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1 PPROGEEDI-NGS
2 (3:20 p.m)
3 DR FREAS. Dr. Vose, can you hear us? Dr. Vose, are
you dbl e to hear us?
5 CHAI RPERSON VCSE:  |' m here.
6 DR FREAS: |If | could have everybody's attention, |

think I will go through and try to nmake sure that everybody is on

line8 and we'll get the neeting started.
9 First of all, Dr. Vose, could you just say hello to us?
10 CHAl RPERSON VOSE: | amhere. How is everybody there?
11 DR FREAS. (Ckay. Next, Dr. Hong, could you say hello
to ag?
13 DR HONG Hello fromcold Burlington.
14 DR FREAS. (kay. Now I have not seen Dr. Carole

MIllé&r. D. Mller, are you on board?

16 Ckay. W have not been able to connect with Dr. Ml ler
yet 17

18 Dr. Auchincloss, | have seen you. Can you hear us |oud
and 16 ear ?

20 DR AUCH NCLGSS: | can hear you | oud and cl ear.

21 DR FREAS. (Good. Dr. Hartigan, are you still wth us?

Dr. 2Ranal a Hartigan in Connecti cut ?
23 Ckay. She was with us earlier. | amsure she wll
j oi 24us nonentarily.

25 Dr. Wodl and, yes, you are there. You can still hear



us | dud and cl ear?

2 DR WOCDLAND: Yes. | do.

3 DR FREAS. Ckay. To our friends in the video
conf & enci ng.

5 DR WOCDLAND: Can you hear ne?

6 DR FREAS. Yes. W can hear you loud and clear. W
are faving no problemwth the video conference at this tinme. W
did & op everything and we appreci ate you bearing with us.

9 To the peopl e on the video conference, would you pl ease
wi t1® down this nunber. Should we drop you again on the video
confldrence, we woul d want you to tel ephone in and be part of the
t el @2onf erence because we would like to get this neeting over
t onilght .

14 If you need to call us and be part of the
t el @&onf erence, pl ease dial 1-700-288-2000. You would ask for
t el @6onf erence nunber R24001. | wll repeat that nunber again.
Thatl7s 1- 700- 288- 2000, tel econference nunber R24001.

18 Now for the people who are on the videoconference, |et

me ildt roduce to you the people who are on the tel econference.

20 Abbey Meyers, are you still on the tel econference |ine?
21 M5. MEYERS. Yes. |'mhere.
22 DR FREAS: Could you speak up just a little bit? |

wanl3to turn this up and ask Dr. Vost if she can hear us.
24 Dr. Vost, can you hear Abbey Meyers?
25 M5. MEYERS. Can you hear ne?



1 DR FREAS. | can hear you. | amgoing to try to see
if D2 Vost can hear you. The volune on this is as loud as it's

goingto get. Can we relocate this --

4 CHAl RPERSON VOSE:  Have her speak up again. | can't
hear Sher.

6 DR FREAS. Abbey, could you speak as | oud as you can?

7 M5. MEYERS. Yes. ood norning. How are you? This is
Abbey Meyers.

9 DR FREAS. Dr. \ost --

10 CHAl RPERSON VOSE: | can't hear anyt hi ng.

11 DR FREAS: (kay. Let ne just go to Dr. Kl einernan.

12 DR KLEINERVAN  Present and accounted for. W nust

finil8h by 6:30 because | have a golf |esson.
14 DR FREAS. Dr. Vose, are you able to hear Dr.
Kl eilBer nan?
16 | have been asked to ask everybody to turn your nmute on
if y@u are not tal king, but please be sure to turn your nute
but 18n of f when you get ready to talk.
19 W are still experiencing a fewdifficulties, Dr.

Bre2@er. Let ne just check.

21 Dr. Vose, can you hear us?
22 CHAl RPERSON VCSE: | can hear you fine.
23 DR FREAS. Can you hear Dr. Brenner or Dr. Kl einerman

on e tel ephone?

25 DR BRENNER Yes. | can hear you fine. You are



| ookilng a bit blurry around the edges though.

