. So, analytically that does have to b e
built into the nodeling. And all of these analyse s
that we're doing here, we really have to be settin g
forth standards of how to properly anal yze the data.
The data, no matter what, no matter what
kind of ulcer you re |looking at, it cuts across al I
ulcers. W're going to have to anal yze these dat a
with tinme varying Cox proportional hazards nodel s
And it's a standard that | think will be inevitabl e
for looking at all of these data. MNot only are yo u
going to have to | ook at basel ine covariates like the
size of the ulcer, the history of how | ong they' ve ha d
the ul cer, the TGP, henogl obin A1LC You're goingt o
have be looking at that. But these tine varyin g
covariates and you' re also goi ng to have to be paying
the price of |ooking at center or | should say study
by treatnent interactions. And these are all th e

price that have to be paid to do these studie s
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properly.

CGHAAIRVAN MQJ RE Do you have anythingt o
add, Doctor Lipsky?

DOCTCR LIPSKY: | agree wth D octor Lavin
and just a couple of brief points.

Onhe is I'm hard pressed to think of a
reason why a topical wound healing agent woul d cause
the need for nore debridenment although it’ S
conceivable that if you put something that turned int o
concrete on the wound or that would need to b e
chiseled off, not to be too facetious about it. But
there are agents, | suppose, that mght increase the
need for debridenent.

The failure or the need to debride again
probably nore often than not represents failure t 0
adequately debride at the beginning. So, it's sort of
an investigator failure rather than an investigati ona I
agent failure.

So, | think you ought to be ab le to do it
if you need to do it and that shouldn't be a reaso n
for dropping.

CHAl RVAN MQAJ RE Your question wa S
directed towards all classes of ulcers and if | ca n
just take a position on the stasis ulcer and then 1"l |

see if the coomttee wants to change that or nodify.
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| think with regard to stasis ulcers, at

the outset one could identify the nunber of, fo r
instance, the nunber of tines one treated wit h
systemc antibiotic. Stasis ulcers becone infecte d
w th enough regularity that | think probably you woul d
not want to renove all of those patients from th e
study. But there probably sho uld be sone limt. And
that could be done arbitrarily but rather easily a t
the outset of the study.

Wul d soneone on the commttee like t o
change that or nodify it?

It's hard to believe. The --

DOCTOR O CONNELL:  Thank you.

CGHAIRVAN MAJRE Nowcan we go to third
party eval uati on?

Wul d sonmeone who's had experience wit h
third party evaluation like to coment on this? Yes,
Doctor Ml ler.

DOCTCR CLINTON M LLER e of ou r
speakers this norning had as one of their objectives
t he avoi dance of third party assessnent. And | wante d
to shoot ny armup right quick and say sonmeone tha t
proposes avoi dance of third party assessnent basical | y
doesn't believe in bias. The flat fact is we' ve got

books witten on about 195 different sources of bias
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and one of the forenost and nost frequently observed
IS an observer bi as.

So, | would be very much opposed to avoid
let's say not have third party assessnent where it's
possi bl e.

Now, if you wanted to propose mnimze th e
nunber of people nmaking that third party assessnent,
| mght buy that because frequ ently -- but | wouldn't
want to do it to the point where the bias wa s
conpounded with center differences. |n other words,
like you had a project in a single center trial an d
all the assessnents done by one person, then tha t
person's bias would be conpounded with the cente r
differences. So, | would say that you could mnimze
third party assessors but you shouldn't avoid the m
fromthe point of view of just not having it done.

CHAlRVAN  MQJ RE Are there othe r
conmment s?

DOCTOR RCSENBERG | woul d.

CHAl RVAN MAJ RE Yes, Doctor Rosenber g.

DOCT OR RCSENBERG | think in cases o f
ulcers, it seens to ne we can get objective evidence
of healing wth tracings, or photographs, o r
inpressions, and so forth. | nean, the whole poin t

about bias is that for areas that can't be neasure d
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that objectively. But | would think that -- nmayb e
not .

CHAl RVAN McQJ RE Vell, | think her e
we're specifically --

DOCTCR CLINTON MLLER  You have a topic- -

CHAl RVAN  MeGU RE: Excuse ne. Ve'r e
specifically talking about subjective criteria an d
you' re pointing out that you'd like to stay away from
subjective criteria. And | think everyone agrees wt h
t hat . But at tinmes you're going to be stuck wt h
subj ective criteria. The question is, can soneon e
from down the hall evaluate your patient and do a
better job than you can? And the point has been nade
that at tines that will be ess ential but it's a risky
busi ness, too. It's not entirely safe.

DOCTCR CLINTON MLLER W have anothe r
itemon the agenda today that's going to talk abou t
endpoints. And | think it dep ends upon the choice of
endpoint we're talking about as to whether or no t
that's possible to be that objective.

CHAl RVAN M@J RE: Doctor Lavi n.

DOCTCR LAVIN M comment on this busines s
of athird party evaluator, | think at a single site
it's sonetines difficult to do because the burden of

pati ents, the nunber of patients, nmay be so large ,
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their schedules nmay be so varied, so there really is
a nobl esse oblige to have one third party evaluato r
there who wll always be able to evaluate ever vy
patient in the study. And that's probably the nos t
ideal way of dealing withit. And the next nost idea |
way is to have the sane evaluator, there would b e
multiple evaluators being there to evaluate always th e
sane patient.

So, those are the two things that ca n
often tines be -- go awy in these studies. Thir d
party evaluators, there's nothing wong with them
They do reduce bi as. | agree with dint in tha t
respect. But they better be the same perso n
eval uating the sane patient.

CGHAAIRVAWN MGAQJRE | think I h ave a -- do
you have a clear picture of where we're --

DOCTOR CLINTON M LLER Thank you ver 'y
much for that.

CHAl RVAN MGJU RE: I n vehicle controlled
st udi es, this is the third part. In vehicl e
controlled studies, denonstration of superiority o f
the product to its vehicle may not establish clinical
benefit if the effect of the v ehicle on wound heal i ng
is not known. For exanple, the conbination of a n

active ingredient in a toxic vehicle may out perform
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the vehicle alone yet may not be effective. Pleas e
di scuss circunstances under which conparison of a n
experinental agent to standard care as well as vehicl e
is appropriate during the product devel opnent.

DOCTOR CLINTON M LLER I'd nmake th e
observation that this question and its resolution are
a product of the arm's design. If you have the three
arns, what you're sayingis th at you have A you have
B, and you have AB, and those three arns. Wthou t
that control, you cannot |ook at those differences
And so this is the product that develops fro m
accepting armdesigns rather than factorial designs.

CHAl RVAN M@GUJ RE:  Doct or Hashi not o.

DOCTOR HASH MOTQ | just wonder if this
vehi cle may stinmulate release of the PDG- fromsa vy
m crophage or caratonocids, those endogenous source o f
PDE? |If that can be done as a control ?

CGHAAIRVAN MAQJRE | think the questioni s
can the vehicle itself be beneficial. Can it have a

salutary effect on the wound and that has to b e

t est ed.

Are there other questions?

DOCTOR BERGFELD: [''m sorry. Are yo u
saying that the test -- | think three people hav e
nentioned this -- should inclu de a vehicle -- | nean,
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a control which is treated with the gold standard as
saline and noi st dressings ver sus the vehicle, versus
the vehicle plus active drug? | nmean, that's the onl vy
way you could clarify this question.

CHAl RVAN MQU RE:  dint.

DOCTCOR QLI NTON M LLER That's essentiall y
true. If there's a potential for the vehicle to have
an effect, then you have to have its control is what
you' re fundanental |y sayi ng. And the way you do that
is through a factorial design.

DOCTCR LIPSKY:  The vehicle can have a
negative effect as well, as at |east one study i n
general in herpes where it looked as if the activ e
product mxed in the vehicle worked, and in fact al
it did was to counteract the negative effect of th e
vehicle, which is an inclusive dressing on t he genera l
herpes. So | think you can have an effect in either
direction.

DOCTCOR QLI NTON M LLER R ght, absolutely .

CHAlRVAN MGQJ RE: Yes, Dr. Wéiss.

DOCTOR VEI SS: I think a very clea r
nmessage that sonewhere during private devel opmen t
there should be exploration of the vehicle alone
Sort of another question would be, what woul d be the

best way, for instance if you re really interested in
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the vehicle you don't really think for pre clinica |
experience that it's harnful o r terribly helpful, you
know, you mght not necessarily want to do, in you r
large pre clinical trial have an entire arm o f
patients that all go on that because, as we hear d
yesterday, it's difficult getting patients in thes e
trials, or hard to do.

It would be acceptable earlier in you r
phase one and two testingtod o a smaller trial, sone
of the pilot type trials that Dr. Lavin was tal kin g
about, to satisfy the question about the vehicle alon e
bef ore you nove on to your pivotal phase three typ e
trials.

CHAl RVAN MGJ RE:  Yes, Dr. M ndel ?

DOCTOR M NDEL:  Unli ke yesterday's drug,
usual |y dose response is done to find out the correct
dosage that's optimnum And th at would be a nice tine
to have the vehicle tested ver sus the different doses
inthe prelimnary to the maj or study.

CGHAARVAN MAQJURE Dr. Lipsky and then Dr .
Mar gol i s.

DOCTOR LI PSKY: Cnce having found a
vehicle that seens safe and effective and has n o
positive or negative effects, like we heard wit h

becapl ermn yesterday, it seem s to ne that that m ght
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be an easier way for the spons ors to go, is to sinply
say we have a product that's already been tested and
found in these types of wounds, if we were to d o
anot her study of neuropathic diabetic foot infections :
that would be a good vehicle to start with and no t
have to repeat it all.

CHAl RVAN MGU RE:  Dr. Margolis?

DOCTCR MARACLIS:  But getting back to the
design of that trial, | nean you're basicall vy
designing a trial where you hope there's no differenc e
between the standard care and your vehicle, so tha t

changes are however that study goes, it's not goingt o

be a snmall little pilot study, it's going to end u p
being a fairly substantial study. And soneon e
sonmewhere along the line needs to determ ne what a
clinically inportant difference is. Il mean if th e

vehicle is ten percent better or ten percent worse, i S
that okay, or is it 20 percent or 30 percent.

So, although | agree whol eheartedly with
Dr. Lipsky that hopefully we'll only have to do th e
trial once and then use the sa nme vehicle for multiple
different products. | sort of disagree with th e
notion that it's a snall little pilot study.

CHAl RVAN MGQU RE: Dr. Wiss -- yes, Dr.

Thomas and then Dr. Bergfeld.
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DOCTOR THOVAS: | just want to nmake th e
comment that in large clinical trials when you'r e
conparing standard care to an agent that you think is
likely to be effective, there would have to be a good
reason to think that the vehicle is affected. And |
woul d nmuch rather see that done in phase one, phas e
two than clinical trials just because of the ethical
pr obl ens. | would not want to offer a vehicle a s
accept able care unless | had good reason to believ e
that it would work.

CHAl RVAN MGU RE:  Dr. Bergfel d?

DOCTCR BERGFELD. Wl |, philos ophically |
woul d hope that the vehicle would add conplinentar y
heal i ng powers to the active ingredients, so hopefull y
in the devel opnent of the vehicle the concept woul d
not be a no effect vehicle, but a vehicle tha t
enhances as well as the active drug.

CHAl RVAN  MeGU RE: Dr. Wiss, have w e
answer ed your questions?

DOCTCR VEISS: | think enough. | mean |
still have confusion about --

CHAIRVAN MG@J RE: I n other words no?

DOCTCR VEISS. -- well, just the confusio n
| would have, | guess, in terns of trying to advis e

sponsors on when would be the best time or the optina |
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way to explore the vehicle and to give us enoug h
information about the vehicle --

CGHAARVAN MAQJURE Wat |'m hearingis the
earlier the better.

DOCTOR VEISS: -- but by the sane token,
earlier may -- usually you don 't do very large trials
until later in developnent. And as Dr. Margolis said ,
you know, the power of the study to detect n o
difference is very different t han sone of the smaller
phase two trials where you're trying to just estimate
sonme kind of treatnent effect.

CHAl RVAN MGQU RE:  Phil ?

DOCTCR LAVIN  Yes. (ne suggestion that
| have is that it mght be a good area for NHto fun d
sone, you know, studies of veh icles. You know, there
is alot of research interest in an area. Wat's the
ideal kind of vehicle, especially since all th e
studies that are likely to be done, just based on the
nunber of people in the room here, it would be nicet o
see NHconme up with sone kind of a grant or contract
to do that.

DOCTCR VEI SS:  Wul d there be sonme sort o f
conpatibility issues? Sone of the various products we
have may not, one vehicle nmay not be one size fit S

all, one vehicle may not necessarily be appropriate.
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O are there enough general aspects of vehicles that
t hose kinds of studies can be done and used?

CHAl RVAN MQU RE Vell, you know, Dr
Wi ss, sone of the things that are considered to b e
vehi cl es have major therapeuti c effect. | nean there
may be a neutral vehicle out here, but |I'mnot sur e
what it is. Dernatol ogists use rather bland vehicle
pr epar at i ons t her apeutical | y. So you have a
therapeutic, the point is you often have a therapeuti c
effect with the vehicle.

Were are we? Yes, Dr. Mistoe?

DOCTOR MUSTCE:  Yes. | would just would
like to underscore that the both the expense an d
ethical considerations are huge, and | woul d hope that
i f anot her manuf act ur er cones in wth a
hydroxynet hyl cel lose fornmulation that's, you know |,
very slightly different that perhaps in that situatio n
you woul d accept a snall trial initially that |acked
power to sinply rule out a glaring problemwth th e
formul ati on. But | do think to require ever y
manufacturer to do a 250 patient trial of standar d
versus vehicle is, | think you 're setting the bar too
high, it's not practical.

CHAl RVAN MG RE | think we're abou t

wound down. | think we can ha ve a one hour break for
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[ unch.

|''msorry?

DOCTCR DRAKE:  Joe, | want to conplinent
the FDA for having this panel. | think addressin g
this issue prospectively. | nmean | just think th e

di scussion this nmorning has clearly denonstrated how
difficult it is to design good clinical studies. I
think what you' ve done here is real inportant because
you're trying to prospectively address the questions
instead of retrospectively.

Now, because of that | have a specifi ¢
question and it relates to the neutrophic ul cers and
the notion of whether, | nean | heard Fred, Dr
Ml ler, saying that debridenent doesn't really natter :
| nmean it matters, but it's not such an issue as it i s
with pressure ulcers. |In other words, you shoul dn't
have to do it after the first debridenent. It seens
i ke continuing debridenent is acceptable standard in
neutrophic ulcers. But when we |ooked at the dat a
yesterday from Dr. Steve when he showed that, yo u
know, additional slide after h is fornal presentation,
it was very clear at least to nme that continue d
debridenent in those type of ulcers clearly affected
the efficacy results.

And so | want to know what the take hone
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message that you folks from the FDA got from thi S

di scussion on that issue, because |I'mvery confuse d

about it?

CHAl RVAN QU RE:  Lou?

DOCTCR FRED M LLER  Joe, can | clarif vy
what | said. You know, again | think that the initia |

debridenent is the effective one, or should be th e
eff ective one. And if you' re using a topical agen t
and then you debride, obviously you' re going to effect
if you' re debriding the wound.

| was tal king nore about debriding callou s
that mght formaround the wound. But in the woun d
itself after your initial debr idenment there should be
very little intervention of that. As | said ,
occasionally you're going to get a bony shard o r
sonething of that nature that's going to be pulle d
out, but any type of aggressive debridenent after that
initial inpact | think would be not part of it an d
woul d certainly inpact on the findings. Thanks.

DOCTOR  DRAKE: Vell, how would vyo

c

recommend conducting a study then, would you recommen d
that the debridenent be noted, but clearly defin e
exactly what you were debriding. And is it you r
opinion that no natter what you do, the nor e

debridenent you do, it raises the efficacy level o f
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what ever agent you may be studyi ng?

DOCTOR FRED M LLER | think that yo wu
certai nly have to define what type of debridenen t
you're doing. And if you are just trinmmng call ous,
that's very different than deb riding the depth of the
wound. If you're using a topical wound healer an d
you debride the base of the wound, that certainly is
going to have an inpact. On our day to day activitie s
where we're packing with, you know, with sal i ne gauze ,
you know, we'll pull out any residual debride tha t
mght be there, but again it's that primar vy
debri denment that's inportant, and it certainly would
i npact ever using a topical ag ent. You would have to
clarify what you've done. Thanks.

DOCTCR HARKLESS: Well, one point oni n
that regard as related to the callous. There wer e
several studies by Bolton in WMnchester, Englan d
| ooking at callous, and just debriding callous an d
wal king them on the optical fetobarograph decrease d
pressure 17 percent. So it was like proved th e
obvious. You know, being a doctor for 20 years | kno w
that trimmng a callous woul d decrease pressure an d
patients feel better. But he proved that, so | think
that clearly agrees wth Dr. M iller that what happens

is, if they do walk they still devel op cal | ous around
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the area, and | agree with himthat in the fact that
that's what's usually debri ded.

CHAl RVAN MGQJ RE: Karen, did you have a
guesti on?

DOCTOR VEISS: No, no. | just wanted to
just comrent, and | think Dr. Lavin | think said i t
very nicely earlier, that if t he debridenent is going
on during the trial on these n eurotrophic ul cers that
you ought to look at that and use sone type of tim e
dependent co-variate analysis and, you know, determn e
whether or not that inpacts where there is a
differential use of this in on e armversus the other.
| think that's an inportant thing to note.

CHAlRVAN MGQJ RE: WIlnma, did you have a
conment ?

DOCTCR BERGFELD: | do. 1'd |l ike to take
up the subject of debridenment agai n and suggest that
there could be built into the protocol ways of gradin g
and judging the debridenment no t only on the frequency
of debridenent, but what is done mninal, noderate ,
aggressi ve and nmaybe specific to callous versus base
of wound. And that could be built in and that could
be judged by the investigator on each visit.

CGHAAIRVAN MAQJRE | have the feeling tha t

the debridenment that Dr. MIler was tal king about is
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debridenent to blood. 1Is that correct, or debridenen t

of what --

DOCTCR FRED M LLER  Debri derent to bl ood

CHAl RVAN MGJ RE: To bl ood.

DOCTCR FRED M LLER Initially.

CHAlRVAN MGJ RE: I n t he phot ogr aphs you
initial debridenent --

DOCTCR FRED M LLER  They frequently d
bl eed, yes.

CHAl RVAN MGJ RE:  Yes.

DOCTOR FRED M LLER In fact they ver

r

(0]

y

often bl eed, but the subsequen t debridenent woul d be,

you know, in the study would be the call ous.
And as Larry said, you know, if you'r
getting callous buildup, that indicates pressure o
friction, and that is going to also inpact on th
healing of the wound which is in the center, or i
could certainly inpact on the healing of the wound.
DOCTCR VEISS: | just think this speaks t

me to having properly designed case report forns t

e

r

e

t

(0]

(0]

capture that information as the trial goes on, so they

can go back and retrieve that information in terns of

not only the nunbers, but the descriptive, you know,
the various aspects about the debridenent.

DOCTOR LIPSKY: | think they have to b
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very objective. | think the concept of mld ,
aggressi ve, surgeon's aggressi ve debridenent m ght be
quite different froma timd internist |ike nyself
But we coul d define renoval of all callous, renoval o f
all necrotic nmaterial.

DOCTOR  HARKLESS: Cenerally in a
debri denent you can have a pre ulcerative |esion and
generally there is henorrhage inter-callous prior to
it actually breaking the skin. [If they continue t o]
talk onit, the it will actually becone an ul cer.

So | think | agree with Dr. Mller, yo u
have to debride it down to bleeding, and clinicall y
that tells you whether there is actually blood there
to formthe fibrinplas for granul ation tissue.

CGHAl RVAN MAJ RE: kay. Let's have lunc h
for an hour, and we wll begin tal king about entr y
criteria at 1:00 p. m

(Wereupon, at 12:06 p.m, the neeting wa

(7))

adj ourned to reconvene this same day at 1:13 p.m)
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AFT-ERNOON SESSI-ON
(1:13 p.m)

CGHAIRVAN MGAJU RE Al right, | think all
of the coomttee that's in the room is seated. W ar e
ready to start. There is a change in the afternoo n
schedule. W're going directly to topic five, which
is endpoints. Topic fiveis -- Tracy asked nme when w e
were going to have the open public hearing and we hav e
two presenters who wll speak after we discus s
endpoi nt s.

Under endpoints, which is topic five i n
your handout there are five se parate issues, and none
of the issues is particularly sinple, solet's try to
wor k t hrough them

"The Agency recommends wound ¢ | osure as a
prinmary efficacy endpoint for clinical trials of woun d
heal i ng agents and devi ces. Sone products currently
under devel opnment and sone not yet thought of, that's
safe, nay provide clinical benefit not neasured b vy
wound cl osure. Such wound car e products are intended
as adjuncts to healing or to provide wound care, for
exanpl e control of wound odor or pain. C her product s
could fit under either indication, wound healing o r
wound care depending upon the clains put forward b vy

t he sponsors. Exanples mght include debriding agent

(7))
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or antimcrobial agents.
Item one, ulcer closure. (Ohe propose d
definition of ulcer closure is conplete 100 percen t
reenpithelialization wth no drainage or need fo r
dr essi ng. How shoul d ul cer closure be defined an d
nmeasur ed?
Wul d anyone like to define it ot her than
the words that the Agency has used "100 percen t

reepithelialization wth no drainage or need fo r

dr essi ng?"

Dr. Bergfel d?

DOCTCR  BERGFELD: That's a tineles s
questi on. Does that question nmean at the time o f

observation or does that include a follow up period?
| would recommend a followup period to nmake tha t
concl usi on.

CHAIRVAN MGU RE Wll, we're goingt o
talk about durability a bit later. W' re talkin g
about an endpoint. Now, you m ght ask how long do yo u
have to have closure before you define it as a n
endpoint, does it have to be nore than ten mnutes ?
Probably. Should it be a nmonth? Probably not. I
mean | t hink we do need to put sone limts on that :
and the Agency can work witht hat. 1Is that okay with

you?
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Yes, sir?

DOCTOR MUSTCE: | was just going to sa vy
that | think I would omt the "need for dressing
because that is so subjective. Many peopl e, or nany

patients will want to protect the area for a nonth |,
two nonths, three nonths. | just don't see how that
can be objectively defined.

CHAl RVAN MQAJ RE That's a very goo d
point, especially with the stasis ulcers. Th e
patients use protected dressings on themfor a lon ¢
time. That's a good point. T hen you have the issue,
does a conpression stocking conprise a dressing
etcetera, etcetera, it's a good point.

"Iltemtwo, for products defined" --

MR CLINTON M LLER My | nmake a n
observation, sir?

CHAIRVAN MAQJ RE: This is Dr. Mller.

MR CQLINTONMLLER | call the definitio n

as nodified to ne defines closed, not closure. An d
that's two different things. There is a process o f

closure, but there is a endpoint of closed .

-

CHAl RVAN  MeGU RE: Ckay, | think you
point is taken.
Is there clearer on the Agency side?

Yes?
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DOCTCR WTTEN | woul d appreciate hearin g
any coments on how well the panel thinks that thi S
endpoi nt coul d be assessed, le t's say, by photographs
and by two separate observers for exanple.

