UN TED STATES G- AMERI CA
+ + 4+ + +
DEPARTMENT CF HEALTH AND HUVAN SERVI CES
+ + 4+ + +
FOCD AND DRUG ADM NI STRATI ON
CENTER FOR DRUG EVALUATI ON AND RESEARCH
+ + 4+ + +
NONPRESCRI PTI ON DRUGS ADVI SORY COW TTEE
ARTHRI TI S ADVI SCRY COW TTEE
W TH REPRESENTATI ON FRCM THE
PER PHERAL AND CENTRAL NERVQOUS SYSTEM DRUGS
ADVI SCRY COW TTEE
++ 4+ + +

MEETI NG

++ 4+ + +

Tuesday, July 15, 1997

++ 4+ + +

The Advisory Committee net in Versailles
1l and IV of the Bethesda Holiday Inn, at 812 O
Wsconsin Avenue, Bethesda, Maryland, at 8:30 a.m :

Ral ph D Agostino, Ph.D., Chairnan, presiding.

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




PRESENT:

RALPH D AGCSTI NO, Ph.D., Chairman

ANDREA G NEAL, DWVD, MPH, Executive Secretary

CGECRCE A BLEWTT, MD., NDAC
ERIC P. BRASS, MD., Ph.D., NDAC
KATHLEEN HAM LTON, NDAC

CAGE JOHNSQN, M D., NDAC

MARY ANNE KCDA- KI MBLE, Ph.D., NDAC
PATR O A A MGRATH Ph.D., NDAC
LYNN McKI NLEY- GRANT, M D., NDAC
BETH L. SLINGLUFF, A N P., NDAC
THECDORE G TONG Pharm D., NDAC
STEVEN B. ABRAVSQN, M D., AAC
DAVID T. FELSON MD., MP.H, AAC
HARVI NDER S. LUTHRA, M D., AAC
LEONA M NALONE, AAC

FRANK PUCINOQ JR, PharmD., AAC
LEE S. SIMON, MD., AAC

HARCLD P. ADAMG, JR, MD., PCONSAC
DAVID A. DRACHVAN, M D., PCNSAC
SID GLNMAN, MD., PCNSAC
JUSTIN A ZIMN, MD., Ph.D, PONSAC
SEYMOUR D AMOND, M D., Quest Expert
DEBRA L. BONEN, MD., FDA

WLEY CHAMBERS, M D., FDA

KAREN J. LECHTER J.D., Ph.D, FDA
M CHAEL WEI NTRAUB, M D., FDA
RUDOLPH M WDVARK, M D., FDA

ALSO PRESENT:

SION A BONEY, Bristol-Mers
HOMRD HOFFMAN, M D., Bristol-Mers
R CHARD LI PTON, MD., Bristol-Mers
REBECCA BURKHOLDER, J.D.

ELI ZABETH LCDER, M D.

El LEEN MGRATH, J.D., CAE

JERRY M LLER

LESLIE R WILFE

TARA RCOLSTAD

S A G CORP.
202/797-2525 Washington, D.C.

Fax: 202/797-2525




AGENDA
Page No.
Call to Order, Introductions, 4
RALPH B. D AGOSTI NO, Ph.D., Chairnan
Nonprescription Drugs Advisory Commttee
Meeting Statenent, ANDREA NEAL, D.MD., MP.H, 7

Executive Secretary

Qoeni ng Conment s
M CHAEL WVEI NTRAUB, M D., Drector, 9
Gfice of Drug Eval uation V
WLEY A. CHAMBERS, M D., Acting Drector 17
D vision of Anti-Inflamatory, Anal gesic,
and Qoht hal mc¢ Drug Products

Qpen Public Hearing

LESLI E WOLFE, Ph.D., Center for Wnen 20
Policy Studies

REBECCA BURKHOLDER, National Consuners 23
League

ELI ZABETH LODER, M D., The Anerican 27

Counci | on Headache Educati on

JERRY M LLER, Wl I ness Councils of Arerica 30
El LEEN McGRATH, American Medi cal Wnen's 32
Associ ation, |nc.