2 DR FREAS. Let ne just -- Dr. Vose --
3 CHAl RPERSON VCSE: | can hear themfi ne.
4 DR FREAS. Gkay. |If for sone reason anybody has

problkens with the video portion, we can always hook you in on

t hat éconference call by that 1-700-288-2000 nunber. | would Iike
to gitve everybody a few seconds to -- you know, | know if you
can' 88 hear ne, you aren't going to respond, but if there's a
probl%em please just dial into that 1-700-288-2000 nunber,

conflér ence 24001, and partici pate by tel ephone instead of video
if tllere's a probl emand you can not hear us.

12 Dr. Vose, at this tine, | would like to try to proceed
W thA3the neeting. | amassumng that if sonebody can't hear us
or ddmmunicate with us, that they will tel ephone on that
t el 45hone nunber.

16 This is the first time, as you all know, that we have
attdfpted this. W appreciate you bearing with us on this
att@®pt to video us all in.

19 Let ne go ahead and introduce to the people who do not
see20s who have a cloudy video, and tell us exactly what is
hapgdning in this room In this roomright now we have Dr.

Fi n@2oom who is Director of Cytokine Biology, Acting Lab Chief
of @23e Lab of Cell Biology. He will be presenting an overviewto
us 24 about two m nutes.

25 Sitting next to Dr. -- Dr. Wodl and, can you hear us?



1 DR WOCODLAND:  Yes. | can. Can you hear ne?

2 DR FREAS. W hear you. Everything appears to be
fine3 | amjust trying to tell the people who are on the
t el eghone - -

5 DR WOODLAND: | noticed you thought it was ne that
causé&d the interference.

7 DR FREAS. You are the only one |I see on the screen,
Dr. Wpodland. | didn't nean to pick on you. You are the only
one 9 knew who was there.

10 Getting back to the people on the telephone. In this
rool in addition to Dr. Finbloom we also have Dr. Jay S egel,
Dréa2or of OTRR you are sure aware of him W also have Dr.
Nei 13Col dman, who is Associate Director for Research for the
Centldr of Biologics. W have Dr. Gene Mirano, D rector of

Sci éace for the Ofice of Therapeutics.

16 Behind ne are the people who are involved in the site
visiliZz. They are -- | know you can't see themon the tel ephone,
but 18Bhey are Dr. Kurt Stronburg -- can you focus a canera on Dr.

Kurtl9St ronburg? W'l go around the room

20 Ckay. Joyce Pegues, next to Dr. Stronburg. 4 bbes
Joh2don. Next, Barbara WIcox, and Donald Fink. That's
eveybody in the roomw th the exception of our transcriber. W
hav@3a new nenber to the Advisory Conmttee teamwho i s Rosanna
Harwdy. She is taking Pearline Mickel vene's pl ace, because

Pea2bi ne is on her way down to Norfol k, Virginia.



1 So | would l'ike to wel cone everybody. Dr. Panel a
Harti2gan, | see you are back on. |If you get |ost again or get
drop@ed, would you please wite this nunber down. The
t el edonf erence nunber is 1-700-288-2000, ask for conference
nunbé& 24001, and we'll have you on the tel ephone as opposed to

on viedeo if there's serious video probl ens.

7 DR HARTIGAN Say that again, Bill?
8 DR FREAS. It is 1-700-288-2000, conference R24001.
9 Ckay. Again, | have been asked, this conference wll

prodOess nmuch nore satisfactorily if everybody woul d push the
nmut é1butt on when you are not tal king. You have got to renenber
to tlake the mute button off when you are tal king, but please push
thelBute button to keep down the static.

14 Ckay. Dr. Vose, | would like to proceed with the

meetlibng wi th your perm ssion.