CHAlRVAN MGU RE Ckay. W're gettin g
into actually sonmething rather conplex. It i S
possible for a wound to forma fibrin coat that | ooks
very nmuch like epithelia. And | don't knowif we hav e
reagents to diagnose that other than a biopsy. |’ m
speaki ng now, not from anyone el se's experience, but
fromny personal experience in which | assuned that a
wound had been epithelialized because it | ooked |ike
it had. It was dry, glossy, but it really was no t
epiderms. So the questionis, do we have reagents t o
identify reepithelialization.

Tom that's probably sonething that yo u
t hi nk about .

DOCTAR MUISTCE | wish, | don' t know that
there are any except histologically, but | can tel
you from ani mal studies, even doing very high powe r
phot ogr aphs of 20 power that the problemis there is
a very thin epithelia beforei t's heavily keratinized
is fairly translucent, and so | just don't think thir d
party -- | don't think blinded photography isgoingto

gi ve you the preci se endpoi nt. If you follow it over
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two to three nonths, certainly at some point you can

say yes this wound is closed, but | agree that t o]
define it, which is maybe very inportant in your study
to say one is a nonth earlier than another, | just --

phot ography is inperfect.

CHAl RVAN MGJ RE Vell, not only i s
phot ography inperfect, ny pers onal observation of the
wound is inperfect. And I'mglad you brought it u p
because it's anitemthat | try to forget and it come s
up periodically. And | think you mght put that i n
the category of things where we need extra hel p.

DOCTCR WTTEN |I'msorry, things where we
need?

CHAl RVAN MGJ RE: W need, we need sone
other way to assess reepitheli alization other than --
we need a non invasive technique to evaluat e
reepithelialization

Dr. Mustoe?

DOCTOR MUSTCE: | was just going to say,
Dr. MQire, and |I don't know if you d agree w't h
this, but | would say that absence of drainage on a
dressing for a defined two, th ree, four day period of
time to me would qualify probably as epithelialized.

It can't be just, as you say, a fibrin or an eschar,

you can have no drainage for a snall period of tine.
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But if it's a long enough period of tine, if it' S
opened, it wll drain.

CGHAAIRVAN MQU RE Wll, | don't know wha t
that period of tineis. | can only tell you that I
have seen wounds, chronic ulce rations, in genetically
driven Dblistering disease and also in stasi s
ulceration where | thought clinically that healing ha d
taken place, that the wound was closed and it was a
dry wound or it was a dry surface. And so | hav e
been, | amrevealing to you that I have been tricked
by the clinical observation. And | personally think
that thisis such alarge issu e that it would be good
if we had a non invasive way of evaluation. But I
think in general what you said, | agree wth.

Yes, Dr. Margolis?

DOCTOR NARLI S This is a clinica |
definition and you' re asking clinitions to take a look
and there is a published inter-rater reliability stud y
looking at a fairly simlar de finition and whether or
not nmultiple investigators could | ook at photographs
and say whether or not the same wound was open o r
closed. The capo was, | think, .68 or .69, so there' s
fairly good agreenent. It's in lunenpare n
regeneration froma couple of years ago, or actually

from one year ago.
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CHAl RVAN MGU RE:  Dr. Eagl stein?

DOCTCR EAQSTEIN  Eagl stein from M am .
| agree with you that this is really a problem are a
where there's an unnet need. | would say recentl y
there was a published study in Lancet using hydrogen
prioxide placed on a wound and if it bubbled it wasn' t
healed, and if it didn't bubble it was, and that' S
m sl ea di ng. V' ve | ooked at it very closely and I
think what they should have said is if there is a
crust there, it will bubble and it's still not healed .

But that aside, | just wanted to get that
on the record, that that's an endpoint that go t
publ i shed and there was no reference for it. | called
the investigators and they prom sed ne send me one and
haven't. But that aside there , | think there isn't a
way, a non invasive way to be sure you're go t
epithelia. W published this so-called winkle test
whi ch, where you can press on an epithelialiumand it
will tend to winkle, which requires quite a bit o f
training and it's very subjective still.

| think what Dr. Mistoe said is ver y
i mportant, photographs can throw you of f because the
thing epithelialiumyou photograph right through it.
And of course if there is crust, you can't tell what' s

goi ng on bel ow t hat.

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

159

| think this issue really gets even nore
difficult when you reach a point that you're comngt o
later with the tissue engineered or bioengineere d
skins, Dbecause sone of them take whether it' s
per manent or for a period of tinme during which the vy
may be silently replaced. But there is a tinme whe n
many of themare fully epithelialized and not weeping .
And | think the part to ne of what's inplied in this
question is, is that wound healed. And | think th e
committee mght be asked -- that question is bein g
asked of the coomttee and | think a | arge nunber of
those patients go ahead to be heal ed sonetinmes wit h
that piece of tissue that appeared to take an d
soneti mes with a conbination of that tissue whic h
appeared to take and in the host tissue which seens t o
i nvade the bioengineered tissue. And it's a very har d
call.

CGHAIRVAN MAJRE Bill, I'm glad that yo u
had as much trouble as | do with it, and thanks fo
supporting nme in public. And it's clear to everyone
that neither Dr. Eaglstein nor McQuire reviewed that
nmanuscri pt on the peroxide.

DOCTOR EAGLSTEIN And also | wanted t o
mention on the third party observer that in genera |

it's hard for even experienced investigators to al way S
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nmake the right call. So then you have to find anothe r
person and try to train themto the same point where
they can barely nmake the call. And so it does, it's
not insurnmountable, but finding that third person is
very difficult. And when you cone to the tissu e
engineered situation there is no way to blind unti I
the heal ing has occurred because you'll always, even
if you're the third person, you' |l be able to see tha t
there is sone tissue in the center or covering nost o f
t he wound.

CHAl RVAN MQAJ RE That's going to b e
anot her degree of conplexity, but thank you.

Dr. Bergfel d?

DOCTOR BERGFELD: | just wanted to as Kk
Bill Eaglstein a question, and that is to say in al
of your experience with wound healing, those that are
closed, is there a tine period of nonitoring just to
see if they're actually healed? | nean is there a
relati ve tine period |ike six weeks, 12 weeks afte r
the visual closure that one ca n assune it's closed if
it maintains, | guess the word is durability, but I
didn't want to apply it to thi s because | consider it
part of the follow up of making the decision whether
the wound has healed. |Is there a window which on e

would apply to this for following to see if | t

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

161
actually is heal ed?

DOCTCR EAG@STEIN  You know, |eaving the
ti ssue engi neered skins aside, in all the other cases
|'ve always felt that renaining healed was primarily
an issue of conpliance. And | didn't think it wa s
fair to blame the therapeutic agent if the healin g
didn't last a long tine.

You know, | think you could safely sa vy
wel |l you could check for a week or two, but I thin Kk
these i deas of nonths, several nont hs or several nore
nmont hs are unreasonabl e unl ess you happen to find an
agent which gives durable heal 1ing, nore durable. But
to blane the agent for the fact that it's not heal ed
in a non conpliant patient, it seens to ne | S
unreasonable. So | think if t here were any follow up
along those lines, it would be wthin the week range.

Now on the bi oengineered tissues | think
it mght require again a few weeks to be sure what's
happening. So | think that a few weeks with standard
therapy is being generous. A few weeks with tissu e
engineered therapy is probably appropriate. Bu t
nmonths | think are unreasonabl e.

And also | think this whole idea o f
durability overlooks many inportant things, becaus e

there is a value in having a heal ed ul cer to peopl e.
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There are even studies that showif you' ve heal ed you r
ulcer, like especially on a diabetic ulcer, you'r e
nore likely even if it recurs not to have as severe a
problemor not to get the problemon the other foot.

And many tines what you call a recurrence
is a very snall recurrence, which is quickly re -
treatable. But in a study set ting, which is reported
to a review coomttee, it becones recurrence eve n
though it mght be nuch, nuch snaller and easily deal t
with. | hope you see what |I'msaying. | think that
tal king about recurrences that way overl ooks the valu e
of having really heal ed the ul cer, even if it was onl y
a one nonth heal. It changes the quality of life, it
changes many t hi ngs.

CHAl RVAN QU RE:  Thanks very nmuch.

Dr. Stronberg, | overl ooked you a mnute
ago, sorry?

DOCTAR STROMBERG l"'mwith the FDAon th e
left there. Dr. Margolis is very nodest. This is hi s
paper which evaluated third party evaluation o f
phot ogr aphs and whether they ¢ orrelated with closure.

| want to ask him whether this was a
series of photographs or a single tinme poin t
phot ogr aph det erm ni ng cl osure?

DOCTCR MARAOLIS: They were single tim e
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poi nt phot ogr aphs of wounds that were either healed or
within a week of being heal ed.

DOCTCR STROMBERG Ckay. | wa nt to state
my own experience in going through these clinica |
trials in which photographs we re coupled with acetate
tracings over tine serial docunmentation of what th e
wound appeared, usually on a bi-weekly basis, a t
least. And | want to present before you ny own view
that, if evaluated over tine, frequently photographs
correlate with acetate tracing and gi ve you a story of
the wound's progress very reliably.

CHAl RVAN QU RE:  Thank you

DOCTOR  STROMBERG | think this i s
particularly inportant in tiss ue engineered products,
but you need to see them over tine to determn e
whet her you have a 100 percent reepithelialization an d
a bonafide closure or just a covering of th e
bi oengi neered product over the open wound.

CGHAlRVAN MGJ RE But we're junping ahea d
to t he bioengineered products. But you agree tha t
it's going to take a longer time to evaluate th e
durability of that process? And the nod was yes, I
bel i eve.

I's there nore on ul cer closure?

The next itemtwo, "For products defined
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by the sponsor as wound healing agents,"” are ther e
clinically meaningful endpoints other than conpl et e
cl osure? For exanple, what 1is the <clinica |
significance of closure rate/partial closure? | f
partial closure, in the absence of healing, confer S
significant clinical benefit, how long nust suc h
partial closure be naintained to ensure that th e
benefit is realized? Should evidence of effect o n
partial closure in the absence of evidence of effect
on conplete ulcer healing be a basis for approval of
a wound heal i ng agent ?

In other words, are we looking fo r
products that produce partial closure? And I m
assumng that inplied in this is partial stabl e
closure, correct? Are there comrents on this issue?

Yes, Dr. Thonas?

DOCTCR  THOVAS: In terns of pressur e
ulcers, this gets to be areal |y conplex thing, and I
don't understand it all, but w hat happens in terns of
partial closures, the way that a |ot of studies ar e
reported is that you take the beginning ulcer and the
ul cer at the end of whenever your observation period
is and call that difference, you know, the partia |
closure rate. And then if you divide that that b vy

tine, you get it right.
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The problem is that these wounds don' t
heal linearly and so, you know, there is an assunptio n
inplicit in that sort of analysis that inplies tha t
thereis alinear process, and it's non linear, it is
parabolic. Wunds tend to accelerate to start wt h
and then taper off and stay at a plateau, and then na y
go on up to healing.

There are several ways to handl e that
(ne of the ways is to do an exponential analysis o f
the wound closure rate, which is rarely done but has
a lot of mathenatical attraction about it. Th e
problem with doing that is that it can never go t o]
zero because you reach infinity and so that's, yo u
never can get it to conplete healing if you use a n
exponential rate .

| don't think it's really clear what the
best way to measure partial healing rates are, whether
you do this linearly or by per cent or by sone sort of
exponential progression, and because of that, thos e
variables don't nean a lot to ne. | think that yo u
may have a wound that reaches a plateau and stays at
that level for two to six weeks. In that situationi f
the wound is not progressing, then clinically what we
would do is try to change ther apy and see if we could

get the wound to go back and accelerate towar d
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heal i ng.

But unl ess you' re seei ng progression and
you reach sone sort of stable plateau, the best thing
to do would be to sinply continue the treatnment andt o
see if you're just in a plateau at sone ill-define d
tine.

But to answer the questionin a sumary i s
that | don't think that we have neaningful use fo r
partial healing rates. I think we have to follo w
wounds to conpl ete heal i ng.

CHARVAN MAJ RE: Do you mean because th e
anal ysis i s conpl ex?

DOCTOR THOMAS: Because the analysis i s
conplex and | don't know what a 45 percent neans.
don't know That's an assunption that's linear. |If
we're going to nake a 45 percent and we're goingtod o
it by an exponential analysis, then | think that nean s
sonething different. But we're naking sone linea r
assunptions that, if it's 45 percent at ten weeks
then it will be 100 percent at 20 weeks, but we just
didn't followthe patients out to 20 weeks. That sor t
of assunption is built into that, and | think tha t
that introduces sone bias.

CHAl RVAN MGQU RE:  But what if it was 50

percent at five weeks and it was the sanme 50 percent
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at ten weeks and the sane 50 percent at 15 weeks, is
that of clinical nerit?

DOCTCR THOMAS:  Yes, that's non heal i ng.

CHAl RVAN QU RE:  Ckay.

DOCTCR THOVAS: That neans tha t it didn't
wor K.

CHAl RVAN McQJ RE: But it started wit h
zero, it stated with 100 percent wound, and you went
to 50 percent of that area. Is there any benefi t
t here?

DOCTCR THOMAS:  Veéll, | think if you coul d
show that you had an experinental agent tha t
consistently produced 50 percent wound closure an d
st opped, then that woul d perhaps be of sone clinical
benefit. But if | were given the choi ce between that
agent and an agent that went to 100 percent, | would
choose the 100 percent.

CHAl RVAN MGQJ RE: | guessed that.

Dr. Mustoe?

DOCTCR MUSTCE:  Yes, | do think that Dr.
Thomas' point is excellent, but | think that th e

pressure source or perhaps in ny experience the nost

non linear in their closure, but the nost |inear :
al though they're not linear as well, but the nmos t
linear are venus ulcers. | guess | still think that
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where | think that you' re wound closure rate can b e
particularly wuseful is perhaps in a phase one or phas e
two study, but that the pivotal study still seens to
me shoul d be a conpl ete wound cl osure. But | do thin k
that there is value in a closure rate that can be
that at |east hopefully can be sonewhat predictive.

And the reason | say that is | think it's
very difficult in chronic woun ds to get a significant
power for conplete closure unless you start off with
a 400 or 500 patient study. A nd | don't think that's
reasonabl e for a phase two stu dy. And so | think you
have to have an internediate tine point to hav e
somet hi ng neani ngf ul .

MR CLINTON M LLER Aient Mller. I
tend to disagree with Dr. Thonas. | feel like that a t
a m ninum the FDA should accept and promulgate th e
idea that this is a multi-dinmensional problem Th e
design space is multi-dinensional, the treatnent spac e
is multi-dinensional, and the outcone space is als o]
mul ti - di mensi onal . Those di nensions should includ e
percentages that closed, it should include nmeasures o f
reoccurrence, it should include the size of th e
reoccurrences, it should include partial closure. An d
| beli eve that you' re going to need partial closur e

endpoints if youre going to have nodels an d
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statistical designs that are m aking observations over
tine.

You need to see the progress and th e
rates. | think that tine is wth us. Were we ar e
seeing the effects of HCFA and other groups that are
saying you can treat under the egregious of ou r
support a particul ar wound for a particular length of
time, yet it's 75 percent heal ed and suddenly you can
no | onger support the treatnent program So they bac k
off and they start all over again.

| think that we need to keep track of tha t
partial closure, and | think the problem in non linear
closure is sinply the fact that we as observers an d
designers and anal ysts have sinply picked the won g
dinmensions. That is, we shoul d have picked sonethi ng
that was a log of whatever it was that we were lookin g
at. And when you change those dinensions, the issues
of non linearity and the closure disappear. So I’ m
thinking that because we picked a particular referenc e
space, Wwe can change that space and a lot of thos e
pr obl ens woul d vani sh.

CHAl RVAN QU RE:  Ckay.

Dr. Gooper has a comment and then we'll g

(@)

to the fl oor m crophone.

Dr. Cooper?
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DOCTOR COCPER | just woul d support 100
percent closure and not partial closure because I
think in the hands of good clinical Ssites that you ca n
get up to 50 percent closure sonetinmes with jus t
havi ng been a participant in this study and havin g
good standardi zed care that is consistently given, an d
| would not -- | nmean | certai nly agree that you need
serial, you need sone acknowl edge of the seria |
changes in the wound, but | think that what we woul d
all like to see is that wounds becane heal ed.

CHAl RVAN QU RE:  Ckay.

Fl oor m crophone?

MR ALVAREZ: Gscar Al varez, Ne w

Brunswi ck. [|'ve been doing wo und healing
research both clinically and at the pre-clinical leve |
and | can tell you that there is an awful lot o f
advantage to having a product that increases th e
devel opnent of granulation tis sue, although you never
reach closure sinply because of the fact, especially
with drawn out clinical trials that can take nonth s
and nonths, if not years, for these wounds t o
conpletely heal. |If you can granulate these wound s
with an agent, you can then graft them or perhap s
reduce infection or reduce the risk thereof. | d o

think there is a tremendous val ue for a product that
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enhances wound healing w thout conpl ete healing.

CHAl RVAN MG RE Ckay, thank you fo r
your comment .

Yes, Dr. Drake?

DOCTCR DRAKE | just want to support wha t
the speaker just said. | think 100 percent standard
on anything is unreasonable. | don't care whethe r
we're dealing with psoriasis or onychonycosis or woun d
heal i ng. | think there's things that increnentall y
get you where you want to go and that may be o f
decided value to the patient. And for us to rul e
somet hing out that perhaps set the wound up so tha t
you can close it or so you can do something to heal i t
and so no just because it nakes it better, we're not
going to allowit to be in the mx is unreasonabl e.

| nean if there is something that cut s
down on the bacterial content, if there is sonething
that debrides, an agent that d ebrides a wound, it nay
not cause 100 percent closure, but in fact it ma vy
allow then the doctor taking care the wound to i n
effect us a second nodality th en to close it and have
a better s uccess rate. So | hate to see us lin Kk
oursel ves to 100 percent anything because | don' t
think that's a reasonabl e standard.

CHAlRVAN MGQJU REE kay, that's clearl vy
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stated. And nmany of us have spent a lot of tom e
preparing wound beds for graft s and for bioengi neered
products and | think there is validity in what yo u
say. (nh the other hand, if yo u had your choice, your
first choice, you' d just have the wound heal 10 O
percent. That's not realistic probably.

Q her comment s?

Yes, Phil?

DOCTCR LAMIN  Yes, Phil Lavin. Two othe r
endpoi nt s. Qobviously the conplinment of conplet e
cl osure tine to conplete closure and also sonethin g
that mght have hel ped the peo ple yesterday which was
this probability of being closed because any ki nd of
product for exanple that increases the tine to healing
and shortens that as well as m aintaining a conparable
or superior, you know, healing rate, that woul d show
very nicely in a graph of the probability of bein g
heal ed as a function of tine. So those are two ot her
measures that 1'd suggest in addition to proportio n
wi th conpl ete healing.

CHAl RVAN MGU RE:  Dr. Margolis?

DOCTCR MARGLIS: Wiat | was g oing to say
is there is probably at |east a half dozen papers now
| ooking at wound closure rates and show ng fairl y

simlar rates anong different types of chroni c wounds
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for wounds that ultinmately go into heal. So there is
literature to support the notion of a wound healin ¢
rate. 1'd also though argue on the other side as wel |
though that if what you ultimately want from you r
agent is that the wound is cl osed, then that's what i t

should do. Wether it does it in a treatnent pla

=}

because you get good granul ation, now you can ski n
graft it closed, or if it does it because it does it

all by itself, doesn't make a whole |ot of difference
to ne.

But | guess, if | was evaluati ng an agent
that | felt was going to allow things to take a skin
graft sooner, just allowed for better granulatio n
tissue that was bacteria free, then the way that I
woul d want to see it approved would be in the context
of a treatnent plan of skin grafting or sonethin g
el se.

CHAIRVAN MGQJRE | think that you an d

Dr. Drake were saying, that you should identify th

(¢

aims of the project at the beginning, and there ar e
clearly different goals.

Q her comment ?

Yes, Dr. Thonas?

DOCTCR  THOVAS: Just one additiona |

comment to follow up on that. And | guess the reason

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

174
that | have strong feelings ab out 100 percent is that
a lot of times when we are |ooking at studies, th e
study duration is short, and when we're dealing with
chroni ¢ wounds we're basically are looking at th e
probability of a stage four healing inside of a year
at 17 percent, you know, in general. So what you hav e
to do then is nake sone substituted judgenent and say |,
okay, we can't take the trial that long and so we, yo u
know, cut it off at some point and then we analyze th e

rate in order to nmake that a secondary endpoint o

=

make it the primary endpoint and fully secondary.

| would just believe that, if we' re going
to look at chronic wounds, we need to do durations of
studies long enough to be able to give us sonme goo d
clear indications of what's going on.

CHAl RVAN McQUJ RE A response, David ?
Let's have Margolis and then --

DOCTCR MARGLI S: | agree whol eheartedly
with what Dr. Thonmas just said. It's a criticall y
inmport ant point which | don't think was correctl y
consi dered earlier when people were tal king about --
historical controls. As has been nentioned at | east
a half a dozen tines now, if not nore, wounds hea |
over time, so if you' re looking at 20 weeks you ma vy

find that only 40 percent of your wounds heal. If yo u
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conpare that to articles inthe literature that say 80
percent of venous |leg ulcers heal, but they're using
12 nonths, or 90 percent of di abetic |leg ulcers, foot
ulcers heal and they' re using 14 nonths, those ar e
very different conparisons and people need to be very
careful wth the duration of the study and wha t
they're | ooking at.

And a lot of that is also confounded b vy
the initial size of the wound and duration of th e
wounds, and sone other risk factors, and for various
people fairly well established as being inportant.

CHAl RVAN MGUJU RE:  Dr. Rosenberg?

DOCTOR RCSENBERG Yes. Sam Schuste r
wote a piece once in The Lancet in which he said tha t
the reason that dermatol ogy was the nost backward of
the speci alties was because it was the only branch of
medi ci ne in which the correct diagnosis was what ever
the ol dest dermatologist in the roomsaid it was. |
w |l take advantage of that po sition here to say that
for any of you who, you know, wonder why this i S
draggi ng on so long, that those of us who have been i n
this for a time, the bones and junk and debris o f
former treatnents for things that were supposed t o]
hel p ul cers are beyond belief and very serious. And

very bright people over time have suggested thi S
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treatnent or that treatnment or the other treatnent for
skin ulcers, and they just are here today and none of
themreally, or very few of them--

CHAl RVAN McGUJ RE | thought you wer e
going --

DOCTCR RCBENBERG -- so that any anount
of tine spent in doing what we 're doing today is very
well worthwhile in terns of helping the Agency t o]
really come to grips with this. It's sonething that
really needs to be done.

CGHAFRVAN MGAJ RE | thought f or a mnute
you were going to say gold | eaf or granul ated sugar.

DOCTCR ROSENBERG | remenber the gol d
| eaf, |'ve done gold |eaf.

CHAl RVAN QU RE:  Ckay.

Dr. Mller on ny left?

MR CLINTON M LLER | just wanted to mak e
an additional plea to the fact that this points ou t
the inportance of the assessne nt of treatnent effects
as a multi-dinensional problembecause it's not just
the total effect that closed, but it's also the rate
at which we arrived at that closure. And what | woul d
say is what we need is to recognize, we don't just as k
the question "lIs it effective?, " but we also ask "Is

it efficient?,” has there been an efficien t
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utilization of resources to arrive at that endpoint.
So efficacy and effectiveness and efficiency al I
portray different dimensions t o0 those outcone issues.

CHAl RVAN MQAJ RE Karen, do you hav e
enough on this point?