Bristol -Mers Presentation and Questions 35

FDA Presentation and Questions
RUDOLPH M W DMARK, M D., Medical Oficer 132
D vision of Anti-Inflamatory, Anal gesic,
and Qoht hal m ¢ Drug Products
KAREN J. LECHTER, J.D., Ph.D. 145
D vision of Drug Marketing, Advertising,
and Communi cat i ons

Charge to the Commttee 158
DEBRA L. BOVYEN, M D., Drector
D vision of Over-the-Counter Drug Products

D scussi on and Questions 159

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

PPROGEEDI-NGS
(8:40 a.m)

CHAI RVAN D AGGSTI NO M nane is Ralp h
D Agostino, and I'"'mthe Chair of the Nonprescription
Drug Advisory Commttee, and | wll be chairin g
today's neeting. This is a neeting of th e
Nonprescription Drugs Advisory Commttee and th e
Arthritis Drugs Advi sory Comm tt ee, wt h
representation fromthe Peripheral and Central Nervou s
Systens Drug Advisory Coomitte e. Qur agenda today is
on Excedrin Extra Strength.

|'m going to now ask the nenbers of th e
commttees to introduce thensel ves and to speak into
t he mcrophone so that the transcriber can nmake sure
that all the mcs are working and can be heard. Let' s
start wth George, would you want to begin th e
i ntroductions?

DOCTCR BLEWTT:  Yes. |"mGCeorge Blewitt
[''m t he I ndustry Representative for th e
Nonprescription Drugs Advisory Commttee.

DOCTCR MeKINLEY-GRANT:  I'm  Lynn MKinl ey -
G ant. I'm an Associate Professor Dernatology a t
CGeorge Washi ngton University and Washi ngt on Hospit al
Center.

DOCTOR S| MON: H, |'m Lee S non. | m
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from the Beth Israel Deaconess Medical Center |
Boston, and |'ma visiting person fromthe Arthritis

Advi sory Comm ttee.

DOCTCR LUTHRA:  |I'mHarvey Lut hra. |I'ma

Rheunat ol ogi st at the Mayo dinic.

M5, HAMLTON Kathleen Hamlton, th e
Consuner Representative to the Nonprescription Drugs
Advi sory Comm ttee.

M5. SLINGUFF. Beth Singluff, Carondele t
Health Care, with the Nonprescription Drugs Advisory
Commttee.

M5. MALONE: Leona Mal one, Consurmer Re p
for the Arthritis Drugs Advisory.

MR TONG Good nor ni ng. I'd Ted Ton
I m Prof essor of Pharnacy, Pharnacol ogy and Toxi col og y
at the University of Arizona, and 1''ma nenber of the
Nonprescription Drugs Advisory Commttee.

DOCTCR DRACHVAN  Good norning , |'mDavid
Drachman, Chairman of Neurology at U Mass Mdica |
Center , and on the Peripheral and Central Nervou s
System Advi sory Comm ttee.

DOCTOR FELSON  |I'mDavid Felson. I'mfro m
Bost on University and a Rheunatologist, and I com e

fromthe Arthritis Advisory Commttee.

EXECUTI VE SECRETARY NEAL: Andrea Neal

SA G CORP.
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Executive Secretary to the Nonprescription Drug

[7)]

Advi sory Comm ttee.

CHAl RVAN D AGOSTI NO Ral ph D Agostin o
from Boston University.

DOCTCR BRASS: Eric Brass, Harbor-UCL A
Medi cal Center, Nonprescription Drugs.

DOCTCR  McGRATH Patricia MGath |,
Uni versity of Wstern htari o, Nonpr escri ption Drugs.

DOCTCR ZIMN  Justin Zivin, University o f
California, San Dego, fromthe Peripheral and Centra |
Nervous System Comm tt ee.

DOCTCR GQLVAN S d Glnan, De partnent of
Neurol ogy, University of Mchigan, fromthe Periphera |
and Central Nervous System Drugs Advisory Commttee.

M5. KCDA-KIMBLE: Mary Anne Koda- Ki nbl e,
Depart ment of dinical Pharmacy, University o f
California at San Franci sco.

