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PROCEEDI NGS
(8:30 a.m)

DR. D AGOSTINO M nane is Ral ph D Agostino
and |'mthe Chairman of the Nonprescription Drugs Advisory
Comm ttee.

This is a joint nmeeting of the Nonprescription
Drugs Advisory Conm ttee and the Dernatol ogi c and
Opht hal m ¢ Drugs Advisory Commttee. Qur agenda today is
on Rogai ne 5 percent for nen.

What I'd like to do nowis to ask the nenbers
of the advisory conmttees and the consultants to introduce
t hensel ves, speaking into the m crophones so that the
transcri ber can make sure that all the m kes are worKking.
CGeorge, why don't you start?

DR. BLEWTT: Ceorge Blewitt, industry |iaison,
Nonprescription Drugs Advisory Conmittee.

DR. BRASS: FEric Brass, Harbor-UCLA Mdi cal
Center, Nonprescription Drugs.

DR. TSCHEN: Eduardo Tschen, University of New
Mexi co, Departnment of Dernmatol ogy, Al buquerque, New Mexi co.

DR. M NDEL: Joel M ndel, Departnents of
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Opht hal nol ogy and Phar macol ogy, M. Sinai Medical Center,
New Yor k.

DR. KODA-KI MBLE: Mary Anne Koda-Ki nbl e,
Departnment of Cinical Pharmacy, University of California
at San Franci sco, Nonprescription Drugs Advisory Conmttee.

DR MLLER Fred MIler, dermatol ogist,
Gei si nger Medical Center, Danville, Pennsylvania.

DR. LAVIN. Philip Lavin, Boston Biostatistics
and Harvard Medical School .

M5. HAM LTON: Kat hl een Ham I ton, consuner rep
to the Nonprescription Drugs Advisory Comm ttee.

DR. TONG Good norning. |'m Ted Tong fromthe
University of Arizona, Departnents of Pharmacy,

Phar macol ogy, and Toxi col ogy, and |I'm a nenber of the
Nonprescription Drugs Advisory Conmttee.

DR. McKI NLEY- GRANT:  Lynn McKinley-Grant. |'m
with the Departnent of Dermatol ogy at the WAshi ngton
Hospital Center and George Washington University and a
menber of the Nonprescription Drugs Advisory Commttee.

DR. D AGOSTI NO Ral ph D Agostino, Boston

Uni versity.
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DR. NEAL: Andrea Neal, Executive Secretary to
t he Nonprescription Drugs Advisory Committee.

M5. SLINGLUFF: Beth Slingluff with Carondel et
Heal th Care Services, Tucson, Arizona. |I'mwth the
Nonprescri ption Drugs Advisory Conm ttee.

DR. DRAKE: Lynn Drake fromthe University of
Okl ahoma Heal th Sciences Center, Departnent of Dernatol ogy
and the Departnent of Dernatology at Massachusetts Ceneral
Hospital .

DR. JOHNSON: Cage Johnson, University of
Sout hern California, Nonprescription Drugs.

DR. ROSENBERG. Bill Rosenberg, dernatol ogy at
the University of Tennessee fromthe Dernatol ogy Advisory
Comm ttee.

DR. SI MMONS-O BRIEN: Eva Si nmbns-O Bri en,
Departments of Dermatol ogy and Internal Medicine at Johns
Hopki ns Uni versity School of Medicine in Baltinore,

Maryl and, and I'ma consultant to the Dernatol ogi c Advi sory
Commi tt ee.
DR. McGRATH: Patricia McGath, University of

Western Ontari o, Nonprescription Drugs.
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DR. WLKIN:. Jonathan WI kin, D rector,

Di vi sion of Dermatologic and Dental Drug Products, FDA

DR. VEEI NTRAUB: M ke Wi ntraub, FDA.

DR. BOVEN. Debra Bowen, Director, Division of
OTC Drug Products.

DR. KATZ: Linda Katz, Deputy Director, OTC
Drug Products, FDA.

DR. D AGOSTI NG Thank you.

We' Il now have the neeting statenent.

DR. HASH MOTO  Ken Hashi not o, Departnent of
Der mat ol ogy, Wayne State University in Detroit.

DR. D AGOSTING We'll now have the neeting
statenent by Andrea Neal .

DR. NEAL: The follow ng announcenent addresses
the issue of conflict of interest with regard to this
nmeeting and is nade a part of the record to preclude even
t he appearance of such at this neeting.

Based on the subm tted agenda for the neeting
and all financial interests reported by the commttee
participants, it has been determned that all interests in

firms regul ated by the Center for Drug Eval uation and



10

11

12

13

14

15

16

17

18

19

20

21

17

Research whi ch have been reported by the participants
present no potential for an appearance of a conflict of
interest at this neeting with the foll ow ng exception.

In accordance with 18 U. S. Code 208(b)(3), ful
wai vers have been granted to Dr. Ral ph D Agostino and Dr.
Lynn Drake.

A copy of these waiver statenents may be
obtai ned by submtting a witten request to FDA' s Freedom
of Information O fice, room 12A-30 of the Parkl awn
Bui | di ng.

In addition, we would like to note for the
record that several of our participants have past
i nvol venents which we believe should be disclosed so that
their comments can be objectively eval uated.

Dr. Tschen was previously involved as an
investigator in studies involving mnoxidil for use in the
treatment of androgenetic al opeci a.

Dr. Philip Lavin's conpany, Boston
Bi ostati stics Research Foundation, previously provided
statistical support regarding a study on the use of SEPA to

enhance mnoxidil efficacy for androgenetic al opeci a.
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In the event that the discussions involve any
ot her products or firnms not already on the agenda for which
an FDA participant has a financial interest, the
partici pants are aware of the need to exclude thensel ves
from such invol venent and their exclusion will be noted for
t he record.

Wth respect to all other participants, we ask
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inthe interest of fairness that they address any current
or previous financial involvenent with any firm whose
products they may wi sh to comrent upon.

DR. D AGOSTI NGO Thank you.

We' || now have opening comments from Dr.
M chael Wi ntraub.

DR. VEEI NTRAUB: Thank you, Dr. D Agostino.

| appreciate the fact that this is the third
strai ght day you've been in hearings, and we really do
appreciate this. W hope that today you'll have an
educati onal experience and be able to educate us as well.

Some mi ght ask the question why do we have

Rogai ne again. W' ve already di scussed Rogai ne 2 percent

many tinmes, and you mght think it wouldn't be necessary to
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di scuss Rogai ne 5 percent anynore.

W in the OTC area have had drugs directed at
men, specifically for nen, in the past. They were drugs
for inpotence. They were drugs for benign prostatic
hypertrophy, et cetera. But we haven't had a non-specific
organ-directed product |ike Rogaine 5 percent ever for nen.
It may be even true for wonen.

Actually | shouldn't use the term"nen."
Yesterday sone of us learned that the better termto use is
non- wonen.

(Laughter.)

DR. VEI NTRAUB: That was used by one of the
speakers at yesterday's neeting.

But anyway, in any case, we are going to ask
t he question which will be of inportance and of interest.
Not only did this drug work and was it safe, but also could
t he conpany construct a |abel for use by nen and it would
not be for use by wonen.

So, those are the broad outlines of the things
we would like you to discuss, but as | say, we haven't had

anything exactly like this. The reason for having a
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Nonprescription Drugs Advisory Comrittee is to have a
public forum and of course, we are very glad to have the
Der mat ol ogi ¢ Advi sory Conmittee and the Ophthalmc. W
have a nenber fromthe Ophthalmc Comnmttee as well. The
key thing here is to have a public presentation of these
data. So, | hope it will be instructive and hel pful to us.

Thank you.

DR. D AGOSTI NG Thank you.

We'll now go into the open public hearing. Two
peopl e have identified thensel ves and desire to nake
presentations during the open public hearing: Douglas
McConnaughey and John Thonpson. Dougl as and John, you can
use either the podiumor the m ke to nmake your
presentation. Please give your nane and affiliation and if
there's any support for this neeting.

MR, McCONNAUGHEY: Good norning. My nane is
Dougl as McConnaughey. |'ma professional journalist from
Boi se, Idaho, and | have to say that Pharmacia & Upj ohn has
covered ny time to be here and paid ny expenses to
Washi ngt on today.

| experienced severe hair | oss over the course
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of the last seven years. During the |ast year,
experienced a lot of hair loss, and in fact, the conplete
back of ny head was -- there wasn't any hair and | had a
severe receding hair line. The few hairs that were | eft
bet ween those two spots were gray.

|"'ma single dad. | have a second grade son, a
first grade daughter that I'mraising by nyself. At the
begi nning of |ast year, the school year -- well, first of
all, | have to say |I live in a very small ranching
community outside of Boise. WMst of the other fathers at
school are a | ot younger than | am and haven't experienced
any hair loss yet. | noticed how inpacting it was to ny
son at the begi nning of the school year when | had himon
my shoul ders and he said, geez, Dad, it's slick back here.
So, | paid attention to that.

| host a daily news magazine called P.M Idaho.
We cover hone health, hearth, pocketbook issues a |ot, and
what ki nd of topics you would normally consider around the
water cooler. O course, Rogaine has been a topic for a
| ot of people. Does it work? Does it not work? O

course, we have heard all the other clains of other
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products for years. So, a lot of the people in the public
wonder if it really does work.

l"'ma cynic naturally. | spent 27 years as a
newspaper, television, radio, and wre service reporter,
and believe you ne, | didn't believe it woul d work.

So, we cane up with an idea to have an on-air
test. Myself, our sports anchor, and our on-air
psychol ogi st all agreed to start using Rogaine. That was
seven nonths ago. During that process, we also interviewed
some of the clinical assessnent staff from Pharmacia &

Upj ohn.

| have to say to you that Rogai ne exceeded al
of ny expectations, and | don't say that lightly. 1 tel
you the three areas that they produced results for ne.

One, as you can see, the top of ny head -- |
had significant and excellent hair regrowth, and it's very
full.

The second area was that ny receding hairline
canme back. It reestablished that hairline and cane to the
front of ny head. It isn't conpleted yet, but | have hair

on the front of ny head.
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And the third area, very surprisingly to ne,
was that the hair that came back was the hair that | had
when | was in ny early 20s. It's darker, it's softer, and
it's fuller.

| prom sed ny audi ence that | would report back
to themfactually and honestly as |I'm doing to you today,
and that's what | told them | have hair and it's as a
result of that.

At the end of the school year, | was with ny
son at a back-to-school night and so he could see all the
ot her dads there. He |ooked up to ne and he said, gee,

Dad, you're just like all the other dads. You have hair
Now.

When you consider 2 percent and 5 percent
m noxidil for nmen, | know that one size doesn't fit all and
soneti nes anot her dose is what's necessary. Rogai ne works
for a nunber of reasons, not the |east of which is because
it's available and | would recommend that.

DR. D AGOSTI NO  Thank you very nuch.

John?

MR. THOWSON: Good norning, M. Chairman and
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menbers of the commttee. M nanme is John Thonpson. |'m
from Orange County, California. |'ma construction
managenent consul tant.

|"d like to take just a nonent to thank the
commttee for the opportunity today to talk briefly about
Rogai ne and al so to Pharmacia & Upjohn for sponsoring ny
trip here to Washington. M only hope is that ny second
trip will be longer than 18 hours in duration and it won't
be quite as hum d.

|' ve been a successful Rogai ne program
partici pant for about two years. | first noticed -- and it
kind of hit ne over the head -- that | was going to be a
product of next-generation genetics when | went to visit ny
father four years ago in Reno, Nevada. He had suffered
mal e pattern bal dness as early as age 40, and he was ki nd
of chiding nme because at the ripe old age of 37, it was the
downhi || pull to 40.

| brought a couple of photographs which you
probably may not be able to see because I'mfar away from
the table, but ny dad here at age 42 on the left began to

suffer a receding hairline which began to progress
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noti ceably and dramatically into his 40s and also into his
50s. My dad at the ripe old age of 62 currently has
substantial male pattern baldness in the front area of his
scalp all the way to the m ddl e and back secti on.

DR. D AGOSTING Are the m kes working? 1'm
sorry, John.

MR. THOWPSON: That's all right.

(Pause.)

MR. THOWPSON: Upon returning fromny visit

with nmy dad, | was in denial about, A, getting older and,
B, going bald. About a year later, | had a photograph
taken which is referenced here. | think probably the

doctors in the front row can see it nuch nore clearly. |
began to suffer that pain of genetics that | nentioned
earlier by hair loss around the tenple area and also in the
front. The picture also dramatically illustrates that it
was receding al so where ny dad had experienced the sane
situation, towards the center of ny scal p because the part
line of my hair was very irregular and it was very unfull.

| went to a series of doctors for various

consultations to see what options were available to ne, and
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finally I went onto the Rogaine program M/ dernmatol ogi st
told ne it would take approxinmately one year of daily
treatments, which | naturally conmtted to. At the tine it
was a prescription nmedication.

Three nonths into the program | amvery happy
to say | began to see very positive results. M
dermatol ogist told nme that if hair | oss was beginning to
decline, that there would be less hair in styling products
such as ny conb and in ny styling brush in the norning, and
| did notice that.

Certainly the nost dramatic result, though, was
inthe fifth nonth, and that as the telltale signs of very
begi nning hair growh along the front of the scalp. It was
really great because | knew it was working.

One of the tests a doctor had told ne to do was
to take ny hand and actually pull the hair back and if you

were | ucky enough to start experiencing the gromh, you'd

notice little, little, small, practically hairless -- well,
ny weren't that hairless -- or colorless -- excuse ne, but
small little growth |ines along the front of the scalp.

They were pretty nmuch brown. They weren't really colorless



10

11

12

13

14

15

16

17

18

19

20

21

27

whi ch al so was fairly exciting.

They were |ike kids, though. They were going
in every different direction and they weren't really doing
what | wanted themto do until they grew out actually
| onger.

In fact, this norning when | was applying the
Rogaine, | did the test anyway, realizing |I'd be testifying
before the commttee this norning, and | did the test
again. They weren't short. They were significantly
| onger .

|"mvery satisfied with the results of the
m noxidil that |1've taken currently to date in the |ast two
years, and |'m hopeful that the commttee and the FDA wil|l
react favorably towards the 5 percent sol ution.

There's varying results with Rogai ne today.
Sonme peopl e plateau, such as nyself | believe, with the 2
percent. Sonme people have margi nal or negligible results.
Sonme people it takes longer. | would hope that with the 5
percent solution, those who have experienced perhaps a
l onger tine line mght accel erate, people such as nyself

who have maybe pl ateaued in their success mght be able to
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get even greater success.

| know today you have a | ot of people com ng up
and di scussi ng Rogai ne, people, doctors, scientists, who
know a | ot nore technical information that | do. But
speaking strictly as a consuner, | can sum up Rogai ne with
two words: Rogaine works. Thank you very nuch.

DR. D AGOSTINO.  Thank you very much al so.

We'll now nove on to the next itemwhich is the
FDA presentations. W have two presentations fromthe FDA
at this point. Shahla Farr and Roger Goetsch are going to
speak on the clinical studies and the spontaneous
reporting.

VWhat 1'd like to suggest is that we |let both of
the presenters give us the presentation, and then ask sone
guestions after the two presentations.

Also, | want to rem nd the advisory conmttees
t hat Pharmacia & Upjohn will in fact cover sonme of this
material |ater on, and |'ve asked the FDA people to stay
for the full norning -- they were planning on it anyway --
so that when we ask questions of Upjohn, we will also have

the FDA individuals to answer the questions or to give us
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their insights into the material.

Shahl a, do you want to begin? This material,
your presentation, has al so been passed out to the
conm ttee nenbers.

M5. FARR Good norning. M nane is Shahl a
Farr. |I'mwth the D vision of Epidem ol ogy and
Bi ostatistics at the FDA, and today | wll be presenting to
you the efficacy and safety data for the Rogaine 5 topical
solution for mal es and fenal es.

Before | begin ny presentation, | would like to
conpl i ment Upj ohn Pharnaceuticals for a superb CANDA
subm ssion. In nmy experience, their CANDA has been one of
t he nost inpressive subm ssions for its thoroughness and
ease of use.

For the menbers of the comm ttee and ot her
peopl e who woul dn't know what CANDA is, CANDA stands for
conput er assi sted new drug application. |In other words,
it's the electronic subm ssion of the NDAs.

There are sone mnor clarifications that I
should nmention first. Through this presentation, I'll use

the words "net growth" or "net loss" to refer to positive
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or negative changes in the net hair count.

In the studies that | will present, the vehicle
that was used is that for the 5 percent Rogaine which is a
stronger fornulation than the 2 percent vehicle.

Al so, subjects were instructed to apply 1
milliliter of the test solution to the affected areas which
woul d be the vertex, which is the back of the head for
mal es, and the front of the scalp for females. They were
instructed to use this twice daily, 12 hours apart.

Also, 1 centinmeter squared of the affected area
was under the study.

The background. The sponsor's intention was to
denonstrate that 5 percent solution is as safe as and
superior to the 5 percent vehicle and the 2 percent
solution in males and femal es over a 32 or a 48-week
peri od.

The sponsor had conducted four independent,
random zed, doubl e-blind vehicle-controlled and multi-
center studies, four studies. They had nunbers that are
pretty long. So, fromnow on, | just refer to themas to

study 1 and study 285 for males, and study 9 and 286 for
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f emal es.

To gain approval for this new fornulation, the
sponsor nust show statistical superiority of Rogaine 5
percent to its vehicle and Rogaine 5 percent to Rogaine 2
percent using a two-sided 5 percent significance |evel.

The focus of this report will be on patients
net gain in hair count based on a 1 centineter square area
at the end of the treatnent period on the eval uabl e
popul ati on, which ny eval uabl e popul ati on consi sted of
subj ects who had conpl eted the study.

My presentation is organized as such. | wll
be speaking on the nmale studies first. | wll talk about
t he denographi cs and baseline characteristics of each
study. Then I will go on about the efficacy which is nean
change in hair count from baseline at the end of the
treatment. At the end I will talk about the safety which
is local irritation.

For the female studies, | will do the sane
except in ternms of safety, | will also include the
hypertrichosis, which is the unwanted hair in fenales.

At the end | will conclude with efficacy and
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saf ety concl usi ons separately.

This is the first study, study nunber 1, which
was for males. This study was a single study. The
duration was 32 weeks, 345 healthy nmales. The ratio in
each group -- this study conpared 5 percent Rogaine with 2
percent wwth the 5 percent vehicle, and the popul ati on was
divided by the ratio of 2 to 1 to 1, and 321 subjects
conpl eted the study.

As we can see, all the p values are here.

The denographi cs and baseline characteristics
that | | ooked at were age, race, baseline hair count, years
of hair loss, and duration of hair |oss category, and al
the three arns were conparable relative to the baseline
characteristics and denographic conditions.

Now, this is the efficacy for the sane study,
study 1, which as | said was 32 weeks. What |'m show ng
here, these nunbers are the actual hair counts at baseli ne,
at week 16, and week 32. O course, these are the
different treatnent arns.

The points that are interesting to see in here

are the fact that, as | showed before, all three treatnents
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started equally. Statistically there was no difference, as
we see in the p value, especially between the 5 percent and
2 percent.

At week 16, there were sone differences
actually between the 5 percent and 2 percent, that we could
see that the 5 percent subjects were gaining nore hair.

At week 32, the results were borderline,
significant.

But all in all, the difference between week O,
whi ch was baseline, to week 16, was highly significant, and
agai n between baseline and week 32, we had highly
significant results al so.

| have the nunber of the conpleters in this
study. A high nunber of subjects actually conpleted in the
5 percent Rogaine, 94 percent. 1In the 2 percent, 92
percent of people finished. |In the 5 percent vehicle, 93
percent of the subjects finished the study.

Thi s graph actually denonstrates what | tal ked
about in ternms of the hair count. This is for the sane
study, study 1 for males. This axis shows the nunber of

the hairs and this is the tine period. It just shows the
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trend. The 5 percent Rogaine is the blue line. The green
is the 2 percent Rogaine, and the red line is the placebo.
The study ended at week 32. So, we will see the trend

her e.

In terns of the safety, 345 subjects who had
actually participated in the study were | ooked at. What we
noticed is that in terns of dryness and erythema, we got
significant results, which nmeant that the 5 percent users
had nore dryness and erythenma than the 2 percent users.

This is the second nal e study, study 285. Here
Six centers were involved, participated in the study.

Since FDA requires independent trials for its approval, one
center which was in conmon with the first male study, with
study nunber 1, we had to renove. So, there were 100

subj ects who were actually renoved fromthe whol e study.

This study was for 48 weeks duration, and the
nunber of the subjects that actually | analyzed were the
393 originally, and I took the 100 out, so 293 subjects.

Qut of that, 258 actually conpleted the study.

Again, the same paraneters in terns of

denogr aphi cs and basel i ne characteristics were | ooked at.
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As we see, all the three arns were actually conparable in
terms of the denopgraphics and baseline characteristics.

Now, this is the hair count for the study 285.
We started from baseline, week 16, week 32, and week 48.

Here al so we see that at week 32 there was a
borderline significant difference between the 5 percent and
2 percent. Then the difference again between baseline and
week 16 al so was borderline significance. But all in all,
the final results actually showed statistically significant
results when we conpared the baseline to week 32 and al so
frombaseline to week 48. There were actually significant
results, which neant that subjects who used Rogai ne 5
percent actually gained nore hair than the subjects who
used the 2 percent, and the sanme for week 48.

Agai n, a high percentage of subjects in this
study conpleted the study, 88 percent in the 5 percent
Rogai ne, 86 percent in the 2 percent, and 91 percent in the
5 percent vehicle.

This graph al so shows the pattern of hair
growm h, again net hair growh that | tal ked about. W see

that pretty nuch they started at the sane place here, and
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again the blue line is the 5 percent. The green is the 2
percent and the red line is the vehicle. This also shows
at 48 weeks the pattern of net hair growh.

Now, the safety for this. | |ooked at themfor
the whol e 393 subjects who participated in the study. For
this study, erythema and folliculitis were not coll ected.

Again, here we see that in terns of dryness and
itchiness actually, the 5 percent and 2 percent
statistically differed. The subjects who used the 5
percent suffered nore of the dryness and itchiness.

VWhat | did at the end, | conbined the two nale
studies and | | ooked at themas a whole. | conpared them 2
by 2. Here again we see as a whole dryness is a problem
when we conpared the 5 percent to 2 percent and 5 percent
to its vehicle, and erythema showed again 5 percent was
worse than 2 percent. Here itching, |ike before.

Then when | conpared the 2 percent Rogaine to
the 5 percent vehicle, there were sone interesting results
here that actually the 5 percent Rogaine -- or I"'msorry --
the vehicle was nore -- they had nore dryness in the

vehicle armthan the 2 percent. Dryness and erythema



10

11

12

13

14

15

16

17

18

19

20

21

37

Now | begin the femal e studies, study nunber 9.
That was four centers for 48 weeks and 345 fenual es
participated. The ratio on that was 2 to 2 to 1. 179
actually conpleted the study. Al the three arns were
conparable in terns of the denographic and baseli ne
characteristics.

Here the sane table. | started from baseline
and | ooked at week 16, week 32 and week 48, and then the
di fferences between the different tinme periods and al so
from baseline to week 32 and baseline to week 48. There
was no statistically significant results when we conpared
the 5 percent Rogaine to 2 percent Rogaine.

There were a very | arge nunber of subjects who
actually dropped out fromthe study. As you see here, only
54 percent finished. The ones who were in 5 percent
Rogai ne finished the study, as opposed to 63 percent in the
2 percent Rogaine arm and 68 percent in the vehicle arm

This graph also shows the pattern of net hair
count. The blue line again is 5 percent Rogaine. The
green line is the 2 percent, and the red is vehicle

t hroughout the 48 weeks.
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The safety in females. Again dryness was a
problem for the 5 percent users and itching. There were a
hi gher nunber of subjects in the 5 percent group who
suffered fromitching than the 2 percent.

This is the last study for fenales, study 286.
Ni ne centers participated in the study. The duration was
48 weeks. 381 healthy fenales participated. The ratio was
2to2tol. And 253 conpleted the study. Again, the
basel i ne characteristics and denographics -- there was no
statistical difference between them

The sane table as the other studies. Again,
here when | conpared the 5 percent to 2 percent, there was
no statistically significant results shown.

In this study, like the other fenmale study, a
hi gh nunber of subjects actually dropped out, and here we
have 63 percent conpleters as opposed to 69 percent as
opposed to 68 percent.

Now, this graph as before, the blue line is the
Rogaine 5 percent. The reason this is looking like this is
because at the beginning at baseline, they actually started

with alittle | ower nunbers even though it wasn't
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statistically significant. But as you see, the blue line
again is the 5 percent. The green is the 2 percent and the
red is vehicle. It shows the pattern in the net hair

gr owt h.

Finally, the safety issues for this study, we
have 381 subjects participated. Again, in this one
erythema and folliculitis were not collected for this
study, but we see dryness, itchiness, and stingy were
statistically significant where the 5 percent subjects
suffered nore than the 2 percent. Even though
hypertrichosis did not show any significance, a few nunber
of subjects suffered in the 5 percent than the 2 percent or
the vehicle arm

Now, the conclusions for the efficacy, studies
nunber 1 and 285 statistically support the applicant's
claimthat 5 percent Rogai ne induces net increase in
nonvel lus hair count in a male popul ation over a 48 or 32-
week study peri od.

Studies 9 and 286 for ferales did not
denonstrate any net gain hair count for the 5 percent

Rogai ne over the 2 percent Rogai ne.
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In terns of safety, nmale studies 1 and 285
i ndi cated that 5 percent Rogai ne i nduces nore dryness,
erythema, and itching in subjects than the 2 percent
Rogaine. In addition, nore subjects suffered dryness and
erythema in the vehicle treatnent armthan the 2 percent
Rogai ne group

In femal e studies 9 and 286, they indicated
that the 5 percent Rogai ne i nduces nore dryness, itching,
and stingy in subjects than the 2 percent Rogai ne.

Thank you. This concludes ny speech and our
next presenter is Dr. Goetsch fromthe D vision of
Phar macovi gi | ance and Epi dem ol ogy.

DR. D AGOSTI NGO Thank you.

DR. GOETSCH. Thank you very nuch for the
opportunity to speak to the conmttee. M nanme is Roger
Goetsch. |I'mw th Pharmacovigil ance and Epi dem ol ogy.
We're going to tal k today about post-marketing surveillance
of the 2 percent m noxidil

What we did is basically | ooked at the
spont aneous reporting systemof the FDA, otherw se known as

Med Watch. The difference between what Ms. Farr presented
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and what I'mgoing to present is that ny population is the
whole world or the United States, and it's not a controlled
clinical trial.

The points |I'mgoing to discuss today on the 2
percent. | want to go over basically the limtations of
t he spontaneous reporting system | want to look a little
bit about the profile that we saw wth the overal
reporting of the 2 percent, and the main issue that we were
| ooking at is what happened with overdoses on the 2 percent
m noxidil, and focusing nmainly on serious reports and
| ooki ng at tachycardia, |ooking for sone kind of systemc
effect of the topical mnoxidil, and then give ny
concl usi ons.