DOCTCR VEISS: | would say yes. | think
that we've got sone good advice from you and |’ m
happy- -

CHAl RVAN QU RE:  Ckay.

DOCTAR VEISS: -- I'll ask dow n the table
her e whether or not ny colleagues at Cedar or Ceda r
R dge have questions?

DOCTCR WLKIN | thought it was hel pful
to hear that the commttee seens to be allowing fo r
two kinds of products, on whic h would be by itself it
woul d have major activity, and another type of produc t
whi ch woul d be techni que dependent. It woul d depend
on other paraneters of wound heal i ng, perhaps get an
ulcer to a specific stage and then grafting woul d
occur. And | think that's very hel pful because inth e
very end it's not the Agency nor the coonmttee tha t
owns the drug product, it's the sponsor and th e
sponsor needs to have that flexibility to determn e
what it is they want to acconplish wth their product |,

and | think these guidance are very hel pful for them
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to think which way they want to devel op --
CHAl RVAN MGQJU RE:  Wat | heard was that

both goals are neritorious and they sinply have to be

identified.

Let's goon to ulcer recurrence. Therei s
alot of information in this f irst sentence. 1'mnot
sure | wunderstand it all. "The quality of ulce r

closure may vary depending, in part, on the effects o f
wound healing products used. |If an ulcer heals, it i s
difficult to assess the quality of healing and th e
clinical benefit." That's a statenent. Question
"How long should subjects be followed to asses s
durability and cosnoses of ul cer healing?"

kay, actually I'mhaving alittle troubl e
wth the first and the second sentence. | don't have
any problemw th the questi on. But we can spend sone
time discussing either the statements or the question

DOCTCR MARZELLA: Just as aclarification
| think what was being asked i s making a distinction,
for exanple, between a product that may just provide
cover to a product that mght, in addition t o
provi di ng cover, provide other functional aspects of
what the skin normally does. So --

CHAI RVAN MGAU RE You mean a

bi oengi neer ed?
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DOCTOR NARZELLA -- for exanple, yo wu
know, just a product that woul d provide just epitheli a
cover for instance without, you know, the provisio n
for sufficient derms --

CHAl RVAN  McGJ RE: Wthout a derma |
equi val ent ?

DOCTCR MARZELLA: -- so this i s asking --

CHAl RVAN McGUJ RE: So you're referrin g
here primarily to grafts and bi oengi neered --

DOCTOR MARZELLA:  Yes.

CHAl RVAN QU RE:  -- okay.

Let' s have sone discussion. Yes, Dr
Cooper ?

DOCTOR COOPER | will say that sone o f
our follow up ranges between three nonths and on e
year. And increasingly what we find is, of course :
the loner they have to be follow up the nore we | ose
patients to fol | ow up.

And also in nmany situations, p articularly
with the older patient or with the person who is nore
dependent on social services, being able to get t o]
sites to be followed up is very difficult. S o
although I do think that there should be sone foll ow
up in order to assess whether the wound has reall y

stayed closed and perhaps the quality of healing ,
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etcetera, | think that that has to be increasingl y
realistic as opposed to in the past when it could hav e
been | onger.

CGHALRVAN MAJIRE: Dr. Cooper, what isthe
mninmumtinme you woul d accept to indicate durability
of cl osure?

DOCTCR COCPER Vell, it would reall vy
depend upon the wound. For a venous ulcer | think it
woul d be longer, and for a pre ssure ulcer it would be
longer. Wsually if you' ve undertaken a  diabetic study
and you either taught them offloading or you' ve ha d
ort hotics nmade for them what we find in our clini c
because of the VA there is very good orthotics an d
support for that. That they ¢ one to us and they stay
closed, but they mght have their shoes adjusted o r
sonething |ike that.

Wher eas the venous ul cer due to shearing
and not really good | aying down of any kind of a new
basenent nenbrane, they can have difficulty wth that
So | guess | would say the venous ul cer three nonths
and the pressure ul cer probably six nonths.

CHAlRVAN MQJ RE  kay. Vel |, that give s
us sonething to work on.

Dd you want to comrent, Dr. Margolis?

Dr. Harkl ess, okay, whoever.
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DOCTOR  HARKLESS: In the neuropathi c
ulceration | look at one nonth. | call it th e
critical point, and generally wthin one nonth if you
do not offload it effectively, it wll recur. So I
think that's very, very critical, if indeed it’ S
epithelialized. And what happens in terns of th e
various interventions anong specialists woul d depend
on how often the patient is seen.

Medi care pays for routine foot care fo r
two nonths, and so | think that particular patien t

woul d probably need to be seen every two nonths until

they die.
CHAl RVAN MGU RE:  Dr. Margolis?
DOCTCR MARGEOLIS:  Wth venous | eg ulcers
| guess | assune that what Dr. Gooper has nentioned i s

that patients are then wearing sone sort o f
conpressive garnent pernanentl y to keep the wound for
recurr ing. If they don't do that, they can recur
they can rip their wound open as soon as their edema
returns to their leg within hours or wthin days.
Certainly ny feeling that, if the woundi s
healed for two to four weeks, then it's healed an d
anything after that is great. And the recurrenc e
rates again for venous leg ulc ers have been expl ai ned

in a few studies. The best of which is a random zed
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control trial looking at two different conpressio n
garnents in patients who have healed, and it was out
of Engl and. And the recurrence rate is, | think
sonmewhere between 30 and 50 percent per year dependin g
on conpliance with the conpression garnent.

That's not to say that the initial therap y
didn't work, it's to say that it's recurrence fro m
reci di vism

CHAl RVAN MGQUJU RE:  Dr. Rosenberg?

DOCTOR  ROSENBERG | spoke on thi s
yesterday and this is not based on scholarly review,
but just our own experience. VW used to treat venous
stases leg ulcers by having people admtted to th e
hospital and putting themin b ed rest and doi ng pinch
grafts, and they would heal and then they'd go out an d
get them again. And now we treat them with th e
conpressi on bandage, the onaboat and beyond and n o
tension to their skin, and the patients heal and they
see that that's what heals it and nost of themknowt o
keep on doing it by swtching into proper support hos e
or back into the onaboat or getting sonmeone to be abl e
todo it for them

So there's a mgjor difference in tha t
instance in the recurrence rate. Not only do the vy

heal nore easily, but they don 't recur, they don't --
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we don't have the recidivismthat we used to have whe n
we treated the ulcers. V¢ treat the leg and don't se e
reci di vism

CHAl RVAN QU RE:  Ckay.

Yes, you had a comment or a question?

DOCTCR WTTEN  Actual ly just a question
for the panel which is, | appreciate these coment S
about related to ulcer recurrence and how long th e
pati ent should be assessed. And the panel nenber s
have been using the term or comenting on how lon g
they feel the patient should be followed after the vy
heal, and |I' mwondering how the use of that termwas
related to the definition of ulcer closure that yo u
di scussed in definition one. In other words, are you
describing howlong you think that the patients shoul d
be observed for recurrence, that they net the ulce r
closure definition that we've described under part on e
of thi s question, or using the term"heal" in som e
other way to answer this question?

CHAIRVAN MGU RE Well, | think you'r e
hearing different degrees of d wurability for different
clinical states. And | think Dr. Margolis suggested
that a rather short period of time that the venou s
stasis wulcer is healed, then it's healed and if i t

breaks down later, it's because there was anothe r
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event. |s that what |'m hearing?

DOCTCR MARGLI S: -- etiology -- | mean
all these agents --

CHAl RVAN MGQU RE: Mc.

DOCTCR MARALIS: [I'msorry. Al thes e
agents that we're considering are treating the wound,
they're not treating the etiology, and they're no t
treating the insensitivity and the diabetic insensate
wound, they're not treating the anbulatory venou s
hypertension and the venous wound, they're no t
treating the immbility from the pressure ulcer
they're all treating the wound . So the patient has a
good chance of recurring because the etiol ogy of the
wound itself nay or may not be successfully treated i n
the future. So you're asking the wound product to do
sonething that it was never neant to do.

DOCTCR WTTEN  Actually I"'mreally just
asking how your answer relates to the definition o f
ulcer closure that you all dis cussed under topic one,
part one of this topic?

DOCTOR MARALIS: So | guess by that you
would say that a wound is not closed unless it' S
closed for four weeks, is that what you're, since I
said two to four weeks.

DOCTCR WTTEN  |' m sayi hg when you tal k
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about that you should followit, you suggest follown g
it two to four weeks after it' s healed, I"'masking if
when you use the term "healed,” you nean the sam e
thing as our definition of ulcer closure discusse d
under topic one?
DOCTCOR NARGOLI S In a way, but no t
compl etely. | guess you' re asking for sone sort o f
durability and I'msaying it's closed for a few weeks ,

| feel confortable that it's really closed. M ow

=}

definition for wound closure is alittle bit different
than yours and it's nore in line with wound healin g
society publication from a few years ago, which I
think acceptably heal ed wound was a return to anatom c
structure and function, which sort of is enconpassed
in what you're saying.

And | feel, | guess what |I'msaying with
the two to four weeks is that's when | fee |
confor table letting the patient go out on their ow n

sayi ng you' re heal ed and, you know, we'll see you | es

(7))

frequently and let's be conpliant wth you r

conpr essi on st ocki ng.

| would still say they' re heal ed when
think they're healed. | wouldn't del ay it by a coupl e
of weeks, if that's what your question is.

CHARVAN MGQJRE | don't particularl vy
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want to get into a semantic di scussion between cured
and closed. | feel you're inplying sonething having
to do with renodeling and greater durability tha n
sinple closure. And what |I'm hearing is that fou r
weeks, is that four weeks after a wound is closed |,
then that's history until the sane pathologica |
process causes the appearances of ei t her a
reappearance of that wound or another wound el sewhere ?
Is that a fair representation of what you' re saying,

Dr. Margolis?

DOCTCR MARELI S: Yes.

CHAl RVAN QU RE:  Ckay.

Dr. Rosenberg?

DOCTCR  ROSENBERG You know, | thin k
that's why the HOFA has such a harder job than the FD A
interns of what they have to deal with. | nean Fred
told us yesterday that having healed one of thes e
neutrophic ulcers he's got a good shot at keeping it
heal ed because he knows what caused it and he's worke d
with his patients and they stay well. And |'ve told
you that our leg ulcers don't do as badly as they use d
to because the patients have been taught about wal kin g
and el evati on and support.

And having found a pressure ulcer on a

patient and healing it, how much | uck do you have at
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bei ng able to change the situation so they don't get
anot her one, what kind of a shot do you have at havin g

patients not get another one?

DOCTCR RCSENBERG Wl |, discouragingl vy
it's not very good. | think again, as it's pointed ou t
this norning and there is a difference between a

parapl egic and a quadriplegic and the el derly patient :
but we certainly do everything to try and teach th e
famly, try and get the suppor ted things that we can.
But | nean there have been studies that have show n
w thin a nunber of years that the ul cer has recurred.

| mean, you know, we don't know each othe r
very well, but having heard you tal k about your clini c
and everything else, I'mquite sure that there is an
educational piece, and everything else that peopl e
take hone wth them And, you know, that's just such
a big piece of this which really doesn't intersect th e
FDA, but it means everything in terns of how th e
pati ents do.

CHAlRVAN MGU RE  Yes, Dr. Thonas, an d
t hen whose up? Ckay, Dr. Thomas and then I'lI|l go ove r
to you, Dr. Harkless.

DOCTCR THOMAS: I'Il give you just som e
data from our experience with pressure ulcers. I S

when you | ook at a multi-varied analysis in terns of
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risk factors for pressure ulcers, the one that | think
cane in second out of fiveis a history of a previous
ulcer. Their recurrence rate in elderly people i S
very high, and part of the problem in terns o f
education is that the patients are not able to d o
anything to prevent the ul cer thenselves, so they're
relying on other people to do that, which doesn' t
al ways wor K.

But interns of recurrence rates, at leas t
in pressure ulcers, I"'msort of with David, | mea n
when it's healed it's healed. Then |I'mgoing to try
to do everything | can to keep it from com ng back
The problemI'll get intois that that tissue is not
nornal, it does not have an an atomc restoration, and
it's always going to be susceptible to nor e br eakdown .
And the problem that we actually run into is i n
getting patients of fl oaded fromthat pressure ulcer,
Wwe just create one on the other side.

DOCTCR RCBENBERG  Are there products tha t
you can buy that FDA has ruled on as a device tha t
prevent recurrences?

CHAIl RVAN MGJ RE: No.

DOCTCR RCBENBERG  Is there th at industry
-- are there products that you woul d prescribe the da y

that the patient is pronounced heal ed, that | want you
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now to use this indefinitely and put it on ever
night, or wap this around every afternoon, o
anything like that, are here such devices on th
mar ket ?

DOCTCR THOMAS: There are devices on the
market and | would try and do that, but that's anothe
very conplicated subject. It creates a trenendou
burden for the patients in that it's not paid for
Prevention or stage one or stage two are not, n
devices are paid for for that, and so normally whe

you get a bad ulcer is the only time you can use that

Wen it's healed, then they're at risk, but you get a

great deal of difficulty prescribing some devic

y

=}

e

that's going to prevent themfromagetting anot her one .

CHAIRVAN M@J RE: Dr. Harkl ess?

DOCTCR  HARKLESS: Yes, | think th
paraneter of occupation wll play a role in th
durability because patients that stand while janitors
civil engineer helpers that stand all day w il have -
| would think. Dr. Margolis and | mentioned that, an
| think he agrees with nme from a venous ulce

perspective too. Because to ne the nost difficul

r

t

thing | see as a podiatrist is trying to control edem a

froma surgical perspective or whatever it may be is

i nportant.
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Ohe point about the device, neuropathi c
ul cer, Bolton did a study over in Manchester | ooking
at socks, and he showed that socks decrease pressure
27 percent. If you're famliar with the thoreal :
that's where he decided he wanted his conpany in the
heal th busi ness, not the sock busi ness. There's a ne w
conpany called Therasock that's a spi noff of that that
al so has socks. And then you have Siliphose has sock s
with sone silicone in themthat's supposed to offload .
| have not seen any published data in that regar d
however .

CHAl RVAN QU RE:  Ckay.

Kar en?

DOCTCR VEI SS: I guess the question o f
this discussion, we heard in question one that there

should be, to determne that something is healed o

=

closed, there should be a mni nmumperiod of time that
you assess that wound, but then the question wt h
three with recurrence and the difficulties and th e
fact that it involves sonme multi-factorial, shoul d
trials even be designed to capture recurrence rates?

| mean it was done and we felt it wa s
useful in the part that we discussed yesterda vy
primar ily because we want to make sure that th e

recurrence rates weren't worsened or increased, but i S
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that sonething that should be built into trials given
the fact that it's not really going to be so nuch an
assessnment of the actual part we're discussing, bu t
all sorts of other patient nanagenent conplianc e
I ssues. Is it something that we should even as k
peopl e to capture?

CHAl RVAN MGU RE: Wl |, the data can be
captured. | think you have to be very careful howyo u
use the data because if an ind ividual has inconpetent
venous valves and is 55 years old and is working a t
two jobs, as | think all of ny patients are, then onc e
you heal that ulcer thereis g oing to be inevitably I
think a recurrence because her valves are not goingt o
get better and, you know, she wll be as conpliant as
she will be, but she's also taking care of her nother |,
and it's very conpl ex.

| think faulting a product because there
is arecurrence is a very chan cey thing to do and you
have to look at it very carefully. Because we haven' t
changed t he basi c pat hol ogy.

Dr. Eagl stein?

DOCTCR EAGSTH N It seens to ne that th e
committee shouldn't advice the Agency to look lon g
terminto this healing. That's what's bei ng asked no w

| think rather regularly. And what you're reall y
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saying is when you do a study of an agent that th e
sponsor says w |l heal wounds, then at the end of the
study you have to show how cap able you are of keeping
peopl e in conpliance for whatever period of time the
Agency says they want you to. | nean it's a totally
different game, you' ve changed the gane entirely.

CHAIRVAN M@J RE:  That's correct.

DOCTCR EAQSTEEN  And | don't see why we
should buy into that notion. | think it has som e
value in the one sense, as you say you would |ike the
healing to be at least as good , and it woul d be great
if it was better, but the whole gane is different, th e
agent is to heal the wound. And then you say wel I
al so you have to prove that yo u can ensure conpliance
for three nonths so it will stay healed, well that's
a different gane, that's a different set of challenge s
for the sponsor.

So | think that | would recoomend th e
coomttee not advise these long followup periods ver y
much at all because you' re just advising a different

set of chall enges.

CHAIRVAN MGJU RE Well, | can see som e
nmerit in capturing the data. | think you have to be
very careful how you use the data because it i S

concei vable, it is conceivable that there will be a
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product that is worse than all the others in terns of
durability. And if that were the case, you' d have to
look intoit as an issue of nore than conpliance. Bu t
| agree conpliance and lifestyle are the big issues.

Who is up? Dr. Lavin?

DOCTCR LAVIN  Yes, | think, y ou know, in
picking up on that point and |ooking at duration o f
healing, | think that it's a good endpoint to | ook at
But keep in mnd that if you only have a 40 percen t
healing rate, you're never going to have th e
statistical power to be able to discrimnate between
the difference in rel apse rates between the two arns
or three arns that are under s tudy. So it's the kind
of thing that's probably best in the phase fou r
setting than it would be in the a phase three setting

CHAl RVAN MQGJ RE:  Yes, Ton?

DOCTOR THOVAS.  Yes, | would just sinply
say, and | think that perhaps has been directed, that
| think tissue engi neered products, just to underscor e
what Dr. Eaglstein said, | think that before you can
consider wound closed, | think a nonth is a mninu m
amount of tine that you have to follow that t o
actually say that stable closure has been achi eved.

CHAl RVAN QU RE:  Ckay.

DOCTOR THOVAS: And | al so think that a
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three nonth follow up for all studies is a
conservative period of tinme. |If the recurrence rate
is dramatically higher, | thin k that is an issue that
would be relevant to the FDA so | think a three nont h

follow wup for chronic wounds is a reasonabl e

conpr om se.

CHAl RVAN QU RE:  Ckay.

Dr. Marzella, | think you ve heard i t
several tines. | think you ve heard the sane thin g

several tines.
I'mready to go on. Do you have sonethin g
el se to say about durability, Dr. Drake?

DOCTCR DRAKE: Yes, | just, maybe thre

(¢

nmonths is reasonable, but | think you' re mxing apple s

>

and oranges because that's not the chall enge put fort
by a wound healing agent. Does it heal the wound, an d

the answer is yes or no. O does it help heal th e

wound? Does it increase the rate of wound healing ?
| think those are the issues.
| guar antee you that | don't have th e

vol une of patients that these guys do  w th wounds, bu t
'l promse you | have had nany patients who hav e
managed to get a wound closed and then three nonth s
later it's broken down because they went back to work

and they started taking care of their children, an d
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it's not the least bit fault of the thing you wer e
using to help heal the wound, and | think you'r e
m xi ng appl es ad oranges. So | would argue strongly
agai nst the followup, long fo |low up, because that's
not what you're neasuring.

GHARVAN MQJU RE  You've heard the follo w
up both says. Let's goto itemfour. Itemfour, "Fo r
products defined by the sponso r as wound care agents,
what are clinically neaningful efficacy endpoints ?
What shoul d be considered adequate denonstration o f
safety?" So we're talking abo ut efficacy and safety.
"Please consider the followng types of products
Wund debridi ng agents."

W've really not talked very nuch abou t
t he wound debriding agents over the last day or so
"Sone would argue that if an agent debrides a woun d
effectively, a neaningful clinical outcone is reached
QG hers argue that the ability of agents to remov e
portions of necrotic tissue is not by itself a n
adequate neasure of clinical benefit and an agent wt h
such an effect could nonetheless potentially inpai r
heal i ng.

Because of these wuncertainties, les s
anbi guous neasures of benefit shoul d be denonstrat ed.

If the sponsor of a debriding agent is not seeking an
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indication as a wound healing agent, other tha n
i nproved wound cl osure, what beneficial effects shoul d
be denonstrated to clearly establish benefit?"

Ckay, that's a very conplicate d statenent
and question, and |I'm happy to hear fromany on th e
panel .

Yes, Dr. Lipsky?

DOCTCR LIPSKY: | think the fa ct that you
haven't heard anythi ng about wound debridi ng agent S
speaks vol unes.

CHAl RVAN MGU RE: | know why.

DOCTCR LI PSKY: Go ahead.

CHAl RVAN MGAJ RE:  No, go ahead.

DOCTOR LIPSKY: | think the fact of th e
matter is that there is not nuch data that they'r e
effective, and the only data | woul d be convinced by
is a conparison of a wound debriding agent wit h
nmechani cal debridement which w e know to be effective.

And | think that there is danger in such
an agent that it woul d be easier touse it rather tha n
do the nechanical debridenent, so I'd be ver 'y
concerned unless there was studies that I'm unaware o f
that these nechanical debridin g agents are equi val ent
to appropriate sharp debri denent.

CHAl RVAN MGQU RE:  kay. Now, there are
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two issues here. e is whether the types o f
chemcal, types of chemcals and enzynmatic debridenen t
work and are effective. That' s one issue. The other
IS whether we are using them at the present time. An d
then the other is how you would neasure them ho w
woul d you neasure their efficacy and safety if yo u
wanted to, how woul d we advi se the Agency.

Dr. Harkl ess?

DOCTCR HARKLESS: dinically | used tonot
use debriding agents at all. However, ny limte d
applications are in wounds that are left open afte r
we've taken them to surgery. In that nargina |
di abetic foot where there are sone patchy granul ati on
tissue interspersed between sone fibrous connectiv e
tissue. And | agree that you need to steal the bl ade
to do that, but | have seen inprovenent in certai n
wounds where we will put alittle Accuzyne or whateve r
in there, whatever you choose to place in there, and
that's due to the fact that we have a wound cente r
where we have a hyperbaric cha nber and we have two or
thr ee nurses over the past two years that have bee n
insistent on utilizing that in certain cases.

CGHAARVAN MQURE Now, wait. | think th e
question is, if the Agency wanted to |ook at debridin g

agents, how would we advise them to |look at them
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It's not whether I"'musing the mor you re using them
the question is how would we advise the Agency t o]
eval uate themfor safety --

DOCTCR HARKLESS:  Vell, | wll agree with
Dr. Lipsky. | wll agree with himthat you can't :
there's no data.

CHAl RVAN MGJ RE:  Yes.

Dr. Cooper?

DOCTCR COCPER | don't use them but if
| was to advise the Agency, some of the criteria woul d
be the time, the duration of t ine before the necrotic
tissue or whatever was in the wound was renoved, I
think, and the ease of application. And | think the
anmount of other things that ha d to be used to utilize
t he product.

The reason | say that is if you were goin g
to do studies in nursing homes of pressure ulce r
patients where in some nursing homes even in studies,
the ability to debride patients in the nursing honme i s
not as convenient as it is in hospitals. So if yo wu
were not allowed to hospitalize a patient and you wer e
goi ng to use a debridi ng agent as part of it, | think
t hose woul d be sone factors that | woul d consider.

CHAl RVAN MGJ RE:  Dr. Mistoe?