DOCTCR JOHNSON  Cage Johnson, Uni versity
of Southern California, Nonprescription Drugs.

DOCTOR DI AMOND: Seynour Dianond, th e
D anmond Headache dinic in Chicago, Quest Expert.

DOCTCR BONEN  Debra Bowen, O rector, OIC
Dr ugs.

DOCTCR VEI NTRAUB: M ke Wi ntraub, FDA

DOCTCR CHAMBERS: Wley Chanbers, Dvisio n

S A G CORP.
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of Anti-Inflammatory, Anal gesic, and phthal mc Drug

Product s.

CHAl RVAN D AGCSTI NO  Thank you.

The screech that was in the mc seens to
have worked its way out, so | presune that's all righ
NOw.

The next item wll be the neetin
statenment by Andrea Neal .

EXECUTI VE SECRETARY NEAL: The fol |l ow ng
announcenent  addresses the issue of conflict o
interest with regard to this neeting and is nade
part of the record to preclude even the appearance of
such at this neeting.

Based on the submtted agenda for th
nmeet ing, and all financial records reported by th
commttee participants, it has been determned tha
all interests and firns regulated by the Center fo
Drug Eval uation and Research w hich have been reported
by the participants present no potential for a
appearance of a conflict of in terest at this neeting,
with the foll ow ng exception.

I n accordance with 18 U S. Code 208(b) (3)
full waivers have been granted to Doctor Ralp
D Agostino and Doctor David Felson. A copy of these

wai ver statenents nmay be obtained by submtting
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witten request to FDA's Freedom of Informatio n
G fice, Room 12A-30 of the Parkl awn Buil di ng.

V¢ woul d also like to note for the record
that Doctor Harvinder Luthra's enployer, the May o
dinic, has an interest in Arerican Home Products, th e
parent conpany of firns which manufacture conpetin ¢
products to Excedrin. Al though this does no t
constitute a financial interest in the particula r
matter, it could create the ap pearance of a conflict.
However, it has been determned that it is in th e
Agency's best interest to have Doctor Luthr a
participate in the coomttee's discussions concerning
Excedri n.

In the event that the discussi ons involve
any other products or firns no t already on the agenda
for which an FDA participant has a financial interest |,
the participants are aware of the need to exclud e
t hensel ves from such invol venent and their excl usion
wll be noted for the record.

Wth respect to all other participants, w e
ask inthe interest of fairnes s that they address any
current or previous financial involvenent with an vy
firmwhose products they wi sh to comrent upon.

CHAl RVAN D AGOSTI NO  Thank you.

V& have two opening conments. M chae |
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Vi nt raub?

DOCTOR VEEI NTRAUB: Good nor ni ng
Actually, as one of the people responsible for all of
you comng here, | feel very honored and reall y
t hankful that you were all able to nmake it.

|'m going to be discussing a couple o f
things, | don't want anybody to |augh, but I'm going
to discuss sone -- history of m gr ai ne headache and a
[ittle bit about caffeine as well, and, as | said, |
don't want anybody to | augh.

Now, m grai ne headaches has been reall vy
very well studied by the Agency and by a nunber o f
coomttees for the governnent. The appropriateness o f
a mgrai ne headache indication for OIC anal gesi c drug
products was evaluated by first the National Acadeny
of Sciences, National Research  Council, Drug Efficacy
Study G oup, the Panel on Drugs for Pain Relief, and
the Advisory Panel on OIC Internal Anal gesic and Anti -
rheumati ¢ Drug Products.

In the Federal Reqgister of April 5, 1967,

the Agency published a proposed statenent of polic y
and changes in the warning statenents for OIC system c
anal gesi cs. In that proposal, the Agency include d
mgrai ne in the list of conditions that it believe d

coul d not be accurately diagnosed by the consuner :
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safely treated wthout nedical diagnosis and th e
supervision of a physician, and conditions in which an
OIC systemc anal gesi ¢ woul dn't be regarded as usef ul

Now, that was a conclusion dra wn in 1967,
and we know that things change with tinme, and that's
one of the aspects of the presentation today, and of
the nedi cation today, that we want you to comrent and
t hi nk about .