Limtations of the spontaneous reporting system
is that it is spontaneous. It is voluntary. Anybody can
report, anybody can send anything in. W know that we have
under-reporting. W also know that as tinme goes by as the
drug is first marketed, the reports will increase and as
time goes on, it will then tend to decrease.

We know wi th spontaneous reporting, we have a

problemw th causality. |It's not like a clinical trial
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where you will follow a patient for X period of tine.

We al so know that we get inconplete reports and
variability. W know that sone of the fields are not
popul ated. But it's also probably the nost useful of
signals. It's very inexpensive, and as today, we're going
to | ook at what happened with overdoses of 2 percent to try
to get a feeling what may happen in the population with the
5 percent sol ution.

In our database -- and this is all mnoxidils.
This is not any specific conpany. This is any m noxidil
report that we've received fromthe day that it was
mar keted to March of this year, and we had over 16, 000
reports. The gender breakdown was 60 percent nale, 40
percent fermale. The average age was a 43-year-old. The
range was from1l year old to 90 years ol d.

To give you an idea where the reports cane
from 79 percent canme fromconsuners. The rest canme from
heal t h prof essional s.

| also threwin the regulatory definition for a
Med Watch form a 15-day which was 6 percent of the

reports. This is defined as serious on-|abel reports.
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Periodic reports are what is sent to the agency as a non-
serious event. Direct reports are what we receive directly
to the agency where the conpany may not have infornmation.

O the 2 percent of the 16,000 reports, we
| ooked at the top 10 adverse events. You have to realize
on the report, you can have up to four events. So, there
can be a crossover. W found that 26 percent of the people
had hair | oss, 18 percent had no drug effect, and 18
percent the reaction caused the hair |l oss to even be worse.
We had the itching, a problemw th application. 9 percent
had rash, dry skin, and 6 percent had a blistering, and 5
percent had sone kind of unspecific hair disorder. You
have to realize these are reporting rates. These are not
i nci dent rates.

So, then we decided let's | ook at the 2 percent
overdose reports, which we got 264 reports out of those
16,000 reports. W found that the gender switched a little
bit. 52 percent went to female, 47 percent male. The
average age pretty nuch stayed the sane. The range was
still 2 years old to 84. The reports still consuners were

sending in, 89 percent, and 11 of them cane from health
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prof essionals. These are doctors, pharmacists, nurses,
ot her peopl e.

Now, the regulatory changed. W had no direct
reports. Al of these cane in as a 15-day or periodic.

O those 264, we also | ooked at the top 10
adverse events reported and we found the profile was very
much the sanme. 22 percent had an increased hair |loss. 18
percent said it got worse. 10 percent said it didn't even
work. ltching. Now we're getting sone system c effects.
We're getting sonme dizziness and we're also getting sone
hair that was not supposed to be growing on a certain area,
8 percent.

Then we focused in at the 5 percent of
tachycardia, thinking that we could see what kind of
system c effects may be caused by increasing this dose
beyond the 2 percent.

So, we | ooked at the serious reports. There
were only 5: 1 fatality, and 3 hospitalizations, and 1 was
a foreign life-threatening report. |In the next couple of
slides I'Il briefly give you a detail of what actually

happened on those 5 reports.
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The only fatality report we received was of a
32-year-old fromMam, Florida that swallowed five
bottles, which would give you 6 grans, and then expired.
This was definitely a suicide, fatal overdose. | talked to
t he physician just |ast week and he said definitely the
patient went into hypotensive crisis and died in the ER
Now, you have to realize they swallowed this. This was not
t opi cal

There was a 2-year-old femal e that was found
with an enpty Rogai ne bottle which would have given 1.2
grans that had been full 2 hours earlier. She was taken to
the ER, l|ethargic, increased pul se, decrease in blood
pressure, admtted to the 1CU wth a diagnosis of possible
cardi ac invol verent fromthe swallow ng of mnoxidil. She
recovered and was di scharged the sane day.

Nunmber 3 is a 2-year-old fenale that swal |l owed
half a bottle of Rogaine, which would give you 600
mlligrams. She was taken to the ER admitted to the
hospital for an overnight observation, had no detectable
events. Basically the parents found her with the dropper

in her nouth and it was kind of concluded that maybe she
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didn't consune any of the nedication at all and it was just
a precaution. So, this was a worrisonme hospital event that
possi bly didn't have to happen.

Nunmber 4 was a 5-year-old that drank as nuch as
5 ms, which would give you 100 mlligrans which woul d be
equal to the 5 percent mnoxidil that we're tal ki ng about,
was admtted to the hospital for an overdose of m noxidil.
As the other case, no event was detected and they felt that
the child probably never consuned any.

We did get one foreign serious report. This
cane from Venezuel a of a 54-year-old probably cardiac
patient that was prescribed mnoxidil for hair loss. He
t ook over a teaspoonful, 15 to 20 nmls. That gives you 300
to 400 mlligrans of the product. He took it orally by
m st ake and typically experienced syncope, severe
hypot ension, atrial fibrillation, EKGs, and acute renal
failure. He was also on an ACE inhibitor, and he did
recover. It was just |ife-threatening.

So, then we noved on. W wanted to see what
ki nd of systemc effects the overdose cases would show. W

identified 14 reports that had a tachycardia that were all
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descri bed by the consuner of an overdose. The usual dose
we're tal king about with the 2 percent is 1 ml tw ce a day
whi ch woul d give you 40 mlligrans. The nean dose on al

of these 14 were 80 mlligrams. The average age was pretty
close to the average profile of 40 years old. The age was
1to 1.

The onset of this was interesting because it
happened at the first dose up to the second day of exposure
to this drug, and the tachycardia or the rapid heart beat
woul d last for 1 or 2 days.

The m noxidil overdoses that we saw were nostly
tw ce the recommended daily dose. The rapid heart beats
were usually seen in a couple days, disappeared when they
decreased the dose down to the 2 percent recomended dose.

Qur problemis this may not be the case if
they're given the 5 percent, 100 mlligranms, mnoxidil.

We're probably | ooking at a very rare
subpopul ation that may get a systemi c absorption to
mnoxidil. I1t's very hard to do causality with the SRS
but it's an observation.

My concl usion then today after |ooking at the 2
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percent mnoxidil and the post-marketing safety is we have
an awmful ot of experience with mnoxidil. 1t has been out
there since 1988. Last year it went OTC. It went generic.
Most of the adverse events are of the skin, of the hair

di sorders.

Overdose was not fromtopical; it was from
actually being swallowed. So, we're asking the question of
saf ety devi ce.

Tachycardia. W've seen 14 cases. This |ooks
like it's very rare. It look like it's a subset of a very
smal | popul ati on.

Thank you very nuch.

DR. D AGOSTI NG Thank you.

Let's entertain questions now to both of the
speakers. Again, renenber that sone of the questions that
you may have concerning the designs of the study and the
i npl enentation of the studies the sponsor will make a
presentation |ater and may be the best source for answering
t hose questions. Are there questions? FEric?

DR. BRASS: | have two questions. First, when

you presented study 285, you indicated that a center was
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dr opped because it participated in both studies. | was
unaware that that was argunent for independence and whet her
there was sonme special consideration that went into the
center being dropped. W've seen other studies where
centers have participated in nultiple --

M5. FARR In ny experience that has been one
of our requirenents. 1In all the NDAs that | have revi ewed,
if there were two studies for the sane indication and there
were sonme centers in common, one of the centers in the
study that had a higher sanple size were elimnated.

That's one of the requirenents of independence, yes, of
st udi es.

DR. BRASS: M second question is the wording
fromthe sponsor at various points includes the word
"faster" for the 5 percent than the 2 percent. M question
is what would you consider a definition of "faster." How
woul d you statistically analyze for that?

M5. FARR That's unfortunately one of the
probl ens we have been having with the sponsor. | don't
know on what basis they're claimng that. The studies were

not designed to show that, and | have brought it to their
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attention before a fewtines. So, | don't know on what
basis they are claimng that.

DR. D AGOSTINGO Oher questions on this side?
Yes.

DR. MLLER The center that was dropped. Do
you have the data fromthat center? | was thinking
specifically of the questionnaire data or the evaluation by
both investigator and by those people who had received the
Rogai ne. That was a negative study in that arm and |
woul d be interested in knowi ng what they did in the next
study. Were they also negative there in their response?

M5. FARR | didn't look at that at all. The
way we do our reviews are conpletely, as far as we can
blinded. | first look and see if in fact the two studies
are really independent of each other, and if | see a comon
investigator, without |ooking at the results, | drop them

Then another comment that | wanted to nmake is
even though 100 subjects were dropped out, the results were
still highly significant. So, | don't think that really
affected the results. The results were very strong for the

mal e st udi es.
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DR. MLLER They were strong in that study,
but in the first study, that second arm was negative, as |
recall. 1I1n 001, the counts were significant but the
eval uation by the investigator and al so by those using the
product, that was not a significant study.

M5. FARR Yes. Well, in the reviewin ny
presentation, that is basically what | |ooked at. W
mai nly went by the hair count and hair change from
baseline. So, | did not |look at themto see, for exanple,
that center that was dropped out, how they did.

DR. D AGOSTINO  Phil?

DR. LAVIN. Yes, Phil Lavin.

In your analysis here, you indicate on your
backgrounder page adjusting for age, yielded a borderline
signi ficance between the 5 percent and 2 percent sol utions,
p .06. Ws that with or without that --

M5. FARR No. They were dropped fromthe
begi nni ng.

DR. D AGOSTINO Speak into the m ke, Phil

DR. LAVIN. Yes. | was just |looking for a

point of clarification as to whether or not the 5 percent
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versus the 2 percent anal ysis which was done for study 285
-- she indicated in there that there was a p value of .06
for the difference between the 5 percent and the 2 percent.

M5. FARR. Yes. As | nentioned, that study was
al ready dropped out. So, they were not analyzed at all in
t hat study.

DR D AGOSTINO.  Mary Anne?

DR. KODA-KI MBLE: You noted a difference in
conpletion rate between nmales and females in the two
studies. Do you have any idea why that m ght have been and
did that affect the statistical analysis in any way?

M5. FARR Yes, right. That's a possibility.
We actually tal ked about that also, and | suggested that
perhaps the reason that the results didn't cone out as good
as we expected was because a | ot of the wonen dropped out.

I don't know the answer why, as to why they dropped out,
but it definitely brought down the nunber of the sanple
size and they | ost statistical power. So, perhaps that's
the reason. | have no answer for that.

DR. D AGOSTINO  You have anot her question?

DR. KODA-KIMBLE: Yes. | had a question about
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the tachycardi a because it was sonething that | read in the
report. Although you say it's rare and this is consistent
wi th the pharnmacoki netics and absorption of this drug, it
did strike nme that nost of those cases were in situations
where the individual s had doubl ed the dose. So, now we're
tal king about a 5 percent solution, and 1'd like you to
coment .

DR, GOETSCH. Exactly. That's one of ny
concerns also. It was very startling that when they did
doubl e the dose, that's when they had the tachycardia, and
when they suddenly decreased it back to the nornal dose it
went away. It would concern nme now that you're going to
doubl e the dose for themand this will be a health concern.

DR. D AGOSTINO  Any questions on this side of
the table? Yes.

DR. HASH MOTO  For the femal e study, you said
the application to the front and for the male study, the
vertex. Wiy the female patient only to the front?

M5. FARR: Probably the sponsor can answer that
better, but apparently that is nore comon in females, that

they start losing their hair nore in front, and in males
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nore in the back of the head, the back of the scalp.

DR. HASH MOTO. The regrow h of hair in the
front may be nore difficult than the vertex.

MS. FARR Yes. Maybe the sponsor can answer
t hat better.

DR. D AGOSTINO Yes. W can | think let the
sponsor nmake its presentation.

M5. FARR That was the decision that was nade.

DR. D AGOSTINGO | think that's a good point,
and the sponsor can address it when they give their
presentati on.

O her comments over here?

(No response.)

DR. D AGOSTINO It's about 9:30. Rather than
have the sponsor start their presentation, | think we
shoul d take a break now even though it may be early. W'l
start imediately at 9:45. That way we'll have plenty of
time for the sponsor's presentation and questi ons.

(Recess.)

DR. D AGOSTING The next itemon the agenda is

t he presentation by Pharmacia & Upj ohn.
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Before we go on to the presentation by
Phar maci a & Upj ohn, Andrea Neal has to nake a statenent.

DR. NEAL: | just need to provide an addendum
to the conflict of interest statenment. |In addition to Dr.
Tschen having performed a previous investigation of
mnoxidil, Dr. Lynn Drake would like to disclose that she
also did and it was with the vehicle.

DR. D AGOSTI NG Thank you.

We are now going to have the presentation from
Pharmaci a & Upjohn. Mchael Valentino will present the
agenda for the presentations and introduce the individual
speakers. M chael ?

MR. VALENTI NGO Good norning. Thank you, Dr.

D Agosti no.

Dr. D Agostino and nenbers of the two
commttees, Dr. Weintraub and FDA staff nenbers, and | adies
and gentlenen, we are sincerely pleased to be here today to
review with you our vast database on 5 percent topical
m noxi dil solution and we are al so very anxi ous to discuss
with you the need for this product in the OTC environnment

and the appropriateness for this product in the OIC
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envi ronment as wel .

My nanme is Mchael Valentino and | am Presi dent
of Pharnmacia & Upj ohn Consuner Healthcare for North
Aneri ca.

What | would like to do this nmorning is, in ny
i ntroductory comments, just provide sonme information about
t he marketplace that 5 percent topical mnoxidil solution
is going into so that we have a comon understanding. Then
also l'"d like to spend a little tine and franme the main
issues that | think we're going to spending nost of our
time as a group discussing this norning.

At that point, I'"'mgoing to turn the podi um
over to Dr. Thomas Cash who is going to spend a little tine
di scussi ng the psychosocial effects of hair |oss on people.
He's going to talk a little bit about the stress that these
pati ents endure and what affect these stresses have on
their overall well-being.

After Dr. Cash, Dr. Ron Trancik is going to
conme up from Pharmacia & Upjohn's dinical Departnent, and
he's going to go through a thorough safety and efficacy

review, and where appropriate, he's going to be, of course,
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maki ng conparisons to the 2 percent product.

Following Dr. Trancik is going to be Stuart
Rose from our Market Research Departnent. Stuart is going
to be discussing the |abeling work that has been done in
support of this proposition, and he's also going to attenpt
to give us sone insight as to how that | abel has devel oped
iteratively over time and how we believe nowthat it is a
cl ear, concise comunication to consuners.

Then finally, Ron is going to cone back up
again and discuss the risk/benefit assessnent that has been
done and al so provide sonme concl udi ng renmarKks.

| think it's appropriate for us to start wth,
as | said, a common understanding of the market that 5
percent topical mnoxidil solution is going to go into.

Qur studies indicate that there are about 40 mllion nen
that suffer from androgenetic al opecia. But as we do nore
mar ket research and | earn nore about this popul ation, we
believe now that there really are only about 6 mllion to 7
mllion of those nmen that are sufficiently notivated enough
to do sonething about the problemand take action. So,

that is the target audi ence essentially for this product.
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Up until this point, these people in the
mar ket pl ace have had an alternative -- and we think a
pretty good one -- to turn to called Rogaine 2 percent.

So, it's probably inportant for us to spend a little bit of
ti me di scussing what our experience has been so far with
Rogai ne 2 percent.

We're happy to report, as the conmttee nenbers
m ght expect, that what we've been able to acconplish is
much broader access. |In fact, we have a user base now t hat
is five-fold larger than the prescription user base. In
specific terms, we had a little over 400,000 users as an
Rx, and today we have a user base that's a little over 2
mllion. So, a five-fold increase, but you can see it's
still a fairly small overall popul ation of people that are
t aki ng advant age of the product.

Wen we talk to these people, one of the things
that they tell us is that they appreci ate Rogai ne, but they
really need a product that provides greater efficacy. You
and we both know that Rogai ne 2 percent has efficacy
[imtations, and in our dialogue with our users, as we try

to learn nore, they continually play back the fact that
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they really need a product that provides nuch greater
efficacy. |In sone instances, as we know, Rogaine 2 percent
does not work at all. In other cases, the efficacy is
quite variable. So, the consuners are playing back to us
that they need a higher strength product.

Addi tionally, when we talk to non-users, they
mai n reason that they give us for not entering the category
is their belief that there is no alternative that provides
the efficacy that would entice themto cone into the
category. \Wen we probe that further, they say to us that
if they were convinced that there was a product that
provi ded nore efficacy, they certainly would enter the
cat egory.

| would |ike to spend a nonent and just give a
little bit of the recent regulatory history as a baseline
of wunder st andi ng.

Last Decenber we received an approvable letter
fromthe FDA for the 5 percent as an Rx product. At that
poi nt, we had the FDA's agreenent that this product was
safe and effective and produced a risk/benefit ratio that

was certainly acceptable. | think as far as efficacy is
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concerned, it's not one of the things that we as a group
today are going to be spending nost of our tinme focusing
on.

You may be wondering why we submtted the 5
percent as an Rx when in fact we had the 2 percent product
as an OIC. In fact, what has happened here is an issue of
timng. W did not have the 2 percent product officially
approved at the tine when we needed to submt the 5
percent, and so that's why that difference exists. Wen we
did get the approvable letter for 5 percent, we filed an
OTC NDA for the male indication, as has been indicated so
far.

| do want to point out that we are working with
the FDA right now aggressively and are pursuing additional
clinical trials with wonen, and we have a very good
expectation that at sonme point we're going to be in a
position to have that product approved for wonen as well.

So, the main issues that | think are going to
turn out to be the focus of our discussion this norning
are: Is this product safe in an O C setting for nen, and

what happens, what is the consequence if wonen use the
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product inappropriately? W're going to be, of course,
addressi ng both of those issues in detail.

We believe very strongly that all the criteria
for OTC consideration has been nore than net by the 5
percent subm ssion. Wen you tal k about efficacy, as |
said, fromour point of view, efficacy is not so nuch an
i ssue because the agency has al ready agreed that the
product is effective. But in specific terns, the data
indicate that 46 percent nore hair is growm and the results
can be seen sooner, and we'll get into that discussion in
detail.

We al so believe that we're in quite an enviable
position because we have a product that is nore effective
and essentially the safety profile is conparable to the 2
percent product, whether in the Rx environnent or the OTC
environnment. So, there is a superior risk/benefit ratio
here to be considered.

We believe quite strongly that acceptable
| abel i ng has been devel oped and there will be a thorough
di scussion of that labeling in a few m nutes.

So, | would like to conclude ny opening remarks
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with just a couple of coments. W believe quite strongly
that the 5 percent should be approved for OTC availability.
Ladi es and gentlenen, we're quite proud of this drug. It
is literally a part of our conpany. W have studied it and
worked with it for nearly 20 years. W worked side by side
with the FDA studying and working with it. W think it is
a very well understood conpound.

We believe that the drug has a strong benefit-
to-risk ratio for nen.

We al so believe that | abeling appropriately
advi ses nen of the differences between the 2 percent and
the 5 percent product, and inportantly, we believe that
we've witten | abeling that appropriately deters wonen from
use of the product.

So, finally, it is our view that the OIC
status, as a result of our 2 percent experience, wll
dramatically expand usage as we all hope when we consi der
propositions like this, and that there is a very real need
for this product in the marketplace and this need can now
be addressed with a product that is even nore effective

t han what has been available and in fact is quite
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effective.

So, what 1'd like to do at this point is turn
the podiumover to Dr. Cash who is going to discuss the
psychosoci al effects of hair loss in nen. Dr. Cash?

DR. CASH. Thank you and good norning. It's a
pl easure to be here today to share with you a pertinent
facet of ny professional life's work.

For 25 years now, ny programof scientific
research has concerned the psychol ogy of physi cal
appear ance, including over 100 published scientific
articles and three books. M research has exam ned the
psychosoci al effects of a range of physical attributes and
condi tions, including studies of beauty, obesity, eating
di sorders, acne, as well as androgenetic al opeci a.

As a clinical psychologist, I've also devel oped
and eval uated a psychot herapeutic treatnent programto help
person's whose |lives are dimnished by their despair and
di scontent with their physical appearance.

The human condition is inherently one of
enbodi ment and the functioning and appearance of the human

body are, of course, indeed |ife-shaping. This is true
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both in ternms of others' reactions to our physical
appearance as we interact with our social world and in
terms of how we perceive and react to our own conditions of
enbodi nent .

The psychol ogy of physical appearance
i ncorporates both of these two perspectives. The outside
vi ew concerns the interpersonal effects of human
appear ance, including the occurrence of social prejudice
and discrimnation. The inside view pertains to our
subj ective attitudes and feelings about our own | ooks,
experi ences which psychol ogi sts call body inmage.

Scientific research on the psychosocial effects
of androgenetic al opecia reveals that both views are
negatively affected by hair |oss. Experinental studies
have verified the existence of unconplinmentary soci al
stereotypes of baldness. In initial inpressions, people
unconsci ously perceive the appearance and personalities of
men with visible hair loss |ess favorably than nen with a
full head of hair.

Al t hough there are certainly nore severe soci al

prejudices in our society, still the social neaning of hair
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| oss can | ead bal ding nen to feel apprehension and the
conviction that they're losing nore than the hair on their
heads.

According to two controlled scientific
i nvestigations that | published in 1992 and 1993 in the
Journal of the American Acadeny of Dernatol ogy, stress,

di stress and conproni sed well -being conme with androgenetic
al opecia for either gender. Rare is the person who is
indifferent to the onset of hair |oss.

In my 1992 study, there were three groups of
randomy sanpled nen: 63 with nodestly visible
androgenetic hair loss, 40 with nore extensive hair |o0ss,
and 42 non-bal ding controls. None had received any nedi cal
or surgical treatnent for hair |oss.

Conpared to nmen with nore nodest al opeci a,
those with nore extensive hair | oss reported a nore adverse
i mpact. For exanple, of the 70 possible effects |listed on
our hair loss effects questionnaire, nmen w th nodest
bal ding reported a significant inpact on 60 percent of
t hese events, and nmen with extensive bal ding reported such

an inpact on 79 percent of the itens.
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As this slide shows, this high | oss group
experienced significantly nore negative soci o-enotional
effects of their hair loss, nore worry and preoccupation
about it, and sonewhat stronger behavioral efforts to
conceal, conpensate, and cope with the hair |oss.
Specifically, substantial percentages of nmen expressed
desires for nore hair, reported peer teasing about their
hair |1 oss, feelings of self-consciousness and worry about
t heir physical appearance, concerns about aging, and so
forth.

These data confirmthat androgenetic al opecia
is an unwel cone, stressful experience for nost nen. In
fact, when the non-bal ding controls were asked to imagi ne
their reaction, should they begin to have gradual pattern
bal ding, a nere 8 percent said that they would not be
bothered by it.

To determ ne whether the stress of al opecia
m ght inpair nmen's psychosocial functioning, balding and
non- bal di ng men were conpared further on body inmage and
adjustnment. Qur results indicated that it is inprobable

t hat androgeneti c al opeci a damages functioning in nost ne

66

n.
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Goup differences in psychol ogi cal adjustnent
were not significant except that balding nen clearly had
nore negative body image attitudes, |ess satisfaction with
their hair, as you can see here, and also with their
overal | physical appearance. |In other words, hair |oss
i npai red body i nage beyond a focal discontent on hair.

Qur correlations in the study did reveal that
the men who were nost upset by hair |1 oss had | ess adaptive
functioning, and as this slide conveys, those nost
di stressed by their hair |oss were nmen who regarded their
bal di ng as socially noticeable, those who expected it to
progress, younger nen with an earlier hair |oss onset, and
single men who were not dating.

Vell, then in 1993 with dermatol ogi sts Vera
Price and Ron Savin, we studied a clinical population,
newly referred patients with androgenetic al opecia, 96
wonen and 60 men. We included a fenmale control group in
this study of 56 non-al opecia patients seeking treatnent
for cutaneous conditions that were not publicly visible.

We found that al opecia was a profoundly

di stressi ng experience for wonen whose body i nmage and
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psychol ogi cal adjustnment were nuch | ess favorable relative
to the female controls, and again we found that hair |oss
was quite troubling to nen. Over one-fourth of the nen
reported being very or extrenely upset by their al opecia.

The next slide describes sone of the
psychosocial effects that these nmale patients attributed to
their hair loss. For exanple, the vast ngjority of these
men felt helpless, frustrated, and worried by the
condition. They believed that it substantially di mnished
their | ooks and that they had to endure social teasing
about their hair |oss.

Furthernore, a conparison of nen's reactions in
our two studies clearly reveals that distress was higher in
a treatnment seeking sanple than in a random sanpl e of
bal ding nmen. Understandably, it is their psychol ogi cal
di sconfort that in great part notivates patients to seek
effective treatnents and renedies for their al opecia and
associ at ed angui sh.

Qur studies further reveal, as this slide
indicates, that left to their own coping resources, people

wi t h androgenetic al opecia often seek information and
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sel ective social support, struggle to nanage their

di sruptive negative thoughts and feelings, try to conceal
their hair loss with altered hair styling or by taking
cover under hats or caps. They may al so spend nore tine
and effort on their appearance in other ways to try to
conpensate for their condition. For exanple, balding nen
may grow a beard, work out nore, or wear nicely |ooking
cl ot hes.

The search for ways to reverse the course of
hair loss is a search to restore one's sense of physical
acceptability and well-being. Safe and effective sol utions
to the strife that acconpani es androgenetic al opecia are
val uabl e to those who are affected. The |osses at stake
and the gains to be had, of course, do pertain to hair, but
nore inportantly, the |osses and gains are also felt in the
quality of enbodied life.

| thank you for your attention and now | et ne
turn the podiumover to Dr. Ron Trancik, Pharmacia &

Upj ohn.
DR. TRANCI K:  Thank you, Tom

Good norning. My name is Ron Trancik. | amin
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the dinical Research Departnent of the Consuner Heal thcare
Di vision at Pharmacia & Upj ohn where | amthe principal
nmonitor for Rogaine. | have over 20 years of

phar maceuti cal industry experience in the clinical

devel opnent of dermatol ogi ¢ products.

Over the next 15 mnutes, | wll present to you
an overview of the safety and efficacy data that we have
generated over the |ast several years with Rogaine Extra
Strength for Men. For brevity in this presentation,
Rogai ne Extra Strength for Men will often be referred to as
Rogaine 5 percent. In many cases there will be direct
conparisons to the existing Rogaine OIC product which wll
be referred to as Rogai ne 2 percent.

These conparisons will show that Rogai ne Extra
Strength for Men has conparabl e safety and superi or
efficacy to the existing Rogaine OTC product. W believe
that our data strongly support the direct OTC approval of
Rogai ne Extra Strength for Men

The safety of Rogaine Extra Strength for Men
will be based on the follow ng.

First, pharmacokinetic studi es have been
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conducted to support the wide margin of safety of Rogai ne.
| will also present safety data generated in

our well-controlled clinical trials which contained over

2,000 patients, but I wll focus mainly on the nal e data.

Thirdly, we do have commercial marketing
experience with Regaine 5 percent worldw de. | point out
that Regaine is the name of the product in countries
outside of North Anerica where it is referred to as
Rogai ne.