DOCTOR MUSTCE: Yes, | think that th e

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

199

problem this is a very very difficult problemo r
question and probably one of the nost difficult ones
here. These products are used and people hav e
clinical inpressions, but | do think the Agency i n
consi dering new products has a responsibility to nmake
sure the product is not worse, does not in sone wa Yy
make the wound worse. And | guess here is wher e
per haps an internedi ate wound cl osure tine poi nt woul d
be useful.

| think if you're going to use a debridin g
agent for a nonth, then you need to have a control ar m
and show that your wounds are healing at the sanme rat e
as, let's say, nechanical and surgical debridenent
And | think that that is perhaps a doable study i n
terns of expense. It doesn't -- | think to hold it t o
the standard of conplete wound closure is no t
acceptable, or | neanit's jus t not practical. But I
think if you don't have sone objective wound cl osure
rate as part of your neasure, then you unfortunately
are going to get sone products on the market that are
maki ng wounds wor se.

CHAl RVAN MGQU RE:  Dr. Lipsky?

DOCTCOR LI PSKY: I'm having a hard tim e
visualizing the study. W spoke earlier about th e

fact that we think that debridenent for most wounds i S
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aonetimeevent, if youdo it right, and only in som e
i nstances mght you need to pare back call ous.

If we were to have a nechanica | debriding
agent, we'd have to be looking at | guess two issues,
one is, can it be used wthout any nechanica |
debridement if we had an enzyne debriding agent ?
Could we put it on the wound and not have to use any
mechani cal debridenent? That would be the firs t
issue. And if we say well, no, it doesn't even get t o
where it need sto go if there's all this eschar an d
cal lous and so on, then the question would be afte r
you' ve done scal pel debridenment, does it have an vy
benefit thereafter? And if what we've saidis that i f
you do proper scal pel debridem ent, you don't need any
further debridenment, why woul d you need that agent?

CHAl RVAN M@J RE: Ken Hashi not 0?

DOCTCR  HASH MOTQ In dernatolog vy
practice, and of course in the primary care situation ,
we just don't do debridenent, and we just don't d o
scal pel operation |ike things. So the product - -
fiber -- type of agent definit ely has place in actual
practice and particularly in office practice
Ef fective agent available, it's very beneficial.

GHARVAN MAQURE | would lik e for us to

concentrate on design to design efficacy and sid e
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effects dangers rather than our current clinica |
practice because | suspect there is different clinica |
practice all around the table.

Wio was next? Dr. Mistoe?

DOCTCR MUSTCE: "Il just say one nor e
t hi ng. | think a sinple design for instance for a
debriding agent would be to conpare surgica |
debri denent versus in a defined non surgica |
debridement wth your debriding agent and conpar e
wound closure rates over, let' s say, a defined period
of tinme like six weeks, and if the debriding agent wa s
as good as surgical debridenment | think it’ S
wor t hwhi | e. | don't think you have to say it' s
better, but on the other hand if it's nuch worse and
t he wounds are doi ng nuch nore poorly, then it doesn' t
have a pl ace.

CHAl RVAN MGQJ RE:  You' re going to speak
to debriding agents?

M5. BRYANT: Ruth Bryant. The comrent |
woul d nake about debridenents, there's many ways t o]
achi eve debridenent clinically, and | think a |lot of
factors contribute to which method you choose to use
that have to be considered. And I think, if you'r e
going to look at debriding, then debriding is th e

i ssue. If you' re looking at debriding agents, yo u
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have to | ook at the outcome of why you're debriding,
which is cleansing the wound. And | think how lon g
does it take you to get rid of the necrotic tissue is
what you have to neasure.

The idea of healing is not going to even
begin while you' re renoving the necrotic tissue, soto
| ook at closure or healing status to nme seens lik e
you' re again mxing appl es and oranges.

So I guess | would | ook at sonme outcom e
nmeasures |ike how long does it take to get the wound
cleaned up. You can't really conpare it to surgica
debri denent because obviously that's automatic, you'r e
goi ng to have to |look at autolysis methods or shar p
debri denent nmethods. And | wo uld think sone outcones
are increased in the site and drai nage and | ength of
time that you' d | ook at, and maybe infection rates.

CHAl RVAN MGJ RE:  Yes, Dr. Thonmas?

DOCTCR THOMAS:  Just to echo w hat's being
said in terns of debridenent, there is a place for :
you know, these debriding agents or topical agent S
that do debridenment. And when we were tal king about
debr iding wounds before we put on another agent, I
think that's a different issue . This would be wounds
that hadn't been debrided, you could design that.

The problemthat you're going to get into,
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as she points out is, you' re going to have nultipl e
arns because if you ve got a trenendous anmount o f
necrotic material, you're going to want to us e
surgical debridenent. If you have a small anount :
then you nay want to use one o f these or you may want
to use sone autol ytic nethod.

The real issue to ne seens to be theissu e
that Tom brought up and that is, does this slowth e
wound down, is it harnful to u se that, and that neans
you have to follow the wound with whatever it' S
treated with after debridenment in order to get som e
idea of tine to partial closure or tine to conpl et e
heal i ng.

CHAl RVAN MGQU RE: | would see this as a
two phase observation. (e is when the eschar i S
gone, when that's gone. Andt hen the second point is
when it heals. Now, if one technique got rid of the
material very quickly, but it never healed, i t
woul dn't be a very good deal. And so | really thing
we'd have to | ook at both points.

Dr. Eagl stein?

DOCTCR EAGSTEIN  Actually | think yo wu
did address the policy issue, which | think there was
a hearing on this | ast summer, whi ch | hope concl uded

that these agents shoul d do what they claimto do. | N
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other words, it's to debride, it should debride. If
it's to reduce the mcrobial load, it should reduc e
the mcrobial load. If it'st o reduce painit should
reduce pain. The questionto ne is are these valuabl e
endpoi nt s?

| think in the practice of nedicine many
feel it is. Ve want the Agency to give us saf e
materials that do what they say they'll do. The vy
don't say they' |l heal wounds.

| think for a while the Agency had th e
idea that anything that went o n a wound could only be
measured by whether it heals a wound or not, but a s
clinitions | believe we know that sone wounds wil I
eventual ly heal or heal at as |ower rate, but whether
they heal or not we want to get rid of that eschar, w e
want to get rid of that debride, we want to reduce th e
pain, we want to reduce the m crobes, and we want saf e
agents that do that. So | would urge the coomtte e
not to recomrend addi ng in healing.

CHAIRVAN MGQURE  Bill, | don't thin k
you' ve heard that. | think wh at you heard is that we
would like for the sponsor to neasure what the goal o f
the product is, whether it's debridenent, whether it' S
anal gesia, whether it's reducing the mcrobial | oad.

But then | can't, and this is a personal
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view, | can't avoid wondering what's going to happen
to that ulcer three nonths down the line. And i f
there was a substantially, if there was a substanti al
decrease in healing, then | think that would b e
pertinent. But | agree with you, | agree with you
the first point that's the first target, have yo u
reduced the mcrobial |oad, or have you reduced odor,
have you reduced pain, have you reduced the debri de.

Yes, Dr. Lipsky?

DOCTCR LIPSKY: (ne last point on this
The question is what beneficial effects should b e
denonst r at ed. QG her other paraneter | think that' s
worth |looking at is pharnmacoeconom cs. It cost a
certain anount of tine on the physician, nurse
whoever is doing the debridenent initially, but i f
that's the end of it, then that has to be conpare d
agai nst a daily or several tinmes a day applicatio n
over a period of several days or longer. And | think
the Agency ought to be |looking at that question a s
wel | .

CHAl RVAN QU RE:  Dr. Rosenberg?

DOCTCR RCBENBERG  Peopl e say  we ought to
define terns here. W' ve been talking yesterday and
up until now about ulcers. W've talked abou t

di abetic ulcers and neurotrophic ulcers, and stasi S
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ul cers and pressure decubitus ulcers. Now, we'r e
tal king about wound and wound care. And wounds an d
ulcers are two different things. | nmean for wound s
we're talking a little girl abrades her knee or th e
patient whose had a | aser acco nplished resurfacing of
her face, neck and --

CGHAARVAN MAU RE Bill, wait, wait, wait
| think we're still tal king about ul cers.

DOCTCR RCBENBERG V' re still on ul cers?

CGHAIRVAN MAJ RE  Yes, we're not talking
about | acerations, abrasions, incision wounds --

DOCTOR ROSENBERG Vel |, we used to tal k

about wounds, | beg your pardon --

CHAl RVAN MGQU RE:  -- we're talking
about --

DOCTOR ROBENBERG -- and maybe we ought

to tal k about ul cers and not wound care | think.

CHAl RVAN McGUJ RE: Ckay, we're talkin g

about necrotic ulcers, stasis ulcers, ischem C
ul cers.

DOCTOR  ROSENBERG | thought we ha d
changed, we're still on ulcers.

CHAl RVAN Me@GQJ RE:  Yes, Karen?
DOCTCR VWEI SS: You' ve al nost addresse d

really parts of the question four, A B Cand D ,
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because you've been telling us that these product S
should do primarily what they're intended to do. I

guess ny question with all of these though is tha t

t hese are sonmewhat subjective type of endpoint. Thes e
woul d probably be open type of studi es, and so l'mno t
quite exactly sure what I'm asking, I'm nmus t

expressing ny concerns that they may be very difficul t
to determne sone of these kinds of neasures because
of the nature of what they nee d to show and the kinds
of trials.

CHAIRVAN MAJRE I'mmssing it. Bu t
we're still in response to Dr. Rosenberg, we'r e
t al ki ng about --

DOCTCR VEISS. W' re tal king about ulcers -

CHAl RVAN MGQU RE:  -- we're talking
about --
DOCTCR VI SS:  -- classes of ulcers --
CGHAAIRVAN MAJ RE -- we're ta | king about
ul cers --
DOCTOR VEISS:  -- yes --
CHAIRVWWAN MGQJURE -- and we're talkin g

about the effects --
DOCTCR  VEI SS: -- but question fou r

addresses the different types of agents that you can
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use on these various kinds of ulcers, the debridin g
agents, topical analgesics, et cetera. And in general
you' ve been saying that the fi rst thing is that these
types of agent should do what they're intended to --

CHAl RVAN MGU RE:  right.

DOCTCR VEISS. -- whether it's go debride
torelieve pain --

CHAl RVAN MGAJ RE:  Correct.

DOCTCR VEISS:  -- and you' re saying that
as the first step, and there was a | ot of discussion
about whether or not once you |ook at sone assessnent
of closure too, naybe as a safety issue, but certainl vy
that shoul d be sonething that nmany peopl e are saying
that we should |ook at. And | appreciate thos e
comments, but | guess ny question will just be then,
in ternms of designing to look at these kinds o f
endpoi nts, things |ike debridement, we'll take as an
exanple, it seens to ne that that is sonewha t
subj ecti ve. The endpoint of renoving all necroti C
tissue, is that something where one could just loo k
very clearly and say it it is, or not it isn't? | t
seens to nme it's sonewhat subj ective and that it's no
going to be naybe all that clear cut. If you'r e
trying to see whether or not sonething is better o r

just as good as a debridi ng agent it's not necessaril vy
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going to be all that very easy to determne that.

CHAl RVAN MQJ RE Vell, Karen, it i s
subjective, and if | look into the depths of th e
pressure ulcer and the residen ts |looks into the depth
of the pressure ulcer, we generally agree that there
is necrotic material in or that's clean. And whe n
it's clear we say that's wonderful, and the resident
says that |ooks wonderful, you know | nean it i S
subjective, but one can tell the difference betwee n
the clean base of an ulcer and debride in the ulcer.

| don't know, Dr. Thomas?

DOCTCR LAVMIN  That's not quite the answe r

| needed to hear.

CHAl RVAN  McGUJ RE: Vell, naybe it' s
because I'mjust nmaking it too easy.

Dr. Thonas, tell us?

DOCTOR THOVAS: | think that's the whol e
point. And obviously the way to get around that i S

to, you know, if you really want to know about it, yo u
have two people look at it and see what the capiti S
is, you can do that. You can't take photographs, the vy
are hard to use, but I do think that everyone of thes e
things in terns of necrotic nmaterial, granulatio n
tissue, epithelialization is all subjective to som e

extent, but | think it's reproducible.
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CHAl RVAN QU RE:  Dr. Mist oe?

DOCTCR MUSTCE:  Just one conment. | thin k
interns of Dr. Margolis's int eresting study on wound
closure, | think even nore so photography is going to
have, | think, a high degree of reliability in terns
of necrotic tissue because necrotic tissue, unles s
sonebody can tell ne different |y, is not pink or red.

CHAl RVAN MGU RE:  Dr. Margolis?

DOCTCR MARALIS: | was involved, and thi s
is all in published data, with sonme conpany that was
trying to do areliability study conparing photograph S
and human appearance for debriding agents and the vy
were having an awfully hard time finding goo d
reliability, so | would agree with you.

But one thing that needs to be understood
is reliability studies are done to look to see ho w
much agreenment there is. And agreenent is never, I
shouldn't say never, hardly ev er 100 percent. That's
why the studies are done and that's why peopl e
i nt erpret capitis and interrelated reliabilit 'y
coefficients in the ways that they do.

CHAlRVAN M@J RE: Dr. Lavin?

DOCTOR LAVIN  Yes. | think with thes e
wound care agents, ny sense is that unless the en d

point is, you know, conplete healing they probabl y
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belong in a different gui dance docunent.
CHAl RVAN MGJ RE:  How do you i ke that?
Tell me, does the coomttee wa nt to deal with topical
anal gesi ¢ agents which are going to be subjectivel y
anal yzed? Topical antimcrobial agents which could b e

anal yzed by culture? Wund deodori zi ng agents whi ch

you'll admt is subjective and ot hers?

Dr. Drake?

DOCTOR  DRAKE: I'm now confused, |I' m
sorry, I'"'mgoing to go back prior to your comrent to
what Lavin said. | thought that one of the argunents |,

and this is again I'd be interested in what the FD A
fol ks heard, because what | thought we heard is that
there was diversity anong the commttee that 10 O
percent healing is not a reasonabl e endpoi nt, at least
that was ny personal opinion, | did hear it echoed by
sone others, and yet you just said to have 100 percen t
healing input, and so now |I'mreally interested. I
mean | think this process is fascinating. I'd be ver y
interested in what you guys heard.

DOCTOR VEISS: You're probably going t o
hear six different things from the six of us. Wiat I
heard, and this happens a lot, not in just this kind
of product or this kind of a condition, but lots o f

other things. Should the agent do what it says it's
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supposed to do, or should there be a nore, something
that's maybe a nore harder endpoint, but nore of a
nmeasure of clinical benefit, and that's what we were
addressing just nowwith the |last several mnutes of
di scus si on. Is it enough to say sonething debride s
the wounds, or should that debriding then transl at e
into faster healing, better healing, just as goo d
healing, but easier to apply, sonmething that's nor e
patient benefit.

CHAl RVAMN MAU RE: | think Dr. Drake has

gone a bit further than that. Dr. Drake has gone bac k
to wound cl osure | believe.

DOCTCR DRAKE: | nmean | wanted to nak e
sure that what Dr. Lavin said didn't indicate that th e

consensus of this group was that you had to have 100
percent wound closure in order for it to neet efficac y
standards from the FDA because that would strongl y
disagree with. | think 100 pe rcent of anything is an
unreasonabl e standard, and | think it's detrinmenta |
and potentially could interfere with sonething, a ver y
useful product, being nade ava ilable to our patients.

| mean | would suggest to you tha t
hypertension has yet to be cured, but nobody woul d
suggest that there aren't antihypertensive nedication s

that are of a great benefit to the patient.
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CHAlRVAN MGQU RE Dr. --

DOCTCR DRAKE:  And | guess that's tru e
across the board in nedicine. | think absolutes are
very dangerous and | would hat e to see this commttee
go forward wth an absolute. |If you took that forwar d
in your opinion, then | wanted to express a dissentin g
opinion, that | think that tha t's not the correct way
t o proceed.

CHAIRVAN MGQURE Dr. Lavin, Dr. Drak e
has sone question about what your intention was with
your remnark?

DOCTCR LAVIN  Ckay, throwit back to ne.
M/ sense is that when the chips in the end an d
everything is | ooked at, what' s the easiest end point
to look at. | do think 100 percent healing is th e
easi est endpoint to | ook at.

And ny other concern in why | nade th e
original comrent is that |I'mjust concerned that i f
these, you know, issues related to these wound healin g
agents aren't defined up front, then you' re going to
have a | ot of hedergenaity in your studies and you're
going to have real difficulty, you know, analyzin g
this debriderment that we talke d about this norning in
terns of the portions we have debridenent, and the n

you have proportions of debridement w th nethodol ogy

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

214

A proportions that have debri denent w th methodol ogy
B, and we're right back to what, you know, dien t
MIler was saying this norning.

And ny concern is we want tot ry to avoid
those kind of situations where we have all these mxe s
and natches and conbi nati ons and pernutations, keep i t
clean and keep it sinple. And if 100 percent healing
is the step in that direction, then that's what I’ m
behi nd.

CHAl RVAN M@J RE: (o ahead, Dr. Drake.

DOCTCR DRAKE:  Vell, | think i t's a nobel
sentinment spoke Ilike a true epidemologist an d
statistician who wants to deal in absolutes, but I
deal in patients, and | amreally opposed to sayin g
that something has to be absolute before it get S
approved by the FDA

| nean if something shows a benefit to a
patient in terns of rate or inprovenent and healing or
progress for the patient or enables the wound to b e
covered, as the gentleman | th ink from New Jersey who
has covered a | ot of wounds suggested, then |I'm al I
for it. | don't think we should preclude product S
from getting out to our patients that mght be o f
benefit to themin a variety of way.

And to set a standard just bec ause it's a
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nice end point to neasure, | nmean nedicine is no
perfect. Patients don't all behave the sane way
It's an inpossible standard --

MR. CLINTON MLLER First of all don'
indict all epidemologist and biostatisticians --
DOCTOR DRAKE: But you guys like clean data and
understand that, but | can't always give you clea
data as a clinical investigator because sonetines --

MR. CLINTON MLLER -- I'mnot arguin
with you --

DOCTCR DRAKE: -- there's not a perfec
endpoi nt - -

CHAIRVAN MGQU RE Wait, wait.

Dr. Mller, did you have a comment ?

MR CLINTON MLLER Yes, | do. | don't
believe | at any point propose d the perfect endpoint.
In fact | had been arguing against that. |[|'ve bee
arguing that it's a mlti-dinensional set o
endpoints. And | believe that you never saw a | abel
on a drug that says "this cures,” you say "i
enhances." That's the way they all cone out.

And whil e we're tal ki ng about enhances th
closur e or etcetera, the other thing is that we d
have to renenber that if you' re given choices o

arriving at any endpoint, whet her or not it's a total
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closure or partial or whatever it is, the anount o f
resources that you would spend to get to tha t
endpoi nt, whatever it is, can and will be differen t
and therefore rates of closure do cone intoit. And
| don't believe that Dr. Lavin was serious when h e
said we need another docunent, | think he was jus t
t easi ng us.

CHAl RMAN MGQJURE If | could, we had a
long and full discussion of endpoints earlier today,
and | thought we went though it in sone detail, an d
the Agency indicated that they had a good notion o f
t he consensus and the differen ces of opinion on ulcer
cl osure.

VW' ve discussed ul cer recurrence. V¢ wer e
begi nning to discuss debriding agents, and | think we
fi nished that discussion. And then we have thes e
ot her four agents, wound deodori zi ng agents, topical
antimcrobial and topical anal gesics, and do you want
to discuss themsingly or do you want to apply th e
sanme criteriato them if it works, it works, and it
will be a subjective analysis except for th e
bacteriology. And you would |ike to know, you woul d
like sonme indicators if they h ad a del eterious affect
on heal i ng?

Yes, Dr. Lipsky?
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DOCTCR LIPSKY: 1'd like to have a dissen t
for topical antimcrobial agents. | think relieving
pai n nobody woul d argue with. And probably renoving
odor nobody would argue wth. But what is th e
clinical advantage to killing bugs? The patien t
doesn't know the difference, and |' mnot sure that the
wound knows the difference. So | think at |east for
that one, because it's bei ng done as a surrogate or a s
a hope that you wll have anot her beneficial endpoint
(i.e. wound closure), then you need to prove that, an d
| think at least in the case of the neuropathi C
di abetic foot ulcer that's not been proven.

CHAl RVAN MQU RE Ckay, Dr. Lipsky i s
putting on the line the efficacy of topica |
antimcrobial. And if such a thing is brought to the
Agency we'd have to have denonstrated efficacy, i S
that fair?

DOCTCR  MARZELLA: QO for an additiona |
benefit, decreased infection.

DOCTCR LIPSKY: Rght. | woul dn't have a
problemw th an agent that was used to say that this
topical antimcrobial either cured infections conpare d
with a systemc antimcrobial or no antimcrobial or
it aided in wound heal i ng when conpared wth no use o f

an an antimcrobial. But just decreasing the col ony
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counts to nme is of no val ue.

CHAl RVAN MGJ RE:  kay, Ms. Cohen?

M5, COOHEN I have a question of Dr
Cooper. In terns the patients that you see, what are
their expectations, what do they say, what are the vy
| ooking for in terns of their wounds?

DOCTCR COOCPER That their wounds b e
heal ed.

M5. COHEN They want to be he aled. Now,
what does heal ing nean to then?

DOCTCR COCPER | think it nmeans that it
doesn' t keep recurring and it's not there for year S
and years, and it's a bother t o themand it distracts
them fromother things, and it's enotionally draining :
and frequently it makes themnot be able to do other
things in their |ives.

M5. OOHEN Ckay. M concern | guess, an d
| wanted to know that, is if you allow someone t o]
manuf acture this cream how are you going to control
what they're going to say about it, and does it nake
that nuch difference? Sonmeone nentioned doin g
debri di ng, soneone nentioned noi sture pack, what are
you going to get out of this that you don't alread y
have anyway? So you're looking for sonething that's

goi ng to be as efficacious as possible, and if it' S
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kind of well it mght, it mght not, |I can just se e
the media and | can see the advertising practices wit h
that cream So | think you have to be nor e
definitive. And that's the endpoint in what consuner s
are going to believe it does.

CHAl RVAN  McQJ RE Do | have th e
perm ssion of the Advisory Commttee to go into item
five which is definition of acceptable closure?

DOCTCR COCPER Yes.

CHAl RVAN MGQU RE:  kay, let nme --

DOCTCR RCBENBERG  1'd like to  just raise
one nore issue?

CHAl RVAN MGU RE:  Ckay, wait, who i s

first?

DOCTOR ROBENBERG  |' m sorry.

CHAl RVAN MQJ RE Dr. Rosenberg, g o
ahead.

DOCTCR ROSENBERG W're talking abou t
ul cers and wounds. Let ne back up a little bit

V¢' ve tal ked about only three kinds of ulcers, thisi s
yest erday and so far today, we've talked about th e
neutrophic and the diabetic, which was a specifi C
indication. V' ve tal ked about the stasis, the venou s
dependent |eg ulcers, and we've talked about th e

pressure ul cers, the decubitus.
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Mich of the research in ulcers and in ski n
heal i ng and in wound heal i ng has been done by nature
of the experinmental systemw th acute wounds and acut e
ulcers. | knowthat Dr. Eaglstein has spent many year s
doing that, and I know Dr. Mustoe talked about it, bu t
there are acute wounds that occur and acute ulcers an d
there are traunas. And in terns of, it's not th e
chronic problem but it's a very frequent problem
And in terns of the task of the Agency, there ar e
people that want products for those indications an d
the Agency has got to reviewthem And | think, I'm
not sure that we're not limting oursel ves too muicht o
t hese things and which sonething el se is causing the
skin to break down, and I cert ainly nore than anybody
el se has kept saying that it's that initial cause we
shoul d be thi nki ng about and not the skin.