The recomrendations of the Pain Relie f
Panel, which is the National Acadeny of Science s
Research Gouncil, said on the effectiveness of an OIC
buffered anal gesic product containing phenacetin i n
those days, Aspirin and caffeine, indicated for th e
pain of mld mgraine, were published in the Feder al
Register of April 20, 1972, and | want you to note, i t
was the pain of mld mgraine.

The panel f ound t he conbinatio n
ineffective for this indicatio n. It also objected to
the use of the magraine indication of an OTC product
based on its belief that mgraine is a seriou s
condi ti on which requires medi cal advice and di agnosi s
So, in '72 we still hadn't really changed ou r
attitude.

The mgraine indication has also bee n

evaluated by the Anal gesic Panel under the OTC Dru g

S A G CORP.
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Review. The panel's evaluation of label clains fo r
the OIC analgesic products submtted to it wer e

published in the Federal Regis ter of July, 1977. The

panel found mgraine to be an unacceptabl e claimfor
OrIC anal gesics containing Aspirin and classified the
indication in Category Il, which in those days was not
general |y recogni zed as safe and effecti ve.

The indication was classified wth a
nunber of other |abeling indications that the pane |
found to be exanples of drug u se directions that were
unsupport ed by the scientific data or soun d
t heoretical reasoning.

They also said that the nodifyin g
adj ectives associating wth pain with various physica |
conditions, or disease entitie s, or specific physical
sites, was not appropriate.

That's basically where we have been for a
nunber of years, for nore than 20 years. W stil I
have to -- one of the things y ou are going to have to
do is viewthe mld mgrai ne syndrone agai n and nmake
a statenent, because, in fact, since we already have
a negative statenent on the books from an advi sor y
commt tee, we have three negative statenents in a
sense, we are going to need you to tell us if th e

record is correct or not, at |least to advise us an d
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present sone information that we can deal wthto tel |
us whether or not a consunmer can nake the di agnosi s,
whether or not it needs a physician to adjust the dru g
treatnent, or whether the pers on nay nmake an error in
the diagnosis which could result in an inportan t
problemin the future.

Now |I' mgoing to turn to caffeine for a
nmonent. The use of caffeinei n OIC drug products has
been evaluated again, really, very nmuch in depth, by
four OTC advisory review panels. Wth the exception
of the use of caffeine in OTC weight control products |,
where it was taken out of the weight control products |,
the panels have found caffeine to be safe for a
variety of OIC uses, including its use as an OI C
anal gesi ¢ adjuvant and as a stinul ant.

The Advisory Review Panel on OIC sedative
tranquilizer and sleep aid products, and that wa s
called the Stimulant Panel, concluded that caffein e
was safe for use in OIC stimulant products at a dose
of 100 to 200 mlligrans, and they limted the use to
every three to four hours or a 1600 m ! |igram per day
daily dose. These concl usions were published in the

Federal Reqister on Decenber 8, 1975.

In the Federal Register of July, 1988 ,

July 8, 1988, the Analgesic Panel stated it s
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conclusion, caffeine was safe for use as an Or C

analgesic adjuvant at a single adult dose of 6 5

mlligrans, not to exceed 600 mlligrans in 24 hours.
The Agency published a final r wule for OIC

stinmulant products in the Federal Register of Februar y

29, 1988. In that final rule, caffeine was included
as a nonograph ingredient at the panel's recomended
dose, which was 65, not to exceed 600 mlligrans in 2 4
hours, and caffeine products were required to bear a

caffeine-specific war ni ng. And, that caffeine

specific warning reads as follows: "The recomended
dose of this product contains about as nmuch caffeine
as a cup of coffee. Limt the use of caffeine -
containing nedications, foods or beverages whil e
taki ng this product, because too nuch caffeine ma vy
cause nervousness, irritability, sleeplessness an d
occasionally rapid heart beat."