Lastly, | would like to share with you our
phar macovi gi | ance data generated with Rogai ne 2 percent as
a prescription product conpared to Rogaine 2 percent U S.
experience as an OTC product.

Superior efficacy has been denonstrated with
Rogai ne 5 percent in clinical studies conducted in over 700
mal es and support the enhanced efficacy of 5 percent over
Rogai ne 2 percent.

Based on the experience we have gained with
Rogai ne 5 percent, we will conclude that there is
conpar abl e safety and superior efficacy of Rogaine Extra

Strength for Men as conpared to Rogai ne 2 percent, and that
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the data support the direct OIC approval of Rogaine Extra
Strength for Men.

Before | get into the safety and efficacy data,
I want to present an overview of the history of m noxidi
inthe US  Mnoxidil has been around for a nunber of
years and was initially approved as the anti hypertensive
drug Loniten.

Following Loniten is a list of major events
whi ch have been realized in the U S utilizing mnoxidil in
a topical dosage formin Rogai ne products which are used to
treat androgenetic al opecia, or hereditary hair loss. The
original Rx product was approved in males in 1988, followed
by approval in 1991 in fenales.

More recent history with the 5 percent product
has i nvol ved neetings wth the FDA, culmnating in an NDA
subm ssion of the 5 percent product as an Rx drug. This
occurred in Decenmber of 1995.

Rogai ne was then approved as an OTC product in
February 1996.

I n Decenber of 1996, we received an approvable

letter for Rogaine 5 percent as an Rx product for use in
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mal es only.

Fol | owi ng anot her neeting with the FDA where we
di scussed the direct OTC approval of Rogaine 5 percent, we
resubmtted the NDA as a direct OTC product in February of
1997.

Lastly, we are here today at the request of the
FDA to discuss specific |labeling issues relating to the
direct OIC approval of Rogaine 5 percent.

Anot her very inportant nmessage on this slide is
t hat Rogai ne has a long history of product usage both as a
prescription and an OTC product. The safety of m noxidil
the active ingredient in Rogaine, has been studied
extensively and has been wel | -established when applied
topically. The FDA and other regul atory agenci es worl dw de
have revi ewed and approved over 100 Rogai ne/ Regai ne
subm ssi ons.

Next | would |ike to review the marketing
experience for the 2 percent and 5 percent products. The 2
percent solution is approved in 90 countries around the
world. In 20 of those countries, it is available as a

nonprescri ption product.
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Wth respect to Regaine 5 percent, we now have
19 countries where the product has been approved for up to
4 years in both males and fenales. It is marketed in 14
countries with two of the 14 countries, the product being
avai | abl e as a pharnmacy only nonprescription product.
Those countries are Denmark and New Zeal and.

We al so have 12 prescription approval s pendi ng,
along with 2 direct OIC approval s pending, including the
subm ssion here in the U S and a recent subm ssion in the
Uni ted Ki ngdom

Next | would like to review the safety of
Rogai ne 5 percent. Conparable safety to Rogai ne 2 percent
has been established by pharmacokinetic studies, clinical
studi es, and commercial marketing experience. | wll
di scuss each of these areas separately over the next
several m nutes.

Based on our pharmacokinetic studies, the
absorption from Rogaine 5 percent is |ow, representing
about 1.7 percent of the applied topical dose. W have
al so over the years studi ed many factors which m ght

i nfluence the absorption of mnoxidil, including sunburn,
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occl usion, and the concomtant use of mnoxidil w th other
drugs such as Retin A.  This drug has a well-defined
phar macoki netic profile.

Most inportantly, we have established a m ni num
effect | evel where henobdynam ¢ changes first occur
Bet ween 20 and 30 nanogranms per mlliliter is the m noxidi
serum | evel at which just neasurabl e henodynam c effects
are observed. For exanple, at approximtely 20 nanograns
per mlliliter, we see about a 5 beat per m nute increase
in heart rate in untreated hypertensives, a change not
unl i ke events which occur in daily life.

Even at levels close to and exceedi ng 80
nanograns per mlliliter, a serummnoxidil |evel greater
than 70 tinmes the [ evel achieved wth topical m noxidi
only an increase of 10 to 15 beats per minute in heart rate
was observed.

In addition, patients were nonitored in our
long-termclinical trials and we have found that serum
mnoxidil levels in these clinical trial patients translate
on an average to 0.6 nanograns per mlliliter for patients

treated with Rogaine 2 percent and 1.2 nanograns per
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milliliter in patients using the 5 percent product. 1.2
nanograns per mlliliter is a nean of over 2,000 m noxi di
serum | evel sanples generated in 670 nale and fenal e
patients treated wth Rogaine 5 percent. The highest |evel
observed was 19.1 nanograns per mlliliter in this patient
popul ati on.

The 0.6 and 1.2 nanograns per mlliliter |evels
are well below the 20 nanograns per milliliter m ninma
effect | evel for observed m nor henodynam c changes and
establishes a margin of safety greater than an order of
magni t ude when Rogaine is used topically for the treatnent
of common hair | o0ss.

The safety of Rogaine 5 percent was al so
established in four well-controlled clinical trials. Two
of these studies in males, nanely protocols 001 and 0285
were considered definitive studies. There were 827 nmal es
enrolled in these four studies wth 371 of those patients
treated with Rogai ne 5 percent.

Rel ative risk estimates were calcul ated for al
body systens. Medical events generated in these four nmale

and female clinical trials can be distilled down to the
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dermat ol ogi ¢ body system as shown on this slide. Qut of
the 16 body systens nonitored in both our nmale and fenale
studies, only within the dermatol ogi ¢ body system was a
statistically significant dose-response observed; that is,

the risk of dermatol ogi c nedical events was greater with 5
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percent, than 2 percent, than pl acebo.
VWiile there is a statistically significant

relative risk difference between 5 and 2 percent

treatnents, the events within the dernatol ogic category are

relatively mnor, such as itching, dryness, and are
reversible. None of the events in the Rogaine 5 percent
treatment group were considered serious in the nale
popul ati on.

As you can see on this slide, if you analyze
just the male data, there is no longer a statistically
significant difference between the Rogaine 5 percent and
Rogai ne 2 percent.

Next | would like to focus on treatnent
di scontinuations due to nedical events. As seen on this
slide, the preponderance of discontinuations was due to

dermat ol ogi ¢ nedi cal events with over half of the
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di scontinuations falling in that category as conpared to
all other nedical events.

I f we further exam ned the dermatol ogi ¢ nedi cal
event discontinuations by gender, we can again see that the
majority of the discontinuations was in fenales, with | ess
than one-third of the discontinuations due to nedi cal
events in the mal e popul ati on.

More specifically, if we |ook at nedical events
within the dernatol ogic body system you can see that the
mal e popul ation contributed to half of the discontinuations
due to pruritus or itching, whereas in the case of
hypertrichosis, there were no mal es who di scontinued due to
this event.

Hypertrichosis is defined as growh of hair on
areas of the body where it doesn't usually grow. Wth
topical mnoxidil, it is generally on the face, primarily
above the | ateral eyebrows, tenples, and along the sides of
the face. Also with topical mnoxidil, it is often fine
hair, or peach fuzz, but it is not course nustache or
beard-type hair. It is an unwanted cosnetic effect but is

i nfrequent and reversible.
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In our well-controlled femal e studies, which
i ncluded 301 fenales treated wth Rogaine 5 percent, we had
20 nedi cal event reports of hypertrichosis, which
represents 7 percent of the female study population. O
these, 7 patients chose to discontinue treatnment due to the
side effect. 13, or approxinmately two-thirds, of those
females with hypertrichosis chose to continue using Rogaine
5 percent.

As you will see later in M. Rose's
presentation of our intent-to-heed |abeling studies, this
resulted in adding a warning to the Rogaine Extra Strength
for Men | abel: "May cause unwanted facial hair in wonen."

A review of the 7 patients who discontinued our
clinical studies due to hypertrichosis revealed that the
unwanted hair was primarily on the face, nore specifically
al ong the cheeks and forehead, and ranged fromvellus hair,
or peach fuzz, to one case reported as severe facial hair.

This condition, which is reversible in 4 nonths
and even in sone patients wll disappear with continued use
of Rogaine 5 percent, can be mnimzed by careful

application of the product, washing hands foll ow ng
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application, and allow ng the solution to dry before going
to bed.

Froma clinical perspective, we have
consultants in the audi ence who can speak to their clinical
experiences wth Rogaine as it relates to hypertrichosis,
if you are interested.

Al so during the course of our well-controlled
clinical trials, we nonitored | ocal tolerance of patients
using the product. These data were collected by elicited
check-box responses in the case report forns to determ ne
if the patient was experiencing signs and synptons of skin
i ntol erance such as itching, erythema, and dryness. The
majority of these reactions, as | think you saw on the
slides shown by Shahla Farr, were mld and patients were
able to continue use of the product.

In mal es we found that Rogai ne 5 percent was
approxi mately equal to placebo, both of which were greater
t han Rogaine 2 percent. W feel this is due primarily to
skin reactions to propylene glycol in the fornulation.
Level s of propylene glycol in Rogaine 5 percent and pl acebo

solutions are equal and both contain nore than propyl ene
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gl ycol in Rogaine 2 percent.

An assessnent of the |local tolerance data
conducted by the FDA, as you saw presented by Dr. Farr,
concl uded that Rogai ne 5 percent induces nore dryness,
erythema, and itching than Rogaine 2 percent. This
conclusion, as it relates to the use of the product in
mal es, is that local intolerance to Rogaine 5 percent has
been addressed in the |abeling with the phrase that with
Rogai ne Extra Strength for Men "lIncreased scalp irritation
may occur."”

Next | would |ike to nove on to the comercia
mar ket i ng experience that we have wth Regaine 5 percent.
As | nmentioned earlier, we are marketing a product for both
mal es and fermales in 14 countries, in 2 countries as a
nonprescription product. Based on our worldw de
phar macovi gi | ance dat abase, we have 37 users reporting 69
nmedi cal events, with the nost frequent bei ng dermatol ogic,
on the order of 60 percent. O the 69 nedical events, 34
events were in males, 19 in fermales, and in 16 of the
events, the gender was unknown. None were consi dered

seri ous.
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In addition, we have 15 users reporting 38
medi cal events w th extenporaneously conpounded m noxi di
formul ati ons.

Based on our pharnacovi gil ance nonitoring, we
conclude that there are no new signals energing as it
relates to the toxicologic profile of Rogaine 5 percent.
This informati on has been conpared to our conmmerci al
mar ket i ng experi ence database wth Rogaine 2 percent and is
consistent with that database with again the nost frequent
events reported within the dermatol ogi c category.

Next | would like to draw your attention to the
medi cal event profiles conparing Rogaine 2 percent as an Rx
product versus its use as an OIC product since it was
| aunched in early 1996.

This slide shows the top four categories which
represent over 80 percent of all reports. As you can see,
over the last 8 years, again the mgjority of the events are
wi thin the dermatol ogic category. The two npbst conmon
reported events within the m scel |l aneous category are | ack
of efficacy and product conplaints. Neurologic events are

primarily headaches and di zzi ness. Cardiovascul ar events
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i nclude rapid heart beat and increased bl ood pressure.

Most inportantly, if you conpare the
percentages in these two colums, you can see that the
medi cal event profiles are remarkably simlar regarding the
use of Rogaine 2 percent as an OIC product as conpared to
its prescription usage.

The conclusion is that the use of Rogaine 2
percent in an OTC environnent has not changed the safety
profile of the product.

In sunmary, the conparable safety of Rogaine 5
percent to Rogai ne 2 percent has been established by
phar macoki netic and well-controlled clinical studies along
with a comrercial marketing experience of Regaine 5 percent
outside the U S. and a conparison of the Rogaine 2 percent
prescription versus OTC pharnmacovi gi | ance dat abases
generated wthin the US. W feel that the established
safety of Rogaine 5 percent supports the direct OTC
approval .

Next | would |like to nove on to a brief
di scussion of the efficacy data generated in males with

Rogai ne 5 percent.
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Two definitive studies were conducted with a
total enrollnment of alnost 700 patients. This slide
sunmari zes the primary and secondary endpoi nts which were
collected in the nost recent nmale definitive study.

| will not go into a ot of detail here, but
just focus your attention on the 5 percent versus 2 percent
colum. S refers to a statistically significant
di fference, whereas NS is not statistically significant.
You can see that based on our primary efficacy endpoints,
whi ch included key questions which were part of a
conprehensi ve questionnaire, along wwth the objective
endpoi nt of nonvellus hair counts, there were statistically
significant differences between Rogaine 5 percent and 2
percent. W were able to clearly denonstrate superiority
of Rogaine 5 percent versus Rogai ne 2 percent using our
primary clinical endpoints.

In addition, we were able to denpbnstrate a dose
response based on hair count results in both of our
definitive studies in males, nanely protocol 001 and 0285,
showi ng that Rogaine 5 was superior to Rogai ne 2 percent

wi th both better than placebo.
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Superior efficacy in males then is denonstrated
both by magnitude of effect and tine to response.

Regardi ng magni tude of effect, we realized a 46 percent
increase in hair counts at week 48 with Rogai ne 5 percent
as conpared to Rogai ne 2 percent.

I n addition and again using hair count data, we
denonstrated that the response to Rogaine 5 percent at week
8 was equivalent to the response achieved with Rogai ne 2
percent at week 16, thus denonstrated a nore rapid onset of
hair grow h response.

These results, nanely superior efficacy and
conpar abl e safety of Rogaine 5 percent to Rogaine 2
percent, led to an approvable letter fromthe FDA for
Rogai ne 5 percent as a male-only prescription product.

In addition, we feel the safety and efficacy
data support the OTC approval of Rogaine Extra Strength for
Men.

Thank you.

Next | would |ike to introduce M. Stuart Rose
who is the Director of our Marketing Research Departnent.

M. Rose will take you through an overvi ew of our intent-
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t o- heed | abel i ng studi es.

Agai n, thank you.

MR. ROSE: Thank you, Ron.

Consuner - based research conducted for Rogai ne 5
percent pertains to | abeling and has been franmed around two
central issues raised by the FDA. The conpl eted | abel
testing was gender-specific and focused on the
conpr ehensi on of the proposed | abeling anong nen, as well
as wonen's intent to heed the |abel warnings agai nst
product use.

Specifically, the FDA has posed the foll ow ng
guestions for the joint conmmttee today as it pertains to
| abel i ng.

First, based upon the conmttee's review of the
proposed | abeling and the data fromthe mal e | abel
conprehension test, will nen be able to appropriately
choose between Rogaine Extra Strength for Men and Rogai ne
Regul ar Strength for Men?

Second, based upon the conmttee's review of
t he proposed | abeling and the data fromthe female intent-

t o- heed studies, will wonen appropriately avoid Rogai ne
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Extra Strength for Men?

Before we discuss the results of the |abel
conpr ehensi on tests conducted anong nen and the three
i ntent-to-heed studi es conducted anong wonen, |'d like to
take just a few m nutes and provide you with an overvi ew of
the generalized test design that was enpl oyed across al
four studies.

In each study, mall-intercept interviews were
conducted of approxi mtely 300 target audi ence consuners
across 20 to 25 geographically dispersed shopping malls.
This all owed for good denopgraphi c and soci oeconom c
representation wthin each of the sanpl es.

Adults participating in each study were
classified into two relevant groups. The first group was
conprised of approximately 200 respondents currently
experiencing thinning hair and/or hair |oss, however, who
did not treat the condition which we will reference as non-
users. The second group is conprised of approximately 100
Rogai ne users and/or mnoxidil store brand users which we
will reference as users.

The three studi es were conducted between
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Decenber 1996 and June of this year

Upon recruitnment, qualified participants in
each of the four studies were invited to a central |ocation
within the shopping mall to conplete the interview. Common
to each study, respondents were provided with a brief
description of the hair regrowth treatnent category and
given the opportunity to read a test |abel, after which
they were asked a series of questions about the |abel they
had just read. The actual questions and the version of the
| abel that was tested varied fromstudy to study, and these
differences will be pointed out as we tal k about each of
the specific | abel tests.

Now | et's take a | ook at the |abel
conprehensi on tests conpl eted anong nen.

The objective of this study was to determ ne
the extent to which the test | abel can adequately direct
men in selecting between Rogaine Extra Strength for Men and
Rogai ne Regul ar Strength for Men in nmaking an appropriate
benefit/risk assessnment. Specifically Pharmacia & Upjohn
and the FDA wanted to make sure that nen understand that

Rogai ne Extra Strength is nore effective at growi ng hair
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whi | e acknowl edgi ng that the product has an increased
chance of mnor scalp irritation versus Rogai ne Regul ar
St rengt h.

In terns of test design, qualified nale
respondents were given the opportunity to read the Rogai ne
Extra Strength for Men carton | abel as if they would | ook
at it as if they cane across it in a store environnent.
They were then asked to conplete a brief, self-
adm ni stered, nultiple choice questionnaire.

After conpleting that questionnaire,
respondents were told to re-read the Rogai ne Extra Strength
for Men carton | abel conpletely both front and back.
Afterward, participants were asked to fill out the same
brief, self-adm nistered, questionnaire again to assess
depth of conprehension followng a forced and conpl ete read
of the carton | abel.

Prior to the | abel testing, discussions with
the FDA |l ed to several enhancenents. Specifically, we
i ncorporated nore prom nently positioned bol ded bull et
points into the use and warni ngs sections of the back panel

| abel. As we can see in this slide, back panel |abel copy
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presents the key benefits of Rogaine Extra Strength versus
Rogai ne Regul ar Strength which are nore hair growh and
hair grow h experienced sooner.

This is directly foll owed by the next bol ded
bul I et point which presents the risk that Rogaine Extra
Strength may increase scalp irritation.

Furt her below on the back panel in the warnings
section, a bolded copy statenent appears. "lIncreased scalp
irritation ny occur with Rogaine Extra Strength. |If scalp
irritation is experienced, consider switching to Rogai ne
Regul ar Strength. If scalp irritation continues, stop use
and see a doctor."

Before we |l ook at the results, it's inportant
to acknowl edge that |abeling plays a different role in
different settings. |In a store where a consunmer may not
have read the entire label, it's inportant that the
consuner understand what the product does. However, how to
use the product or what to do if a side effect may occur
are nore appropriate follow ng a nore conprehensi ve and
t horough read of the |abel which may occur once at hone.

Now let's take a | ook at the results.
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The Rogai ne Extra Strength for Men | abel
clearly communi cates that the product is nore effective
t han Rogai ne Regul ar Strength for Men. As we can see,
approximately 3 out of 4 non-users and users alike
under stand t hat Rogai ne Extra Strength grows nore hair and
grows hair sooner than Rogai ne Regular Strength after
reading the label as if they cane across it in a store
envi ronment .

After conpleting a reading of the front and
back carton | abel conpletely, 8 out of 10 correctly
understand both of these enhanced efficacy benefits
associated with the product.

It's inportant to note that this is nore of a
true read of actual |abel conprehension than at the store
| evel read where the respondent may not have read the
entire label. |In fact, there's a significant increase in
conpr ehensi on of both enhanced efficacy conmunication
objectives fromthe store level read to the conplete read
anong the non-user group who may be less famliar with the
product and its use.

Now | would like to turn our attention to mal e
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conpr ehensi on of the possible risk of mnor scalp
irritation, as well as understandi ng of the appropriate
course of action to be taken should this mnor and easily
remedi ed side effect occur.

In both groups, just over half of the nen
understood the increased |likelihood of scalp irritation
associated with the product after only reading the carton
| abel at a store read. However, this conprehension greatly
inproves to 7 out of 10 follow ng the conplete read of the
carton | abel which would certainly occur if any side effect
were encountered in using the product.

Pl ease renenber that none of these nen were
usi ng the product or experiencing the side effect at the
time that this test was conduct ed.

Looki ng at the bottom of the chart, it's
inportant to note that approximately 7 out of 10 in each
group al so understood the need to switch to Rogai ne Regul ar
Strength if scalp irritation occurs. This is true across
both groups at both the store | evel and conplete carton
| evel readings.

I n conclusion, the Rogaine Extra Strength for
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Men | abel conmuni cates the inportant nmessages about the
product in ternms of a correct benefit/risk assessnment. In
terms of efficacy benefit, nmen clearly understand that
Rogai ne Extra Strength for Men grows nore hair and grows
hai r sooner than Rogai ne Regul ar Strength.

In terms of the risk assessnment, nen understand
t hat Rogai ne Extra Strength is nore likely to cause scalp
irritation than Regular Strength and that the user should
swtch to Regular Strength if scalp irritation is
experienced. This understanding i nproves considerably
followi ng a nore conprehensive, conplete read perfornmed by
study participants. W feel that this understanding wl|
assist nmen in correctly and know edgeably choosi ng between
Rogai ne Regul ar Strength and Rogai ne Extra Strength.

However, although we were satisfied with these
| abel conprehension scores, we have further strengthened
t he | abel based on this |earning.

As you can see in this slide, we have expanded
consi derably the discussion of scalp irritation in the use
section and have provided better direction to nmen regarding

switching to Rogai ne Regular Strength versus stopping use
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of the product and seeing a doctor. |In fact, this
par agraph al so appears again below in the warnings section.

Now let's turn our attention to wonen's intent
to heed the | abel warning agai nst product use.

In prelimnary discussions with the FDA
regardi ng an OTC approval of Rogaine 5 percent, a concern
was rai sed by the FDA regardi ng the nunber of wonmen who
woul d use the stronger product given absence of a fenale
offering. Accordingly, we devel oped | abeling to strongly
di scourage fenal e use of the product.

|"d like to point out that the product was
initially |abel ed Rogai ne Maxi mum Strength for Men that
you'll see in this test stinulus.

As you can see here, in the initially proposed
| abeling, in addition to the "for Men" designation in the
actual nanme of the product, there was prom nent bl ack
wi ndow white type nmention on the front panel boxed, "not
for use by wonen." This boxed warni ng appeared yet again
on the back panel, along with a half a dozen other nentions
speci fying mal e-only usage. Qur goal was to nake this

information as clear and as sinple as possible.
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We then comm ssioned an intent-to-heed study
anong wonen to evaluate this |abel and to specifically
address the FDA's issue. The overall purpose of this study
was to provide reassurance that very few wonen would in
fact, use Rogai ne Maxi mum Strength for Men based on the
| abel war ni ngs.

More specifically, the objective was to
estimate the proportion of wonen who, upon exam nation of
t he proposed | abel, would incorrectly sel ect Rogai ne
Maxi mum Strength for Men for their own personal use. |It's
inportant to note that this proportion m ght also include
wonmen who may choose to accept the risk of a mnor unwanted
cosnetic effect for the potential benefit of growh.

In terns of methodol ogy, qualified femal e
respondents were infornmed about the possible availability
of a Rogai ne Maxi mum Strength for Men product, exposed to a
nock shelf set as seen here, however with the actual carton
| abel s. Participants were then asked to choose which
product they woul d select for their own personal use.

Respondents were then handed the Rogai ne

Maxi mum Strength for Men carton | abel and asked to
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conpletely read the front and the back of the box.
Participants were then asked if this product woul d be
appropriate for their own personal use regardl ess of
whet her or not they had selected it in the initial
behavi oral conponent of the study.

Now let's take a | ook at the results.

As we can see in this bar chart illustrating
respondent responses to the question, an overwhel m ng
majority of women nade a correct choice. Specifically, 95
percent of non-users and 85 percent of users correctly
chose a product | abeled for wonen. Only one-half of 1
percent of the broad audi ence of non-users and only 3
percent of the narrower audi ence of current Rogai ne and/or
m noxi di | - based product users sel ected Rogai ne Maxi mum
Strength for Men in this inportant behavi oral conponent of
the test.

It's interesting to note that no nore sel ected
Rogai ne Maxi mum Strength for Men than any of the other 2
percent male offerings in spite of the availability of the
stronger product.

Respondents were then asked, based upon the
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| abel you have just read, is this product appropriate for
your own use? As we can see, an overwhelm ng majority of
wonen nmade the correct decision. 86 percent of non-users
and 80 percent of users correctly indicated that Rogaine
Maxi mum Strength for Men was inappropriate for their own
personal use.

Contrastingly, 10 percent of non-users and 17
percent of users attitudinally indicated that Rogai ne
Maxi mum Strength for Men was appropriate for their persona
use even though alnost all of these wonen did not select
the product in the nore inportant behavioral part of the
test.

I n concl usion, we believe that the results of
this intent-to-heed study of the test |abel indicate that
t he actual nunber of wonmen who woul d sel ect Rogai ne Maxi mum
Strength for Men is in fact very small and therefore
appropriately discourages femal e use.

Al though we felt the study adequately
denonstrated that intended use of a product |abel ed Rogai ne
Maxi mum Strength for Men would be very |Iow, we continued to

work with the FDA to address the issue. Accordingly,
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Pharmaci a & Upj ohn and the FDA collectively agreed that it
shoul d be possible to i nprove upon the results by
strengthening the | abel warnings further. W also nutually
agreed to renane the product Rogaine Extra Strength for
Men, and it was decided to retest the revised | abel anobng
wonen using an alternate test design

Let's take a nonent to | ook at the inprovenents
that were nade to the label. In addition to changing the
product name from Maxi num Strength to Extra Strength, the
| abel was strengthened to nore clearly di scourage wonen
fromusing the product. Specifically, the front panel
war ni ng, "not for use by wonen," was placed in a white
wi ndow wi th bl ack type which is nuch intrusive than the
bl ack wi ndow with white type.

Addi tionally, the FDA requested that the "for
Men" designation on the front panel be enl arged
dramatically wwth "Extra Strength"” and "for Men" copy
poi nts bei ng made both the sane type size and the sane
col or.

Mor eover, a prom nent yellow window with a red

framed warning box reiterating "not for use by women"
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i ncludi ng the | anguage "Does not work better in wonen than
Rogai ne for Whnen. May cause unwanted facial hair in
wonen" was incorporated on the back panel.

Addi tionally, the pregnancy warning was renoved
fromthe originally proposed | abel at the FDA' s suggestion
so as not to give any inpression that wonen could use this
pr oduct .

Recogni zing that there exists no standardi zed
approach to | abel conprehension or intent-to-heed study
testing, discussions with the FDA led to an alternate test
design versus that used in the initial intent-to-heed
study. The primary difference in this test design was that
wonen woul d be asked to read only the Rogai ne Extra
Strength for Men | abel w thout the benefit of understanding
the other current mnoxidil product choices that exist in
the hair regrowth treatnent category.

Respondents were then asked if they would buy
t he Rogai ne Extra Strength for Men for their own persona
use. Participants were then instructed to thoroughly read
the front and back panel of the |abel and specifically

asked or probed for if the product was for nmen only, for
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wonen only, or for both nen and wonen.

Let's ook at the results.

After only reading the Rogai ne Extra Strength
for Men carton |label at the store read level, this test
design indicated that 63 percent of non-users and 60
percent of users would not purchase the product for their
own personal use. However, despite considerable
strengt heni ng of the | abel warnings against fenale use,
usi ng this methodol ogy, 34 percent of non-users and 37
percent of users responded to the question that they would
purchase the product.

However, after being asked to read the entire
package | abel at the conplete read |evel, which is a nore
true read of |abel conprehension, 81 percent of the non-
users and 75 percent of the users correctly understood that
the product is for nen only.