And just, like a terrier, to go back t o
PDG-, are there data showing that PD& is ver vy
effective in acute wound healing where there is n o
under| yi ng sonet hing el se --

CGHAAIRVAN MAJ RE Dr. Rosenbe rg, wait --

DOCTCR RCBENBERG  -- other ag ents or any
of these things that we're tal ki ng about.

CGHAAIRVAN MAJRE -- | want t o0 hear from

the Agency in just a mnute, b ut the idea that we can

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

221
cover these three ngjor foruns of chronic ulcers in a
day is really staggering. | nean | think that wa s
very anbitious and | hope that after | |eave thi S
afternoon and | get on a plane that you all finis h
soneti ne tonight.

Acute wounds are different enough fro m
what we're dealing wth that the Agency is going t o]
deal with it as a separate issue. And so while I
agree wth Dr. Rosenberg, it's an inportant problemor
it's an inportant issue, it will be dealt wth.

And, Bill, if you could just let me ge t
through this, | would like to get into this itemfive
and finish with it.

"The definition of acceptable closure and
durability of closure nay be d ifferent for grafts and
skin substitutes. Partial healing, if neasured b vy
predetermned «criteria, coupled wth successful g
rafting to achieve conplete healing mght b e
reasonabl e as a neasure of clinical benefit. Conpl et e
closure (epithelialization) that is achieve b vy
successf ul application of a bioengineered ski n
substitute mght also be a neasure of clinica |
benefit.

"How shoul d one best define the acceptabl e

criteria for wound  heal i ng, for grafts an d
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bi oengineered skin substitutes? |Is closure of a n
ul cer by "take" of a bioengi neered skin substitute a
valid surrogate for healing? What criteria, fo r
instance durability, function, should be used a s
indication of clinical benefit ? Wuat is the value of
assessnent of "epithelial sheen" in determning th e
take of the product? For surgical grafts and ski n
substitutes, please discuss at what tinme point post-
grafting "take" can be assuned to have occurred.”

Ckay, thisis anentirely diff erent issue
than we have been dealing w th today, al t hough we hav e
referred to it and we've alluded to the issue that a
bi oengi neered product mght then permt one to place
an al genai ¢ keratincytes product or sone other final
closure, but we'rein newterritory now and | think we
can start.

It's 20 of 3:00, and | think we shoul d
discuss this for a while and t hen have a break before
we go on to the next part of the afternoon.

Wuld anyone |ike to take on th e
bi oengi neered products? Doctor Mist oe.

DOCTCR MUSTCE: | don't in any way want t 0
take it onintotality because it's a conplicated are a
but | do think there's a critical issue abou t

durability that has be conside red with skin grafts or
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tissue engineering. | think that the amount of effor t
that goes into a graft. For i nstance, in terns of --
nmorbidity is higher, certainly in terns of tissu e
engi neering nay be higher. But the problemis that i t
takes a long tinme and it can be very variabl e
dependi ng on the product for d esnosonmes and anchori ng
fibrils basically to be resist ant to shearing forces.
And a skin graft that has an e pithelial covering that
is totally susceptible to shea ring is not necessarily
a very val uabl e product and that's certainly been an
issue for, for instance, on th e burn patients on sone
of these products.

So | think that much nore so it may seem
like a higher standard but | think it's appropriat e
that durability, in other words, some real attention
to a one nonth, two nonth, three nonth followup - -
|"mont sure howlong -- to st ate that the product is
durable has just got to be ap art of it or otherw se,
| think you' re going to have a product that shears of f
with mnimal trauma hasn't done very nuch

CHAl RVAN McGU RE: Ckay. That's th e
doonsday view of it, and I'Il give a little nmor e
upbeat view of it. | think there have been grafting
procedures using autol ogous keratinacytes in which, t o]

be sure, the result was quite fragile. But there is
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a maturation and eventually formation of anchorin g
fibril s and a nore or less functional basenen t
nmenbrane. And periodically in the burn literature one
di scovers a case report of an autoi nmune blister and
that really represents the fragility of the basenent
menbranes for many nonths. Many nonths. So we'r e
talking about -- if we're talking about grafting
we're not talking about the equivalent of a spli t
t hi ckness skin graft or full thickness skin graft.

DOCTCR MUSTCEE No. |I'mnot saying in a
doonsday that they don't have value. I1'mjust sinply
saying that the durability becomes particularl y
relevant. That's all. That how resistant they aret o
m nor shearing forces has to be consi dered.

cHAlRVAN MAJ RE Correct. | agree, and
| think that's a function of tine.

Yes, Doctor Margolis.

DOCTCR MRALIS: | don't thin k it's even
as easy a question as that because | don't think the
nmechani sm of how sone of the allographs or even a
split thickness skin graft works. | think sonetines
you nay graft a wound and the graft nay look like it' s
no longer taken or it nmay even be fully sloughed off
and then the wound may go on to heal and it may heal

faster than in the other cases because the graft i S
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secreting growh factors or doing sonething which is
hel pi ng t he wound.

| think, although for the first tak e
durability becones very inportant and that you m ght
want to nake sure that it's in place for two, three,
four, whatever the magi c nunber of weeks is. But I
think if the wound just goes o n to heal and the graft
is already sloughed off you shouldn't ask an vy
different durability question of that ultinatel y
heal ed wound in what's no |onger the presence of the
graf t than you would have of any other reconbinan t
PD& treated wound or anything el se. So | alnost fee
i ke you need two definitions of healing in thos e
patients.

CHAIRVAN MGJ RE:  Let ne reiterate what
| heard and you tell me if | heard what you said
That in the case of autologous keratinacyte grafting,
engraftment of the keratinacytes may not be the only
benefit of the graft, that you can pronote healin g
even though there is not retention of the allogeneic
graft as denonstrated by DNA analysis, etcetera
et cetera.

DOCTCR MARALIS: | think that 's probably
true.

CHAl RVAN MQU RE Is that pretty muc h
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what you sai d?

DOCTOR MARALIS:  Yes. | think that 1 f
you want to say that the graft itself has cause d
healing, then | agree absolutely with everythin g
that's been said including what Doctor Eagl stei n
started about an hour ago, is that you need to mak e
sure that graft stays in place for several weeks
What often happens -- again ta |king about ny practice
-- is that | end up seeing a patient who was grafted
by a plastic surgeon and said the patient wa s
quot e/ unquote "heal ed” and now it's three weeks | ater
and the patient has a nice open | eg ul cer.

So | agree that's a problembut | als o
think that grafting itself does something to the wound
and that wound that nay heal after the graft i S
al ready no | onger present shoul dn't be eval uated any
diff erently than all these other wounds that we'r e
tal ki ng about .

CHAl RVAN MGU RE: | just wanted to nake
sure that everyone understood you were talking about
al | ogenei c grafts.

Doct or Eagl stein had his hand up.

DOCTCR EAGLSTEIN | wanted to fol |l ow on
what Doctor Margolis was just saying. I've ha d

personal experience with one product that has a n
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epiderms and a derms and doesn't have as difficult
atine getting the anchoring f ibrils being as durable
as the epithelium al one. In this case with thi S
product, what we see is sonetinmes it works just th e
way he said. It's clear that the product doesn' t
stay, doesn't seemto really take or engraft or becom e
a permanent part of the skin but it stinmulates th e
ulcer to heal. So that's one type of healing that it
i nduces.

But other people wth the sane product an d
the sane ulcer type seemto have the graft take an d
this is foreign material and you can see that it's a
graft. You can see that it's not the person's ow n
ski n. It looks like the graft you put but it look s
alive and it tends to be alive and sone of themjust
go ahead like that until later you can't tell. Yo u
can't tell if it's what you put there or if silently
the body replaced it. And I t hink that poses, to ne,
not a problembut | think that should just be called
healing. That's just a different pattern of healing
than we've ever seen. It's really the pattern w e
mght be after. Ve would real |y probably prefer that
we could make an off-the-shelf skin, put it in a n
ulcer and soon we couldn't tell whether it was th e

patient's skin or what we put there. But | thin k
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that's never been reported before and the agency i S
asking for advice on how to grade that sort o f
heal i ng.

So I think there's at least these tw o
patter ns or a mxture of them The pattern Docto r
Margolis pointed out where you know the tissue you put
there isn't still there but sonehow now the ulce r
heal s may be because that tissue nade products or nad e
cyt okines or growh factors. And then there's th e
patt ern where the tissue seens to be there an d
sonetine later you can't tell if it's the tissue you
put there or the patient's own skin and then there ca n
be an internmedi ate stage where a little pi ece seens t o0
fail but another part seens to take.

CHAIRVAN MGAJ RE | think all of us have
seen exanpl es of xenografts and also alligrafts that
were meshed and then nonths la ter the skin had heal ed
and still had retention of the nesh pattern. Mbst of
those observations are nade at a tine when DN A
anal ysis wasn't available and | think what the agency
is asking for us now is not whether we should b e
devel opi ng products or we shoul d be revi ew ng product S
but whether our criteria of take of the product, o f
t he bi o-engi neered product, whether it's allogeneic o r

aut ol ogous and whether the der mal equival ent contains

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

229
your fibroblast, the patient's fibroblast. They want
to know how to ook at it, howto analyze it. Wa t
are the criteria for success?

DOCTCR EAQSTEEN That's what | think and
| would like to say, as | said before, | think yo u
should ask for a -- thisis a time when you' d like to
see on those that you said are taking that they stay
there for a period of tine, a few weeks or a nonth
Not many nonths but a fewweek s or a nonth. But that
woul d be in the second pattern.

The first pattern they clearly don't seem
to take yet they -- they, those bio-engineered tissue s
-- induce healing. | think the advanced tissu e
sciences people mght report a different pattern with
a dermal product that they have.

CHAIl RVAN McGUJ RE: There's a questio n
behi nd you. Thanks, Doctor Eaglstein. Yes.

MR ALVAREZ: | would just like to jus t
echo that because we saw three patterns in ou r
experience w th bio-engineered skin. W saw healing
by the host and we thought that ef fi caci ous because w e
saw ulcers that weren't healed for 20 years heal i n
five nonths and we thought that was pretty good.

W also saw this take, this fran k

per manent take that we cal |l ed permanent because wWe saw
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it all throughout the study period. And then we saw
anot her special event we call persistence where th
actual material remained on top of the wound as a
epi der nal cover without | eakage. However, if yo
exam ned carefully, there was still wound or perhaps
like a blister roof but it |ooked fairly pernanent
So you have these three different appearances tha
needed to be neasured very carefully because we d
think there's efficacy in all three of those ways.

So | think for bio-engineered skin, it's
inmportant for the agency to realize that thes
products do behave in a unique fashion that we hav
yet not been able to neasure conpletely.

CHAl RVAN MQAJ RE Ckay. The produc

you' re tal king about contained allogeneic, fibrobl ast

and al | ogenei ¢ kerati nacyt es?

MR ALVAREZ: Yes.

CHAIRVAN MGQJU REE Cay. And could yo
tell by visualization without biopsy what had taken,
what was persistent, what had --

MR ALVAREZ: Ch, sure. You could tell
You coul d the difference between persistence and fran
healing. Absolutely. And you could also tell th
difference when it was behaving as a dressing. But i

took a little bit of clinical experience to gathe
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that, the first couple of patients.

CGHAARVAN MAJRE And in the grafts that
had heal ed, whose DNA was in that biopsy?

MR ALVAREZ. Weé don't know th e answer to
that. It wasn't done in the study.

CHAlRVAN MQJ RE There's anothe r
question for you.

DOCTCR BERGFELD. It seens to ne as I
listen the end point still is healing, but you ar e
dealing with is a del ayed heal ing, a judgment.

MR ALVAREZ: Yes.

DOCTCR BERGFELD. But what woul d be t hat
period of tinme?

MR ALVAREZ: | agree with Doc tor Mistoe,
Doctor Eaglstein, and Doctor M argolis that when there
is this frank take which should definitely be neasure d
in some way, there ought to be a persistence or a n
endur ance where you have to ca Il it conpletely heal ed
clinically like for four weeks in a row

DOCTCR BERGFELD:  So you' re ei ght weeks.

MR. ALVAREZ: \ell, you know, the firs t
tine you see it take --

DOCTCR BERGFELD:  -- to a time period.

MR ALVAREZ: R ght. Wen you first see

a take, you should be able to call it healed fou r
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weeks in a row as opposed to when you get, fo r
exampl e, healing by secondary intention. W thin Kk
this is speeding healing. Mybe you don't need t o]
followit as long. Maybe you need to call it healed
two times in a row

DOCTCR BERGFELD:  So you're basical ly at
t hree nont hs.

MR ALVAREZ: (h, yes.

DOCTOR BERGFELD:  Wntil your heal ed time
for whatever nechanismthat you --

MR AL VAREZ: | think three nmonths i s
necessary.

CHAIRVAN MGQJU RE Qher questions fro m
the coomttee? Yes, Doctor Hashinoto.

DOCTOR  HASH MOTQ | just wonder i f
recovery of sensation comes together with this graft
i ke a peripheral nerve. Tactile sensation, -- cell
recovery. If sensation is not there, nayb e
traumati zed --

CHAl RVAN MGJ RE | suspect s oneone here
knows that. | knowfor sure that the Longerhans cell s
reenter the autol ogous keratinacyte grafts.

| may not have asked the agency' s
questions in a very clear fashion.

DOCTCR MARZELLA: W are happy w th what
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we have heard.

CHAIRVAN MGU RE Are we finished wit h
five? I'msorry. You ve tried to ask your question
tw ce. VW're finished with question five after yo u
sit down. That's what | neant.

DOCTOR BARBUL: | would just like th e
panel to give a slight historical view again. Th e
skin substitutes begin their | ife in situations where
autol ogous skin was not available and in initia |
approval and clinical use they were granted, if yo u
wWll, the use in a situation which was desperate. No w
we're talking use in situation s where autol ogous skin
is available, and | would reco mmend that perhaps as a
starting study they be conpared to autol ogous spli t
t hi ckness or full thickness skin grafts i n
per formance, end points, heali ng and so forth which I
think is inportant because the cost is a factor an d
perfor mance and all these issues cone into play an d
they need to be conpared with available skin that the
host has.

CHAI RVAN MQJ RE Ckay. Thank you
There are two speakers fromthe public and | propose
that we receive their information and then have a
break. The speakers are D ane Krasner.

M. KRASNER D ane Krasner fromBal ti nor e

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

234
Uni ver sity of Maryl and. | just have four brie f
comrents. Mst of themare responses to issues that
came up this norning.
The first is that in order to desig n

research protocols that are acceptable to IRBs an d

that result in trials that are hopefully clinicall y
relevant, | would suggest that the panel and th e
agency ascertain that the guidance docunent i S

consi stent with AHCPR guidelines for pressure ulcers
and that perhaps you even consider |ooking at othe r
general ly accepted community standards of care such a s
t he new venous ulcer guideline fromthe University of
Pennsyl vani a.

| think it's inportant that if we go into
clinical settings to do clinical trials that we no t
get caught in a bind of the AHCPR having set on e
standard, this agency setting another, HCFA settin g
another and those of us that are tearing out th e
protocols finding ourselves in terrible dilemas.

M/ second poi nt concerns the discussion o f
leg ul cers this norning and | have serious concern s
that it did not reflect the comunity standard of car e
and the research literature, especially with regard t o]
the wvariability of conpression therapy option s

required for optinmal care and the issue of seria |
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debridenments, and | respectively submt that th e
di scussion | heard doesn't reflect what | believe is
the national and the international standard and I
woul d hope that you woul d | ook at those issues nore.

The third --

CHAl RVAN MGQJ RE:  Excuse ne. Coul d you
anplify a bit. I heard conpression and | hear d
debri denment. There's sonething you didn't hear.

M5. KRASNER Vell, what | did n't hear is
regard for the different types of conpression tha t
need to be carefully considered and that thos e
variables then that would enter into the stud vy
designs. And concerni ng debridenent, what I heard wa s
a consensus here that an initial debridenment, goo d
debridenent was the standard, perhaps with som e
followup debridenents and in, for exanple, th e
largest applied algorithm in this country in th e
franchi sed wound centers, 120 franchi sed wound center s
in the country, that's not a part of their treatnent
al gorithm Their treatnment algorithmis continuou s
serial debridenent for venous ulcer patients. So I
think those things just have to be considered as you
nmake a deci sion about that issue.

The third point concerns dressings and th e

whol e i ssue of noist wound hea |ing as the standard of
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care and | think that a definition of noist woun d
healing should be -- you should strive to devel op a
standard definition that reflects perhaps standar d
under st andi ng. So, for exanple, unaboot by nos t
dressing experts is not considered noist woun d
healing. The problens raised with that gold standard
of nornmal saline is that unles s you carefully nonitor
the dressing frequency to assure that it doesn't dry
out, your gold standard has in fact becone a dry gauz e
dressi ng. So there have to be careful criteria i n
terns of it being a real noisture retentive dressing

as a control.

Anot her poi nt concerning dressings is that
let's say you' re evaluating a dressing because you r
end point is achieved absorption. That's the whol e
point of devel opnment of this particular dressing o r
product. Then norrmal saline m oist dressings woul dn't
be the appropriate control and so that may need to be
a flexible variable in the control arm  of your design
dependi ng on what your outcone is.

And finally I would just like to clos e
with a plea to both the panel and to the agency that
you continue to seek the input when devel opi ng thi S
guidance docunent of the nmajor wound healin g

or gani zations, all of whom are represented today i n
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this room and hope to continue to be part of thi S
process. Thank you.
CHAlRVAN McGJU RE: Thank you very much
and I'msure the agency wll.
Does anyone on the panel want to defen d

hi nsel f or herself or nmake any comments?

DOCTOR MUSTCE: | would just nake on e
comment. | think that many of the things you said |
think probably we would agree wth. It's a matter of

interpretation, but it disturbs me when | hear tha t
120 wound centers around the ¢ ountry are using serial
debridement for venous ulcers with the inplicatio n
that's the standard of care. | would vehenentl y
disagree that that is the standard of care. | would
sinply question. | think that 's one of the issues of
wound care in general is is that there are nmultipl e
reasons for why peopl e do things. Econom c incentive s
unfortunately can play a role and that's nowhere nore
true than in debridenment and one of the issues o f
def ining debridenent is when | pick off a crust, i n
sonme people's hands |'m sure that's debridenment an d

certainly when you' re doing a CPT code that nmay very

well influence it.
At any rate, | just don't think seria |
debr i denent of venous ulcers -- | don't think thi S
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panel is -- | think we are representative of th e
country. That's not the standard of care.

DOCTOR  ROSENBERG | would like t o
associ ate nyself with Doctor Miustoe's renarKks.

CHAl RVAN MGJ RE:  Ms. Cohen.

DOCTCR  COHEN What are these woun d
centers? Are they like weight |oss centers? | wsh
soneone could tell ne what they are. | nean | di d
sonme of the work on weight loss <centers sol'dliket o
know what these wound clinics are. Are they staffed
by physicians? Wo's in charge?

CHAl RVAN MGQJ RE:  Coul d you --

M5. KRASNER Let nme nake a conment.

CHAl RVAN McGUJ RE Let's nake a brie f
comrent about the franchi sed wound care center.

M5. KRASNER R ght. There are franchise d
wound centers that were started by a conpany, CQurativ e
Technol ogies out of New York. But the work and th e
developnent of their algorithmwas in fact, as yo wu
know, Doctor Mistoe, supported by the research done by
Doct or Kni ghton who bel i eves the serial debridenent i n
fact perhaps stinulates the release of endogenou s
growth hornone and in fact pronotes wound healing
He's witten extensively. You may or nmay not agre e

with the algorithmbut I'mjust saying the algorithm
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is out thereand it'sinlarge use in large nunbers o f

patients and those becone issues that need to be a t

| east considered, | believe, when one |looks at th e
devel opnent of a guidance docunment. That's all I’ m
sayi ng.

CHAl RVAN MQJ RE Ckay. Thanks ver vy
much. | certainly do not --

DOCTOR COHEN: | woul d i ke to know - -

CHAIRVAN MGURE  Lynn, | really don' t
want to get into an evaluation of the franchis e
pr ogr am

DOCTCR COHEN Are they |icensed?

CHAl RVAN MGQU RE: That's fair. But I
think all of our speakers have filed OGO statenent S
wth the agency. |Is that correct? Ckay. | think th e

gquestion that canme up from the panel is have ou

=

speakers filed a conflict of interest statenent with
the agency and, if you haven't, please do.

M. RLEY: Wuld you please s tep and say
who pai d your expenses and who you're affiliated with
so that we'll know.

M5. KRASNER M nane is D ane Krasner an d
|'ma doctoral student at the University of Maryl and
School  of Nursi ng. | happen to know about th e

franchise wound <centers because |'ve done m vy
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di ssertation research there on pain in venous ulce r
patients for the last two year s. | also happen to be
a part-tinme executive director of the Association for
the Advancenent of Wund Care and they paid m vy
expenses to be here today but I'm not representin g
them in ny cooments. M comments were just nmade a s
me, clinical nurse fromBaltinore.

CHAl RVAN McGU RE: Thank you very mnuch
|'s Doctor Harlin here?

DOCTOR HARLIN  Good afternoon. M/ name
is Doctor Stephen Harlin. You have two pieces of wor Kk
fromme. One is an article, actually a manuscrip t
recently submtted for publication and not ye t
accepted, so to protect exclusivity, please do no t
share this or publishit. It's supplied to you sinpl vy
to support ny comments to you today.

Basically, why | amhere. First of all,
| ama reconstructive plastic surgeon and | practice
in Philadel phia. 1 hold an academc affiliation and
have affiliations wth three suburban comunit vy
hospitals in Philadelphia. M practice is devoted
unlike nost plastic surgeons in Philadelphia, m vy
practice is devoted al nost exc lusively to wound care.

| see on average about 500 non-healin g

wounds per year, so sonewhere around 40 new wounds pe r
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nont h. The patients that | see are the toughes t
wounds around. | get the patients that are inthat 2 0
percent of the chronic wound popul ati on who, despite
strict attention to fundanentals and very carefu |
technique and good intentions, still fail to heal
The nanme of ny practice is the Wwund dinic. It's a
smal |l group of individuals, five, and has no franchis e
and no connection financially w th anyone.

The reason |'mhere is the followng. |
have to give a talk in San Francisco next nonth befor e
an international congress on the subject o f
angi ogenesis grow h factors in the non-heali ng wound
and so about three nonths ago | went to the library t o
try and find every single article witten on th e
application of exogenous growh factors to chroni C
wounds. It took about three nonths, a lot of digging .
Finally decided I had everybody's article, many o f
which are witten by sone of the pioneers which are i n
ny mdst.

Wen | thought | had everybody 's article,
| then took ny MIntosh and created a database an d
just tore all the articles apart and just data piece
by data piece filled in data fields. Wen | thought
| had everybody's article in and torn apart, | starte d

asking the database questions such as how nany - -
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first of all, |I defined what i s a well designed trial
and that's in the article. |I'mnot going to repea t
that now. | started asking the database in wel I

designed trials, how nany pati ents actually conpl eted
well designed trials and were found to have a n
efficacious result as defined by the authors and saw
that when we started separating things out, som e
pretty interesting nunbers appeared. You' ve got all
that. It's in that article.