16 CHAl RPERSON VOSE: Pl ease. (o ahead.
17 DR FREAS. (kay. At this tine, Dr. Vose, we have to
havd8an open public hearing. | don't think there' s anybody

arod®d who woul d be brave enough to try to venture to address the
comttee at this tine, and | don't see any volunteers in the
audizdnce. So with your permssion, | would like to call an end
to 2R open public hearing and then introduce Dr. Finbloomto get
on Bi3th his site visit overview

24 CHAl RPERSON VOSE: Pl ease, proceed with that.

25 DR FINBLOOM kay. | amgoing to give a very brief



overvi ew of the Division of Cytokine Biology and the Laboratory
of C&lular Biology. There's going to be sone slides that | have
for the people on video. | wll sort of read through it and ||
try dot to spend too nmuch tinme on the slides so that we can go
ahea® and get onto the discussion of the site visit report.

6 This just lists just sonme of the products that are
bei n@ reviewed within the D vision of Cytokine Biology.
Basi &l |y what these consist of are predomnantly all the
inteferons, which are interferon, al pha beta and gamma. W have
somdOof the interleukins, which anount to interleukin 10 and
intédl eukin 12. W al so have sone ot her sol uble receptors, such
as 4@ ubl e TNF receptors, soluble IL4 receptors. W al so have
somé3products such as 1CAM 1, and sone sol ubl e conpl enent
recégt ors.

15 These products are being used for a variety of
i ndiléations which I don't think we need to get to at this point
in tli7me, but I at |least wanted to give you a background in terns
of [18st sone of the products that are being reviewed in the
divil®ion at this tine.

20 The Laboratory of Cell Biology is |ooking at anot her
set 24f products. |If we could have the next slide, it goes into
t he22 products, which basically are growh factors whi ch can be
divi2@ed i nto the epidernmal and the nesenchynmal growth factors,
whi @4 are products such as PB&, EG, FG-, and then the

neu2st r ophi ¢ factors such as brain drive neurotrophic factor,



gil edl derived neurotrophic factor, nerve growh factor, and NT3
and G-, which summari zes basically nost of the products that are
undelB review in the Laboratory of Cell Biology.

4 The next slide just lists sone of the indications for
sonme5of these products that are being reviewed in cell biology,
whi cl® mai nly focus on things |ike malignancy, nucosi des,
peri @ddont al di sease and cut aneous ul cerati ons.

8 Then sonme of the neurotrophic factors are bei ng used
for Barkinson's disease, nyotrophic |ateral sclerosis, peripheral
neud®pat hy, multiple sclerosis, and sone of the angi ogenic
factldrs are being used for nyocardi a revascul ari zati on.

12 | think we can probably just skip that slide. kay. |
justl3nant to nmake a note that | nade before, that all the
sciddtists are part of what we think of as a review scientists
prodbSam where half of the tine is being spent on scientific
enddévors, which are basically outlined in the package that
everllyone has received, and review work whi ch focuses on revi ew ng
prodé&ct |icense applications which are, as you are very wel |
awarl® of, and I NDs, which are predomnantly nost of what they are
spe@i ng -- what they are predomnantly spendi ng nost of their
ti m@lon.

22 The INDs are focusing on the neurotrophic factors which
| m@3tioned before, and a ot of the epidernmal and nmesenchynal
factdrs which are very early in their product devel oprent.

25 Ckay, you can go onto the next slide. | just wanted to



spend a couple mnutes sort of relating the scientific research
with2he sort of the regulatory aspect of their career. The
probl3emis, | can't read that slide fromhere. 1 thought that
was Hetter focused before.

5 Now | can read it. This is just sonething that comes
out & the CFR | just want to bring it up. Wat it says is to
obtai’/n a license for a product, the manufacturer shall submt
data& hat neet prescribed standards of safety, purity, and
pot efcy.

10 | want to bring out the point safety, purity and
pot édcy, because | think these are aspects of any eval uation that
arelgoing to be evaluated by the scientists at CBER | nean
thed® are points of any sort of research programthat deal wth
si gddl transduction pathways, aninmal nodels of safety and
ef fildacy, and studies that deal w th how products induce certain
gend$ within a nunber of different cells.

17 | think that sort of summarizes much of the work that
is W& ng done by the five individuals that were part of the site
vi silO t eam

20 | want to just go into sort of briefly each of the
men@drs and sort of outline just in one or two sentences how I
thi2R that their particular work relates to these particul ar
asp@dts of safety, purity, and potency. Then | think we can open
up He di scussion.