We have tested two versions of our proposed
Extra Strength for Men |abeling under two alternate
met hodol ogi es, which has resulted in a range of responses.
We believe one particular test design nost realistically

addresses the issue at hand, however. W strongly believe
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that the initial test design reflects a real world, retai
store shelf environnment by providing consuners with the
actual array of mnoxidil products available and all ow ng
for a choice that an interested consuner would actually
make in the real world.

As shown here, the earlier test of the original
| abel wording in a choice-based situation showed that only
3 percent of users and one-half of 1 percent of non-users
woul d sel ect the Rogaine Extra Strength product. However,
in the absence of any choice and with what we and the FDA
have deened as judgnentally stronger | abeling, one-third of
wonen said they woul d buy Rogai ne Extra Strength for Men.

There are two reasons we believe explain this
difference in result. The primary reason is that this test
design does not relate to the real world as the earlier
test design did. 1In the real world, wonen have options in
this product category which greatly guide their product
sel ection.

A second reason concerns the research
situation. The second test design creates a context effect

or experinental demand bias. For exanple, when asked if
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t hey woul d buy sonething or not, people are likely to sense
t he hoped-for answer is yes. This is a well-known tendency
for many people to be agreeabl e and provi de what they
believe to be the hoped-for answer whether it is correct or
not .

Let's take just a nonent to put this finding in
context. It's estimated that only 250,000 wonen have
purchased the current 2 percent Rogai ne for Wnen product
since it has been available as an OIC. If this data set
were correct, based on the second intent-to-heed study
result, there would be 8 mllion wonen, or a 32-fold
i ncrease in the nunber of wonen who woul d be using the
product. Clearly this outconme is preposterous and there is
sonme di ssonance in this data set.

We concl ude that this absol ute magnitude of
wonen saying that they will buy Rogaine Extra Strength for
Men in the second study is grossly overstated and is due to
t he absence of availability of other mnoxidil product
choi ces which exist in the real world and does not reflect
t hat envi ronnent.

Anot her factor explaining this unrealistic
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outcone is the yea-saying tendencies, of consuners wanting
to provide the hoped-for answer w thout a choice and to
pl ease the interviewer.

In order to better understand the difference in
these data sets and to provide additional insights into the
nmet hodol ogy, we decided to conduct a suppl enental control
armof the second intent-to-heed study. 1'd like to point
out that although this study has been submtted to the FDA,
it does not appear in your briefing docunents as they had
not at that tinme had adequate tine to review the study.

The protocol is identical to the second intent-
t o- heed study with one exception and that exception is the
stimulus which will serve as the control. The current
Rogai ne for Men 2 percent product was used as a control
because it is simlar to the Rogaine Extra Strength for Men
product but does not have the | abel warnings against fenale
use.

Essentially two outconmes are possible. If
Rogai ne Extra Strength is attractive to wonen, a higher
proportion will ignore the warnings and should sel ect

Rogai ne Extra Strength for Men rather than Rogai ne for Men.
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If it is a yea-saying effect, a higher percentage shoul d
choose Rogai ne for Men since it does not have the warnings.

As we can see, a considerably higher percentage
of wonen indicated that they woul d buy Rogai ne for Men, the
2 percent offering, than said would buy the Rogai ne Extra
Strength for Men, indicating that the labeling is in fact
working to deter usage anong wonen and that a powerful yea-
saying tendency is at work.

We can specul ate there m ght be other reasons
as well. For exanple, sone of the wonen m ght be aware
t hat both Rogaine for Wnen 2 percent and Rogai ne for Men 2
percent are in fact the sanme product. Yet, even given no
choice and in the face of higher efficacy, wonen did pay
attention to the warning. W believe this supports the
validity of the first choice-based test design.

I n concl usion, we believe the carton | abel for
Rogai ne Extra Strength for Men has been successfully tested
anmong both wonen and nmen. This |earning has allowed for
strengt hening of the label with inportant wording and
package graphi c changes which have in turn been retested

provi di ng acceptabl e | evel s of conprehension.
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The Rogai ne Extra Strength for Men | abel
effectively communicates to nen the inportant nessages
about the product's benefit/risk assessnent of greater
ef fectiveness with a possible increased chance of m nor
scalp irritation.

In addition, wonen are clearly being inforned
that the product is not intended for their own personal use
and we feel confident that the overwhel mng majority wll
heed the warning and not opt to use Rogaine Extra Strength
for Men.

It's inportant to renmenber that we're talking
about an unwanted cosnetic effect that is m nor and
reversible and that woul d occur anpbng only a very snal
nunber of wonmen anong an already snmall group of wonen who
woul d incorrectly opt to use the product.

Based on the test design that we believe is
nost reflective of a real world, choice-based situation, we
feel that this |abel testing |earning addresses the
guestion put forth to the commttees this norning and
supports OTC approval of a nmale-only Rogaine Extra Strength

pr oduct .
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The cartons that are on the table in front of
you represent the proposed | abeling appearing on page 59 of
your briefing docunent, and this is the proposed carton for
Rogai ne Extra Strength for Men and reflects the total
| earning derived fromour |abel testing and the FDA' s
i nput .

This slide presents the nost significant
nodi fications incorporated into the carton |abel. W have
expanded the discussion of scalp irritation in the use
section to provide better direction to nen regarding
swtching to Rogai ne Regul ar Strength versus stopping and
seeing a doctor. This discussion appears yet again in the
war ni ngs section of the back panel. The warning agai nst
use if you are femal e has been added as bullet which is
visually linked with the already very prom nent yellow red-
framed w ndow war ni ng, and the pregnancy warni ng has been
removed so as not to give any inpression that wonmen coul d
use Rogai ne Extra Strength for Men.

Agai n, we believe that these changes provide
assurances that nen will use the product appropriately in

conpari son to Rogai ne Regular Strength for Men and that
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wonen are adequately warned that they shoul d use Rogai ne
for Wnen.

Thank you.

At this time I'll now turn the presentation
back over to Ron Trancik who will provide you with a
benefit/risk assessnment of Rogaine Extra Strength for Men.

MR, VALENTING M. Chairman, by ny watch we're
at about an hour now. W believe we have about 5 nore
m nut es.

DR. D AGOSTING Go right ahead.

DR. TRANCI K: Thank you, Stuart.

Li ke all marketed drugs, in spite of clear and
unanbi guous | abeling, there will always be sone off-1|abel
use. | wll quote Dr. Randy Juhl, former chairperson of
t he Nonprescription Drugs Advisory Conm ttee, who indicated
at the Novenber 17, 1995 neeting where Rogai ne OTC was
di scussed. "The question we have to ask is not can it be
| abel ed so that nobody uses it wong, but what happens when
people do use it wong."

We have shown based on our extensive clinical

and commerci al marketing experiences with Rogaine 5 percent
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that there are no significant nedi cal consequences
associated with the use of this product in the female
popul ati on other than an increase in dermatol ogic events
and occurrence of hypertrichosis. This unwanted effect,
which is cosnmetic in nature and reversible, occurs in a
smal | nunber of femal e users.

Keep in mnd that only 7 patients out of 301
females in our well-controlled clinical studies who were
treated with Rogaine 5 percent chose to discontinue use of
t he product due to hypertrichosis. 13, or al nost two-
thirds, of the wonen with hypertrichosis chose to continue
usi ng Rogai ne 5 percent.

| also remind you that Rogaine 5 percent is
approved in 19 countries outside the U. S. for both nal es
and femnal es.

In addition, working with the FDA, we w |
continue to pursue the approval of Rogaine 5 percent in
femal es.

We believe that the enhanced benefit/risk in
mal es is supported by our data.

The safety of Rogaine Extra Strength for Men is
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conparabl e to the existing Rogai ne 2 percent OIC product
and the efficacy is superior both in terns of nagnitude of
response and in achieving a nore rapid response.

This, coupled with the social and psychol ogi cal
factors associated with hair loss in nen, strongly support
t he approval of Rogaine Extra Strength for Men as a direct
OTC product.

I n concl usion, we have | abeling studies which
have shown that wonen, when given a choice, will avoid
usi ng Rogai ne Extra Strength for Men

Al so we have shown that nen can choose between
Rogai ne Extra Strength for Men and Rogai ne Regul ar
St rengt h.

The safety and efficacy Rogai ne Extra Strength
for Men has been established based on our clinical trial
data and our commercial marketing experience with both
Rogai ne 5 percent and Rogai ne 2 percent as an Rx and OTC
product .

I n conclusion, we strongly believe that Rogai ne
Extra Strength for Men is an appropriate product for direct

OrC approval .
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Thank you for your attention.

At this point, M. Chairman, | realize that
there were several questions that were raised in the FDA
presentation that were not directly addressed in our
presentations, and we can do that now or we can do it
| ater, at your w sh, whatever you desire.

DR. D AGOSTING It mght be appropriate for
you to do themnow if you have themlisted rather than try
to have people rem nd thensel ves of the questions.

DR. TRANCI K: Okay. The first question had to
do with the use of the product in the frontal area in
females. | think there may have been just a slight anount
of confusion. The protocol calls for application of the
solution to the frontal parietal areas of the scal p which
really is the top of the scalp. The instructions which
were given to the females were to apply product not to the
bi tenporal frontal hairline but to the top of the scalp.

Next 1'd just like to nake a coment on the
droppi ng of one center fromthe database in the nmale study.
| point out two things.

Nunber one is that doing that, the results and
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the concl usions of the data generated in males do not
change. The product is effective. The 5 percent is better
than 2, and the safety profiles do not change. So, the
concl usions are essentially identical.

But to address your question, Dr. Mller, with
respect to the one study, the one center. That was
Funicella's center that conducted the 001 study. You are
correct that in that study we did not show a difference in
treat nent groups using the categorical question that was
used in that study. W did show a difference in hair
counts, but during that study, we used a four-point
categorical scale. This was back in the old days, so to
speak. \Whereas now we are using a nmuch nore conprehensive
guestionnaire which utilizes visual anal og scales, and |
won't got into the details of that. But the fact that that
center was dropped out -- the 025 center -- has nothing
really to do with the fact that they didn't show a
difference in the 001 study.

Next there was a question as it relates to the
dropouts in the femal e studies and the reasons for

dropouts. | think we have a transparency or two that we
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can show.

| apol ogi ze for the nessiness of the slide, but
this a table right out of our technical reports. This is
fromthe first female study referred to as the 009 st udy.
On this slide you can see the various categories as it
relates to reasons patients discontinued the study, nedical
events for the 5 percent treatnent group, about 12 percent;
and 7 percent for 2 percent; and 5 percent for placebo.
Then collectively for, as we refer to it, admnistrative
reasons, patient request withdrawal, lot to follow up, et
cetera, 39 versus 34 versus 14 in the placebo, and then the
| ast category is lack of efficacy and you can see that
there was one patient in the placebo group that dropped out
due to | ack of efficacy.

This is a problemwe've had with our studies.
In the femal e studies, we've had sonewhat nore difficulty
mai ntai ning patients in the protocols.

In the next one, it's the 286 study again in
femal es, and you can see again -- | won't go through these
in detail, but here are the reasons again for dropouts in

t hose studi es.
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Next if you could put up slide C5822-15. A
guestion as it relates to the response to 5 percent
occurring faster than the 2 percent. These are based on
data generated in our 0285 nmale study. As | had nentioned
in ny presentation, we |ooked at the response at week 8 and
conpared it to the response at week 16. As you can see, we
had an increase of 30 hairs with respect to patients who
were treated with Rogaine 5 percent at week 8, and we had
the sane | evel of response for patients treated with 2
percent at week 16, and that forns the basis of our
statement that the results are seen sooner

Next | would like to call up Dr. Bob Schirner
who is going to address sone of the questions that may have
been raised as a result of Dr. Goetsch's presentation
regardi ng his spontaneous reporting system

DR SCHRVER. Hello. M nane is Bob Schirner.
I"'man internist and I'mrepresenting the pharnmacovigil ance
group or surveillance and epi dem ol ogy at Pharmacia &

Upj ohn.
DR. D AGOSTING |I'mnot sure you can be heard.

DR SCHRVER M nane is Robert Schirnmer. [|I'm
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an internist. |I'mrepresenting the epidem ol ogy and
surveill ance group at Pharmacia & Upj ohn.

You heard Dr. Goetsch suggest that there was a
signal, that there's an occurrence of tachycardia
associated wth dermal overdose of mnoxidil topical
sol ution 2 percent.

As Dr. Goetsch pointed out, the purpose of the
spont aneous reporting systemis to generate signals of
potential drug-rel ated problens not recogni zed during
premarket testing. Part of the issue there is how do you
generate a signal. That has to do with the caveats that
acconpany the spontaneous reporting system

It's inportant to remenber for spontaneous
reports that for any given report, there's no certainty
that the suspect drug caused the reaction, that accumul ated
case reports cannot be used to cal cul ate incidence or
estimates of drug risk, and that accumul ated case reports
nmust be interpreted as reporting rates not occurrence rates
or incidence rates.

So, I'd like to share with you how | | ooked at

the issue of is there a risk for specific adverse events
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and particularly tachycardia or increase in heart rate
associated with dermal overdose. |If | can have the next
sl i de.

This slide wll show you the distribution of
medi cal events for dermal overdose for Rogaine 2 percent
conpared to Rogaine at 2 nls per day or where the dose is
unknown. The right-nost colum refers to the dictionary
body system and we're interested in the cardi ovascul ar
body system and particularly increase in heart rate. The
m ddl e colum refers to dernmal overdose which is defined as
use of Rogaine 2 percent in excess of 2 ms daily. There
are in our database 657 patients with 1,034 events. The
far right colum represents the remai nder of the Rogaine 2
percent experience where it's known that they used 2 nls
per day or less or the dose is not provided, again a very
| arge nunber of reports, 22, 940.

The point here is that increase in heart rate
represents 2 percent of the events in the dermal overdose
group and 1 percent of the events in the recommended dose
group. | did not interpret that as a signal of an increase

in risk associated with dernal overdose.
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If | could have the next slide please. 1In the
Pharmaci a & Upj ohn system there are 20 spontaneous reports
coded as increase in heart rate out of the total of 657
reports of dermal overdose. One point to nake is that
these are all consuners with the exception of one nursing
student. The |atency, defined as the tine fromthe start
of drug to the onset of the first event -- and as you
noticed, patients generally report a couple of events. The
medi an there was 7 days. The daily dose that these
patients were using was around 4 nls. Dechall enge
i nformati on was provided by 8 consuners and 6 of those
reported that their synptons went away when they stopped
the drug. In 2 of them they said it didn't. Rechallenge
information was provided in 3, and in 2 patients they said
that their events recurred when they restarted the drug.

Docunent ed pul se, heart rate informati on was
provided only in one report. In that case, the consuner
reported that their heart rate went from 70 beats per
mnute to 80 beats per mnute while on the drug.

As indicated, we know a | ot about m noxidil.

It's a vasodilator and the physiol ogi cal responses to
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retention, and decrease in blood pressure. O these
patients who had an increase in heart rate, only two of
them reported concomtant increase in weight or edena.
None of themreported concom tant decrease in bl ood

pressure. None of these 20 patients sought health care
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advi ce beyond calling our 800 nunber. They did not go to

see their physician, and there were no hospitalizations or

deat hs.

My interpretation of this is that if there is

an increase in heart rate occurring as the result of
system c absorption of this product, that it is not a
significant public health problem and does not require
people to see their physician.

Are there questions?

DR. D AGOSTING Mary Anne, are you satisfied

with that?
DR. KODA-KI MBLE: 5 percent Regaine is
avai | abl e worl dwi de outside of North Anerica.

DR SCH RMVER:  Yes.

DR. KODA-KI MBLE: | just wondering, what are
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the surveillance nechanisns in other countries? Wat is
the likelihood of getting reports in those countries?

DR. SCH RVER. As Dr. Tranci k nentioned, anong
the countries where the product is available is New
Zeal and. New Zeal and is actually our nmajor reporter.

t hi nk New Zeal and has a fairly sophisticated spontaneous
reporting system but it's a very small population. So, as
mentioned, we only have 37 reports fromoutside the U S. in
the 4 years that it has been avail abl e.

DR. D AGOSTING Wiy don't we put the lights
back on and then open up the discussion to the ful
commttees. Eric and then Joel.

DR. BRASS: | have a nunber of questions
related to the safety issue and then one about efficacy.

First, your |abel indicates that if sonebody
uses the 5 percent product and has dermatol ogi ¢ probl ens,

t hat you suggest they switch to the 2 percent product. Do
you have data on what the natural history of the
dermat ol ogi ¢ conplaints are if you, rather than stopping
conpletely, use the 2 percent on an already injured scal p?

DR. TRANCI K: The data we have, of course, are
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conpari sons of patients who have used 5 percent versus 2
percent, and the incidence is greater, as you saw, based on
t he medi cal event data that | showed and al so based on the
| ocal intolerance data showed by Dr. Farr

We believe that the reactions are caused
primarily to the propylene glycol in the fornulation and
not the mnoxidil. Since the |evels of propylene glycol
are substantially lower in 2 percent than in 5 percent, we
believe that if a patient experiences sone scalp irritation
with 5 percent that's intolerable, that we can have them
use the 2 percent. Then we also | abel the product to
indicate that if they experience irritation or cutaneous
intol erance to the 2 percent product, then they discontinue
use.

DR. BRASS: | understand it, but is it not
concei vabl e that once a reaction has been initiated, that
it mght be sustained by the | ower |evel, though not
initiated by the | ower |evel?

DR. TRANCIK: Well, if it is sustained by the
| oner level, then they would just discontinue use.

DR BRASS: | understand, but what |'mgetting
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at is a specific decision has been made to recomrend | ower
dose rather than discontinuation, and I was | ooking for
data to support that.

My second set of questions has to do with the
phar macoki neti c data. What was the timng of the draw ng
of the blood level with respect to adm nistration of the
pr oduct ?

DR. TRANCI K: As you were asking the question,
| see that our pharmacokineticist, JimFerry was standing
up. So, I'll direct that question to him

DR. D AGOSTING. My | ask al so when
i ndi viduals fromthe sponsor cone to the podium please
identify yourself so the transcriber can get the
appropriate nane?

DR FERRY: Yes. Thank you for rem nding ne.
My name is JimFerry and I'ma research scientist and
Associ ate Director of Pharmacokinetics for Pharmacia &

Upj ohn.

Bl ood sanples in the clinical trials for hair

grom h were taken at the tine that hair growth measurenents

were taken, so these woul d have been taken at week 8, if a
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week 8 visit, 16, 32, and 48 weeks.

DR. BRASS: What about in relationship to the
timng of the dose that day of the drug?

DR. FERRY: W did not specify that because the
hi story of information that we have on the pharmacoki netics
of this drug is that the profile is flat for the duration
of that interval and I can show you a plot if you' d like to
see that. So, we felt at any tine relative to the dose
that that sanple was taken woul d be representative of the
concentration profile for that patient for that day.

DR. BRASS: Can you give us any information as
to whether there was any effect of the dermal irritation on
the blood levels? Did patients who had skin reactions tend
to have hi gher bl ood concentrations?

DR. FERRY: No, they did not. Irritation was
not consistently associated with higher blood |evels. That
real |y makes sense in our pharnmacokinetic database because
we showed that it takes a substantial trauma to the stratum
corneumto increase serum concentrations.

DR. BRASS: What percentage of the patients had

bl ood concentrati ons above 10 nanograns per m ?
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DR. FERRY: There were over 2,000 sanpl es,
because patients had nmultiple visits. W had 13
observati ons above 10 nanograns per m, and because we had
mul ti pl e observations, we were able to determ ne whet her or
not patients had consistent evidence of sustained
absorption because we were also interested in identifying
subsets of the popul ati on which m ght be identified as high
absorbers. This in fact is not the case. The observations
of high absorptions occur at a single point in tine. As we
sunmari zed in our NDA, we believe that given the |arge
nunber of sanples that we take, that these are probably
representing either aberrational analytical findings,
contam nation of the sanples, or perhaps sporadic increases
in absorption for that particular visit.

DR. BRASS: Thank you.

Were heart rates objectively neasured during
the course of the clinical trial?

DR FERRY: [I'mgoing to pass that on to Ron
Tranci k because |I'm not sure how heart rates were neasured.

DR. TRANCIK: Yes. Patients were nonitored at

followup visits for heart rates and bl ood pressure.
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DR. BRASS: Can you tell us what percentage of
the patients experienced an increase in heart rate above 5
beats per mnute fromtheir baseline?

DR. TRANCIK: We have that information but it
woul d take sone digging to get that out of some vol unes we
have here. | can't give you that answer right off the top.

DR. FERRY: | can tell you that one anal ysis
t hat was conducted was to | ook for whether or not there
were outliers in heart rate in all groups of patients,

i ncludi ng pl acebo patients, and there were no nore

i nci dences of heart rate increases in the 5 percent or 2
percent popul ations than there were in the placebo
popul ati ons.

DR. BRASS: |I'd be interested in seeing that
data later, including what your threshold was for
determi ning that increased heart rate.

Then finally com ng back to this rate of onset
question. Am| correct that the rate of onset, that
conpari son you showed us for sooner, was not prospectively
defined as either a primary or secondary outcone vari abl e?

DR. TRANCIK: That's correct.
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DR. BRASS: Wre any statistics applied to that
anal ysis? Wre those sane statistics applied to the other
001 study?

DR. TRANCIK: We | ooked at the data in the 001
study and the sanme concl usions could be drawn. The hair
count nunbers didn't match up just |like 30/30 as they did
in the 0285 study, but as far as the statistical handling
of that, I1'd like to ask Kerry if he could nake a comment,
our statistician.

MR. BARKER |I'm Kerry Barker fromthe
Departnent of Biostatistics.

W didn't do any fornmal statistical test.
However, we did approach a confidence interval around that
di fference between the Rogaine 5 percent at week 8 and the
Rogai ne 2 percent at week 16. The confidence interval, if
you used the entire database for study 285, was about plus
or mnus 1.6. So, that's how confident we were in terns of
how much that difference was. |If you exclude that one
i nvestigator, that goes up to about plus or mnus 1.8. But
that was done after the study. W just did a confidence

interval to see --
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DR. BRASS: |'msorry. \Wat was the confidence
i nterval around?

MR. BARKER  Around the difference between the
response for Rogaine 5 percent at week 8 and the Rogai ne 2
percent at week 16.

DR BRASS: | see.

What was that sanme anal ysis on 001?

MR. BARKER \Well, 001 we didn't have a week 8
value. We only did that for the first study 285.

DR. D AGOSTING It mght be nice after |unch
to have a slide, overhead sheet presented or prepared that
actual ly does that for whatever data you have.

Joel, do you have a question?

DR. M NDEL: | have several. | wanted to first
ask a prelimnary question before | nade ny comment.

VWhat were the specific vehicle differences
between the 2 percent and the 5 percent?

DR. TRANCIK: There's a slide that shows the
conposition of the fornmulations of the 2 percent and 5
percent. While they're digging out that slide, the vehicle

| referred to as placebo in ny presentation. Dr. Farr
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referred to it nore correctly as the vehicle. The vehicle
used in all of our studies was the 5 percent vehicle which
contai ned nore propyl ene glycol than the 2 percent product.

DR. M NDEL: And the al cohol content was the
sane?

DR. TRANCI K: The al cohol was dropped
comrensurately as the propylene glycol |evel was increased.
The formul ation was optimzed initially for the 2 percent
product to be very close to a saturated solution which is
t hernodynami cally the nost favorable state you want to be
inin terns of delivering drug through the skin. So, when
we increased the concentration of mnoxidil from 20
mlligrans to 50 mlligrans, we increased the percent of
propyl ene glycol in the formulation from20 to 50.

DR. MNDEL: Now I'll make ny comment. The
data are consistent with the use of an effective drug at a
toxic dose. First you get a nore rapid onset of action,
foll owed by progressive |loss of hair. Looking specifically
at that 285 study, you have the nore rapid onset, and then
progressively the hair count decreases towards baseline.

This is true not only in this study but the other studies.
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It may be that it goes below baseline if carried out far
enough.

So, conpounding this is that the initial
vehi cl e study al so shows sone increase foll owed by
progressive decrease in hair count with tine.

The question is, is it the toxicity of the drug
we're seeing or the toxicity of the vehicle that we're
seei ng across these studies?

|'d like also Ms. Farr to nmake a comment as to
whet her ny observation is correct.

DR. D AGOSTINO. Does the sponsor want to
respond first?

DR TRANCIK: First of all, I think toxicity --
that's a very strong word. | don't agree that it rel ates
to the toxicity of the drug or the vehicle. | think what
it relates to is the phenonenon -- this in part relates to
t he cycling phenonenon of hair upon initiation of Rogaine
t herapy or m noxidil therapy.

We do have studies out to 2 years using another
nmet hodol ogy which we could get into, if you'd like, that

show in fact that there is a flattening of the response
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over tinme.

What happens when mnoxidil is applied is that
mnoxidil shifts hairs fromthe resting or tel ogen phase to
t he anagen or growi ng phase. In fact, in sone patients you
even see a slight increase in hair shedding upon initiation
of therapy, but what is happening is you are recruiting
those follicles that are in the mniaturization process
that are going fromnice, |long pignented hairs down to
eventual ly vellus hairs, or peach fuzz, into reversing that
m niaturization process. So, you get a burst of growth and
then you get a flattening of growth. | think the
dimnution that we see at tines in the response over tine
is due in part to the cycling of hair and that you now have
a cohort of hairs that are growing in the sane phase.

There is a recent publication in the British
Journal of Dernatology that shows that there's a clear
cycling phenonenon or seasonal phenonenon as it relates to
hair grow h.

"1l just stop there because | could continue
for a while.

DR. D AGOSTING Ms. Farr, do you want to
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conment ?

M5. FARR Well, actually I don't have anything
nmore to add, but | would want to naybe show the table and
the graph for study 285 again. Maybe you wanted to | ook at
it alittle nore.

All | can say is that we just can see the
trend. Here |I'm show ng baseline and then week 16 and week
32, week 48. Then here I'm showing the differences between
the different nmeasurenents. Here from baseline to week 16,
we see a high increase in net hair count, and then the
di fference between week 16 to week 32, there's a negative
4, negative increase. Then fromweek 32 to week 48, also a
hi gher negative increase.

But we have based our analysis or our approval
solely on the differences frombaseline to week 32 or week
48, and in both cases you wll see a statistically
significant result.

Yes, we had that issue with the sponsor
wi t hdrawn. We have di scussed that issue, the fact that --
| et me show you the graph now.

As you nentioned, you see that here everybody
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starts together and then you see the curve changes and
starts declining. Even here at week 48, they're
overl apping. W have discussed this issue, and we asked
themif in fact they wanted to do other studies, maybe it
woul d be better if they do it for a | onger period of tine
SO we can see what happens actually after, let's say, 52
weeks or longer. But | think this graph is pretty self-
expl anat ory.

DR. D AGOSTINO  Joel, did you want to conment ?

DR. MNDEL: No. This is one study. There are

several studies. |Is this consistent across all the
st udi es?

M5. FARR Yes, as | showed with the graphs
bef ore.

DR. M NDEL: Men and wonen.

M5. FARR  Yes.

DR. M NDEL: All four studies.

M5. FARR. That's correct.