Wen | sent that to Doctor Stronberg, he
sent ne back a list of questions which you' re al I
dealing with nowand so | tried to answer every one o f
t hose questions that you' re here to do and basically
| went tothe literature, the kind of thing that we d o
in ny practice, to try and get you answers. Thos e
answers are all in this piece and this is no t
submt ted for publishing so you can do anything yo u
want with this.

| just wanted to say a couple of thing s
bottom line about this piece. First of all, as fo r
defining standards of wound care, | think tha t
standardi zed care reginmens are probably one of th e
nost urgent requirements we as a group of wound care
practitioners. Al t hough protocol based wound car e

mght appear infeasible because wounds are s o
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het erogeneous, | think that well designed clinica |
trials which naintain neticulo us records of pertinent
wound paraneters and utilize what are called bes t
standard wound care techni ques can be devel oped.

As for managing all the co-variables and
confounding factors in clinical trials in wun d
healing, | think that enrolling every patient with a
chronic wound, t hen gat heri ng conprehensiv e
information, calculating the s trength of associations
and then translating clinical factors which appea r
strongly related to outcone into practice is the way
to go. That's what we're doing in ny practice. For
four years we have taken patients and neasure d
everything we can possibly nmeasure on them and put al |
of that into a database.

So now we have a lot of patients and alot
of data and in the same way that | |ooked at th e
literature, we're now |looking at that data and jus t
asking it questions and | think that's val uabl e. I
think if you try and neasure everything and enrol I
everybody that results will cone out of that.

One nore comrent on debridenent. | know
everybody's said a lot about i t. One thing | haven't
heard and that is that debridenent is an operation

Qperations cause pain. perations carry risk
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Qperations require informed consent. Qperation s
shoul d be undertaken under anaesthetic and | think a
| ot of debridenents are done without that. | hear a
phrase around the hospital called bedsi de debri dement S
and | think that sone of the debridenents that ar e
performed are bordering on cru el and that debridement
has to be considered a real operation.

Just one final point and that as fo r
partial healing and end points, | think that there ar e
probably greater reasons to neasure the journey than
the destination. In ny ow patients, | see a | ot of
patients that never heal but p artially heal and I can
tell you that there are benefits to either enhancing

heal ing and not arriving at a totally epithialize d

wound. There are benefits. Those include -- an d
those are in your piece -- for nmany patients a n
earlier return to function. |If you can take a bi g
wound and nake it small, it m ght get you functioning

better. Areductionin the infectious threat whichi s
posed by portals of entry when you have an open wound ,
and that's a relative issue. If you can reduce th e
amount of entry, | think that's better.

Reductions in chronic wound pain. Smalle r
wounds. There are snall wounds that hurt like th e

dickens and | ook at and they're pea sized and they
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cause a lot of pain but in gen eral |arger wounds tend
to cause a little nore pain. Miltiple wounds caus e
nore pain. | think overall if you enhance healin g
you're going to reduce pain. A reduction in th e
nunber of surgical procedures. This is if you get a
partial result. You may save soneone from a n
anput ati on. You nmay save soneone from repeate d
debri denent s.

Pati ent satisfaction. As a clinicia

=}

dealing with patients and their famlies, | can tell

you that sone success is a good thing. And | think i f
we neasured very carefully the journey, that that' S
where the real informationis. And finally, sonethin g
in this era when cost containnent is becomng a n
i ssue, partial success can also result in reduce d
heal th care costs.

CHAl RVAN McGU RE: Thank you very mnuch
You' ve given us a nunber of things to think about.

V¢'re going to have a break no w VW will
reconvene here at 3:30 and Doc tor WIlna Bergfeld will
chair the rest of the afternoon's neeting. Thank s
very rmuch.

(Of the record for a 28 mnute break at
3:12 p.m)

ACTING CHAl RVAN BERGFELD, | w onder if we
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can all sit down. Can we all reassenble, please
Wuld you all sit down, please. V'd like t o
reassenble and begin again. As Doctor Joe MQir e
stated, | am Doctor WInma Bergfeld and I'Il b e
chairing the session until its end. W do have a
coupl e of remarks that need to be nmade prior to going
on with the questions and Doctor Bill Eaglstein ha s
asked to nmake a statenent. Bill.

DOCTOR EAGSTEI N Thank you, Docto r
Ber gf el d. | nmeant it as a renmark rather than a
statenent. There was a tine earlier on when we were
tal king about these wound care products rather tha n
wound heal i ng products and then there were a nunber of
categories that were outlined and then topica |
antimcrobials was kind of tak en out in sone respects
by the comment that it didn't natter how nmany bacteri a
were in a chronic wound. And | did want to comment o n
t hat .

The Agency for Health Care Polic vy
Research, its guideline for chronic wound has bee n
that if chronic wound isn't healing -- this is a
pressure ulcer -- for | think it's two weeks, it mgh t
be four weeks, they recommend the wuse o f
anti mi crobi al s, so there is one group that ha s

surveyed the literature in thi s area and | think that

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 (202) 234-4433




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

247

got a B rating. You know, they rank thei r
recommendations by A. Band C based on the literature
suppor ting the recommendation. So | think there i S
sonme real literature supporting the idea that even not
infected wounds that aren't healing will benefit b vy
treating wth anti mcrobials.

There are other reasons. Sonme have been
ment i oned. For exanple, if you're going to hav e
grafti ng, if you're going to graft one of thos e
wounds, you definitely would like to reduce th e
m crobial |oad. As was referenced earlier, th e
l'i kelihood of the graft taking is much better if you
reduce the load, and that seem s to be well docunented
and wel | accept ed.

G her categories of reasons that may not
be as well docunented but which | think clinica |
observ ations support are that you can in sone case s
reduce weepi ng by reduci ng the | oad. You mght reduc e
bacterial odor and you mght reduce the chance o f
cross contamnation fromone w ound to another or from
a wound to a patient.

So there are nany reasons | th ink that we
as clinicians want to reduce the bacterial |oad even
though we don't think that wil | for sure -- you know,

absolutely heal the wound and so 1'd |like the panel t o
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at |l east reconsider or not accept the notion anywa vy

o

that this indication, reducing antimcrobials, | woul
think it belongs where it was put by FDA as a
legitimate goal of wound care. And |'ve worked in th e
area and |'ve represented this view before and bee n
involved in a study that is being considered by th e
agency now, so | have a deep famliarity with th e
background to the question. | hope |'ve been clear.
If you have sonme questions, |I'Il --

ACTING CHAl RVAN BERGFELD. That's fine
Doct or Lipsky, do you care respond or nmake furthe r
remar ks?

DOCTCR LI PSKY:  Yes, | woul d. Thank you.
| appreciate Doctor Eaglstein's renmarks and | don' t
disagree with the vast majority of what you said and
| don't think it disagrees wit h what | actually said.
What | alluded to was that each of the othe r
paraneters, reducing pain, reducing odor and so 0 n
were in and of thensel ves useful paraneters that coul d
be | ooked at and woul d benefit the patient. The idea
of just reducing the nunber of bacteria, on the other
hand, doesn't necessarily benefit the patient and it
hasn't in many instances, particularly in the diabeti C
foot infection, been proven to benefit the wound.

So if one is to argue for agents tha t
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reduce bacterial bioburden, then I think one has t o]
denonstrate that there are end points that are o f
i nport ance to the wound or to the patient in doin g
that. | actually asked Doctor Thomas earlier what th e
data was for decubitus ulcers or pressure sore s
because I'mnot as famliar in that area. He referre d

me to a paper actually witten by Doctor Al varez. |

[7)]

was just looking to seeif he's still here and perhap
he coul d address that issue.

So |'ve opted out of saying anything abou t
that area because |I'm not as famliar with tha t
literature but | think the literature on diabetic foot
infections is very limted and what few papers there
are are not very well designed. They're certainly no t
popularly done double blind crossover trials, an d
they're mxed in their reviews as to whethe r
antimcrobial therapy given to clinically uninfected
wounds has any benefit. It may or may not and | woul d
welcone trials looking at that, but just decreasin ¢
bi obur den of organi sns i s not an end point that | can
see at this point has been proven to be of val ue.

From the point of view of «cros s
contamnation, it's not the nunber of organisns. it's
the kind of organisns you have so we have nman vy

i nstances where there are a | arge nunber of organisns .
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Qur oral cavity has 10 ° organisns but we don't worr vy
about that except if there's a particular organi sm of
high virulence so just a few vanconycin resistan t
enter a cocci in awound for exanple would cause net o
be very concerned but 10 3 -- negative staph woul dn' t
cause nme to be concerned at all. So | don't agre e
with the issue of reducing bioburden because o f
concern about cross contam nati on.

DOCTOR EAG@STEIN  But | guess you woul d
agree on reducing specific age nts if an anti mcrobi al
did not --

DOCTOR LI PSKY: If an antimcrobia |
reduced weepage, if it reduced odor, if it reduce d
pain, if it was associated wit h inproved healing, 1'd
love to have it avail abl e.

DOCTOR EAGSTEI N |  nmeant specifi c
m crobes, organisns that you felt would be --

DOCTCR LI PSKY:  Well, that is, as you' ve
heard everybody say about other things, a ver vy
conplicated and controversial area. | think there ar e
certain organisns that are certainly nore virulen t
than others. Staph aureus is the major cause o f
seri ous infections in diabetic foot ulcers and ou r
experience, and there is sonme support for this ,

suggests that if the patients, for exanple, go t
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antaranerioius colonization wth staph aureus the vy
shed it on to their skin, it gets into their wound S
and they often have recurrent staph infections an d
using a topical agent like nupericin to eradicat e
nasal staph aureus colonization stops the cycle o f
recurrent infection.

So | think that there are particula r

—+

virulent organisns that nmay be worth |ooking a
controlling but that's not the issue that | understoo d
was bei ng addressed which was | owering the bioburden,
reducing it from10 4 down to 10 ; or so.

DOCTCR EAGSTEIN  Finally, | just thank
you for letting ne nmake the comment and, as | said :
there are studies in other wounds that you hadn't bee n
famliar wth perhaps so thank you very nuch.

ACTI NG CHAI RVAN BERGFELD: Thank you ,
Bill, and thank you for putting this on the table so
it will be considered |ater.

W now have to |look at three questions
gquestions 3, 4 and 6 in that order, and it is m vy

intent to close the neeting at 5:30 at the latest. S o

we wll start with question 3 or topic 3, Entr vy
Qiteria Indications and, as Doctor MQuire did inthe
past, | will read the question and then we'll open it

for discussion.
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As di scussed in the background naterial,

t he pat hophysi ol ogi cal mechanisns  underlying differen t
types of chronic ulcers are not identical. |In cases
where the mechanismof action of a test agent is know n
to target a paraneter unique t o0 a certain wound type,
subject wth other types of chronic wounds woul d
clearly be excluded froma clinical trial.

When the nechanism of action of a tes t
agent is potentially rel evant to all types of chronic
ul cers, should efficacy be denonstrated separately fo r
each najor ulcer type or mght a general evaluationi n
chroni ¢ ulcers lead to a broad indication? How d o
t hese considerations apply to the follow ng types of
products and then A through I think that's E which is
antimcrobial agents, debriding agents, bio-engineere d
skin substitutes, growth factors and ot hers.

So | believe that we'll go back to th e
first paragraph and restate it. As discussed in the
background naterial, the pathophysiol ogi cal nechanism s
underlying different types of chronic ulcers are not
identical. In cases where the nechanismof action of
atest agent is known to targe t a parameter unique to
a certain wound type, subject to other types o f
chronic wounds would clearly be excluded from a

clinical trial.
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| mght ask if that is a wunaninou s
decision of this panel, whethe r they would agree with
that statenent. I'd like a show of hands fo r
affirmative. Yes. W nove on then to the question.
Wien the nechanism of action of a test agent i S
potentially relevant to all types of chronic ulcers,
should efficacy be denonstrated separately for eac h
maj or ulcer type? Let's answer that question. An vy
comment on that specific area? Doctor Li psky and the n
Doct or Drake.

DOCTOR LI PSKY: Notwi t hstanding Docto r
MQiire's reluctance to buy off on this yesterday, |
still think that there is sone evidence to suppor t
that. D abetes nellitus does cause sone i nmunol ogic
and infectious purtobations. Havi ng reviewed thi S
topic for an NH book called "D abetes in Arerica" an d
witing the chapter on diabetes and infection wth one
of our epidemologists, we very rigorously surveye d
the literature and there are at least a half doze n
i nf ections which clearly can be shown to be nore - -
have a hi gher incidence of patients with diabetes or
a greater severity and | think , given the possibility
of these immunologic purtobations or other problem s
that cause diabetic patients to have either nor e

frequent or nore serious infections, that they need t o
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be | ooked at sonmewhat differently fromthe infection
control point of view at |east.

ACTI NG CHAl RVAN BERGFELD:  Doct or Dr ake.
Thank you.

DOCTCR DRAKE: I think that as a
pragmatist, as a bit of a pragnatist, | think it’ S
inportant that we not nmake doi ng clinical research so
cost prohibitive that new products can't cone to the
mar ket because it's just inpossible. At least I'v e
heard an awful | ot of coomon d enom nators here today.
| mean basically all wounds need to be debride d
irrespective of source. Al wounds need mcrobial, at
| east sonme evidence that you take care of an vy
i nfections. | think there's alot of common ground o n
alot of the wounds and to have to study everything i n
every group | think has a potential to nmake it cos t
prohibitive and, in fact, danpen the enthusiasmfo r
industry to pursue sone of these as well as danpen th e
enthusiasm for clinical investigators to try to do al |
this.

| think there's sone very common groun d
that shoul d be collectively |Iunped together and then
once you prove the efficacy, as you start using it :
clearly in phase four, maybe even in phase three but

clearly by phase four, sone of this stuff wll start
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sorting out. But onthe front end, | think we needt o
be a little bit pragmatic about what's rational
V' re spending $350 mllion sonetimes to get adrugto
market , so | would like to see us be a bit of a
cl unper when it's possible.

ACTI NG GHAl RVAN BERGFELD:  Doc  tor Cooper.

DOCTCR GQOCPER | woul d  speak the opposit e
of that. | think that increasingly we're learnin g
that a wound is not a wound is not a wound and tha t
separate wound types have varying characteristics and
in particular, if you were to look at reconbinan t
cytoki nes and understanding gr owth factors, there are
some wounds that heal prinarily by deposition o f
extracel | ul ar matrix and other ones that hea |
primarily by epithelialization.

And so | would think that we've worke d
long and hard, those of us in wound healing, totry t o
detect the differences between these wounds so that we
wi Il understand them better, just as Doctor Lipsk vy
referred to the diabetic ulcer as another type o f
wound. So | would speak for them being seen a s
different.

ACTI NG CHAl RVAN BERGFELD:  Yes.

DOCTOR MUSTCE: | think there's a mddle

ground which is it depends on the agent. If you'r e
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tal ki ng about the debriding agent where your prinary
end point is not inproved wound healing but just a
debri di ng agent that doesn't make the wound worse, |
think it probably could be applicable to all thre e
wounds.

Onh the other hand, if your wound healing
agent is youre making clains that it actuall y
inproves healing with the end point being a greate r
percentage of wounds healed, | think whether it's a
cytokine or a cultured epithel ial substitute, | think
that the end point should in f act be specific for the
major type of ulcer. So |l thi nk it really depends on
what the clains of the product are.

ACTING CHAI RVAN BERGFELD: Yes, Ken
Doct or Hashi not o.

DOCTOR HASH MOTO | agree with Docto r
Must oe. There's sone literature to indicate that
For exanple, in diabetic patients, some down -- o f
cyt oki nes producti on. In that case, supplenentin g
that cytokine nay be very spec ifically beneficial for
that type of ulcer.

ACTI NG GHAl RVAN BERGFELD:  Doc tor Thonas.
No conment. Doctor Mller, any comrent abou t
separating or clunping?

DOCTOR M LLER | agree with what To m
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sai d.

ACTI NG GHAI RVAN BERGFELD. There's genera |
agreenent over here.

DOCTCR MARGELIS: I'ma splitter.

ACTING CHAI RVAN BERGFELD: You're a
splitter. And you're splitting in which direction?

DOCTCR MARALIS: | would spli t along the
way that Doctor -- said.

DOCTOR COHEN:  Li kewi se.

ACTI NG CHAl RVAN BERGFELD:  Li kewi se. So
Doctor Drake, do you wish to comment? There is sone
commonal ity of what you said.

DOCTCR DRAKE: No. | think the group is

right. | nean | totally agree wth ny colleague to my
right here. | nean | have no disagreenent at all wit h
what you said. It's just what | was hearing was that

we shoul d separate themall and | don't think that's
necessary all the time. | think there are cases, jus t
as you outlined, when that's appropriate but if you'r e
debriding something, | nean it 's a whol e debride. I
don't think you have to run the cost of the study up
by studying every type of wound. SO I'min tota |
agr eenent .

ACTING CHAIRVAN BERGFELD: So | think tha't

we' ve answered that general question. Going down to
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specifics then, how do these considerations apply to
the follow ng types of products? There was nmention o f
t he debriding agents which may be common toall of the
ulcer sites and the first one here is A antimcrobia I
agents. Wwuld they be specifi ¢ to all types or would
they be individualized to a specific type of ulcer ?
General i zed. The comrent is they'll be generalized a s
we have done the debriding agents in general. An vy
ot her comrent about that? It should be generalized
m crobi al appr oach.

DOCTCR  ROSENBERG Are there kinds o f
ul cers that have their own special flora?

ACTI NG GHAl RVAN BERGFELD.  Doc  tor Li psky.

DOCTCR LIPSKY:  They're nore s imlar than
they are different, | think.

ACTING GAl RVAN BERGFELD:. So  the ulcer's
mcroflora is simlar no matter what the source of the
ul cer or the etiological agent?

DOCTCR LI PSKY: There are som e
di ff erences. Certainly with diabetes, staph aureu s
and candid al bicans are nore commonly isolated an d
or gani sns of relatively Ilow virulence, corne a
bacterium speci es, coagnegative staph and so on ar e
nore apt to be pathogens whereas you mght disms s

themin an otherwi se healthy o r at |east non-diabetic
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individual. But | would |lean toward the side of the
m crobi ology and response to infection being nor e
simlar than different when it cones to responding to
an antimcrobial agent.

ACTI NG CHAI RVAN BERGFELD: Ad | se e
general consensus. M. Cohen.

DOCTCR GOEN  Well, I'd be concerned tha t
the clains would be nade in the inserts or in th e
advertising that it can do all these things and, i f
they say it can do all these things, thenit has tob e
subst ant i at ed.

ACTING GHAIRVAN BERGFELD: | think there' s
general agreenent that you have to substantiate your
mar keti ng cl ai ns.

VW' ve covered the debriding agents. Gin g
on to C the bio-engineered skin substitutes. Wuld
there be a difference in the ulcer types or woul d
t hese guidelines be generically applied to all these
ulcer types? There's a difference, Doctor Thoma s
says. Do you want to expand on that at all?

DOCTCR THOMAS: No. If everyb ody agrees,
we can go on to the next one.

ACTING CHAIRVAN BERGFELD: Al right
Does everyone agree that there's a difference in the

ulcer sites as they are associ ated with the treatnment
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of bi o-engineered skin substitutes? Doctor Lipsky :
are you shaki ng your head?

DOCTCR LI PSKY: | just don't know.

ACTI NG GHAl RVAN BERGFELD:  You don't know
Vel |, there may be a difference then so they perhaps
should be studied differently or individually. An vy
ot her comrent? Doctor Cooper?

DOCTOR COCPER No. | agree.

ACTI NG GHAl RVAN BERGFELD.  The 'y shoul d be
separated in the study of that particul ar product. D,
growth factors. A difference. Looks |ike genera |
consensus is difference. Doctor Rosenberg.

DOCTOR  RCSENBERG The growth factor' s
story has been a disappointing one. | nean th e
epidermal growth factor datat hat New Engl and Jour na
publ i cati ons. Unless I'"'mwong, ny belief is it'" s
been a di sappoi ntment and the thing about the growth
factor is these are chemcal nessages. W sawth e
slide that was put up vyesterday showng ho w
conpli cated all these nessages were and these ar e
just, they're not even words. They're not nessages.
They're letters. They're synbols. You can wite a
short story without the letter B and peopl e have done
those ki nds of exercises. You put nore Bs in. An d

t he sane nmessage shows up or the same group of letter s
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shows up at different times in different parts of the
story and | think nmaking things happen or keep the m
from happening by pulling out two letters is naiv e
unless it can be shown to really work.

| understand that the henopoietic growh
factor s really work in certain instances, but if i t
coul d be shown that some kind of non-healing skin was

non-heal ing because of a failure, that that particula r

keyboard |acked the letter B and that putting it i n
would nake the story flow better, then that' S
terrific. But until we see that, | think a hig h

standard ought to be required of those who would tell
us that by throwing a couple of letters into th e
machi ne you' re going to get the works of Shakespeare
come out.

ACTING CHAI RVAN BERGFELD: But it" s
already been suggested that diabetic ulcer may b e
cytokine deficient, and specifically in that type of
ul cer this mght be hel pful.

DOCTCR RCSENBERG I f that were so, then
it would -- precisely.

ACTI NG CHAl RVAN BERGFELD: Yes, Docto r
Vi ss.

DOCTCR VEISS: | was just going toclarif vy

that henopoi etic growth factors, which we've had alot
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approving, they do work but we have asked that an
we' ve asked the Bi ol ogi cs Response Mudifiers Coomtte
i ssues regarding standards for these things. W'v
asked that our nanufacturers denonstrate that the
work in, for instance, bone nmarrow transplant a
opposed to just multi-cycle chenotherapy. They' r
different settings and we've gotten the nessage very
clearly that we can't generalize. Just because i
works in a mld ablative setting doesn't necessarily
mean it'll work in a less intensive chenotherap
set ting. | think that's the kind of question we'r
asking here. If something wor ks in a diabetic ulcer,
it doesn't necessarily nean that it would work in
pressure ul cer and that kind of thing.

ACTI NG CHAl RVBN BERGFELD:  Wel I, | think
that the unani nous decision was that they had to b
studied, the different ulcer types, individually.

Doct or Thonas.

DOCTOR THQVAS: And just one thing t
point is that we seemto have gone through this |ist
and said that each of these are different in the stud
of different wounds with the exception of debri denent

ACTI NG GHAI RVAN BERGFELD:  And maybe woun

cleansing. W didn't cover that.
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DOCTCR THOVAS: W didn't cover that but
we can speak to that, too. And | think that if you'r e
tal ki ng about surgical debridenment, then it probably
should be the same but if you' re talking abou t
chem cal agent debridenment, there nay be differences
anong t he wounds.

ACTI NG CHAl RVAN BERGFELD:  So you' d |i ke
reconsi derati on of the debriding techni ques, whether
t hey be chem cal or physical or mcrobiol ogical.

DOCTOR THOVAS: | think that there ar e
reasons to think that there nay be sonme difference s
and just pointing out the fact that we've now gon e
through this whole list and said they ought to b e
studied differently with the exception of one thin g
and we don't really have a | ot of data to accept that
one thing.

ACTI NG CHAI RVAN BERGFELD: Any othe r
comment on growh factors or a ny of the other factors
here? Joel.

DOCTCR M NDEL: Is there sufficien t
economc incentive for all thr ee kinds of ulcers that
a manufacturer would be willing to study all thre e
separately or are you creating therapeutic orphans by
splitting?