25 The work of Dr. Stronburg and Pegues have been deal i ng



wi thlovarian carcinoma. They have been | ooking at the function
of e B-2 and ligands binding to erb B-2. In relationship to
that 3there are several INDs within OTRR that | ook at nonocl onal
antidodies that are directed against erb B-2, that are used in
mal i hant nodel s.

6 | think it's clear that work that come out of that |ab

clealy has inpact on how these | NDs are eval uat ed.

8 It al so has broader inpact into how we eval uate all
sol ull e receptor products, because these are -- nmany products

t hatlOare being used to block the effects of cytokines on cells in
terdd of preventing these cytokines fromeliciting certain
bi oll@gi cal effects.

13 The work of Dr. Johnson is focused on signal
tradgducti on, mai nly using nol ecul es such as EGF and PDG& and
anpi&regulin.  This work again, is focused on one, at the
recdptor | evel |ooking at what other nol ecules are involved in
terd¥ of binding of the ligand to the receptor, how these
nol é8ul es coul d potentially be nodul ated, either down-nodul ated
or dBfected in terns of binding which would | ead to changes in
t he26veral | responsiveness of the cell.

21 Then he's gone on to say there are other aspects of
sigl2al transduction within the cell that can effectively
det @3m ne whether the cell will respond in a normal or abnornal
way 24whi ch clearly gets into issues regarding the bioassays and

how2be eval uate any nunber of bioassays with these particul ar



growth factors.

2 The work of Dr. Wlcox clearly gets into issues of
saf ety and efficacy on a nunber of neurotrophic factors, in
partidcul ar with several aninal nodels that deal with both notor
neur &ns and sensoring neurons in terns of |ooking at long-term
saf ey and efficacy of neurotrophic factors that we're currently
regul7ating wi thin the division now

8 Finally, Dr. Fink, who is also | ooking at a nunber of
sign@ transduction pathways wi thin the neurotrophic area.
Agailg, | ooking at aspects of how snall er nol ecul es may affect how
| arddr trophic factors can bind to receptors, how snaller
nol d2ul es such as dexanet hasone can effect the expression of
recdptors and lead to differences in the overall effect of
neurdt r ophi ¢ factors on the cells.

15 So | think we have a nunber of scientists within this
di viléi on who are clearly working on a group of sort of related
but 1di ver se aspects of within the Dvision of Cell Biology that
cled8ly interact wth a nunber of regulatory issues that we're
deallong with pretty nmuch on a daily to weekly basis with the | NDs

and2BLAs that we're review ng.

21 So I'lIl sort of finish ny introduction with that. If
the2@ are any questions, I'lIl entertain any questions. | think
we @8n go on.

24 DR FREAS. Are there questions for Dr. Finbl oom at

thi 25ti ne?



1 Let ne remnd you, we are still in open session. W
w |l 2have a closed session in a fewmnutes. But during this
open3session, not only is Dr. Finbloomhere, but all the
resedrchers being reviewed are in the room If you have
questi ons for any of the researchers regarding their project or
anyb&dy here that you would |ike to discuss in open session, we
wel c@ne your questions.

8 Dr. Vose, do you think at this time we should go into
cl os& session, and maybe ask the people to stick around for 10
to 1® mnutes in case sonething cones up that we would want to
cal 11t hem back and address -- have them answer the question and
prod@ed in cl osed session?

13 CHAl RPERSON VCSE:  Yes. Wiy don't we proceed to cl osed
sesddon, and have Dr. Kl einerman give a report, but ask themto
stidb around for about 15 mnutes. That woul d be great.

16 DR FREAS. That's very good. Dr. Kl einernman, are you
abodf7 ready? It will take us about two mnutes to clear the
roodB and we'll give you the go ahead if you are still there,

whi d9 | hope you are.

20 DR KLEINERVAN Yes. | amhere. | amready when you
are?l
22 DR FREAS. C(Can everybody hear Dr. Kl ei nerman,

eve2gbody on the video hear Dr. Kl einerman. Ckay, great.
24 (Wrer eupon, the neeting i mredi ately reconvened in

d o2&d Session.)