DR. M NDEL: And | believe that this is
consistent wwth a toxic effect. It's consistent with, not

proof of, a toxic effect froman effective drug.
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DR. D AGOSTING We will pick that up later on.

Phil has a conment.

DR. TRANCIK: | would like to hear your
definition of toxicity.

DR. D AGOSTING | think that we could pick
that up later on. | think the point is made in terns of
what i s happening and the conmttee | think can --

DR. LAVIN. | know there was sonme nention of
extension data for one or two of the studies. 1[|'d be
interested in seeing what sonme extension data would | ook
like out to 2 years or 3 years.

My second point I'd like to raise, |'d be
interested in sort of looking at the real world situation.
We have now all of these 2 percent users out there who are
potentially going to be switching over to 5 percent. 1'd
be wondering if there are any data on what happened to 2
percent people who switched over to 5 percent.

Fromthe data that the FDA and the sponsor both
showed, we saw a gain of plus 9 hair counts for the
difference in study 001 and a gain of plus 7 in hair counts

in 285. That's going to be very hard to see, but 1'd be
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interested in using the patient as their own control to see
if that kind of a difference was | arger when patients on 2

percent were allowed to take 5 percent. So, | think those

are key data that have not been seen this norning.

DR. D AGOSTING | do want to remnd the
commttee that the questions we're ultimately going to | ook
at are dealing with the safety and effectiveness as agreed
on already. W can't necessarily shift our criteria of
effectiveness, and we do also want to nake sure that the
safety issues are very, very nuch before our eyes.

DR MNDEL: I'mraising the issue of safety of
the hair.

DR. D AGOSTINO  You certainly are, and | just
want to nmake that clear that that's what we are tal king
about here.

DR. M NDEL: Safety of the hair

3

D AGOSTING R ght.

DR TRANCIK: Am 1 allowed to just nake a quick
response?

DR. D AGOSTING Certainly, please.

DR. TRANCI K:  Coul d you put up slide D58227?
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This is a study that | referred to earlier. | just
mentioned it. This is a 2-year study that was conducted
using a different nethodology, and I won't go into the
details of that.

But just quickly, our standard nethodol ogy in
our definitive trials has been typically counting hairs.
This is weighing hairs. This is a 2-year study which shows
5 percent versus 2 percent versus placebo, and there was
al so an untreated group as well. | think you can see, as |
poi nted out earlier, a burst of gromh up to about week 16
or 20 and then a flattening of response.

As far as the long-term studies that we
conducted in the continuation portion of our definitive
studi es, those were conducted primarily for safety reasons.
We did not do hair counts on those. W stopped hair counts
at week 48 and just continued patients on just to nonitor
safety over tinme, long-termsafety.

Then al so to address the one question that
you're specifically asking and that is the patient being
his own control. W do not have data on patients that have

used 2 percent and failed and then switched themto 5
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percent or even patients who have responded to 2 percent as
to what woul d happen with 5 percent. Al we can do is
conpare popul ations that used the two different
formul ati ons.

DR. LAVIN. Yes. | think froma consunmer point
of view and froma statistical point of view, 1'd be really
interested in seeing what woul d happen to people who switch
from2 percent to 5 percent because it's a natural thing.

If two-thirds of the population aren't getting a benefit
with 2 percent, the natural thing mght be for themto try
the 5 percent product, and it would nice to have data to be
able to show themthat there was some prom se.

DR. TRANCIK: O course, we anticipate that.
The key issue is increasing the level of mnoxidil. From
t he standpoint of an OIC product, the question is one of
safety and efficacy but safety first. | think we' ve shown
that the safety of the 5 percent product is certainly
conparable to the safety of the 2 percent product with the
possi bl e exception of some skin intol erance.

DR. D AGOSTINO Lynn, do you have a comment ?

DR. McKI NLEY- GRANT: | have a coupl e of
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guestions related to the hypertrichosis. Wen is the onset
of it? How long does it last? | knowthat it is
reversible, but does it reverse when they went to 2 percent
sol ution?

DR TRANCIK: What 1'd like to do, as |
mentioned in ny presentation, if there is nore in-depth
di scussion than | presented which was primarily
presentation of our databases, our well-controlled clinical
study databases, | would Iike to have two of our
consultants get up and just give you a little 5-mnute talk
about hypertrichosis. |I'msure they' ||l be able to answer
your questions. Thank you.

First is Dr. Vera Price from San Franci sco.

DR. D AGOSTING |I'msure the commttee has a
| ot of questions. | hope there aren't two 5-mnute tal ks
that you're going to |aunch into.

DR. PRICEE |I'mVera Price. |'ma professor of
dermatol ogy at the University of California, San Francisco.
I"ve been in clinical practice for over 20 years and have
many patients who have been using Rogaine, and |'ve al so

been involved in clinical trials using Rogaine for Upjohn
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since the early 1980s.

As far as defining hypertrichosis, it's as Ron
Trancik told you. This is hair grow ng where it doesn't
usual Iy grow.

In the case of m noxidil-induced
hypertrichosis, it's usually above the lateral brows, on
the sides of the eyes, sonetines across the mal ar region,
and down the sides of the cheeks, and perhaps al ong the
hairline. 1t is not the coarse nustache, beard-type hair
that we sonetines think of as hirsutism

This hair with mnoxidil ranges from being fuzz
to fine, 3to5 mllineters in length. It is pignmented. |
won't say the wonen like it. They don't like it, but in ny
studies | had no dropouts actually wth the 5 percent
because the wonen |iked the increased hair on their heads.
So, they were willing to put up with the hair on the sides
of their face because they |iked the increased coverage of
t heir scal p.

As far as when it occurs, it varies. |It's
frequently early, in the first nonths of use, but it can

take as | ong as several nonths before they see it. The
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inportant thing is that wwth continued use in the studies,
the hair alnost always, if it doesn't go away conpletely by
the end of a year, it's nuch I ess, and that was
interesting. In the studies the wonen who continued the
use of 5 percent mnoxidil who had hypertrichosis, the
small, say, 5 percent in ny studies of wonen, who devel oped
it, it tended to di sappear by the end of a year or greatly
reduce. O course, if they stop usage, it goes away in
several nonths.

DR. D AGOSTING Lynn, do you have any further
comments on that?

DR. McKI NLEY-GRANT: No, that's it.

M5. HAM LTON: | had an additional question.
Is the unwanted facial hair loss a result of
di scontinuation of the product or is there a treatnent that
m ght be utilized beyond just discontinuing use of the
pr oduct ?

Al so the earlier presentation suggested that it
took 4 nonths. Can | assune that to reverse the unwanted
facial hair, it takes 4 nonths if sonebody either enters

into a treatnment or discontinues use of the product?
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DR. THOVAS: Good norning. |'m Lorna Thonas.
I"'ma dermatologist in private practice in Detroit.

Al t hough ny practice setting and ny geographic area are
different fromDr. Price's, ny observations are very
simlar with respect to hypertrichosis in fenmal es using
Rogai ne.

Basically it is seldomseen. It is not
serious. It does tend to dimnish wwth time. It does not
really require any treatnent because either it resol ves
spontaneously if you just |leave it alone, or in sone cases,
because it's not thick, coarse hair, wonmen will choose to
bleach it a little bit so that it's |ess obvious.

For exanple, this is a patient of mne. She's
a 55-year-old black woman who has been using Rogai ne for
about 10 nonths. | think you can see that she has a little
hair here above the brow and just follow along with nme as
we work our way toward the hairline. This is
hypertrichosis. This is her normal hairline. She's doing
beautifully on Rogaine. She's getting good growth out in
this area and throughout the head, but this was the extra

hair that devel oped.



10

11

12

13

14

15

16

17

18

19

20

21

139

Now, she's pretty representative of what you
see. They get this hair right along here, sonetines also
on the cheekbone. She also has a little bit right in this
area here along the sides of the face, and that's basically
it.

She has chosen to do nothing about this other
t han bl each the hair down right around here by that earring
because she is so delighted with what's happening up in
here. This woman's father was totally bald, and she began
| osing her hair sone 25 years ago and she was very
concerned about that, not so nuch about this.

DR. D AGOSTINGO That was very hel pful,
actually both of those.

DR. THOVAS: Here's another picture. You can
see hopefully. This is hard to capture down here because
this is really kind of a peach fuzz consistency so it
doesn't show up very well in a photograph.

Also, 1'd like to point out that even this
right here is relatively fine, soft kind of downy hair.
It's not the same as this hair out here, this term nal

hair, and it certainly isn't anything |ike coarse beard
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hair, as Dr. price pointed out. |It's just alittle fine
hai r.

She's really quite representative of what you
see.

DR. D AGOSTINO. | don't think we need any nore
over heads pl ease or slides.

Ted, do you have a comment ?

DR. TONG Dr. Thonas, | have a question
We've heard that this is a product that's going to be
targeted for nen. You' ve shown us a patient here who has
been successful with the 5 percent. Wat advice would you
gi ve her once this product cones on the market and she
goes --

DR. THOVAS: No. This patient is using 2
per cent .

DR. TONG She's using 2 percent.

DR THOVAS: Yes.

DR TONG | thought it was the 5 percent. M
guestion was, what do you say to your wonen patients who
cone in and ask for advice about a 5 percent product? You

woul d say, stay with the 2 percent?
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DR. THOVAS: |If they're doing well with their
scal p hair, absolutely, yes.

DR. D AGOSTI NGO  Kat hl een?

M5. HAM LTON. |If the photograph that we saw
was With 2 percent use, could you describe what differences
m ght appear with 5 percent use by a wonan?

DR PRICE: Yes. W did see nore incidence of
hypertrichosis, as you' ve seen it here, with the 5 percent
over 2 percent. In ny studies, about 5 percent of the
wonen on 5 percent solution and about 2-3 percent using 2
percent solution. As far as the anount, | think those
wonen who are predisposed -- the way it |ooks is about the
sanme, but you will see it alittle nore frequently in those
using the 5 percent sol ution.

M5. HAMLTON: And is the tine period to
reverse that condition the sanme, or does it take |onger?

DR. PRICE: | would tell all wonen that it's
going to take them sonewhere between 4 to 6 nonths and it
could be 8 nonths to reverse. But | do advise themnot to
do any hair renoval because this will go away by itself

when they stop the nedication.
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DR. D AGOSTING  Lynn?

DR. McKINLEY-GRANT: Dr. Price, this is just a
qui ck question, but did you actually see nore hair growth
on the top of the head with 5 percent than 2 percent in
your studies in wonen?

DR. PRICE: In ny studies | absolutely saw nore
hair with the 5 percent than with the 2 percent. It was a
clear difference.

DR. D AGOSTING Beth and then Lynn.

MS. SLINGLUFF: The suggested expl anation for
the reason that the femal e studies did not reach
statistical significance was because of the dropout rate
and therefore the | oss of sanple size.

Two questions. Are there any other hypot heses
that the sponsor would |ike to put forward as a possible
expl anation for that?

And secondly, | believe |I understood the
sponsor to say that there are currently other fenale
studi es underway. Wen are those slated for conpletion?

DR TRANCIK: I'"Il answer the last one first.

| didn't say they were underway. We're in the process of
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initiating them W've had a couple of discussions with
the FDA, and as Dr. Farr indicated, they have encouraged us
to -- let me just say we've discussed the terns of these
studies and the salient features of these studies, and I
think we've cone to full agreenent now on the protocol
We're planning to initiate these studies in females in the
very near future. As | nentioned, we will continue to
pursue approval of a 5 percent product in the fenale
popul ati on.

Your first question was?

M5. SLINGLUFF: Do you have any other potential
expl anation for why you were unable to achieve statistical
significance?

DR. TRANCIK: We were unable to show efficacy
in females? Again, |I think it was very well pointed out by
Dr. Farr. It relates to the power of the studies.

| should point out that we had in the fenale
definitive study, we had a treatnent by interaction effect
at one of the centers. There were 2 patients that were
outliers, so to speak. It's interesting when you drop

those 2 patients fromthe analysis of the hair count data,
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you do show statistically significant difference between 5
and 2 percent. So, | think the power of the study and the
outlier or the treatnent by interaction effect are two
reasons.

I n our new studies, of course, we've increased
the power and we're taking neasures to ensure that we
m nimze the dropout rate in those studies.

DR. D AGOSTING  Lynn?

DR. DRAKE: | would Iike to ask a question of
Dr. Cash, if | may. The data you presented was interesting
to me. Was this an actual quality of life study? Ws it a
val i dated questionnaire? Was it a survey?

Nunber two, | got the inpression the
i nformati on you were presenting were on patients who were
experiencing hair |loss. Have you done simlar work on
pati ents who have had a response to hair growh efforts?

DR. CASH. Yes. The two studies that were done
involved two different types of questionnaires. In the
first study, we were validating a hair |oss effects
guestionnaire which we then subsequently used. But in

addition to that, we included itens or included neasures
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t hat had been standardi zed and validated in other research
on psychosoci al functi oni ng.

But in ternms of quality of life data with
treated patients, | don't have those data. | nean, |
haven't conducted those studies, but | know that there has
been sone | ook at quality of life in our research by your
group.

DR. D AGOSTINO Let themrespond.

M5. COHEN: | thought they had.

DR. D AGOCSTINO Do you have a response or sone
i nformation?

You m ght want to ask your question, Susan,
while they're putting that -- do you have it?

DR. CASH: W could spend a lot of tine talking
about the questionnaire that was devel oped that we used in
the two nost recent definitive studies. | won't do that.
Al 1'll say is that, as | nentioned when | responded to
Dr. MIler, that in the earlier studies, we used just a
sinple question as it relates to hair growth response, a
four-point categorical scale.

Then -- historically, this was several years
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ago -- in discussions with the FDA, we devel oped a very
conpr ehensi ve questionnaire which addressed hair growth
response in a nunber of different categories. This was
essentially a questionnaire which was designed to address
i ssues such as, what does an increase of 30 hairs per
square centinmeter nean to the patient.

So, we designed, along with statisticians and
psychol ogi sts and users and dermatol ogi sts, a very
conprehensi ve questionnaire. It was divided essentially
into four categories: hair growth response, global benefit
to response, styling as it relates to patients who style
their hair, quality of Ilife. |1'mshowng the nale data
because we are supposed to be speaki ng about nal es today.

This tabl e doesn't have any statistical
anal yses on it, but | can tell you that in many of these
i nci dences, using the visual analog questions that were a
part of this questionnaire -- this colum shows you the
dose-related effect, that is, 5 percent better than 2
percent better than placebo. Now, not all of these were
statistically significantly different, but | think you can

see a very strong trend here in terns of an effect of 5
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percent over 2 percent better than placebo. As a part of
that questionnaire, Dr. Drake, we did have a category which

addressed a nunber of issues as it relates to quality of

life.

DR. D AGOSTINGO Is that all right?

DR. DRAKE: Thank you.

DR. D AGOSTI NO  Susan?

M5. COHEN. | found what Dr. Cash said very
interesting. | know nothing about the people that he

guestioned, and |I'm | ooking around the roomand | see a |ot
of productive people, but they m ght not have a | ot of
hair. So, | need to know a | ot nore than that.

In terns of your box, which is interesting, |
think you tried very hard to do the best you could. Could
you not consider "not for use by wonen and children"” and
have it right up there so they can actually see it?

My next question could be, since you're talking
about chest pains and rapid heart beat, faintness or
di zzi ness, should soneone with heart di sease be using the
pr oduct ?

The other thing is "do not apply on other parts
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of the body." | think that also should be enl arge too.

DR. D AGOSTINO  Could you nake you sure you
speak into the m ke?

M5. COHEN: Yes. | just thought it could be
enlarged. "Do not apply on other parts of the body."

| guess | want to ask, are you going to cone
back next year and want 7 percent?

DR. D AGOSTINO 1'd like to hear the answer to
the |l ast question first.

(Laughter.)

M5. COHEN:  Me too.

And ny ot her question would be, although it
isn't wthin our paraneters, is this going to be nore
expensive to the consunmer because they're getting 5 percent
i nstead of 2 percent?

MR ROSE: Yes. 1'd like to direct that
guestion to Richard Spangler, Director of Marketing.

MR. SPANGLER M nane is Richard Spangl er.
I"'mthe Director of Marketing for Rogaine. In terns of
your pricing issue, we plan to |aunch the Rogai ne Extra

Strength for Men at the current pricing that you have that
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is out there for the 2 percent product. It will be
| aunched at the current pricing of the 2 percent product
t hat we have out there today.

M5. COHEN. That's usually the beginning, yes,
until people use it. Right.

But the other things about the markings on the
box, if it's possible to put "not for use by wonen and
children.” 1 knowit would be a | ot of redesign but the
other is kind of lost down in there, and | thought maybe
you coul d enphasize it that way.

DR. TRANCIK: | think the last itemon the
agenda as | saw it was any suggested | abeling changes, and
I think we will be continuing to work with the FDA to
address any suggestions that m ght cone up.

DR. D AGOSTINGO It is appropriate also for you
to respond to particular questions fromthe advisory
commttee, though. Do you have a thought on what is being
suggest ed?

DR. TRANCI K: Pardon?

M5. COHEN: Maybe you haven't had a chance to

t hi nk about it yet. That's okay.
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DR. D AGOSTING COkay, we will get back to it.

M5. COHEN: Yes, but heart disease. 1'd like
to know i f sonmeone is taking nedications of any kind, is
t here any contraindi cation?

DR. TRANCIK: No, there is not. | think based
on the presentation you heard earlier, the safety is
conparable to the 2 percent other than sonme skin problens.
As far as concomtant use with other heart nedications and
any cardi ovascul ar effects as it relates to the higher
concentration of mnoxidil in the product, they're sinply
not mani f est ed.

M5. COHEN:. But has that been | ooked at?

DR. TRANCIK: We will retain the |abeling that
we have now that says if you experience dizziness,

i ncreased heart rate, discontinue use and see your
physician. So, in that sense, we're capturing the sane
| abeling that we have in the 2 percent product.

M5. COHEN: But did you in fact have people who
were on heart medicine using Rogaine and did you foll ow
t hent?

DR. TRANCI K: Yes.
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M5. COHEN. Ckay, and what were the results?

DR. TRANCIK: The results were there was no
reason to not continue themto use the product. There's no
reason to put that on the |abeling based on our experience
both in our clinical studies and al so based on our
spont aneous reporting systens.

DR. D AGOSTINO. Mary Anne, do you have a
conment ?

DR. KODA-KI MBLE: Yes. | have severa
guestions. The first relates to marketing out of the
United States. 1'd like to know on what basis the drug is
mar keted to both nmales and females in other countries and
why the drug is limted to pharmacy sales only in Denmark
and New Zeal and where it is avail able over the counter?

DR. TRANCI K:  The approval of the product in

countries outside the U S., of course, are based on our

subm ssions that are nmade in those countries. |In fact, the
original subm ssions | believe -- and Ray can correct nme if
I"'mwong -- to both New Zeal and and Denmark were as an Rx

product, and follow ng review of the subm ssion and

di scussion with those regul atory agenci es, they suggested
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to make it available as a nonprescription product. They
didn't see any reason not to.

Does that answer your question?

DR. KODA-KI MBLE: You did have evidence in the
other countries that it was effective in males and fenal es,
5 percent Regai ne?

DR. TRANCIK: Yes. Yes, we had evidence. 1In
fact, we have seven well-controlled studies in total with
both males and females. W do have evidence that it's
effective, yes. Sone of the regulatory agents deened it to
be appropriate for use in both nmales and fenual es.

DR. KODA-KIMBLE: And then | want to return to
Dr. Brass' questions. Specifically I'mcurious about the
nature of the dermatitis, its pathogenesis, whether it is a
hypersensitivity reaction, whether sone of them could be
hypersensitivity, or whether it is irritation.

DR. TRANCIK: In many of the patients who
experienced -- well, routinely if we discontinue a patient
due to a skin reaction, they're patch tested. W do
di agnostic patch testing to try to determ ne the nature of

the reaction and I can tell you the majority of themare an
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irritant contact dermatitis. Wen you break down the
formul ati on and patch test the individuals to the

i ndi vi dual conponents of the formulations, the majority of
t hose reactions are due to the propyl ene glycol.
Cccasionally we see an allergic contact dernmatitis, but
that is very rare.

DR. KODA-KIMBLE: In the inactive ingredients,
you indicate the percent al cohol but don't indicate the
percent propylene glycol. Even though it's an inactive
ingredient in one sense, it certainly seens to be
contributing to the irritation. It mght be inportant to
i ndi cate the percent propylene glycol.

Then nmy next-to-the-last question relates to
the rate issue because |I think there may be a definitional
issue here. |1'd like to see that data. First of all, |
don't think it was in our submssions. | mght be in
error, but I don't recall seeing the 8-week data points.

DR. TRANCIK: In the briefing docunent -- and |
don't know the page, but there is a paragraph in there that
tal ks about the response --

DR. KODA- KI MBLE: A paragraph.
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DR. TRANCIK: There is a table that | showed
you | don't believe was in that docunent.

DR. KODA-KIMBLE: |If you could, over the lunch
break, prepare a graph which shows not nunber of hairs but
percent of maxi mum response at 8 weeks, 16 weeks, and 32
weeks for the 2 percent and 5 percent, | would be
interested in the data presented in that way. |[|'m not
convinced that it's faster but that there may be an
absol ute increase in response related to the concentration
of the product. So, |I'd be interested in that data
presented in that way after the break.

DR TRANCIK:  Well, we will see what we can do.

DR. KODA-KIMBLE: Then finally, 1'd |like sone
explanation. | read the docunent related to the nmechani sm
of hypertrichosis and essentially ny concern is that it is
related to absorption of the product as opposed to contact
of various parts of the face to the pillow and that sort of
thing. Did|Il recall that there is sonme hypertrichosis that
can occur on the chest, or was | m staken about that?
thought | read it.

DR. TRANCIK: | don't think we reported any
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cases of hypertrichosis on the chest. | think our
interpretation of the wealth of data that we have both with
2 percent and 5 percent historically over the years is that
it is primarily due to translocation of the drug. There
are patients who have high serummnoxidil |evels who do
not get hypertrichosis. |I'mnot going to totally exclude
that as an explanation, but | would say that the majority
of the cases are due to translocation.

DR. D AGOSTINO Are there any questions? Yes.

DR. SI MMONS-O BRIEN: As part of the entry
criteria for the participants, were there questions
regardi ng hair styling and groom ng techniques,
preparations al ready used on the scalp that are
nonprescription, chem cals used, how often chem cals used
for the nen and the wonen?

Then ny question is if that was the case for
t hose who subsequently devel oped any irritant reactions, do
you have any statistics or data on those participants as to
what -- if you didn't, what their styling/groom ng
techni ques were or chem cal products possibly used on the

hair concomtantly while being a part of the study?
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DR. TRANCIK: The only thing that we did in our
patient selection criteria was request that they use a mld
shanpoo and that they continue their normal hair hygi ene
routi nes and not meke any dramatic changes in what they
would normally do. We did not capture the names of each
product that was used as it relates to hair care.

DR. SIMVONS-O BRIEN: Well, | guess were there
any participants or people who wanted to participate? Wre
they rejected or elimnated fromthe study because of their
use of chem cals on the scal p?

DR. TRANCIK: No, there were not. No. |If they
were using chemcals onit -- they rejected if they were
using drugs on their scalp for treating psoriasis of the
scalp or tinea capitis or sonmething else |like that. They
had to have a nornmal scalp, so to speak

DR D AGCSTI NO  Yes.

DR. ROSENBERG Since this is an Rx to OIC
i ssue, the agency having ruled on the safety and
effectiveness of the product, | want to try and focus on
the Rx to OIC aspect of it. 1'Il admt at the outset

have a strong bias. For many products, the consuner, |eft



10

11

12

13

14

15

16

17

18

19

20

21

157

with his or her own devices, wll come to a better
conclusion than with the recipient of prescriptions in
terms of whether they are really satisfied or they work or
not .

So, | was particularly interested in your
presentati on show ng how t he nunber of users and sal es went
up after the 2 percent product was changed from
prescription to over-the-counter, and | wanted to ask a
coupl e of questions.

To what degree is it recruitnment of new users?
To what degree is it people who have continued rather than
st opped because they didn't want to go get prescriptions
renewed? How many of the new users stay with it and how
did that conpare with prescription users? Any el aboration
on that brief nention that you gave on the OIC mar ket as
we've seen it with 2 percent?

MR ROSE: Well, I'dlike to clarify the 5
percent product has not been available as a prescription
product. This is a direct OTC approval we're seeking
t oday.

DR. ROSENBERG | thought it had received
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approval .

MR. ROSE: An approvable letter.

DR. ROSENBERG  Approvable letter, | see.
Okay. Al right. [I'msorry.

Vell, let's go back to the questions, though,
about the change in use of 2 percent product after the
change in classification.

MR. ROSE: Well, we do know that we greatly
expanded the user base. W had just under 500,000 users in
toto of the prescription product. After the product had
been made avail able OIC, no | onger existing on the Rx side,
we increased the user base five-fold, to just 2.3 mllion
users, the vast mgjority of those users being nen.

DR. ROSENBERG. So, you're not talking about
nunmbers of units sold. You're tal king about nunbers of
persons who use it?

MR. ROSE: [|I'mtal king about nunber of people
usi ng the product.

DR. ROSENBERG Do you have any post-marketing
data on how many stay with it and how nuch is word of nouth

and anything like that? How nmany are recruited by friends
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and so forth? | won't bel abor this.

MR ROSE: | think there is a small percentage
of consuners that are referred to the product by word of
mout h, but perhaps | could have R chard Spangler nore
directly address the question as Director of Marketing for
t he product.

MR. SPANGLER:  Qur experience is telling us
that, of course, once they becone aware of Rogai ne being
avai |l abl e over the counter, they do talk to their friends
or to their doctors or to their hair stylists about the
product before they make the purchase decision. So, they
do tend to go to soneone to get better educated about the
product before they nmake the initial purchase, as well as
| ooking at our |abeling, calling our 800 service, our
Internet web site. So, we try to provide thema | ot of
vehicles to |l earn as nmuch as possi bl e about the product and
it looks |ike they are taking advantage of that before they
make the very first purchase.

In terms of satisfaction, we haven't seen
really any changes since the Rx history. It seens |like the

loyalty towards the category is the sane as it was a
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prescription product. About just as many people stay with
the brand since it has been over the counter as prior to Rx
experience. Satisfaction as well seens to be about the
sarne.

Even expectations of what they can get out of
Rogai ne seens to be about the sanme. W haven't seen a
dramatic change in all of a sudden thinking they're going
to get so much nore just because it's avail able over the
counter. It has been pretty consistent since it was
| aunched as an Rx product.

DR. D AGOSTING One quick question from
anyone? Yes?

DR MLLER Let ne ask a question about the
guestionnaires. As | understood what you had presented and
what | read, the initial questionnaire dealt with their
just looking at the carton and there was a significant
nunmber of wonen who said they would take the Extra
Strength. Then when they read it carefully, the nunber was
very significant that said, yes, this is for men only. 1Is
that correct?

MR. ROSE: Which study are you referring to?
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DR. MLLER The two questionnaires that you
had specifically asking wonen whi ch product woul d they use,
whi ch product would they select, and then the second one
was after they had read the data or had read it carefully,
there was a significant nunber of wonen who said, yes, this
one is for nmen only.