ACTI NG G-HAl RVAN BERGFELD:  Doc tor Thonas.
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DOCTCR THOMAS: | agree and th at's a very
valid point. | just want tof lip it around the other
way and say that the other way of saying this is that
if you do a study that shows that it works i n
neur opathic diabetic ulcers, then what | think th e
agency is askingis then cany ou nmake a claimthat it
will work in the other two. And | think that's what
we're saying. | agree with you. There are problens
about splitting this. It nakes sanple size difficult
It makes getting patients difficult, and | hate th e
idea, but there are physiological reasons to thin k
that they' re different enough so that we couldn't do
the flip side whichis to say okay, you ve proven tha t
it works inthis so nowyou ca n use it in all wounds.
| don't think that's the hurdle we want to nake.

ACTI NG CHAI RVAN BERGFELD.  Doct or Dr ake.

DOCTOR DRAKE:  Question, Doctor Thonas
Are you saying that if, say, a product cones forward
that you think, mght have reason to believe woul d
wor k in a pressure ulcer which is your area, you'r e
saying that either they should -- they say they nust
study all the ulcers to determne that because let's
say if they limt it to pressure ulcers and it works
and once it's approved, the st andard of practice wll

be that people will try it in other forns of ulcers.
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So | guess I'ma little confused. Do you think i f
anybody wants to do anything in wound healing, the vy
have to define the type of wulcer that they'r e
addressing in order to get it approved? Could yo wu
clarify for ne a little bit.

DOCTCR THOMAS. I'mcomng in a backwards
way fromthis. Wat |'msaying is that if you do a
study that denonstrates that it works in pressur e
ul cers, then you can not nake a claimthat it's going
to be equally effective in diabetic ulcers or venous
stasis ul cers.

DOCTCR DRAKE: | understand th at. But if
sonebody cane forward to the agency then and said we
want to study product X for wulcers, you would b e
opposed to that. You would say that we nust stud vy
product X for pressure ul cers.

DOCTCR  THOVAS: No. What ever stud vy
anybody wants to do and whatever wound they think it' s
going to work in, they' re going to make a clai mthat
it works in that wound.

DOCTCR DRAKE: |.e., a specific type o f
ul cer.

DOCTCR THOVAS:  Yes.

DOCTOR DRAKE:  (kay.

DOCTCR THOMAS.  In other words, if you sa vy
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this works for all wounds and you only have studie d
one kind of wound, you really don't know that it work s
in the other wounds and we have been hearing for the
last two days that there may be substantia |

differences in the treatnent of these wounds. Al so,

you' ve got differences in the control arm You' ve go't
differences in conpression. You' ve got differences i n
of f| oadi ng. You' ve got differences, differences ,
differences, differences and | think it would b e
i nappropriate for sonebody to say, well, now, we'v e

done a really neat study in venous stasis ulcers and
so you shoul d use this on scal p | acerati ons.

ACTI NG GHAl RVAN BERGFELD:  Doc  tor Mist oe,
you have a comment on this.

DOCTCR MUSTCE: | would agree  with Doctor
Thomas and just again, if the claimis actually t 0
inprove wound healing with the end point bein (g
conplete wound closure or conpletely closed wound
you' ve got to study each ulcer type and | think that
is the consensus of the board. | think if you ar e
this panel, | think if you are tal king about an agent
that has another end point, it nay not be necessary t o
study all three ul cers independently.

ACTI NG CHAI RVAN BERG-ELD: Any othe r

comments regarding this question. There is an E )
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Gher. Are there any other conbi nations that we mght
consider? No. Then noving on to the second part of
this question which deals with the covariates an d
certainly the statisticians, if you'll help us wt h
this one. The paragraph is long but it states, "The
follow ng covariates have an inpact on wound heal i ng.
And these are |listed. Surface area, depth an d
chronicity of ulcers, presence of arterial and venous
i nsufficiency, anatom cal sites involved, age of the
subjects, condition of the subjects, mcrofloria |
bal ance of wounds.

“"I'n clinical trials, these covariate s
potentially can be used as entry criteria an d
ultimately to define the specific drug/devic e
indication as variables for stratification and/o r
covariates for assessing outcome. Please describeth e
impact of these covariates on the neasurenent o f
safety and efficacy of wound healing studies an d
discuss how they should be handled in clinica |
trials.”

So you deal with the age of the patient,
the conditions of the patient, the ulcer itself b vy
size and depth and chronicity and etiology an d
specifically noted here arterial and venou s

insufficiency but there could be added ot hers and then
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mcrofloral. Yes.

DOCTOR LAVIN  Probably ny sense on this
is that | would add one to that which would be th e
investigative site and if | wre doing th e
stratification, | would recommend that clearly al |
studies be stratified by the investigator site. I
think the need to stratify for all of those factors a t
the sane time would be a prodigious task, not really
w se or recomrended, but they are in the right spirit
of what shoul d be collected that shoul d be included i n
an anal ysis of outcome and so it would be in logistic
regression that these would be included as covari ates
or some type of a proportional hazards nodel and tine
to events, so these are wise to include but not fo r
stratification necessarily.

ACTI NG CHAI RVAN BERGFELD: Yes, Docto r
Mar gol i s.

DOCTCR MARALIS: | would argue that thes e
are certainly inportant. GCert ainly the spirit of the
guestion is inportant in terns of your analysis but I
woul d argue that these are actually different fo r
different wounds. There are s tudies that have | ooked
at these for each of the different wound types an d
they aren't always the sane. I think it's a

m sconception to think that yo u should always | ook at
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the sane things for all the wo wunds. And you can pick
ones out that don't fit venous leg ulcers fromthi S
group and you can pick ones out that don't necessaril vy
fit pressure ulcers fromthis group.

ACTING CHAI RVAN BERGFELD. So you r
comments relate to separating the ul cer types and then
the covariates mght differ slightly one from anot her

DOCTOR MARALI S: Yes.

ACTI NG GHAl RVAN BERGFELD:  Doc  tor Cooper.

DOCTCR  COCPER I would just like t o
concur wth that because, in particular, in t he venou s
ulcer, it really has becone evident that you need to
stratify fromthe small ulcers up and the large ulcer s
down to really get neaningful results.

ACTI NG GHAl RVAN BERGFELD.  Doc tor Ml ler.
Doctor Adint Mller.

DOCTCR MLLER | would add two caveats t o
the observations just nmade. The first of these i S
that you shoul d perhaps review this list and stratify
on those variables that you anticipate are not going
to change throughout the duration of the trial. Thos e
that you think are time dependent then obviousl y
shoul d be used as covari ates.

| also would hasten to add that thos e

covariates should be considered concomtantly, no t
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singly or one at a tine, in order that you mgh t
assess their added effects but also their interaction s
and those nodel s shoul d i nclude those interactions.
And the final thing is | encourage th e
analysis and the designs to again return to thi S
effort to develop a multi-dinmensional outcone space s o]
that you can nake trade-offs in various outconmes
dependent upon the need of the nanagenent of th e
i ndi vi dual patient.

ACTING CHAI RVAN BERGFELD: Any ot he

=

guesti ons you' d like us to addr ess, FD A
representatives? Al of you, six of you. Thank you.

DOCTOR VEI SS:  You' ve got a good sense.

ACTI NG CHAl RVAN BERGFELD: VW' ve got a
good sense of that one. Good. Thank you very muc h
for all of your comrents then. VW' |l nove on to topi c
four, wound assessnent, and we 'Il| take the -- this is
a four part question. VWe'Il take just the opening an d
then one question at a tine.

"Standardi zed nethods for wound assessnen t
are critical to the design of clinical trials and the
terns of defining the study population, nonitorin g
safety, and evaluating efficacy.” The first question
"What diagnostic technique should be perforned i n

order to confirmthe clinical diagnosis of each type
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of ulcer? Should the evaluation include biopsy? If
so, by what techni que?”
Anyone like to respond to that first?
DOCTCR GOCPER Yes.

ACTI NG CHAl RVAN BERGFELD: Yes, Docto r

Cooper .

DOCTCR COCPER In clinical trials I'v e
al ready expressed by views, but I'll reiterate them
In the venous ulcer, | think it should be tissu e

biopsy for quantitative bacteriology and in th e
pressure ul cer al so.

ACTI NG GHAl RVAN BERGFELD:  Doc tor Mist oe.

DOCTOR MUSTCE: Yes. | think that t o
make the diagnosis, | think biopsies are no t
necessary. | think in terns of quantitativ e
bact eriology | would go to Doctor Lipsky's. I
recognize that -- | just don't think there's a
consensus into the -- | think the quantitativ e
bacteriology has value. | jus t think the -- 1'd like

to think that there are alternative ways to get a t
t hat answer than bi opsi es.

ACTI NG GHAl RVAN BERGFELD.  Doc  tor Li psky,
do you want to respond?

DOCTCR LI PSKY: Vell, to somewha t

reiterate statenents nade previously, | guess th e
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guestion | would ask is what you do with tha t
quantitative bacteriology infornmation. |f you sonmeho w
stratify patients, the question would be on wha t
basis? So if you're not using that information or if
you're using that information wthout adequate studie s
to support your use of it, the n | don't see the val ue
toit.

| also have concerns about biopsyin

(o]

di abetic foot ulcers in particular with the probl ens
wi th vascular supply and wound healing issues tha t
cone up with those patients. VWe're reluctant t o]
bi opsy those wounds, especially distal toe |esions :
for exanple, where the wounds mght be quite snal
So for all of those reasons, | don't see the need for
this but I would [ove to see a study of it |ooking at
whet her or not it has any val ue.

ACTI NG CHAl RVAN BERGFELD: I'd like t o
summari ze what we have spoken about the earlier part
of the day and that is to say the only questi onabl e
ulcer for biopsy was that of t he venous stasis ulcer.
The diabetic ulcer and the dec wubitus ulcer, | believe
we cane to sone resolution in many conversations that
that did not need to be biopsi ed. Perhaps culture if
it looked infect ed, but that was the only tine.

Doct or Rosenber g.
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DOCTCR RCBENBERG M understanding of th e
gquestion was should you have a biopsy to define th e
nature of the ulcer and | would point out that wt h
yoursel f and Doctor Hashinoto at the table, two highl y
regarded histopathologists, | would yield to you r
j udgenent and ny guess would be not, but 1'd like to
hear both of you say yes or no.

ACTING CGHAlRVAN BERGFELD | woul d say no .
| hate them when they cone.

DOCTCR HASH MOTQ Vel |, | think as a --
pat hol ogi st | can not be 100 percent sure but at leas t

you see sone paraneter |ike heno -- stasis ulcer, --

ul cer. You have a thickened basenent nenbrane -- so
sone criteria there. | don't know |It's not worked
out. It's not extensively studied. No one took 100

percent interest in this area, so it's unexplore d
fiel d. Probably if someone seriously tackled dow n
this problem conme up with some significant data.

ACTI NG CHAI RVAN BERGFELD: What you'v e
heard then is that perhaps a biopsy is not needed ,
that the clinical diagnosis nay be adequate inall the
paranmeters wused to nake that, that a biopsy i s
questionable for determning the bacterial flora |,
specifically in the venous ulcer, and that is eve n

debat abl e whet her that is necessary and you' ve heard
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from Doctor Hashinmoto and I wll support his statemnen t

that the histopathology of wulcers have not bee n
est abl i shed as a standard so it's all i n
interpretation and sonetinmes not too hel pful . | think
t hat perhaps we've answered that question then.

If we don't mnd, we'll nove on t o
question two under the sane to pic of wound assessnent
and this question reads, "There are multiple methods
of neasuring ulcers and docunenting the findings
Exanples are neasurenents of naxi num dinensions
tracings of the perinmeter of the ulcer and planinetry ,
probing to establish depth, preparations of nolds ,
phot ography of the ul cers. These nethods vary i n
preci sion and invasiveness. P ease discuss the merit S
and disadvantages of these and other nethods fo r
nmeasur ing the surface area and depth of the chroni C
cutaneous ul cers. Do you recomrend that photography
be used for docunentation?"

Doct or Cooper .

DOCTCOR QOOCPER | think once again yo u
have to |l ook at the major nechanisns by which thes e
vari ous types of wounds are healing. Cbviously, a
venous ul cer is not a wound of depth. | nmean it's of
mninal depth and so things Ii ke al ginate nol ds woul d

be inappropriate. But | think that increasingly over
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tine there's been greater clarification of th e

clustering of nmneasurenent tools that are reall vy

adequate of varying levels of rigor that should b e
applied to the specific wound types.

And the final question is abou t

phot ography and | think photog raphy is essential, not

necessarily for sone of the other reasons we spok e
about throughout the day but | think once again a
picture is worth a thousand words and in good clinica I
settings pictures are taken with extrene skill an d

precision and over tine you really have data of th e
evolut ion of that wound and that's very inportan t
information which up to this tinme we haven't had.

ACTI NG CHAI RVAN BERGFELD: Yes, Docto r
MIler.

DOCTOR M LLER The issue with th e
neuropathic ulcers, |I think it's cone out repeatedy
that there's really a paucity of studies that are of
any value and | think we saw yesterday with th e
mul tiple anatomc sites of those ul cerations and how
difficult it was to determne which lesions wer e
healing and at what rate they were healing and wha t
was the final result and which ones did actual ly heal

And | think that at the outset the studie s

have to be set up, looking specifically at th e
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neuropathic ulcers, that there 's a honogeneity to the
ulcers, that these are going to be netatarsal hea d
ul cers that are studied, heel ulcers that are studied,
toe ul cers that are studied and then you' d have t o]

tal k about dorsal toe, you' d have to talk about to e

=}

pads and | think that because of the difficulty i
diagnosing neuropathic wulcers and the lack o f
unanimity in the diagnosis and the lack o f
under st andi ng anong physi ci ans and anong ot hers t hat
photography is really necessary and | think that ther e
shoul d be a location shot and then a close up of each
of the ulcers in the study and then, in addition, you
can do the neasurenents as you go through it . But yo u
should have a location and a close-up. If you jus t
take a close-up of an ulcer, you can't really se e
exactly where it is on the foot and | would like t 0]
know, where is it on the netatarsal head, whic h
net atarsal head is it, and then what did this ulce r
| ook like and then show nme what it |ooks like whe n
it's heal ed.

But | think until we get a hom ogeneity of
ulcers in these studies, we're not going to be ablet o
come to any conclusions wth the neuropathic ulcers.
VW discussed for hours yesterday and at the end

really wasn't sure what had heal ed.
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ACTI NG CHAl RVAN BERGFELD: Yes, Docto r
Li psky.

DOCTCR LI PSKY:  Two comments. The first
i's on photography. As you all know, we're devel opi ng
digital photography. It's get ting better and cheaper
and in the future we'll easily be able to digitiz e
these wounds and give you certainly dinensions an d
probably w th stereoscopi c caneras even depth, so I
think we ought to be noving in that direction, and th e
FDA is asking us about not only what's going on no w
but what will happen in the future.

The second issue has to do with probin g
the wound. The question was phrased, "probing th e
wound to determne its depth as a neasurenent” but |
would say in the diabetic wound it has to be probe d
for two other reasons. he is the slides you sa w
yester day where wounds that |ooked |like they wer e
shallow in fact could easily be denonstrated wth a
little bit of pressure to got hrough the foot and you
need to know that.

Secondly, there's now good data that the
probe to bone test that has been worked on in a nunbe r
of centers, particularly the New Engl and Deaconess, i S
probably as accurate as $1,000 M in terns o f

determning whether or not the re's osteonyelitis. So
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all diabetic wounds should be probed for those tw o
r easons.

ACTI NG GHAl RVAN BERGFELD.  Doc tor Ml ler

DOCTCR MLLER | would like to speak in
support of Doctor Lipsky's cooment. D gital caneras
now are very, very, very good and they're even doi ng
a good job at stereoscopy and so |I'm certain tha t
that'll becone an inportant part of docunentation in
the nedical record. The word, by the way, digital is
very interesting because it me ans that information is
obj ectively available to the analyst and to th e
clinician and that's going to be a much inprove d
docunentati on over just the typical |ight canera.

The ot her thing 1'd like to say is tha t
al nost each of these proposed neasurenents for ulcers
can have argunments for them and against them Fo r
exanpl e, earlier Doctor Thomas was concerned about th e
linearity of the growth of the skin, etcetera, around
a pressure sore. The fact that it was nonlinear.
think you could nmake argunents for all those and
think that the FDA when they enunerate all thes e
alternative neasurenents ought to consider jus t
looking inthe literature and find out what the pluse s
and what the mnuses are and what the corrections

appropriate corrections that have been suggested for
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those different kinds of neasures. That wouldn't tak e
very long to do that and it'd be very helpful i n
gui di ng the choice of outcones or end points.

ACTI NG CHAl RVAN BERGFELD.  Doct or Dr ake.

DOCTCR DRAKE: This is just a suggestion
but I know at Mass General in sone of the |abs there,
there's so nuch going on in inagining and | ooki ng at
signalling. There's probably some new net hodol ogi es
out there that could be potentially extraordinaril y
hel pful in giving you quantifiabl e neasures of wound
depth, wound paraneters. | nean it can be don e
quickly just with sinple inmaging. There are several
| abs up there including the V¢ |l man Labs fromwhich I
cone that are doing all kinds of -- work, photocousti c
work using a narker dye and «capturing tha t
information. It mght be wort h thinking about an RFP
on just how best to do this because this is such a
huge burden to the patients and if there's a sinpl e
way that one coul d standardi ze the nmeasurenent of it
by a portable instrunentation, then that mght b e
really worth particularly the device industry | ooking
i nto. You mght even want to issue an RFP. | kno w
there's an awful |ot percolating around out there on
it nowand it mght be worth pursuing.

ACTI NG CHAI RVAN BERGFELD:.  Thank you. |
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think the group has answered the questions. | think
there' s no doubt that sonme type of docunentation o f
the size of the ulceration and the depth as well as a t
beginning, at the end of therapy needs to be done
The probi ng al so has had unani nmous support, especiall y
the di abetic ulcer and perhaps the pressure ulce r
specifically. The nention of new technol ogy avail abl e
and perhaps seeking a nethod to obtain that ne w
information maght be helpful. Have we forgotte n
anyt hi ng?

DOCTOR M LLER Let's not forget th e
| our ney.

ACTI NG CHAl RVAN BERGFELD:  The j our ney
Wii ch woul d nean serial whatever is done to eval uate
the ulcer site and size and depth. Al right. Then
noving on to question three under wound assessnent
"At this tinme, the agency is not aware of any full y
gquantitative nmeans of assessing the anmount of eschar
present in an ulcer that has been debrided. Pleas e
di scuss how to best evaluate the adequacy o f
debri denent .

Doct or Mustoe, maybe you woul d start.

DOCTCR MUSTCE: Vell, 1 would -- my
inpression was -- would have b een, and this is not an

area that |'ve studied, that photographically tha t
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certainly a wound that is pink or red, the percentage
of wound that's pink or red has been adequatel y
debrided but obviously in something that's bl ack itis
obviously necrotic and hasn't been debrided but I
gather Doctor Margolis has said that in fac t

phot ogr aphy was not terribly at evaluatin g

debridenent. | think debridem ent to ne is one of the
nost subjective areas around. | just | think it' S
going to be hard to define adequacy. | really think

it's a tough issue.

ACTI NG CHAl RVAN BERGFELD:  Doct or Dr ake,
then Doctor Fred Ml er.

DOCTCR DRAKE: Now, this is an area where
there is a new nethodology that I'm quite famlia r
with for measuring eschar if you ve renoved i t
effectively or not. Doctor NormN shioka who's at the
VWl |l man Laboratories at Mass CGeneral has really le d
the research on it. There's lots of publication s
around. It's involving burn wounds. And they starte d
out using |ike indocyanine green and by injecting it
using rapid signalling back and forth to snmart | asers ,
you coul d manage the cutting tool where if you got a
signal, it didn't cut the tissue. It only cut dea d
tissue and they' re specific down to 15 mcrons. And

they' ve even noved that work further al ong and so that
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m ght really be worth exploring. He's a
gast r oent er ol ogi st but he's a photophysicist an d
they're working intensively in this area.

ACTI NG CHAl RVAN BERGFELD: Doctor Fre d

Mller.

DOCTOR FRED MLLER As Tom said, Dav e
taught us this norning that the photography isn't that
hel pful or can m srepresent a wound. | think alot o f

it is subjective. You know, you debride until yo u
get to what is viable tissue. Wiat is viable tissue?
It has a different appearance. It is pink. There's

no eschar there. There's not any necrotic naterial.

But I don't know how to quantify it.

ACTI NG CHAl RVAN BERGFELD: Thank you

Tom

DOCTCR MUSTCE:  Yes. | just think the dy e
studies are intriguing. | jus t don't knowif they' ve
been studied but one area that is used in plasti C
surgery comonly which is clearly well known i S
flouricenine injections which are pretty safe
Unfortunately, they' re not 100 percent safe. There i s
rare anaphylaxis and that's the problem Bu t

fl ouricenine dye can with W light very effectivel y
show what's profused. But aga in, | can envision if a

wound is actively bleeding, yo u know, you could have
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flouricenine spilling out and staining other tissue,
so | just think that when you take on new technol ogy
it's potentially very promsing but | think you'v e
first got to do a study to validate and that's a toug h
one.

ACTING CHAIRVAN BERGFELD: Docto r
Har kl ess, Doctor Margolis, anything? Nothing?

DOCTOR  HARKLESS: | would concur wit h
Doctor MIler, what he said overall.

ACTI NG CHAI RVAN BERGFELD: So it look s
| i ke mechani cal debridenent w th visual inspection is
the recommendation and then a |ook at sone of the new
t echnol ogy for assessing the eschar depth and vi abl e
ti ssue. Doctor Drake?

DOCTCR DRAKE: In fact, this technolog vy

has been validated. They' ve worked very carefull

<

with the surgical team fromthe Shriner's Burn. I
mean this has been validated. It's well published
It's been well funded by the government. It's about
seven years into the work and they're over clinica |
trials nowand | think it's really a new technolog vy
that has been well validated and it mght be o f
interest to all of you who work in this arena.
ACTI NG CHAl RVBN BERGFELD: Thank you.

DOCTOR HARKLESS: Can | comrent ?
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ACTING CHAIRVAN BERGFELD: Docto r
Har kl ess.
DOCTOR  HARKLESS: |'ve been teachin g
residents what's nornal and abnormnal, hope that they

operate on nornmal feet in terns of bunion activities

and el ective foot surgery so | tell themif it doesn' t
look like normal tissue, then it's abnornmal and i t
needs to be debrided and | don't think it takes a

rocket scientist to figure that out.

ACTI NG CHAI RVAN BERGFELD. Ckay. Than Kk
you. | see no other comment. We'|Il go on to par t
four.

"How shoul d wound i nfection be eval uated,
nonitored? Is quantitative cu |lture after debridenent
t he nost acceptabl e means of denonstrating bacteri al
bal ance?"

Doct or Lipsky, this is in your area o f
expertise, if you don't mnd answering first.

DOCTCR LIPSKY: Well, we've discussed thi s
issue a couple of tinmes already. | think you star t
with when you evaluate it, is infection present o r
not, and |'ve already stated ny very sinplistic way o f
trying to nake that assessnent. In terms o f
monitoring, if you' re treating with an anti m crobi al

for «clinically infected lesion, | think it’ S
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reasonabl e to consider getting a culture and followup
as evidence of mcrobial cure of the infection.