Based on the panel's recommend ations that
OIC stimul ant product should not be used by children
under 12 years of age, the final rule also require d
the additional warning, "do not give to children unde r
12 years of age."

1988 was a relatively activey ear for the

Feder al Regi ster and our docunents on caffeine |,

because on Novenber 16, 1988, we published anothe r
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docunent in the Federal Register . The Agenc y

responded to a comrent noting that the recommende d
dose for caffeine as an OIC stimul ant and anal gesi C
adj uvant were inconsistent.

The comment requested an increase of the
recomended caf fei ne dose for use as an OIC adj uvant
from65 to 150 mlligrans per single dose. The Agenc y
at that time, in 1988, decided to agree with th e
comment, and noted that the 150 mlligrans was wel I
within the range, dose range, for OIC stimulan t
products.

Subsequently, the Agency informed industr y
about caffeine's potential role in anal gesi C
associ at ed nephropat hy. That was at a public neeting
held on February 16, 19809. The basis for thi S
di scussion was proprietary aninal toxicity data for a n
anal gesi ¢ and caffei ne conbi nati on submtted as part
of an investigation on a newd rug application. Thus,
the toxicity data were presented in a cl osed session
of the Arthritis Advisory Commttee, and the en d
result was that the commttee was not overly concerne d
by the data, and concluded that nore safet vy
information on the conbinati on was needed.

On April 8, 1993, five years later, th e

Agency's Nonprescription Drugs Advisory Commttee net
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to consider caffeine's use as an anal gesi ¢ adj uvant.
The aninmal data were presented to the conmttee i n
cl osed session. The commttee concluded that 6 5
mlligrans of caffeine is an effective analgesi ¢
adj uvant when conbined in a one-to-ten rati o, and that
was done in public, however.

The Nonpr escri pti on Drugs Advisor vy
Committee further concluded th at up to 130 mlligrans
of caffeine was an effective anal gesi c adj uvant when
used with a conbinati on of acetam nophen and Aspirin
up to a single total analgesic dose of 100 O
mlligrans.

As you know, the Agency's view is tha t
Aspirin and acet am nophen can be consi dered the same
drug for anal gesic purposes. That's sonething we've
held for a nunber of years. H owever, based on safety
concerns about the caffeine-sensitive segnent of the
popul ati on, the NDAC recomrended t hat OIC anal gesics
containing 65 or nore mlligrans of caffeine shoul d
bear the caffeine and child wa rnings required for OIC
sti mul ant pr oducts. The Nonprescription Drug s
Advisory Commttee also recommended that the fron t
panel of such products, the principal display panel,
shoul d include the statenent, "Contains caffeine.”

After considering the recomrendations of
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the MNonprescription Drugs Advisory Commttee, th e
CGfice of OIC Drug Evaluation, in those days it was an
office, now a division, tentatively concluded tha t
caffeine coul d be considered a safe and effective OIC
anal gesi ¢ adj uvant when conbined with Aspirin or the
conbi nati on of Aspirin and acet am nophen.

However, based on safety concerns, th e
office issued a feedback lette r to industry in April,
1995, concluding only that the mninumeffective dose
of caffeine, which would be 65 mlligrans, should be
permtted in a single dose, and agreeing with th e
recommendati ons nade by the Nonprescription Drug s
Advisory Commttee for the lab eling of these OIC drug
products.

And, that brings us to where we stan d
t oday.

|'ve gone through thisinafair amunt o f
detail because we are going to need your opinion also
on caffeine as an anal gesic adjuvant, although tha t
really isn't one of the main questions before yo u
t oday. But, | do think we are given by thes e
commttees, by your predecessors so to speak, a dual
message. The nessage is that caffeine is an analgesi ¢
adj uvant, but that the dose is not exactly clear, it

can be as low as 65 mlligrans, that may be a dos e
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that's too | ow for anal gesi ¢ adj uvancy, or just onthe

borderline of effectiveness for anal gesi c adj uvancy,
or that it should be the sane as the stimul ant dose.
So, we have those two sort of cards on the tabl
al r eady.