But the question was not asked, now that you
understand this is for nen only, would you use the product?
It would seemto ne that would help us to answer this
gquestion which we're going to | ater address, and | don't
t hi nk you asked that, did you?

MR. ROSE: No. The sequence of the questions
was -- you had correctly stated that before. W first
asked themto select in a choice environment which product
t hey woul d sel ect based on a store read in the first study,
foll owed by the appropriateness question.

In the second study, we asked themdirectly if
t hey woul d buy the product in an absence of choice foll owed
by a re-reading of the |abel and specifically asking if
t hey understood this was for nmen only, wonen only, or both.

As | alluded to in ny presentation, over 80 percent of the
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wonen correctly understood that this product was for nen
only.

DR MLLER But you did not ask themthen,
even though it's for nmen only, would you use it if you want
to grow hair?

MR. ROSE: No, sir, not in that order.

DR. D AGOSTING It's around noon and a nunber
of people do have to check out. W w |l have the sponsor
here this afternoon, obviously. W want to go back and ask
guestions. There have been a couple of issues that have
been rai sed, the safety, the faster acting, which we've
asked the sponsor to try to put sone overhead sheets
together at the lunch break. Hopefully they'll be able to
do that and again we can get back to them

We can reconvene at 1 o'clock please.

(Wher eupon, at 12:00 p.m, the neeting was

recessed, to reconvene at 1:00 p.m, this sane day.)
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AFTERNOON SESS| ON

(1:00 p.m)

DR. D AGOSTINGO This afternoon I'd like to
suggest for the agenda that we have the FDA presentations
as scheduled. W have the charge to the commttee by Dr.
Bowen, and then as we go through the questions, if we
desire the sponsor to give us the work they' ve done during
the lunch hour, at that tine we will get themat the tine
of the appropriate question.

So, let's now go to the FDA presentations from
the Over-the-Counter Division and the Drug Marketing
Division. Steve will make the first presentation.

DR. AURECCHI A: Thank you, Dr. D Agostino. [|I'm
Steve Aurecchia fromthe OIC Drug Divi sion.

We have two presentations this afternoon: mne
and Dr. Karen Lechter's fromthe D vision of drug Marketing
and Adverti sing.

| would like to touch briefly on three areas:
the first, a few general concerns in the regul atory
treatment of OTC drugs; second, the efficacy and safety

data on the 5 percent Rogai ne product, which you've heard
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described in detail this norning; and third, I'd like to
just raise a few considerations pertaining to |labeling in
general and | abeling of the Rogaine products in particular.
Dr. Lechter will followwth a detailed discussion with the
| abel i ng studies that you' ve heard presented.

As you' ve heard, the present application is a
resubm ssion of the initial 5 percent Rogai ne prescription
application. The indication has been changed to nen only
and the product is now intended for OTC nmarketi ng.

In terns of OIC status, there are several
general criteria that are applicable. For new drugs, the
efficacy standard is the sane for both prescription and OTC
drugs. Marketing clains nust be supported by adequate and
well -controlled trials. As with prescription drugs, safety
is neasured in the context of efficacy and of the condition
bei ng treated, but generally speaking, OIC drugs should
have a favorable safety profile.

OTC products should also be relatively free of
important interactions: food interactions, drug
interactions, or disease interactions.

Use of OTC drugs should not require
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pr of essi onal supervision either for purposes of diagnosis
or for nonitoring treatnent or for side effects.

Finally, OIC products nust have adequate
consuner | abeling. 1In other words, |abeling nust be
witten and presented in a manner that is understandable to
ordi nary consuners.

You' ve heard the efficacy data for the 5
percent product reviewed in detail this norning. | want to
make just one point. There are two | abeling clains.

Nunmber one, Rogaine 5 percent grows nore hair than Rogai ne
2 percent, and secondly, Rogaine 5 percent grows hair
faster than the 2 percent product.

The first claimis supported by data fromthe
two pivotal male trials. Wth respect to the second cl aim
however, neither of those trials was designed as a tine to
response study, and this particular claimderives froma
post hoc conparison of hair count data within the male
studies at selected tine points.

As to the safety of the topical 5 percent
solution, | think there are three principal sources of

information that contribute to our understanding of the
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safety profile of this product: first, the data from
controlled trials in both men and wonen; secondly,
conparati ve pharnacokinetic studies; and thirdly, and
perhaps to a | esser extent, sonme foreign marketing
experience with the 5 percent product.

As you heard this norning, the predom nant
clinical adverse events wth 5 percent Rogai ne were
dermatologic in nature. These occurred in a dose-dependent
manner and with the primary cause of discontinuations in
both men and wonen. Dernatol ogi c adverse events were of
two general types: dermatitis-like and hypertrichosis.
Dermatitis-like events occurred in both nen and wonen. In
men this was mani fested especially by dryness and itching.
Hypertrichosis as a nedical event was reported only in
wonen. There were 23 such cases and 8 of these | believe
di sconti nued because of this.

The absence of system c henpdynamic effects in
the 5 percent cohort in the control studies is reassuring,
given that mnoxidil is a very potent vasodil ator when
adm ni stered system cal ly.

Drs. Lipicky and Hung fromthe Cardi o- Renal
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Di vi sion have reviewed the vital sign data fromthe
el ectroni c subm ssion for the safety population. This is
presented on the next slide.

This is the safety popul ation of 1,562 patients
| believe, and this shows nean and nedi an changes from
baseline for pulse, diastolic and systolic bl ood pressure
for each of the treatnent cohorts. As you can see, there
was no change from baseline in pul se across the treatnent
groups, no tachycardia, nor were there any neani ngful
changes in either diastolic blood pressure or systolic
bl ood pressure between the three treatnent groups.

I f you |l ook at the plots of these data points,
there are no outliers in the 5 percent cohort. [If you plot
the distribution for change from baseline for each
treatment group, the curves do not shift adversely with
respect to the 5 percent treatnent cohort. | believe these
graphs were included in your briefing package.

Vital sign data were also tabulated for the
dropouts fromthese trials with adverse events that m ght
have been of a henodynam c nature or syncope. There were

31 such cases and no pattern or correlation was seen with
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their data or with changes in vital signs for these
i ndi vi dual s.

Phar macoki netic studi es also contribute to our
under st andi ng of the safety profile of 5 percent Rogai ne.
Total serummnoxidil |levels were done in each patient in
both the pivotal nmale trials. | selected the data from
study 0285 which | think is representative, and this is
shown here.

This is a plot of nmean serum m noxi di |
concentrations over tine in nanograns per m. There were
conpar abl e percentages of patients at each tinme point with
measurenents. The placebo group is shown in green, 2
percent in yellow, and the 5 percent is in red, which
doesn't show up very well. The levels, as you can see,
were | ow and did not accunul ate over tinme. At weeks 28 and
40, the nean level for the 2 percent group was about 0.7
nanograns per nl, and it was about tw ce that at those tine
points for the 5 percent cohort, or 1.7 nanograns per m.

The maxi num val ue achi eved by any patient at a
single time point in the study for the 2 percent group is

shown here, and that was about 8.1 nanograns per m, and in
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the 5 percent cohort, it was about 16.5 which is shown
t here.

You heard earlier that a serummnoxidil |evel
of about 22 nanograns per ml appears to be the threshold at
whi ch henpbdynam ¢ changes just begin to occur. This value
is derived froma previous study, a double-blind, vehicle-
controlled, nmultiple-dose, steady state infusion study that
achi eved m noxidil concentrations over a wi de range, with
about 4 to 80 nanograns per m. So, that threshold
relative to the neans |levels seen in the 5 percent group
gives us about a 12-fold difference. So, in this view,
there is roughly a 12-fold margin of safety.

The third elenment | nentioned relative to
safety was the forei gn marketing experience to date, and
this was presented this norning. As you heard, marketing
has now been initiated in 14 countries, in 12 of these as a
prescription product and in 2 as an OIC product. That's
Denmar k and New Zeal and. Not all of these countries have a
mechani sm for collecting and anal yzi ng spont aneous adverse
event reports, so | think this information needs to be

interpreted sonewhat cautiously, and I would also keep in
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m nd the general limtations of spontaneous reporting that
have been referred to earlier with respect to

ascertai nment, under-reporting, |lack of an accurate
estimate of the popul ation at risk.

But wth these caveats, there have been sone 69
events reported in 37 patients. None were serious and al
were dermatologic in nature, and this is certainly
consistent wwth the data fromthe controlled trials.

Wth respect to OTC marketing, the remaining
regul atory elenent and one that is distinct from
prescription drugs is consuner |abeling. The product's
use, directions for use, warnings, and side effects nmust be
communi cated in a way that is conplete, accurate, and
under st andabl e by the average consuner, including
i ndi vi dual s of | ow conprehension, and that is | anguage from
the regulations. And to the greatest extent possible,
| abel i ng shoul d be assessed under customary conditions of
pur chase and use.

Wth respect to Rogai ne, our concerns are
gender-specific. W currently have a 2 percent product

mar keted for nmen and wonen. Addition of a 5 percent
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product for nen only will set a precedent in which nen wll
need to choose appropriately between the 2 percent and 5
percent products for nmen, and wonmen need to be deterred
frominappropriately choosing the 5 percent product for
men.

The results of four |abel testing studies have
been presented earlier. The male study suggests that
consuners nmay understand the greater efficacy of the 5
percent product, but a substantial percentage of nmen may
not appreciate the greater |ikelihood of scalp irritation.

Wth respect to inappropriate selection of the
5 percent nen-only product by wonen, results fromthe
female studies | don't think are altogether reassuring, and
Dr. Lechter will discuss this with you in detail

In conclusion then, | think Rogaine 5 percent
for men is an appropriate product to consider for OIC
mar keti ng. Androgenetic alopecia is readily recogni zed by
the consunmer. The treatnent is observable and side effects
do not appear to be serious and are reversible. The
clinical safety data with Rogaine 5 percent are favorable,

and it does appear that system c henodynam c effects are
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unli kely given the extent of percutaneous absorption of
m noxi di| observed in kinetic nmeasurenments with the 5
percent product.

W are not clear, however, whether the proposed
men-only labeling will be adequate in deterring wonen from
i nappropriately using the 5 percent product, nor is it
cl ear whether the proposed product |abeling is adequate in
terms of directing nmen to choose appropriately between the
2 percent and 5 percent products.

"1l stop there and |I'Il ask Karen Lechter to
take it fromhere. Thank you.

DR LECHTER. Good afternoon. |'m Karen
Lechter with the D vision of Drug Advertising, Marketing,
and Communi cati ons.

Four | abel studies were conducted in
conjunction with this application, as you' ve heard already.
Three of these studies were with wonmen. One of them was
for men. The first two wonen studies dealt with the | abel
for the 5 percent product that you' re considering today,
and one of themdealt with the 2 percent product. The 5

percent wonen's product studies dealt with what product
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they woul d select fromanong five different products and
whet her the product is appropriate for themto use. The 5
percent and the 2 percent studies dealt w th whether they
woul d purchase the product whose | abel they were | ooking at
and who shoul d use the product. The nen's study dealt with
| abel conprehensi on issues.

All of the participants were persons who had
thinning hair or hair loss. Al of the studies included
bot h non-users of mnoxidil products and persons who had
previ ously purchased over-the-counter m noxidil products.

In phase | of the first study with wonen, wonen
were shown a display of five cartons of mnoxidil products.
One of these was the 5 percent mnoxidil product for nen.
The ot her four were nen and wonen's products, two of them
wer e Rogai ne brand and two were store brand.

Participants were told to assune they were
interested in purchasing one of the products for their own
use and they were free to exam ne the product. They were
asked to select one of the products and explain why they
chose it.

The results showed that out of the 305
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participants, only 4 chose the Rogaine 5 percent product
for men, which for that |abel was call ed Rogai ne Maxi mum
Strength for Men. N ne others chose other nen's m noxi di
products. The sponsor has interpreted these results to
suggest that very few wonen woul d choose the 5 percent
product for their own use.

However, this methodol ogy does not tell us that
wonmen wi Il not use the product. Al it tells us that in
one instance in which there were choices of four other
products, two of which were | abeled for wonen, al nost al
the wonmen did not choose the 5 percent product and few
chose the other nen's products. However, it does not tel
us whet her they would choose the nen's product under other
situations, such as if they had used the 2 percent product
Wi t hout success or if they were responding to adverti sing
for the product, if they had few other choices available to
themin the stores in which they were shopping, or for
ot her reasons. So, this part of the study does not tell us
they won't choose it. It tells us that in one situation
they did not choose it to any great extent.

Phase Il of the study. Participants were given
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the 5 percent product |label and told to read it conpletely
and then they were asked to say whether the product was
appropriate for their own personal use. Over 12 and a half
percent of the participants answered that the Rogaine 5
percent product for nmen was appropriate for their own
personal use. O these, 17.2 percent were mnoxidil users
and 10 percent of the non-users gave this response.

Thi s phase of the study required participants
to exam ne the | abel rather carefully, which is not
necessarily what they would do in a nornal purchase
situation. |It's possible that without a careful reading,
nore wonen woul d feel that this product was appropriate for
t heir use.

This study then denonstrates that npbst wonen
who read the tested package carefully understand it as
i nappropriate for them However, there is still a
substanti al percentage who say they could use it,
especially previous m noxidil users.

Taken as a whole, the two phases of the study
do not denonstrate convincingly that wonen who saw t he

tested | abel would not buy the 5 percent product in
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substanti al nunbers.

Partly as a result of this study, the sponsor
redesi gned the | abel to add the strength and warni ngs that
you heard about this norning to include guidance for nen
about the 2 percent and 5 percent products and to provide
addi ti onal warnings for wonen who m ght contenpl ate using
t he product.

In the second study, participants were shown a
di spl ay board showi ng the fronts of four different
m noxi dil cartons, the ones that |I had nmentioned earlier.
They were not shown at this point the 5 percent product.
They were then read a category description telling them
that there are several different products on the market for
hair regrowh. They were then shown the Extra Strength for
Men package and were asked to examne it as if they were in
a store. This is referred to as the store read. They were
asked if they would buy the product for their own personal
use.

Next they were asked to read the entire | abel
conpletely. This is referred to as the conplete read, and

t hey were asked whether they woul d say the product was for
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men only, wonen only, or both nen and wonen.

For the question as to whether they would
choose to purchase the product, 35 percent said they woul d,
34 percent of the non-users and 37 percent of the users.
Anmong the non-users, 65 percent with I ess than a high
school education said that they woul d purchase the product.

When the partici pants answered whet her the
product shoul d be used by nen only, wonen only, or both nen
and wonen, about 20 percent said both: 18 percent of the
non-users and 25 percent of the users.

Responses that the product was for nmen only
di ffered based on whether or not the respondents had
previously said they woul d purchase the product for their
own use. Those who said they would purchase the product
were less likely to say it was only for nen. Anong the
non-users who said that they would purchase the product, 37
percent said it was for both nmen and wonen. This conpares
with 8 percent of persons who previously said that they
woul d not purchase the product. Anong the users who
previously said they woul d purchase the product, 51 percent

said it was for both nmen and wonen, conpared to 10 percent



10

11

12

13

14

15

16

17

18

19

20

21

178

who previously said they woul d not purchase the product.

The sponsor has stated in the witten materials
submtted to us that the high proportion of wonen who said
t hey woul d buy the product is an artifact of the study
desi gn and does not indicate what woul d happen in the
mar ket pl ace. The sponsor has hypot hesi zed that there are
demand characteristics in the test situation, including the
yea-saying bias, and in the witten materials, they
menti oned the Hawt horne effect which made it |ikely that
sone participants would try to please the interviewer by
saying they would product this product and woul d behave
unnaturally in a test situation.

I n anot her expl anation of the results, the
sponsor has hypot hesi zed t hat wonen who had said they would
purchase the product were later reluctant to say it was
only for men because that would be inconsistent with their
prior decision to purchase the product.

However, it is equally plausible that these
worren truly believed that both nen and wonmen coul d use the
product and that is why they said they could purchase it

and that is why they said that both sexes could use it.
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W may not agree with the |abels that the
sponsor has attached to sone of the biases that they claim
wer e operational here, but we do understand their argunent
that sonmething other than the | abel may have caused these
results. There are nunerous potential sources for bias
that could affect the outconmes of research in social
sci ences.

For that reason, the nethodol ogi es of studies
must be very carefully crafted to avoid or reduce them
These are several types of biases that are well known.

They emanate fromthe questions thenselves or fromthe
situation or from other sources such as the personalities
of the participants. The ones in yellow are ones that the
sponsor has nentioned in the materials that may have
affected the results in these studies.

However, the only data we have is that 35
percent of the wonen said they woul d purchase this product
for their own use and 20 percent said it was for both
sexes. W do not know what the results woul d have been had
t here been no biases, and we don't even know whet her there

really any biases in this situation. These results are



10

11

12

13

14

15

16

17

18

19

20

21

180

entirely consistent with the proposition that sonme wonen
wi |l use the product and believe that both nen and wonen
can use it.

The sponsor's explanation that the results were
due to the test situation and were not a true neasure of
what wonmen woul d do cannot be supported by the results we
have today. The sponsor's clains of experinental bias are
specul ati ve.

The third study with wonen, the results for
whi ch you do not have in your materials because they were
submtted to us too late for us to do a witten review, was
the sane as the study | just described, except the | abel
that they | ooked at in this study was the 2 percent | abel
for the Regular Strength Rogai ne for Men.

The results of this study showed that 50
percent overall, 45 percent of non-users and 61 percent of
users, said they would buy the regular Rogai ne for nen. 42
percent overall said it was for both nen and wonen. 38
percent of non-users said this and 52 percent of users.

The sponsor has conpared these results with

those of the previous study using the 5 percent product,
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trying to make this last study with the regul ar Rogai ne the
control armfor the previous study.

However, this conparison is statistically
i nappropriate. For several reasons the conparison is
unacceptable. It is inappropriate to conpare these data
because they are not two arns of a random zed st udy
popul ation. The conparison is nethodol ogically
I nappropri ate.

We can only specul ate about what the results of
the two trials nean. It could nmean that due to the
| abeling for Rogaine Extra Strength for Men, wonen are nore
willing to use the regul ar product than the stronger
product, or it could nean that intervening events between
the two studies affected the responses differently in the
second study, or that there were baseline differences in
the two popul ations, or that artifacts in the test
situations differed. W do not know because the
participants were not randomy assigned to these two arns.
We cannot assunme, as the sponsor does, that the differences
denonstrate biasing effects of the study situation or even

that nore participants would use the Regul ar Strength than
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the Extra Strength.

The nost obvi ous concl usion we can draw is that
the warnings on the Extra Strength | abel probably deterred
somre wonen fromusing it, but there mght still be many who
woul d use it.

The apparent differences in these results
generate hypot heses that nust be tested, but we can't
specul ate as to what the results nmean in conparison to each
ot her.

Thus, the results of the third study tell us
t hat hi gh nunbers of wonen, 50 percent, are likely to
purchase the regul ar product. 42 percent believe it is
appropriate for both sexes. The results do not denonstrate
that the results of the second study with the Extra
Strength product are due to bias in the test situation, and
there's no evidence what bias-free results would | ook |ike
if there were no bias.

The results are consistent with the proposition
t hat many wonen may choose to use the regul ar Rogai ne and
believe it can be used by both sexes.

Thus, the sponsor has failed to denonstrate
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convincingly that wonen wi Il understand they shoul d not use
this product. |If the product is approved, the warnings for
wonen shoul d be strengthened above those that were in the
tested | abel.

The purpose of the study for nmen was to
determ ne the extent to which nen understand that the
product is nore effective at growi ng hair than the 2
percent product and that the 5 percent product has a
greater likelihood of irritating the scalp. The study used
the sanme | abel as was used in the second wonen's study,
which is the inproved Extra Strength |abel for nen. As you
were told before, this has increased information about the
di fferences between the 2 and 5 percent products and
addi ti onal warnings for wonen.

After some prelimnary presentations about
m noxi di | products, the men were given the Rogaine Extra
Strength for Men package and were asked to examne it as if
they were in the store. This again is called the store
read. They were asked to fill out a short questionnaire
t hensel ves. Next, they were asked to read the | abel

entirely. This is the conplete read. And they were asked
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to answer anot her questionnaire that was identical to the
first one.

There were seven questions asked after each
readi ng. These were sinple yes/no and nultiple choice
gquestions. The formof the yes/no questions violated sonme
basi c practices of good questionnaire design that could
have avoi ded sonme of the biases that | nentioned earlier.
All of the yes/no questions were |eading and all of them
required yes responses. This nmay have biased the results
in a direction that indicated higher conprehension. None
of the questions required the participants to apply the
information on the |abel or to use their nenories.

For exanple, here's one question requiring a
yes response. Does Rogaine Extra Strength for Men grow
nore hair than Regular Strength for Men? Yes/no. A better
way to ask this question to avoid the tendency to say yes
woul d be an open-ended question such as the foll ow ng.

What are the differences, if any, in the effects of Rogai ne
Extra Strength for Men and Rogai ne Regular Strength for
Men? This question could have been nore specific and said,

what are the differences in the benefits, if any? If a
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cl ose-ended question were preferred, a nmultiple choice
question or a checklist could have been used that woul d not
suggest what the correct response was.

Here's another exanple. The question was, if
you were using Rogaine Extra Strength for Men, should you
swtch to Rogai ne Regular Strength for Men if you
experience scalp irritation? Yes or no. A less biased
alternative would be, what, if anything, should you do if
you experience scalp irritation while using Rogaine Extra
Strength for Men? Again, this could have been an open-
ended question or one that involved nultiple choice or a
checklist or an even nore sophisticated question could have
presented a scenario to the participants to try to apply
t he know edge on the | abel to a hypothetical situation.

Unfortunately, four of the seven questions in
this questionnaire were of this type which could have
i ncreased the apparent nunber of correct responses. The
i ssue here is whether this study with all its shortcom ngs
adequat el y denonstrates whet her potential nmale consuners
can use the product safely and effectively. W should

exam ne these results and see what concl usi ons we can draw
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fromthem

This first slide shows the results for the type
of information one woul d expect potential purchasers to
| ook for in the store, and for that reason | think the
store read colums, the yellow colums, are nost
appropriate to l ook at here. |If we do not discount the
results because of the potential bias, it appears that
partici pants understood the purpose of the product and that
it produces better results than the Regular Strength
product. They said it would grow nore hair, 74 and 77
percent, and even nore in the conplete read. It grows
faster at 72 and 76 percent; nore in the conplete read.

However, they didn't seemto understand very
wel | that they would incur possibly nore irritation. This
isonly in the Iow 50s, and renenber this is a yes/no
guestion where by chance they woul d answer 50 percent
correctly.

They did seemto understand well that the
product is for men only.

Thus, they were nore aware of the benefits of

t he product than the risks, and they understood the
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comruni cati on objective of the increased efficacy
noderately well. They understood the information about
scalp irritation less well.

This slide shows the results for issues that
they're nore likely to | ook at at honme, and therefore the
conplete read, the ones in white, m ght be nore appropriate
to | ook at here.

Surprisingly, they didn't score particularly
hi gh on the dosing frequency and especially anong the users
who presumably had been using this or a simlar product
tw ce a day already.

Based on these particul ar questions, they al so
understood noderately well that if there's irritation, they
should switch to the Regular Strength product.

Based on these results, the tested | abel should
be strengthened with regard to dosing frequency, risks, and
how to handle irritation. Perhaps it should al so be
inmproved with regard to benefits.

The study does not directly address the issue
of whether nmen will appropriately self-select the 2 percent

or 5 percent product when they're in the store.
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These results are presented in the best
possi bl e |ight wthout discounting for possible biases. It
is highly likely that | ower scores would have occurred had
t he questionnaire been different than the one that we saw

To recap the wonen's studies, the results are
consistent wwth the proposition that some wonen will use
the 5 percent product. W have no evidence of biases that
affected the results, and if biases operated, we don't know
what the results would have been. For this reason, if this
product is approved, the |abeling should be strengthened
for wonen.

| thank you for your attention

DR. D AGOSTI NGO Thank you.

Bot h of the speakers have set the stage quite
nicely for the questions that we have.

|'"d like to ask Dr. Bowen now to give the
charge to the conmttee and then we can go into our
di scussi on.

DR. BOWNEN: Thanks, Ral ph

|"mnot so sure you need a charge. You seened

to be charging ahead earlier in the discussion.
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| think what we want to know, in your opinion,
is this product safe and effective for direct OIC marketing
to mal e consuners, and if you vote yes, what we want are
your | abeling recomendations for optinmally comunicating
t hat wonmen shoul d not use the product and for optimally
communi cating to nen as to whether and when to sel ect 2
percent versus 5 percent.

Thanks.

DR. D AGOSTI NG Thank you.

DR. M NDEL: Excuse ne. The question was if we
consider it safe and effective?

DR. BONEN. Then we woul d |ike your |abeling
recommendat i ons.

DR. M NDEL: That is if we consider it safe.

DR. BOVNEN: Yes.

DR. D AGOSTING The | ayout of the questions --
and these are available in the agenda that was on the table
outside -- has four questions. The first one deals with
t he wonen appropriately avoi di ng Rogai ne Extra Strength.
I"l'l read themand then we'll go back to them

It says, based on your review of the proposed
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| abeling and data fromthe fenmale intention-to-heed
studies, will wonen appropriately avoid Rogai ne Extra
Strength for Men?

Now, that question, the way it's stated here,
doesn't say, well, so what if they use it. It asks us
specifically will they avoid using it, and | think that we
want to keep that in mnd. W can enlarge this as we go,
but that's the way it's stated.

The second question is, based on your review of
t he proposed | abeling and the data fromthe mal e | abel
conprehension studies, will nmen be able to appropriately
choose between the Rogaine Extra Strength for Men and the
Rogai ne Regul ar Strength for Men?

So, we have two questions that deal with the
conpr ehensi on.

The third question then asks us about the
safety and effectiveness for the OIC use, not for the Rx
use, but for the OIC use in this target popul ation, and
that nmeans for nen. That would inply, as Dr. Bowen has
just said, that the | abeling my need to be redesigned or

there may be coments about the |labeling. If we say yes to
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that, that woul d enphasize the Extra Strength versus the
Regul ar Strength and al so the wonen are not to take it.

|"d like to open the discussion in terns of
focusing on the questions and we can rai se other issues
that we had this norning as they relate to particul ar
guesti ons.

So, if it's all right wwth the commttees,
let's go to question nunber 1. It says, based on your
review of the proposed |abeling and data fromthe fenale
intention-to-heed studies, wll wonen appropriately avoid
Rogai ne Extra Strength for Men?

|"d like to ask Beth if she would begin
actually the discussion on that. There have been a nunber
of times in the past where we've had questions on
conprehensi on and we've always turned to Beth, and this
woul d be a good tinme to turn again to | ead the discussion.

M5. SLI NGLUFF: Thank you, M. Chairnan.

(Laughter.)

M5. SLINGLUFF: | don't think there's any
guestion that there are going to be wonen who are going to

pick up this product and attenpt to use it. | think the
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| abel i ng studi es and the conprehension studies tell us
that, and I also think that all of our own experience in
dealing with wonmen who have hair | oss and are feeling
pretty traumati zed by that would at |east give anecdot al
evidence in our own practices that's what wonen w || do.