The reality is that if signs a nd synptons
of the infection disappear, then you will still ge t
positive cultures. So | have a hard time know ng wha t
to nmake of the culture results in a wound that i S
either healed or healing so the clinical outcom e
trunps the m crobiol ogi cal outconme in ny view

Quantitative cultures |I've spoken to i n
t he concept of bacterial balan ces is one that | don't
thi nk nmost infectious di sease peopl e think about. |
think we know that there are p |aces that bacteria are
nornal ly present. W knowthat there are places wher e
certain bacteria shouldn't be, even if other bacteria
are, and we know that there are places |ike your bloo d
streamthat shouldn't have any bacteria. But what is
a bal ance in a colonized or contam nated or infected
wound is very difficult to define.

| think we've spoken to the issue o f
choosi ng a nunber such as 10 ; and where there is data
to support that and where ther e isn't, at least in ny
view, sufficient data to use that nunber. So as a
rule, | would like to see nore studies lookin g
specifically at the issue as to whether quantitative

mcrobiology is of value in as sessing the presence or
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response of a wound, presence of infection or respons e
of a wound to antimcrobial therapy. But at thi S
point, | don't think there's sufficient evidence t o]
demonstrate its wuseful to include it in routin e
clinical trials.

ACTI NG CHAl RVAN BERGFELD: | have to ask
you a question. Wen you ended with that statenent,
real izing that all of the information that was pu t
forth and discussed in the last day, actually tw o
days, was for infection control of the wound. Now
unl ess you in sone way nake an assessnent of that up
front, how does that fit into the whole sense o f

what's happening with this ulcer as it supposedl

<

heal s or doesn't heal ?

DOCTCR LIPSKY: R ght. That was the firs t
question that | asked yesterday in the presentation i s
what does infection control nean to the sponsor of th e
study who did the study and | got an answer that I
don't really find very helpful to ne. | think tha t
one has to assess at the begin ning whether or not you
think infectionis present and , if it is present, one
has to use standard nethods for determning whethe r
the infection is responding to the antimcrobia |
effect of the product that you re using and that' S

pretty well worked out for skin and soft tissu e
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i nfections.

If it's an uninfected wound, it's nor e
debatable as to whether or not one has to reduc e
bi oburden or knock down nunbers or get rid of specifi c
or gani sns. M own feeling at this point is tha t
there' s insufficient data to support the need tod o
that soif | were treatinga wound that | didn't thin k
was clinically infected, | wouldn't nornally culture
that wound. | would treat it in the ways we've talke d
about. Should the wound devel op signs or synptons of
an infection, | would then culture it, start th e
pati ent on enpiric therapy and nodify that therap vy
based upon the results of the cultures an d
sensitivities and the clinical response to the enpiri C
therapy that 1'd started.

ACTI NG CHAl RVAN BERGFELD:  Thank you.

Doct or Cooper, would you m nd respondi ng
to this or endorsing these renarks?

DOCTCR COCPER | disagree with them

ACTI NG GHAl RVAN BERGFELD Wu | d you m nd

stating themthen for posterity.

DOCTCR COCPER -- quantitativ e
bacteriology at this tine and | can not cite themall
but when | find theml wll send themto Doctor Lipsk vy
regardi ng the chroni ¢ wound. Has been established in
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mul tiple studi es which have sh own that the wound that
has bacterial burden greater than 10 . or strep doe s
not heal. And there are speci fic organisns that cone
up that are the ones that are the problenati C
organi sns in chronic wounds and swab cultures are 22
to 29 percent correlated with tissue biopsy. So I
wouldn't do a swab culture again in ny life.

So I'minterested these wounds have been
stuck, they don't showinflanm atory responses because
they've had chronic inflamration because they'r e
trying to heal. They just Kkeep pouring ou t
inflammatory nediators, etcetera, and they -- | mean
| certainly agree that | think there should be nor e
studies, but | think to disregard over 30 years o f
work by Robson, Kruzek, Eggars and others is -- i t
wasn't just all on burns.

ACTI NG CHAI RVAN BERGFELD: Any othe r
coment s? Yes, Doctor Harkl ess.

DOCTOR HARKLESS: | would say that m vy
experience at our institution in the Departnment o f
Othopedics is simlar to Doctor Lipsky's cooments an d
we ran a -- foot course for 12 years and consistently
get about 350 people and I've lectured extensively in
ny career and | would say al nost always when thi S

issue conmes up it supports what Doctor Lipsky i S
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saying in terns of your clinical inpression and I
think that's what Doctor Mller clearly state d
yest er day.

DOCTOR COCPER But you're all talkin g
about diabetic wounds. That's only one wound type.

DOCTCR  HARKLESS: That's fine. That' s
basical |y what we were tal ki ng about.

DOCTCR LI PSKY: W said that.

ACTI NG G-HAl RVAN BERGFELD:  Doc  tor M ndel .

DOCTCR HARKLESS: That's what the stud vy
was about yesterday.

DOCTCR M NDEL: | f gquantitativ e
mcrobiology is performed at the beginning of th e
study and then it's two weeks into the study, how do
your initial findings correlate then wth th e
subsequent m crobi ol ogi cal contam nation of the --

DOCTCR COCPER In clinical trials wha t
we're trying to get at is honogeneous subgroups an d
one of the variables that [eads us to be able tod o
that is to be able to say that we can -- at th e
entrance to the trial there is no evidence of tha t
amount of bacteria or of strep. |If they have that :
they can not go into the trial until they have a
biopsy that is less than that and they are treate d

prior to that because we know that infection requires
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entrance and growh into the tissue and so they ar e
treated topically with antimcrobials and then the vy
have a wash out period and then they go into th e
trial.

ACTI NG CHAl RVAN BERGFELD: Wuld it b e
proper to assess that the discussion has led us to a
division in the ulcers here as we consider th e
m crobi al coloni zation infecti on, whatever it is, and
that the diabetic ulcer is different than the venous
and the dicubetous and in the venous and dicubetou s
ther e may be nore concern about infection? Docto r
Cooper, would that be -- or do you apply all of what
you said to all of the ulcer types?

DOCTOR  COCPER Vell, in our clinica |
setting, it's applied to all but | do understand the
difficulty with the diabetic ulcer beinga snall ulcer
unl ess you take it and nake it larger and I amnot an
aut hority in diabetic ulcers. | take care of them
| study them in clinical trials with reconbinan t
growth factors, but | prinmarily amconcerned about the
venous ul cer and pressure ul cer.

DOCTCR LIPSKY: GCould | ask a question of
the FDA nenbers. About a year ago, you had a
confer ence where a bunch of this was discussed. I

read the transcripts a while ago. One of the papers
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that | hadn't previously read was one by Doctor Bendi
from 1965 and that was di scussed extensively. There
were only two papers that were cited in that hundreds
of pages of docunents from that |ast session tha t
tal ked about quantitative mcrobiology of wounds
Wre any of you at that meeting |ast year and coul d
you comrent on what ot hers have sai d?

DOCTOR MARZELLA: | think there appeared
to be sone sentinent that quantitative bacteriol og y
correlated with outcone in the context of burns, but
there was also consensus that there was no suc h
agreenent for chronic wulcers and that «clinica |
outcones such as reduction of infection or othe r
i ncreasi ng ul cer cl osures shoul d be use d
preferentially to define a benefit rather tha n
decr easi ng bacteri al nunbers. That was m y
under standi ng fromwhat | heard.

DOCTOR LIPSKY: That was the way | rea d

it, as well.

ACTI NG CHAl RVAN BERGFELD:  Yes.

DOCTOR MUSTCE: | guess | just would - -
D ane. | think that there are powerful theoretica |

reasons for believing that in fact bacterial |evels,
at least in many chroni c wounds, are i nportant becaus e

of the fact that we see lots of proteases in wounds.
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These proteases are derived from polys. There i S
animal data which | presented that too nmany polys are
del eterious to wound heal i ng.

And | think that what Doctor Robson ha s
done and Doctor Cooper have been a mnmethod o f
stratifying wounds which I think froma theoretica |
sense mnakes sense, but | also would agree that | thin k
that the data is not there yet to say in fact tha t
these wounds do differently although | believe tha t
once the studies are done that you wll se e
di ff erences. | think that what we're all saying abou t
keepi ng the wound clean really is in essence keepi ng
the bacteria count down which is a reflection o f
i nf [ ammat i on. Inflammation is deleterious but I' m
saying all this without, | think, the «clinical studie s
to back nme up.

DOCTCR LIPSKY: | would only say that if
the proteases cone fromthe po |ys, the polys are what
makes -- and that suggests to ne that clearly infecte d
wounds need to be treated. If a wound is onl vy
col oni zed, there should be few polys there.

DOCTOR MUSTCE: There are lots of polys.
| nean pus, it's a matter of d egree and yes, when you
have frank pus, we'd agree that's infected. But I

think you can do biopsies of chronic wounds and you'l |
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see lots of polys in a wound that doesn't have pus
There are polys in the tissue and those polys, | woul d
submt, without firmdata to b ack ne up, are at |east
in |large nunbers del eterious.

ACTING CHAIRVAN BERGFELD. Docto r
Margol i s.

DOCTCR MARALIS: At least for venous | eg
ulcers, I'mnot really anare o f any studies that have
shown that bacterial burden or greater than 10 s is a
negative risk factor for healing at any period of time
and there in fact sone studies where patients wer e
treated wth intravenous and oral antibiotics i n
random zed controlled settings supposedly that wer e
pi cked based on bacteria culture of other wound s
quantitatively which showed no apparent effect on the
rate of healing. So although | agree that bi oburden
seens like it should be inportant, I don't know that
there' s any great evidence, at least that |I'm awar e
of, and I'd be really interested in seeing Docto r
Cooper's paper that say that it's inportant for venous
| eg ul cers.

ACTI NG GHAl RVAN BERGFELD.  Doc  tor Cooper,
do you need to respond?

DOCTCR QOCPER Just briefly. | would sa vy

that | would concur that we do not treat with | V
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antibiotics or systemcally for these levels o f
bacter i a because the research has been done to sho w
that those levels are not reached within the woun d
which | said earlier today, but you treat the m
topically with an antimcrobial that penetrates th e
tissue is the way they are tre ated unless it's strep.

ACTI NG CHAl RVAN BERGFELD:  Ms. Krasner.

M5. KRASNER | just wanted to point out
that the HCPR pressure ul cer treatnent guideline #15
that canme out in 1994 addresses these issues fo r
pressure ulcers extensively concerning biopsy an d
cul turing and David, you sat on that panel, so I
suppose you coul d probably sum narize it better than |
coul d.

DOCTOR MARCLI S: | guess | could try
The person who would know the nost is Ceorg e
Rodehevers.

M5. KRASNER He's gone.

DOCTCR MARALIS: It was his s ection that
was working on it. | believe, as was nentione d
before, that it was -- | don't think it was a categor vy
B. | thought it was a category C where the decision
was nade that if a wound didn't inprove within fou r
weeks, it should be biopsied for culture and if th e

quantitative culture showed, |I think, greater th an 104
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that it should be treated with antibiotics.

Agai n, | think that was based o0 n
everybody's belief that it was inportant to assess the
bi oburden in the wound and |'mnot sure that it wa s
based on nany random zed -- actually, | know it wasn' t
based on any random zed clinical trials but that i t
was based on nmany K series studies which would hav e
given it a B rating. I'm pretty sure it was a C
rating. | don't knowif you have it with you. If it
was a Crating, then it was based on a vote of th e
panel which usually neant that it was based on whoeve r
did that section, their belief.

ACTI NG CHAl RVAN BERGFELD. | think tha t
you can nake that guideline available to the FDA if
you don't mnd, so they can reviewit.

DOCTCR MARGLIS:  |I'msure you guys have

ACTI NG CHAl RVAN BERGFELD:  You have it?
DOCTOR  NMARCOLI S Anot her governmen t
br anch.

ACTING GCHAIRVAN BERGFELD: Doct o

-

Eagl stein, did you have a comment ?
DOCTOR EAGQSTEIN  As | said before, I
think it was a B rating and there were two studies :

controlled studies. | think they were random zed.
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DOCTOR MARACLIS: Not for that docunent.

Two random zed control studies woul d have gotten it an
A rati ng.

DOCTOR EAGSTEI N Vell, | think ther e
were two --

DOCTCR MMRALIS: A C rating usually nean t
it --

DOCTCR EAQSTEEIN M recollec tion is two
studies to a --

ACTI NG CHAIl RVAN BERGFELD:  Well, we ca n
clarify this |later because we don't have the docunent
in front of us.

ACTI NG CHAI RVBN BERGFELD: A Cis, in ny
experience --

DOCTOR MARGELIS:  Yes, that's what a C
rating was. That's what | thought it was. | jus t
don't remenber.

ACTI NG CHAI RVAN BERGFELD: ['"mnot sur e
that question four has totally been answered, bu t
certainly we've discussed it and | think that there i s
sonme thought that ulcers can be infected chronically
as well as acutely. Wien there's clinical evidence o f
infection, certainly quantitative neasures and eve n
surgical measures may be necessary to define th e

bacterial balance or the bacterial organisns or th e
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m cr oor gani sns present.

The question arises whether in all ulcers
should there be quantitative cultures before and a t
sone tine distant in the thera py and certainly in the
diabetic ulcer that appears to be not needed
However, in the venous ulcer and in the decubitu s
ulcer there is sone question and there is som e
division of the panel nenbers. So | think you'll hav e
to sort that out. Yes.

DOCTCR RCBENBERG VW' re not tal king abou t
t her apy. VW're talking about in the setting of a
clinical trial.

ACTI NG CHAl RVAN BERGFELD:  Yes. | know,
but there was also a statement nmade that in th e
beginning and at the end to assess the efficacy o f
whatever was done in the antibiotic area fo r

treat nent, there would need to be two culture s

begi nni ng and sonetinme |ater. Do you have a comment ?
DOCTOR RCSENBERG No. I think w e
shouldn't -- there are two issues. he is ho w

patients should be taken care of and two is how t hey
should be handled in the clinical trial when one i S
trying to get information. They nmay not be just the
sane.

ACTI NG CHAI RVAN BERGFELD.  That is true.
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That is true. Wuld you like to nmake a recommendatio n
for aclinical trial?

DOCTOR RCSENBERG  No.

ACTI NG CHAI RVAN BERGFELD: | think it" s
still quite unanswered for the venous ulcer and th e
di cubet ous ul cer.

DOCTOR  ROSENBERG | think one magh t
expect -- if the agency were to denand rather nor e
than a clinical trial best guidelines for care, I
think it woul d be understandabl e.

ACTI NG CHAI RVAN BERGFELD: Fi ne. Vs
Cohen.

DOCTCR COHEN  Anot her subj ect. Il wa s
very di sappoi nted yesterday that we were told that the
trial, the clinical trials on white males. | can’ t
believe I'mdiscussing this, even saying it. | hope
the FDAisn't doing lip service to it, but why do we
have to keep repeating that it should be cros s
cultural nmale/fenale, that it shoul d be a true sanple
of today's society? And when | read that yesterday,
I"'mthinking | feel 1"'mback in the mddle ages but i t
shoul d be gender. It should b e all these things that
| thought the FDA was going to do and did do and | wa s
very di sappoi nted yesterday.

ACTI NG CHAI RVAN BERGFELD:  Thank you for
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that alert.

Anyone el se nake a comment? | t hi nk that
we' ve concluded all that we can concl ude under wound
assessnent topic and, therefore, we'll turn to topic
Ssix or question six. It deals with sterility of the
product and there are three paragraphs here. "Th e
sterility requirenment or permssible bioburden | evel
in association with the use of preservatives in a
multi-use formulation for a to pical product shoul d be
considered on the basis of the proposed indication an d
the route of admnistration. A though it i S
recogni zed that chronic ulcers are colonized, th e
application of additional mcrobes nay be detrinental
Sterility, therefore, is strongly recomrended in the
final formulation of topical products intended t o]
treat chroni c cutaneous wounds."

| think we ought to stop there and ask if
the panel or the commttee thinks that is a tru e
statenent or a statenent that is acceptable to them

And again, the part here that is sonewhat debatable i s

=

whet her they should be sterile products. Doct o
Cooper .

DOCTOR  OOCPER Vell, | think afte r
yesterday's presentati on by Robert Wod Johnson that

it was pretty evident that they met the criteria o f
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USD as far as bioburden and it  woul d seem excessive t
have to go to sterility when they're going to be put
on a wound that is colonized and they're frequentl
going to be used in outpatient settings. It's lik
overkill, 1 think

ACTI NG CHAI RVAN BERGFELD: Is there an
ot her comrent that woul d disagree with that? No.
think then we can skip the second paragraph whic
deals wth that issue about how you can achiev
sterility because it appears in these chroni c wounds
which are usually distal on the leg or the foot that
| ow bi oburden is the achi evabl e end point.

Third paragraph. "Are there indications
for which sterility is less a concern than for other
indications and for which a no n-sterile product m ght
be acceptable? If so, what |evel of bioburden would
be acceptable and what specific mcroorgani sns o
famly of mcroorganisns should be tested fo
exclusion in such a non-sterile product?"

I'd like to state that we have answere
the first part of that question by saying tha
acceptable for the types of chronic ul cerations that
we've discussed for the last two days would be a
unsterile product that had |ow bioburden but

definition of Ilow bioburden should probably b
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entertained at this tinme. Doctor Lipsky, Docto r
Cooper ?

DOCTOR COCPER  Wll, | think that i s
already laid out by USP is ny understanding and th e
organisns are listed. Is that true, Doctor Stronberg ?

DOCTCR  STROMBERG The USP mcrobia |
l[imts test specifies that five objectionabl e
organi sns are absent and that, for the USP at |east,
the detection limt that is permssible is 100. The
product we were dealing with yesterday had achieve d
I ess than 10 which was the |im it of detection of that
assay.

DOCTCR QOCPER | guess ny question to yo u
woul d be would you think that was adequate for th e
treatnent of these kinds of ul cers as far as proof of
bi oburden? Not the 10 but 1'm saying really assessin g
for what they're asking for as their criteria.

DOCTOR STROVBERG No. I think ou r
position is that we want it as low as feasibl vy
possible and if it can be nmade non-detectabl e by one
conpany, why can't it be nmade by anot her?

ACTI NG CHAI RVAN BERGFELD:  And you woul d
i ke us to endorse your position?

DOCTOR STROMBERG ~ Sure.

ACTING CHAIRVAN BERGFELD: Is there an vy
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di scussion of our panel nenbers regarding this?

DOCTCR WTTEN O whet her you have an
ot her recomrendati ons.

DOCTOR LIPSKY: | think what we can sa
for certain is that the product presented yesterda
was safe and it was used on 900 and some odd patients
So we have a study that was done to show that
product that was ainmed at reaching the US
reconmendations was in fact safe to use on diabeti
foot neuropathic. Vas it their effort to exceed it O
did it just happen that as they strove for that goal
t hey over-achi eved?

DOCTCR STROMBERG  No.  There was a commo
sharing of purpose.

DOCTOR LI PSKY: And the question the
would be how difficult is that? W're dealing wt
bi ol ogi cal products and conceivably the steps tha
woul d be taken, heating and inactivation, to achieve
this sterility mght inactivate the biologica
products when we're |ooking at growth factors and so
on. That woul d be ny concern.

DOCTCR STROMBERG | don't think we want
to be specific about that. It depends on the product
VW can't answer hypothetical settings.

DOCTCR LI PSKY:  Well, that's what you' ve
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been asking us to do.
DOCTCR STROMBERG  W've got it easier.

ACTING CHAI RVAN BERGFELD: Any ot he

=

comrent ? | think we're going to endorse your en d
point in sonme -- yes, Doctor Lynn.

DOCTOR DRAKE: I nean | really respec t
Doctor Stronberg and | understand that, but | really
have to support Doctor Lipsky's contention that i t
could underm ne the product itself by sterilization.

ACTI NG CHAIl RVAN BERGFELD:  No. That was
| ow bi oburden, not sterilization.

DOCTCR DRAKE: Ckay. So we're endorsing
t he | ow bi obur den.

ACTI NG G-HAl RVAN BERGFELD.  Low  bi obur den.

DOCTCR DRAKE: Al right.

ACTI NG CHAI RVAN BERGFELD: Yes
Sterilization is out.

DOCTOR DRAKE: (kay. (Cood.

ACTI NG CHAI RVAN BERGFELD: Is there a
concurrence of the comittee --

DOCTCR LI PSKY: Don't tell the Wrl d
Heal th Organi zati on.

ACTI NG GHAl RVAN BERGFELD.  -- on lowthe
bi oburden descriptors have been described by th e

coomttee and FDA? | think that we've cone to the en d
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of all of the questions unless -- yes, Doctor Wéiss.

DOCTCR VI SS: I just did not want t o
| eave wi thout addressing Ms. C ohen's earlier coment.
No, no. | think it's a very good comrent and it' S
unfortunate that we didn't have nore discussio n
yest erday when the sponsor was here because certainly
t he agency pronotes, as does m ost people, the idea of
getting broad exposure in either gender and in th e
broad denographi c base that's reflected by the people
that are likely to have these conditions. How | t
ended up the way it did1l can't answer that, but ther e
was no exclusion, specific exclusion to exclud e
populations in the studies and | do think that' s
sonething that we need to | ook at and address perhaps
post-marketing to gather broad experience. But it is
sonething that's unfortunate we didn't discuss, I
think, in nore detail yesterda y. But it sonething we
need to really encourage.

DOCTOR  HARKLESS: Yes. | think tha t
Doctor WIlson raised that issue. | just think tha t
the diverse -- as Ms. Cohen sa id, should reflect that
and | think it's very easy if you nake them nor e
sensitive to those particular issues in the outset :
you know, that it happens. | know he's a dean at Dre w

and he talked with the people at J& and said if you
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want to do this, let me know | can contact all o f
the Dblack organizations -- |I'm in a H spani c
envi ronnent. | know H spanics all over the countr vy

involved in research --

ACTI NG CHAI RVAN BERGFELD: So are ther e
any other general coments by anyone at the table ?
The FDA, woul d you like to nmake a cl osing renark?

DOCTCR VEISS: | would just liketoinvit e
this audi ence, both the coomttee and the audience, t o
comment to this draft docunent that is out there. W
are seeking comments, we are | ooking to put everythin g
together into this first step. As | rmentioned, I
think, in ny opening remarks of a draft guidanc e
docunment and so we may not have addressed or you may
think of additional things afterwards. There's a n
appendi x on pre-clinical issues that maybe some peopl e
have sone feelings about or experience towards and |
would just invite people to make comments as the vy
think about these issues and submt them to the agency
so that we can get all of your expertise.

DOCTCR HARKLESS: 1'd like to thank Docto r
Stronberg for inviting ne. |'mnot sure but | think
it's probably one of the first times a podiatrist has
actually been involved in this process and it's been

very enlightening and | specif ically have an interest
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in wound healing and | guarantee you that I'Il kno w
nmor e because ny chief of pathology is from Duke an d
|'ve already talked to himabo ut wound healing and so
we have a trenendous anmount of information an d
knowl edge to gain in that particular area in th e
pati ents who do not heal.

| al so recommend that you include the Foo t
Care Council and the American D abetes Associatio n
when you send out the comrent for that. Send it t o]
the ADAand |'msure they'll s end it to the Foot Care
Gouncil and the Anerican Podiatric Medical Associatio n
may al so want to comment.

DOCTOR VEI SS: And on behalf of th e
agency, | would just like to thank the entire pane |
and consultants for their participation for the |ast
few days and for your val uabl e comments.

ACTI NG CHAl RVAN BERGFELD. Wth thos e
wonder ful comments I, too, wan t to thank everyone for
Doctor MQiire and nyself. W are adjourned. Th e
Advi sory Commttee nmeets tonorrow at 8:30 and so the
Der mat ol ogi cal Advisory Commttee will mneet tonorrow
in coordination or conbination with the OIC panel .

(Wier eupon, the neeting was adj ourned at

4:54 p.m)
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