Now, as you've already stated, it's really not
our concern here or this question does not deal with the
i ssue of what happens if wonen use it anyway. However, we
have al so heard fromthe sponsor that there is certainly
consi deration for studies to be done with wonen in the
future. | can envision com ng back here in eight nonths
and having those studies presented.

M ke, could you just wait till I"'moff the
commttee before we do that, though?

(Laughter.)

M5. SLINGLUFF: | certainly amnot willing to
di sagree with Dr. Lechter's assessnent. | think that she's
done a fine one here. | think there's sonme evidence that

some wonen get the point that they' re not supposed to use
this. It's not for them | think there are sone definite

| abel i ng probl ens.
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Do | think wonen are going to buy it over the
counter? Absolutely.

DR. D AGOSTINO  Eric?

DR. BRASS: |'mconcerned that we are setting
nmoving targets on this |abel conprehension stuff. W have
reviewed | abel s where there are warnings where failure to
heed woul d pose substantial health risks, even potentially
fatal health risks, and we have never seen an adequate
| abel conprehension study for any of those. | agree
conpletely with everything Dr. Lechter said, and | would
just conpare that to the evaluation of the | abel
conprehensi on study we had yesterday which | think the
I ssues woul d have been nuch nore serious.

| think the critical word here is
"appropriately" avoid. | agree with Beth that people are
going to buy it, but | think they're going to know what
they're doing to a pretty reasonabl e extent when they do
so. | think health care professionals are going advise
wonen to buy this product.

So, | think in the context of appropriately

avoid in the context of the risk-to-benefit ratio, |I'm
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DR. D AGOSTING Is that the right

interpretation of the word "appropriate"? One
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aith attenpt

ary to nake

interpretation of "appropriate” is that there's no risk.

Anot her interpretation of "appropriate"” is that the | abel

says don't buy it, it's not for you, without an inplication

of risk.
VWhat is it that the commttee shou
be | ooking at? Can anybody fromthe FDA offer

on that?

| d actually

us insight

DR. BONEN: | think the interpretation that

wonmen woul d appropriately avoid this particular product is

t he right one.

DR. D AGOSTINO |I'mnot sure you answered ny

guesti on.

(Laughter.)

DR. BONEN: Well, you phrased it two different

ways. You said, will avoid always using the p

interpreted your "appropriate” as the way Dr.

roduct, and |

Brass st at ed.
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DR. D AGOSTINO. So, there's a safety
i nplication?

DR. BONEN | think it's a risk/benefit for al
of these products.

M5. COHEN: Ral ph, can | ask Karen a question?
Karen, when you had the box and you did your tests and you
asked questions, did you happen to ask them when they
| ooked -- did they have this particular |abel?

DR. LECHTER: The FDA did not conduct any
studies. W just reviewed the studies that the sponsor
did, so you mght want to direct that question to the
sponsor.

M5. COHEN: Yes, because |'d be curious to know
if they found a wonan who mght use it, did they read the
| abel ? Did you find out what their reaction was to the
| abel 7 And when you showed it to themand it said not for
use by wonen, oh, | didn't seeit. | need to know what
actual Iy happened when they | ooked at the | abel.

MR. ROSE: Actually, Ms. Cohen, that is not
the stinmulus that the consuner saw in the test. That

package right there denonstrates the learning fromall the
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| abel testing that was done, and there have been
consi derabl e strengthening of all aspects of the | abel and
what you see in front of you

M5. COHEN: So, this is a conposite | take it.

MR. ROSE: Exactly, based on the |learning. W
have taken to heart that |earning and we have further
strengthened the | abeling across a nunber of different --
internms of both men and wonen to help better assist nen to
choose between the 2 and the 5 percent product, as well as
that the |abel successfully deters wonen from purchasing
t he product.

M5. COHEN: As we all know, human bei ngs, what
they are, you can do the best you can but sonetines there's
a poi nt upon which you just can't inprove.

Wuld it make any difference -- |I'masking a
question. | don't know the answer. Wuld it make any
difference if this were put up here so that when they get
it -- because when it's on the shelf sonetines, you don't
see what's down here. You see what's up here. Wuld it
make a difference where you placed that?

DR. D AGOSTI NO I think we have to answer the
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guestion based on what we have. W can go back and say
they could have done it better and nake suggestions on
that, but it's not clear we know the answer to the question
as it's stated nowwith the data we have trying to infer
and extrapol ate what we woul d have known or we could know
if they made changes. | think it's an appropriate question
to ask but not under the --

MR. ROSE: But we do feel that these are al
maj or i nprovenents that have been made to the label. It
has been further strengthen across all of the di nmensions
based on the learning fromtesting. Really, that's why we
do the testing, to learn for betternment of the |abel.

M5. COHEN: | under st and.

DR. D AGOSTINO Let ne also say that, given
Dr. Bowen's response to Eric's coment, | think that there
may be nenbers of the commttees who will find it hard to
lunmp the two concepts together, nanely that the | abel says
or the box says, don't use it, and Beth's coments saying
that a ot of wonmen will buy it. Then there's the second
| evel which is Eric saying that if they do buy it, is it a

pr obl enf
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G ven that we have those two possibilities, I'd
i ke to suggest that we do split it out, that we first ask
the question without the inplication of safety, and that we
can fall back on the intent-to-heed studies and what they
show us and what we think they show us. Then we can answer
the second question. Wuld that be appropriate for us?

DR. BONEN. | think that's fine if you need to
split it that way. Qbviously, whenever we ask these
guestions, they are related to safety and efficacy and the
ri sk/benefit in the OIC popul ati on.

DR. D AGOSTING Right. Yes, | understand
that. | think that the way the intent-to-heed studies went
that the inplication of the safety may not be driven hone
and we shoul d answer that question.

So, I'd like to say, first of all, let's
address the question sinply as given the intention-to-heed
studi es that we have and our interpretation of them do we
t hi nk that wonen will avoid Rogaine Extra Strength for Men.

Yes?

M5. HAM LTON: It occurs to ne that there's an

unspoken assunption in the discussion that we' ve been
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having, as well as the way the question is phrased. The

assunption is that the decision to be nade by a woman wi ||
be nostly based on infornmation provided by the sponsor or
nostly based on information provided in the |abel or that
the decision will even be based on conprehensi on of that

i nformati on.

| just want to suggest that | think that
mar keting to wonen, especially in the sort of
cosneti c/ pharnmacy area, has really undergone an enor nbus
political/cultural kind of shift in the |ast few years. |
t hi nk that wonen nake deci sions especially based on
phar macy/ cosneti c ki nds of products based on |ots of
information and |ots of input that goes well beyond
information provided in good faith on the |abel and by the
sponsor, and that we need to keep that in m nd.

Rogai ne is being specifically marketed to
wonen. |I'mfamliar with television advertising that has
been widely distributed in the | ast several weeks or
nont hs.

But 1'm al so aware of marketing regarding

deodorant products, for exanple, that specifically suggest
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to wonen just because we say this product is for nmen only
doesn't nean you're not tough enough to use it. | think

t hat those kinds of nessages are being communicated to
wonen and we have to bal ance that kind of input that wonen
are getting with the weight that they're going to give it
agai nst possibly very excellent, very, very conplete

i nformati on provided on the | abel.

| do think wonmen will use the product anyway,
and | do think there needs to be sonme additional
information provided to themso that they fully understand
the potential for the side effects which | do not think are
m ni mal .

DR. D AGOSTINGO Are there other conments on
this?

What |' m suggesting is that we split this into
just a first question, wll they avoid purchasing it, and
then will they avoid the appropriateness. |'mgoing to ask
Eric at that point again to el aborate on that.

But as sinply a first question, will they buy
it? Let's put it in the positive. WII wonmen buy the

product? And |I'masking if there's any further discussion
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on that. Yes?

DR. SIMMONS-O BRIEN:. Dr. D Agostino, | propose
if it's possible to actually change the wordi ng of the
guestion to will the majority of wonmen appropriately avoid.

DR. D AGOSTING | don't even know if we need
to tal k about nmajority of wonen because they' re not show ng
over 50 percent in any of these studies, but the percent
that they are showi ng coul d have been substantial. So,
think we're looking at it as is there a substantial nunber
that will purchase it. There will always be sone percent
that will buy it, but is there a substantial nunber that
wi Il purchase it?

Yes?

DR. McKI NLEY-GRANT: | think hair loss in wonen
is probably very traumatic. Their studies were in nen, but
I think in wonen it's truly a very traumati c experience.

It occurs early and they frequently seek hel p about it.

So, | think that they wll purchase it, | think
particularly the wonen using 2 percent Rogai ne who are
| ooki ng for another solution to use. W' ve heard evidence

that the 5 percent does work better and gives nore hair
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gromh in wonen also. So, ny answer would be yes to this.

We have a lot of evidence that the 5 percent
works in wonen. | know that neans us com ng back again to
go over this, but I would really encourage getting those
studi es done because | think there will be a |ot of wonen
who are going to use it.

DR. D AGOCSTI NG Thank you.

Are there other questions?

(No response.)

DR. D AGOSTINO Wat we want to do is again
now see if there's any sentinment in the conmttee on the
guestion that sinply says wll a substantial nunber of
wonen purchase Rogaine Extra Strength for Men, pure and
sinple. Is that clear enough? Let's vote on that. Al
t hose who say yes, please raise your hand.

(A show of hands.)

DR. D AGOSTINGO Al those who think it's no,
pl ease rai se your hand.

(A show of hands.)

DR. D AGOSTI NGO  Any abstentions?

(No response.)
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DR. D AGOSTING Wiat is the vote on that?
It's 16 yeses, 2 noes.

Now, I'd like to go and put back the word
"appropriately" where we interpret it in the risk/benefit
manner. |I'll start off, but I'll ask the conmttee to
change it as they feel appropriate. Wat we're basically
asking is will wonmen purchase this and -- that's a good
guestion. |I'mnot sure. Wuld wonen appropriately avoi d?
It nmeans that those who should avoid it, will they avoid it
is the only way that | can interpret this. Those who w ||
end up with sone sort of adverse effect, will they in fact
be purchasing this.

VWiat 1'd like to do is throw out to the
commttees that we now phrase this question -- |eave it as
it's witten here, but understand and try to interpret what
we nmean and how we put the risk/benefit in so that when we
cone to vote, we understand what we nean.

Eric is the one who raised the risk/benefit.
So, why don't you give us your interpretation.

DR. BRASS: Well, | guess the way | would

rephrase the question is given that we've already voted
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that the majority of us think wonen will be exposed to the
product, whether or not we feel that poses a safety concern
to the population. | think there is little doubt that the
wonen who are exposed to it will suffer a significant rate
of contact dermatitis or whatever the appropriate
di agnostic phrase is, and | think that will be, on the data
avai |l abl e to us, unnecessary.

On the other hand, | do not think it is of such
a safety concern that individual consuners shouldn't be
all owed to nmake that decision with a variety of inputs,
including the potential -- | think there wll be situations
wher e individual wonen who failed 2 percent will go to 5
percent. | see no way to avoid that but | don't think the
risk is --

DR. D AGOSTINO. Are we saying, though, we
believe there's going to be nore dryness, nore itching --

DR BRASS. Yes.

DR. D AGOSTING -- and with safety beyond
t hose conditions that we're concerned about?

DR. BRASS: Wll, no, | don't want to pretend

l[ike I'"'mmnimzing the inpact of those adverse events on
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i ndi viduals who suffer them | think those are going to be
real consequences to this decision, but | think on the
overal |l balance, |I'mnot unconfortable wth that because |
do think they're going to be recogni zabl e and reversi bl e.

DR. D AGOSTINO. |I'mnot sure we have a way of
phrasing that easily.

Are there other inputs?

DR ROSENBERG  Yes.

DR. D AGOSTI NG  Yes, please.

DR. ROSENBERG |1'd like to overall associate
nysel f absolutely with Dr. Brass' point of view and say |
think he's very correct.

If I could go beyond that, though, and get back
to what Ms. Cohen said, | think we ought to consider the
alternatives. | think it's absolutely clear in nmy mnd
that the alternative to this is to have it as an Rx product
only, and I would assure the people here that the
der mat ol ogi sts and ot her physicians will be nuch nore
likely to wite the 5 percent prescription for wonen than
wormen will be likely to read that box and decide to take a

chance on it.



10

11

12

13

14

15

16

17

18

19

20

21

206

(Laughter.)

DR. D AGOSTINO W will cone to question 3,
which will then in fact raise that, is it appropriate for
ore?

DR. ROSENBERG | don't nean to make fun of the

profession. The |labeling, of course, is strictly regul ated
by the information that neets the requirenments for
acceptance as adm ssible data by FDA, but there are other
scientific papers. There was an international conference
on hair in Belgiumlast year that sone of us were at.
There were a nunber of papers there from abroad show ng 5
percent being nore effective than 2 percent. Those of us
that read those papers | think are prepared to wite that
prescription.

DR. D AGOSTING Are there other inputs to

this?

I"'mstill not sure what the statenent is -- |I'm
sorry.

DR. DRAKE: | too just wanted to support Dr.
Brass. | think that we're never going to have a zero risk

on any over-the-counter product. My background is not
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only dermatol ogy, but energency nedicine, and | can assure
you that people take all kinds of things they' re not
supposed to take in spite of the best efforts of everybody
to see that they don't.

| think we have to say, wait a mnute. |If
t hi ngs are adequately | abeled, do we want to say that the
consuners don't have the right to make that choice? Are we
depriving access to sonething for the majority because a
mnority don't want to read or follow the directions?

| would just ask the commttee to think about
it because |'ve actually grappled with this gquestion on
ot her issues in the past, and | don't think there's a magic
answer for it, but I don't think we'll ever see a zero risk
popul ati on when it conmes to people doing things that they
shoul d or should not do. That's why |I like Dr. Brass
point of is it appropriate and what's the benefit versus
the risk, and I'mconfortable with his position.

DR. D AGOSTINO Having done the first part, if
we | eave the question now stated exactly as it was
originally stated but we interpret appropriately that this

ri sk/benefit faction that we understand that we're saying
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that will they appropriately avoid it. WII| they have an
appropriate or good risk/benefit if they happen to use it?
Is that an interpretation --

DR. BRASS: | think that's fine. I'mwlling
to make it even nore unanbiguous. |I'mwlling to pose the
guestion, does the availability of this product to wonen in
t he market pl ace pose a health risk? Yes or no. An
acceptabl e health ri sk.

DR. D AGOSTINO.  An acceptable risk. Could you
say it one nore tinme so we nmake sure we get it all?

DR. BRASS: Does the availability of this
product to wonen in the marketpl ace pose an acceptabl e
health risk?

DR. D AGOSTINO. W th the understanding that
we're assumng that wonen will in fact purchase it.

DR BRASS: That's correct.

DR. D AGOSTINO Any further elaboration on
t hat ?

DR. JOHNSON: Over here.

DR D AGOSTINGO I'msorry. Yes, Cage? |

didn't see you.
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DR. JOHNSON. That's okay.

| agree very nmuch wth what Dr. Brass has said.
| think the risk to the health of the patient is really the
system ¢ absorption and i nadvertent hypotension and
tachycardia occurring. |'munconfortable because | can't
estimate that risk in my omn mind. | look at this table of
14 subjects reported, 6 of whom are taking doses at around
the level of the 5 percent. | don't know how to put that
into context, but | see Eric maybe can help ne.

DR. BRASS: | raised that concern this norning,
and over the break, | had a chance to review the FDA report
generated by Dr. Lipicky's group which included the bl ood
pressure and heart rate measurenments for all the subjects
in 001 and 285, including a scattergram of the individual
points and a 99 percentile cutoff for heart rate responses.
It's clear that within the limtations of a 1,500 patient
dat abase that any kind of system c cardi ovascul ar response
must be extrenely rare. |It's clearly much less than 1
per cent .

DR. JOHNSON: My concern is you take the smal

sanpl e size and now we translate this into several mllion
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people using it. | think we're going to see nore
tachycardia. | just don't have a clear idea of how much
nore tachycardia and whether it is going to pose a
significant life-threatening heart disease risk to the
over -t he-counter popul ation.

DR. D AGOSTINO. Well, that's going to al so be

DR. JOHNSON: As a non-woman, | hope I didn't
specify the gender.

(Laughter.)

DR. D AGOSTINGO Well, the question is that we
have to hit that at least three tines in this discussion.

Yes.

DR TONG As we're all trying to frame in our
own mnd how to respond to this question, 1'Il go back to
the first part of this question, "based on your review of
the abeling.” 1'mlooking at the | abeling here and it
says "not for use by wonen," and | heard Dr. Rosenberg j ust
comment about sone studies. Because the next sentence here
says, "does not work better in wonen than Rogaine for

VWnen." |I'mnot sure that's a correct statenent here.
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DR. ROSENBERG My understanding is in ternms of
the data that FDA have, that is correct. But as | say,
there are other papers. Do you turn in the whole file,
everyt hi ng anybody wites fromabroad to FDA in these kinds
of things? | don't know. | don't what FDA has.

DR. D AGOSTING At this point the data for the
wonen, as has been presented to us, did not show an effect.

DR. TONG Because | was thinking of perhaps
nmovi ng "may cause unwanted facial hair" and sone of the
other non-life-threatening but still significant effects
closer to "not for use by wonen." The real issue here is
we' re concerned about the effects and not whether it works
better for nmen for sone reason and not others for wonen.

DR. D AGOSTI NGO The question, though, the way
this one is, no matter how you interpret it, is will wonen
purchase it and will there be a potential risk by their
purchasing it. Basing that on the data we have before us
and the intent-to-heed studies, we have to | ook at the
i ntention-to-heed study which does say that a substanti al
nunber will purchase it, and then we have to | ook at the

safety data on the wonen to ask the question whether or not
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heal th probl em

Eric did produce a statenent and | can't read

Andrea's witing.
DR. NEAL: Does the

product to wonmen in the market pl

availability of this

ace pose an acceptable

health risk? |Is that correct, Eric?

DR. BRASS: Yes. |

can inverse it to make it

unaccept abl e. Watever way nmakes sense to the commttee is

okay by ne.

DR. D AGOSTINO  As

it's stated with

"acceptable health risk,"” nmeaning that it's not dangerous.

DR. BRASS: That's correct. A yes vote would

mean it would be okay to do.

DR. D AGOSTING It would be okay?

Any further comments on that?

(No response.)

DR. D AGOSTINO Al

t hose voting yes, saying

that it basically won't present a major health risk, please

rai se your hand.
(A show of hands.)

DR. D AGOSTINO Al

t hose opposed, please
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rai se your hand.

(No response.)

DR. D AGOSTINO. Any abstentions?

(A show of hands.)

DR. D AGOSTI NO Two abstenti ons.

The vote is 16 yes and 2 abstentions.

Does that help the FDA?

The second question now focuses on the nen.
Again, it says based on your review of the proposed
| abeling and the data fromthe nmal e | abel conprehension
study, will nmen be able to appropriately choose between
Rogai ne Extra Strength for Men and Rogai ne Regul ar Strength
for Men? Regular versus the Extra Strength.

W do have data that says that it's nore
effective in the Extra Strength versus the Regul ar
Strength. Now, we're asking the question will in fact nen
be able to choose between the two.

M5. SLINGLUFF: | don't think that nmen are
provided with anything on this box that suggests that they
shouldn't use this unless they're having a problem This

says that it will grow hair faster, it will grow nore hair
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and what man, faced with that choice, isn't going to pick
this box versus the 2 percent? So, the only reason on the
current | abeling that woul d suggest that a nman should
purchase the 2 percent would be if he's having scalp
irritation sufficient wth this that he needs to

di scontinue it. So, ny answer --

DR. BRASS: |Is there anything wong wth that
| ogi c?

M5. SLINGLUFF: | don't think there's anything
wong with that |logic, but the labeling really does not
direct a man to buy either product except in that one
speci fic situation.

MS. COHEN:  Ral ph?

DR D AGOSTI NGO Yes?

M5. COHEN. | know that this is going beyond
this, but it all depends how they pronote it. You can't
separate out the pronotion fromthe box because if they
pronote it very heavily and nmeke certain clains, then
don't think there's going to be that consideration that
soneone is go and stand in front of the two boxes and make

up their mnd, well, they say this is going to be better,
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it's going to grow nore hair, it mght grow faster versus
the other. | think you mght very well take the 5 percent.
So, the pronotion has to go along with it. 1 don't think
you can separate it.

DR. D AGOSTINGO Yes. | think that coment is
correct. Fromwhat we've heard, there really isn't start
at the |ower |evel and then nove up. You start at whatever
| evel you start at, and if you happen to start at the 5 and
you get irritation, they suggest you drop to the 2. |
think that's all we have before us, isn't it?

Now |I'm going to ask again the FDA, what do
t hey mean by "appropriately choose" here?

(Laughter.)

DR. BOVNEN. However you decide to break that

one out .

(Laughter.)

DR. D AGOSTINO There is nothing before us in
terms of the -- maybe the safety aspect or sonething in

terns of nore irritation and so forth, but that again is if
you start off with the 5 and you drop down to the 2. 1'd

just like to get sonme help in terns of making sure, when we
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vote on this, we feel confortable with the statenent that
we' re making.

DR. BRASS: Well, if you want to create an
issue, the issue is -- and | agree conpletely with Beth,
and | think that's a | ogical response by the consuner. The
guestion is whether they recognize that they'll be at
increased risk if they make that decision to start with 5
percent versus 2 percent.

The | abel conprehensi on study depends
conpletely on what your threshold for accepting a | abel
conprehension study is and howit was done. Cearly we've
seen that one can structure those studies to get a 95
percent response rate.

| still have not seen any real world data that
says what percentage of consuners read the | abel at all,
period, to put any of this in any kind of context.

DR. D AGOSTING Well, didn't the | abel
conpr ehensi on studies seemto indicate that there was only
about a 50 percent response in terns of realizing what the
side effects could be? So, the conprehension studies are

sayi ng that people aren't responding to what it's saying on
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the --

DR. BRASS: In the conplete read-- again, |
don't renenber the exact nunbers, but this is what | cone
back to, what the threshold is and designing the tests,
that in the conplete read it was sonething high, 60 or 70.
| don't renenber what it was.

VA CE:  70.

DR. BRASS: Thank you. 70, which again one
m ght say, well, if you read the box and had the question,
you shoul d have done better. W've see people who do it
that way. They give themthe box and give themthe
guestion and keep having them | ook at the box until they
find the answer. And those studies always cone out 90
percent and we're really inpressed.

So, | just don't know how to evaluate this kind
of data in this way. Yes, | w sh the nunber was higher
than 53 initially and higher than 70 afterwards, but |
think that's the context of that decisionmaking to of fset
t he benefit.

DR. D AGOSTINO So, in order to answer this,

think we have to narrow it down. Basically wherever you
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start, you start. And is there enough information on the
| abel and is there enough in the | abel conprehensi on study
for us to feel that if a condition exists, such as dryness
and itching, that in fact the subjects, the males, will in
fact nmove down to the Regular Strength. And we can't
respond beyond t hat.

DR. BRASS: Wll, again | think there are sone
| abel i ng i ssues we m ght suggest as to how i nprove that,
but | think they're nunber 4, and not nunber 2.

DR. D AGOSTINO Yes. That's a different
guestion | think.

Is that all right? That's the only way | think
we can interpret this. And we're not getting any help from
the FDA. They made that clear.

(Laughter.)

DR. D AGOSTING Let's just see the way it's
going to go here now So, we're saying if you vote yes on
this, it means that you think that the | abel and the | abel
conprehensi on studies indicate that those who start off
with 5, develop the itching, dryness, wll nove down to the

2 or stop, but nove down to the 2 is what the box will say.
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If we vote yes, that's what we're saying, that there's
enough information for us to think that will happen.

All those in favor of that, please raise your
hand.

(A show of hands.)

DR. D AGOSTINO. Al those opposed?

(A show of hands.)

DR. D AGOSTI NGO  Any abstentions?

(No response.)

DR D AGOSTI NGO 15 yes, 3 noes.

The next question now says, based on the data
presented, would you recomend that the safety and
effectiveness of this product nmake it appropriate for OIC
use in the intended target popul ation?

Who raised the question over here? Ws it
Bill? You raised the question about the inappropriateness
of OIC. Do you want to begin this discussion? Now we're
asking, given the data that was presented to us where we
see the effectiveness and we al so see the safety data and
we al so have the input that an approvable letter has been

set out on the 5 percent for Rx, do we think that it



10

11

12

13

14

15

16

17

18

19

20

21

220

actually is appropriate for the OIC use?

DR ROSENBERG In nmy mnd, | think it's a
perfect drug for OIC for a nunber of reasons. This is a
condition that sone nen and nany wonen are concerned about.
We know that. |It's a condition that many health
prof essional s consider trivial and are not concerned about
and are not in a perfect position to have the enthusiasm or
the information or the desire to try and spend the tinme
with the patient on this that the consuner would be willing
to spend | ooking.

There's a world of information that consuners
get beyond the label: the nedical press, the daily press,
t he self-hel p nmagazi nes, the | ook better/feel better
magazi nes. This is a major source of information and they
are going to get nmuch nore information in this direction
than they would in a professional office.

In terns of the criteria for self-treatnent,
can they self-diagnosis it? Yes, it's diagnosed. Can
directions be witten for use? Yes. |Is it safe and
effective? W' ve been told it's so.

So, | think it's a perfect drug for OTC use in
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my opinion. If it's going to be around at all, it ought to
be OIC

DR. D AGOSTINGO Oher coments, Eric?

DR. BRASS: | have two concerns in the safety
and efficacy which blur between 3 and 4 and | request your
i ndul gence because |'mgoing to need to | eave at 2: 30.
want to make sure | raise these two issues.

The first is in terns of the efficacy as
presented to us, | remain unconfortable with the "faster™
claim If that's included in the effectiveness that's
bei ng cl ai ned - -

DR. D AGOSTING | was going to nention that |
think that all we have on the effectiveness is in fact the
nore hair. W do not have --

DR. BRASS: Ckay, | just wanted to nmke sure
that was clear, the differentiation

| have one safety concern as presented for the
5 percent particularly. Again, thisis in terns of OIC
appropriateness. |If a patient came to ne who was using a
topi cal product that had caused local irritation, I would

tell themto stop using the product until the skin had
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heal ed rather than telling themto use a | ower dose unl ess
there was a conpel ling reason to continue using the
pr oduct .

Thus, | think froma safety perspective, given
t he hi gh percentage of people who are going to develop a
skinirritation on 5 percent, | would prefer to see the
instruction be to stop using the product and then restart
after healing with 2 percent if desired by the consuner.
I|"mnot sure that's a real safety issue, but I'd feel nore
confortable.

DR. D AGOSTING | don't think we have any data
-- | think sonmeone raised it, probably you -- saying that
the 5 percent to 2 percent is sort of better than the 5 to
stop. | think it's a real question what should you do if
you have the irritation, and I think we can raise that as
we go into the labeling in directions and suggestions to
t he FDA.

Yes?

DR MNDEL: I'mstill concerned about the
safety of the drug. The FDA has approved the drug, the 5

percent, in an in-house approval process. | assune it
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didn't go outside for a commttee |like this. |Is that
correct?

DR WVAEI NTRAUB: No.

DR. M NDEL: So that it didn't have the
opportunity for people outside the FDA to reviewit.

DR. D AGOSTINO. M chael, does anyone know?

DR. WLKIN:. It was not approved. It was
appr ovabl e.

DR. M NDEL: So, it hasn't been approved.

DR WLKIN:  Yes.

DR. M NDEL: There are probably many
interpretations of the data that has been presented, but
the data is conpatible with -- | use the word "conpati bl e"
not proof, but conpatible that the 5 percent has a toxic
effect. You get an initial benefit that's accel erated,
followed by a drop-off in the benefit.

| would |ike to see data that shows that
there's a leveling off. Wat you have is you go up, and
then you see it going down, and you haven't reached a
steady state or level point. You' ve gone out 48 weeks. |

t hi nk you have to have the data on the counts to show t hat



10

11

12

13

14

15

16

17

18

19

20

21

224

there is sone stabilization for the safety and efficacy.

The last point | want to say is, which is nore
inportant: the anmount of drug or the concentration or
both? In sonething that dries on the hair, concentration
may not be the mmjor advantage. |It's the anmount of drug.

The previ ous Rogai ne brochure says that the
Upj ohn conpany carefully determ ned the correct anount of
Rogai ne and nore frequent or |arger doses do not have a
benefit. While the efficacy and benefit di scussions have
been cut short because of these other questions, | stil
have sone question in ny mnd why, if you used 2 percent
nore frequently or in larger volunes, you wouldn't get the
same effect.

And you could cut through a lot of that if you
could show that the blood | evels of two different
concentrations or preparations of the drug -- if the bl ood
| evel s were the sane, even though the blood | evel doesn't
represent the effective drug, you would cut through a I ot
of the availability to the hair follicle by that kind of
anal ysis which | don't know whether that has been done.

DR. D AGOSTINGO | feel it's appropriate to ask
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the sponsor if they have a response to the concerns that
are being raised, and if they do, why don't they give it to
us. Do you have a response to this? Please identify
yoursel f.

DR WVHITING |I'mDr. David Witing. |I'ma
clinical professor of dernatology and pediatrics at
Sout hwestern Medical Center in Dallas, Texas, and |I'mthe
Medi cal Director of sonething called the Baylor Hair
Research and Treatnent Center. |'ve been in dernmatol ogical
practice and in hair practice for very many years.

|"mnot only a dermatol ogist, but I'ma
der mat opat hol ogi st, so | do vast nunbers of scal p bi opsies
which | examne in two different ways in order to count
hair counts in them | have seen at least, |I'msure, 600
bi opsi es which |I've sectioned vertically and horizontally
i n androgenetic al opecia on patients that have been treated
and patients that have not been treated with mnoxidil and
various other things. So, I've got a little experience in
t hat .

But it does strike me that | really nust thank

the chairman to give nme an opportunity just to clarify
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briefly the pitfalls and the problens that we have in
conducting hair studies and testing new renedies for hair
growh. | think that this nay be a little bit basic, but
it probably makes it all a lot nore understandable if you
under st and sonet hi ng about the hair cycle.

We have about 100,000 hairs on our scalp and
once we have grown up, these hair follicles all operate
i ndependently and they all cycle through periods of grow h,
or anagen, and rest, or telogen, independently of one
another. Generally, in the normal scal p, about 90 percent
of our hairs are growi ng and about 10 percent of our hairs
are resting.

Now, of course, this is quite different to what
happens when we are being devel oped in our nother's wonb
because as a fetus, we are rather |ike aninmals, and we have
a wave pattern of hair growmh where you start with a wave
of growth in the front and it goes on to the back and you
| ose hair behind it as the hair falls out when it goes into
a resting phase.

Now, this sort of is worthwhile renmenbering

because let's see what happens in androgenetic al opecia
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where you have a process of hair mniaturization going on,
and the reason that happens is that the hair cycle of
growt h, which normally extends sonmewhere from?2 to 7 years
in the normal person so the hair can grow | ong, gets
shorter and shorter and shorter, down to a coupl e of

mont hs, so the hair gets smaller and smaller.

So, that nmeans the tinme your hair is grow ng,
your anagen or grow ng phase becones very short, but
funnily enough, the resting tine, which is normally 3
mont hs, remains the sane. So, thus, when you have
androgeneti c al opecia, or common bal dness, which is what
we're tal king about here, you have lots and lots of little
hairs com ng al ong and many of themare resting for |ong
peri ods.

Now, when you use sonething Iike m noxidi
which is a drug which pushes hair back into anagen and
therefore puts it back into a gromh phase, you are
automatically stinmulating a whole lot of hairs to go back
into a grom h phase en nmasse, alnost |ike a wave growth
that you had when you were a fetus. So, you get this

fairly pronpt response. Once these hairs that have been
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programmed to being such small hairs for so |long, gradually
wake up and respond to this mnoxidil, they grow and they
respond nore quickly to a higher concentration in al
probability. So, you get this sudden rise in hair growh.

Then you can only change that cycle so nuch to
begin with. [|magi ne succeedi ng waves of cycles getting
| onger and | onger and longer with the mnoxidil. So,
therefore, this is what happens.

And we see it in patients all the tinme and |
warn them about it, that if you' re going to have m noxi di
hel pi ng you, you're going to find after about 4 nonths --
this is the 2 percent -- that you're going to maybe start
grow ng hair and you'll grow hair for a while and then that
hair will get to the end of that particular |ength and
cycle and it wll fall out and it will stay out. So, you
actually get a decrease in hair again, accounting for a |ot
of those little ups and downs that you see on that graph.
Then nore hairs get recruited and they grow up again. So,
you have this gradually di m nishing business of these ups
and downs that you have to warn them about.

So, that in a way explains sone of the stuff
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that you were commenting on regarding, say, as a toxic
t hi ng.

Now, as far as the toxic aspect of that is
concerned, |'ve | ooked at an enornous quantity of biopsies
in great detail by the normal way that you' d naybe neasure
some sort of toxic reaction on the hair shafts fromthe
poi nt of view of cells dying or getting plugs in the
follicles or getting inflanmatory changes. | certainly
don't see any nore of that after prol onged m noxidil usage
than I do in the nornmal.

So, | just think that a general understanding
of the hair cycle like that gives you a better feel for the
way that these trials are conducted and the way these
things go. You really have to watch this over a fairly
| ong period to see the sort of trends that happen. | think
the one trial that you were shown earlier where you saw
that hair weight study of Vera Price's, which has been
extended for two years, there wasn't a downgrade back to
baseline. That certainly hasn't been the experience with
m noxidil in the past.

Thank you very nuch.
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DR. D AGOCSTI NGO Thank you.

Yes?

M5. COHEN. Thank you. | was just reading -- |
hope | can find it -- sone warnings about you shoul d not
use Rogaine. It talks about the use of sone prescription

and nonprescription nedications, certain severe nutritional
problenms. It all said, if I can find it, that if your
scalp is red or irritated, you should stop the use of
Rogaine. | would assune if your head becones dry and it
becones itchy what you're going to do is scratch it and
fromscratching, you're going to have an irritated head.
Fromtheir warning here on one of their labels, it says you
don't use Rogaine. So, | think in their own information
they tell you that.

Now, I"Il find the page in a mnute. You know,
you never can find what you want.

DR. D AGOSTING It is also on the | abel what
you' re sayi ng.

MS. COHEN:  Yes.

DR. D AGOSTINO  Yes, Joel?

DR M NDEL: Wat I'd like to do is just for
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the data to show that the steady state is reached or that
there is a blip upward. | accept that your explanation is
perfectly reasonable but it also is reasonable that you're
seeing a toxic effect. So, 1'd like to know how | ong do
you have to go out before you see the evidence that it
isn't a toxic effect and why don't we just wait the
additional tinme?

DR. TRANCIK: This is Ron Tranci k again.

We have long-termdata on 2 percent. These are
data that were published by Dr. Alyse Ason in the Journa
of the Anerican Acadeny of Dermatol ogy where she has
foll owed patients -- | think one cohort was 45 or 50
pati ents and another was 60 or 65 patients -- out to over 5
years on 2 percent.

She has shown basically, if you're talking
about a toxic effect, what happens is just exactly what Dr.
Whiting said and what | said earlier, that you get early
growt h and then you get a sustaining of the growth or a
stabilization effect. These people, as she descri bed,
really basically held their hair. They didn't lose their

hair and there was no toxi c phenonenon that was reported.
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DR. M NDEL: I'mnot saying for 2 percent there
is. |I'"masking the question how | ong should you go out
before you see stabilization of the downward trend which
all the data that we have shows a downward trend. That's
all I want to know. Is it a year?

DR. D AGOSTING Dr. WIkin may have sone
information in the discussion here.

DR WLKIN.  Well, I was intrigued with Dr.
Whiting's interpretation of what m ght be happening with
t he tel ogen/ anagen/ catagen cycle that is occurring.

Peccarero and col | eagues have nonitored what
they called the trichogram which is the proportion of
anagen and tel ogen hairs after pregnancy in the condition
known as postpartumtel ogen effluvium Wat they' ve found
is this oscillatory kinetics that Dr. Witing is
descri bing. The nunbers would go |ike so. But the period
is one of six nonths. It's not a year. So, it's much
shorter than the tine franme that we're seeing in the data
in the present study.

The other thing is we woul d expect over tine a

danped oscillatory type of kinetics. Wat we're really
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seeing here is a rise to an observation point. W don't
really have internedi ate points. Then it goes on after
t hat .

So, we're continuing our discussions with the
sponsor when they wish to go on and evaluate data in wonen
to do those studies. W clearly would like themto be
pursued | ong enough and perhaps wth the right kind of
seasonal bal ance, so there's not a seasonal effect so that
we can do the right type of interpretation.

One possibility is that what is happening with
the drug -- and again, it's only speculative -- is that
it's resetting the [ evel of the net population and that it
is maybe giving an extra three years or sonething |like that
or maybe six nonths. | don't know what it would be. But
over time it really does continue the sane biologic rate of
| oss after the reset. But even with that, that could still
respond to Dr. Mndel's concern. There may be sone val ue
in that. The sponsor nay be able to docunment that that
still contributes sonething positive.

DR. D AGOSTING The situation right now,

t hough, | guess is that we don't have data out that far to
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answer that question.

DR. M NDEL: Well, it seens that the approval
for prescription use is up to sone question, nuch |ess
over-the-counter use. |If |I'munderstandi ng what you're

saying, you're continuing to nonitor this. The 6-nonth

period is past and the data still shows continued hair
| oss, and you're going to nonitor this further. |Is that
correct?

DR WLKIN: In the last neeting we had with
the sponsor on this, | think that they had sonme very good
i deas on how to pursue this in upcom ng studies where we
can learn a | ot about the biology and we can extrapol ate
what we [earn to other concentrations. W don't have data
Now.

DR. D AGOSTINO. Yes, Bill?

DR. ROSENBERG | think we've spent an awf ul
ot of tinme tal king about wonen. This is a product for nen
and | want to talk about nen for a m nute because it is a
product for men. Assumng that the data indicate that the
5 percent is better than the 2 percent, |'l|l accept that.

| would just reiterate that if we require the
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man who wants it to go and get a prescription, we're living
in an era of managed care. He's going to be seeing a
primary care physician who's got a lot on his mnd, is |ess
interested in the nuances of this than he is in anal gesics
or gastrointestinal products or cough/cold products or

ot her aspects of the OTC scene, is unlikely refer himto a
dermat ol ogi st and get on the black list of his carrier, and
I think the guy is just not going to be able to get a hold
of sonething if he'd like to do so. | think this is his
only opportunity is OTC for the man who wants it.

DR. D AGOSTINO.  Yes?

M5. COHEN: | made a mstake. It wasn't on the
| abel. 1t was on the insert, and it says, "Do not apply
Rogai ne on the scalp if the skinis red or inflaned,
infected, irritated, painful to touch."

DR. D AGOSTING It is on the | abel also.

M5. COHEN: Is that also on the |abel?

DR. D AGOSTING  Yes, it is.

Are there other comments?

(No response.)

DR. D AGOSTI NO I think we've had our
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di scussion. Hopefully it has been conplete enough for the
menbers of the commttees to vote on it.

| do think it appropriate to renove the
"faster" when we nmake this vote. W're tal king about what
the primary efficacy variable was, so it's the nore hair
and the safety and effectiveness, effectiveness relating to
the nore hair, and it's only for nen.

Al'l those in favor?

DR. DRAKE: M. Chairman, is this in favor of
doing it?

DR. D AGOSTING This is question 3. W're
answering question 3. The question 3 is, based on the data
presented, would you recomend that the safety and
effectiveness of this product nmake it appropriate for OIC
use in the intended target popul ation? So, a yes vote
means that you're voting for an OTC approval of the OIC
Is that clear?

DR. DRAKE: Yes, sir. Thank you very nuch.

DR. TONG You gave us sone conditions.

DR. D AGOSTING "Faster" is being renoved.

Any ot her coments, clarifications we need?
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(No response.)

DR. D AGOSTINO. Al those in favor, please
rai se your hand.

(A show of hands.)

DR. D AGOSTINGO Al those opposed?

(A show of hands.)

DR. D AGOSTI NGO  Any abstentions?

(No response.)

DR. D AGOSTING 13 and 4. 13 yes, 4 no, and
no abstentions.

Maybe it woul d be hel pful actually if the ones
who voted no would state why. | think it m ght be hel pful
to the FDA to know that. Phil, you voted no.

DR. LAVIN Yes. M feeling is, as | said this
nmorning, |I'd be interested in seeing what happens to people
who go fromthe 2 percent to the 5 percent because | think
that's what the real world is going to be doing. They're
all going to switch over to it. | think that that
experience, whether or not they get a boost and whether or
not the coments that were made by their investigator

i ndi cated whet her or not there will be this boost, is |
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think inportant to see and know.

| think the safety issues have to be wei ghed
agai nst that enpiric difference of 7 and 9 hair counts per
patient, which was the nean increnent between the 2 percent
and the 5 percent. So, you're weighing that very snal
i ncrenment agai nst what the safety issues are.

DR. D AGOSTING  Joel ?

DR MNDEL: | think I've said everything I
want to say. For those of us that voted no, though, |'ve
been told in the past that the discussion is nore of nerit
than the vote, and |I'm happy | said what | said.

DR. D AGOSTINO Exactly and that's exactly why
I want to nmeke sure that if there are other things, they
shoul d be raised because | think the discussion is very
i nportant.

Eduardo? Wo was the other one who voted no?

M5. COHEN: | think it has been said and I am
concerned that wonen are going to use it. And wonen who
m ght be pregnant -- | think there are still a lot of
t hi ngs that haven't been answered. And also to go to the 2

to 5 percent. | think there should be a hiatus if people
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have dry, itchy scalp.

DR. D AGOCSTI NG Thank you.

The next question tal ks about --

DR. JOHNSON: Do you want to why | voted no?

DR. D AGOSTINO I'msorry. Go on, Cage, let's
hear it.

DR. JOHANSON: | stated it before, but | want to
be sure. The only residual problem | have with this
application is I'"muncertain about the toxicity with
respect to the tachycardi a/ hypot ensi on question, and |
think that's just a big unknown. In the over-the-counter
market, |I'munconfortable allowng this fornmulation in the
over-the-counter market w thout having a clearer idea of
the risk to the patient popul ation.

DR. D AGOSTINO. Thank you. So as not to | eave
anyone el se out, did we get all the no votes?

Question nunber 4 now says, please provide
addi tional coments on the draft |abeling contained in your
briefing package.

One of the coments that I'lIl start off with is

that | don't think that we really have appropriate data for
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the "grows nore hair faster,” and that | think should be
renoved.

Are there other conmments in terns of the
| abel i ng? Yes, Eva?

DR. SIMMONS-OBRIEN:. I'd like to agree with
Ms. Cohen and with what Dr. Brass has said. As a
practicing dermatol ogi st, when we encounter a patient who
has scalp irritation based on sonething that we believe
they may in fact be using, we tell themto stop, and then
not only stop, we mght in fact try to treat it.

Otentimes we create scalp irritation by using
a topical solution that very well may contain propyl ene
glycol, as many of the topical steroids do if we're using
them for whatever reason, and the nmgjority of us would not
then switch to another preparation wth propylene glycol in
it to help resolve the process because we don't know
whet her that person is having an irritant reaction, a
contact irritant reaction versus a contact allergic
reaction versus a reaction to the actual product itself.

So, | would propose if scalp irritation

persi sts, that the individual discontinue use of the



10

11

12

13

14

15

16

17

18

19

20

21

241

product. | think to suggest to consider switching to
Rogai ne Regul ar Strength and then down in the warnings say
"stop if scalp is red, inflaned, infected, irritated, or
painful,” | believe what's said in the top portion of the
box is msleading. It does not gibe with what's in the
war ni ng because scalp irritation in nmy mnd inplies

i nfl ammati on plus/ m nus erythena dependi ng on that
patient's skin type. They m ght not see redness if they
are dark skinned. They mght only feel or have the
sensation of itching or burning.

So, |I'mvery unhappy with where it's placed |
guess. | think | would prefer if scalp irritation
persists, then imedi ately say, see warning. Deflect that
person's attention down to the | ower portion of the box so
that they can see the warning, not that they can
i mredi ately go to the other substance which mght in fact
be causing the problemto begin with because | owering the
percentage of the irritant not necessarily right away is
going to resolve the process of the irritation.

DR. D AGOSTI NGO Thank you.

Are there other comments on the | abeling? Mary
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Anne?

DR. KODA-KIMBLE: First, | want to congratul ate
the manufacturer for making an effort to di scourage wonen
fromusing it. 1've never seen sonething as a boxed yell ow
war ni ng and signs and that sort of thing. | can't
under stand why so nany wonen said they would use it. But I
think it's just this equality thing.

(Laughter.)

DR. KODA-KI MBLE: But | do wonder, since we
have acknow edged that wonen will use it and the FDA |
t hi nk reconmended that they take the warning | abel off for
br east - feedi ng and pregnancy, if we think wonen are going
to use it, whether we ought to put it back. | knowit's a
m xed nmessage. |'mjust asking the question. That's
guestion nunber 1.

Then | would just repeat what | had said
earlier about suggesting an actual percent content on the
propyl ene glycol for all products.

DR. D AGOSTI NO  Thank you.

| think the wonen issue and the pregnancy and

so forth is very inportant if we say we know they're going
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to use it, and how do you handle that? So, | think all the
points up to this point have really been very inportant.

Do you have a coment al so?

DR. McKI NLEY- GRANT: That was exactly what ny
guestion was going to be, that | thought that the agency
shoul d address that.

DR. D AGOSTINO Ted, did you have a coment
al so? Are there other comments for the | abeling? Yes?

DR. HASH MOTO | just wonder if the | abeling
say the heart disease patients shouldn't use or the
synptons listed there is adequate because a | ot of
popul ation is retired and taking nultiple vasodilating
agents, and sone of the data shows that naxi mum bl ood | eve
hi gh percent reaching to 2.5 oral dosage.

So, another thing is, for exanple, nifedipine,
we use for scleroderma. The patient never knows that this
is a cardiovascul ar vasodil ator.

So, somewhere maybe in a very rare instance,
but some accident may happen. |If this is a prescription
drug, the physician knows or the pharmacy has conputer

data. Just to have the custoner go to the pharmacy and
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picks it up and buys it without knowng that this is a
cardi ovascul ar type of agent, there nay be sone accident.
That's nmy little bit worry about it.

DR. D AGOSTI NGO Yes, Beth.

M5. SLI NGLUFF: The ot her nenbers of this
commttee know that we certainly spent all day Monday
tal ki ng about |abeling, and so | would sinply reiterate
some of the points we hit there which discussed things |ike
reverse type. Actually | can read the white on bl ack
better. | personally think it's alittle tough to read the
bl ack on bl ue.

| realize that this box is actually not the
| abel that was tested in the April 1997 test that was done
with wonmren. One of the really sinple things that was
apparent was that non-high school graduates seened to
answer nore often that they would use the product. For
what ever ot her reasons nay have notivated wonen to use the
product, maybe they just couldn't read sonme of the
information on here. |If they can't read basic warnings,
then they're going to have a |lot of trouble with things

i ke "topical prescription products” as a phrase. So, |
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think that this needs to be checked for |anguage use to
take it down as far as possible for the average consuner to
be able to read and understand.

| think there are sone format issues here that
revert to Monday's discussion which | have no intention of
repeati ng here.

DR. D AGOSTING | think it's inportant to
mention them though. Thank you very much.

O her comrents on the | abeling? Yes?

DR. DRAKE: | just kind of want to support what
Beth alluded to in part. The age group of people who
probably want to use this product are the age group |like ne
going out to the dine store and buying gl asses because |I'm
having trouble reading it. | actually had trouble seeing
some of the slides. 1've decided I"'mreally getting blind.
I don't know what's going on.

But the bold print on here, the really dark
print, is nmuch easier to read than the lighter print. |
don't know what the space requirenments would be, but if you
can increase the font size, it will certainly help those of

us who are having a little difficulty in our aging years
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readi ng anyt hi ng.
DR. D AGOSTINO As Beth said, we did have a

whol e neeting on Monday in which these points were

ment i oned.

Yes, Eva.

DR. SI MMONS-O BRIEN: | have anot her comment.
Switching hats as an internist, | would prefer to see "stop

use and seek imredi ate nedical attention if you have chest
pain, rapid heart beat, faintness, or dizziness." Sone
people mght literally call up to get an appointnment with
their doctor, which could take 10 years. | think that if
sonmeone i s having chest pain and maybe it has nothing to do
with this product, but yet they renmenbered fromthis
product, if they had chest pain, rapid heart beat,
faintness, they need to seek inmmediate attention which is
oftentimes very different from seeing your doctor, but
maybe the fastest and the nost efficacious.

DR. D AGOSTI NO  Thank you.

Any other coments? Did you want to nake a
comment ? Yes, please.

DR. TRANCIK: This is Ron Trancik again from
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Phar maci a & Upj ohn.

| know we were chartered at the end of the
norni ng session to go away and cone back wth sone
addi tional comments for the advisory commttee as it
relates to tine to response, and | would |like to request
that we have that opportunity. | know that you have
recommended to delete the faster response fromthe
| abeling, but could | have the first slide please? | just
wanted to address it one nore tine.

DR. D AGOSTING Pl ease do so.

DR. TRANCIK: As was stated this norning, this
claimor this observation was in fact post study. It was
not a priori put into the protocols prior to their
initiation, but I think the thing | would |ike to enphasize
again -- and we can show these data graphically now instead
of as nunbers in a chart -- that in both our definitive
trials in males, nanely the protocol 285 and 286 studi es,
in both cases the profiles for the treatnent groups, nanely
the 5 percent and the 2 percent, the two active treatnent
groups, were on top of each other.

In other words, 5 percent was not only greater
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than the 2 percent in terns of nmagnitude of response, but
again, if you |look at the hair count data, you can see that
you achi eve a 30 nean change in hair count at week 16 for
the 2 percent product and that sane |evel of response is
achieved at week 8 for the 5 percent product. The 2
percent product at week 8 is about 25 or 24 hair counts.

The sanme sort of pattern was seen in the
earlier definitive trial in males, nanely the 001 study.

If I could have the next slide. Again, you can see that
the 5 percent not only had a greater nagnitude of response,
but | ook at this as achieving a response faster, a nore
rapi d onset of response.

Granted, this observation may not neet rigorous
statistical considerations. Also again | wll nention that
t hese were not endpoints that were put into the protocol a
priori, but again froma clinical perspective, fromny
perspective and | think froma clinical perspective, you're
getting to a point sooner with the higher concentration
than you are with the 2 percent concentration

Could I have the next slide? 1'd also like to

poi nt out that based on our Rx experience with 2 percent as
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a product in which -- again as an Rx experience, we had the
benefit here of having physicians coach the patient, that
is, try to encourage patients to continue to use the
product because, as you know, on the 2 percent OTC product
and on the Rx product, we specifically have a tinme frame in
whi ch the product should be used in order to see a response
and it's nanely 4 nonths. One nust use the product for 4
mont hs to begin seeing a response, and optimally this
should be 8 to 12 nonths in males and fenal es.

You can see, based on these data, that after 4
nmont hs al nost 60 percent of the patients had di scontinued
use of the product. So, | think there's really a need for
a product out there that would -- a user be it -- in this
case, it would be in an OTC environnment. A nmale user in an
OrC environnment woul d need to have a product where he sees
a response so that he would continue to use the product.

He no | onger even has the coach of a physician to encourage
himto continue to use the product.

Next slide. So, in summary, again | thank you
for letting nme have the opportunity to again try to nmake

our case as it relates to a sooner onset of activity, but
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we believe that we do have clinical information to support
this claim | think we need to establish in our |abeling
reasonabl e expectations with consuners. As | nentioned the
2 percent | abel does have a tinme franme which is specified
on the labeling. | think that as you saw with the Rx
experience, discontinuations do occur and about 60 percent
of the patients discontinued using the product by nonth 4.

Also, | would like to just nmention in closing
that | would like to | eave it open for additional
di scussions with the FDA regarding this issue. | know that
we certainly would be able to discuss other versions of the
| abeling in which we m ght be able to address some specific
time frame in which one woul d observe a response, not only
a magnitude of effect, but atinme to response. And |I'm
confident that we could conme up with sone | abeling which
woul d be nore palatable to all of us.

Thank you.

DR. D AGOSTI NGO Thank you.

| think that the comment that we nmade or the
reason we took it out is that "faster” wasn't a primary

endpoint and it was clear in the discussions that in fact
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it was post hoc and the appropriate analysis that one woul d
need for statistical validation of it wasn't presented.
So, | think we'd feel nmuch nore confortable as a conmttee
going with the primary endpoint that was in fact in the
clinical trials.

Qobvi ously, you'll have a discussion with the
FDA and | would presunme that all of the clains that are
made will in fact have to be supported by data, and that
the coonmttee | think is very confortable with. It's just
as this coonmttee, we do not feel that "faster"” belongs in
the material. It just is not supported by the protocols.

Are there any comrents?

DR. VEEI NTRAUB: Yes, |I'd like to nake a couple
of comments.

First of all, I want to thank the committee.
You're right. W do pay nuch nore attention to the
di scussion than to the votes, but the votes are inportant
as wel | .

| do want to say one thing about the sponsor.
W' ve had a | ot of negotiations with Pharmaci a & Upj ohn,

and | hope that they have been in good faith on both sides.
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| believe we have and | really think they have as well.

So, I'mnot too worried about the | abel because | think
we'll work it out. We've worked well with themin the
past, not perfect, but well and we'll work on this and get
the order right and we'll get the wording changed and we'l |l

get nore room and we may even sneak in sonme bigger type,
sonmething |i ke that because this norning, as several of us
were talking, we said it always cones down to the size of
t he type.

But anyway, we're very grateful for all of your
participation, and thank you very nmnuch.

DR. D AGOSTING In behalf of the commttee, we
al so want to thank the sponsor for their presentations and
t heir thoroughness and al so for the FDA presentations which
were extrenely excellent.

The neeting is now adj our ned.

(Wher eupon, at 2:55 p.m, the neeting was

adj our ned.)
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