However, and that's why 1've given yo

e

u

this sort of detailed backgrou nd, |I think as both the

presentations unfold today, and as the questions are
presented to you, | think you'll see where we ar

trying to go and what kinds of advice we need fromth
comittees.

Thank you very mnuch.

CHAIRVAN D AGOBTINQ  Thank yo u, M chael.

Doctor Chanbers is now going to mak
openi ng comments al so.

DOCTOR CHAMBERS: Thank you.

Oh behalf of the various reviewn
divisions, | would like to wel cone you all and thank
you for attending this session.

As you can see fromthe past coupl e days
and including tonmorrow, there's a mx and natch of a
nunber of different advisory coomttees or portions o
advisory commttees as we discuss different issues

This review, this NDA, also has a joint or co-review

f

in progress. That reviewcons ists of conponents from

SA G CORP.
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the Division of COver-The-Counter Drug Products an d
nenbers of the Division of Anti-Inflamatory Anal gesi c
and phthal mc Drug Products. The different aspects

of the NDA review have been di vided up within the two
different divisions, so we have individual reviewers
from each of these two groups providing reviews an d
sharing thembetween the two d ifferent divisions, and
we are attenpting to do that also with the advi sor y
commttees as we try and share the different coments
anong di fferent groups.

(he of the conponents that we wll not be
discussing at all today involves the chemstry review
That is, as any other NDA product that's reviewed
there is chemstry nanufacturi ng information, nost of
that is confidential information. Any aspects of that
review will be shared with the sponsor as it get S
conpl eted, but in general the expertise of this group
is not of the chemstry and nmanufacturing, so we d o]
not generally bring those issues before you. Tha t
does not nean that if this group were to recommen d
approval of the product that it would appear tonorrow ,
those chemstry issues, if the re are any, and |' m not
saying there necessarily are, would need to b e
resol ved, but you can rest assured that those will al |

be taken care of prior to any final approval, bu t
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that's a separate issue.

In general, ny tendency has be en to bring
scientific disagreenents to advisory commttees, and
ny other kind of caveat to thi s opening discussion is
that | want to say that that's not the case in thi S
particular instance. The scientific reviews that hav e
been done, as you'll see fromour presentation, are i n
substantial agreenment with the sponsor, as far as what

the data shows. There nmay be mnor di sagreenents as

—+

far as individual nunbers of a couple differen
patients, but we do not believe that they contribute
to the overall findings and co nclusions of the study.

Wat we are, in fact, asking you t o

—+

discuss are sone of the general policy issues tha
Doctor Wintraub alluded to in his opening renarks.

As we go through, if there are an vy
questions of any of the different review divisions
pl ease feel free to ask themand we will try and get
the appropriate comments back to you in a tinmel y
f ashi on.

Agai n, thank you.

CHAl RVAN D AGOSTI NO  Thank you.

V' ||l nownove directly to the open publi c
hearing. There have been five individuals who hav e

come forth and asked to nake statenents in the ope n
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public hearing segnent. I"'m going to follow th e
agenda as it was included in the outside material, th e
material you can pick up outsi de. First we are going
to hear fromthe Center of Wom en Policy Studies, then
the National GConsumer League, then the Anerica n
Council on Headaches, then the Wllness Council o f
Arerica, and the Anerican Medical Wnen's Associ ation
Each of these speakers have been given an allocate d
time, and | ask that they stick and adhere to tha t
time. They can use either the podiumor one of th e
mcs on the floor, whichever they find nor e
conveni ent .

W'l start with Leslie Wife fromth e
Center for Wnen Policy Studies. Leslie.

Al so, please nake sure that you state you

=

nanme for the transcriber, your affiliation, and wh o]
you are representing at this particular neeting.

DOCTAR WOLFEE M nane is Lesl e R Wlfe
and | amthe President of the Center for VWbnen Policy
Studies in Véshington, DDC The Center is a national ,
i ndependent , multiethnic femnist policy researc h
institute, which was founded in 1972. VW hav e
conducted research on both wonen's health decisio n
making and also on workplace issues for wonen o f

color, both of which suggest the inportance of thi S
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i ssue because about 75 percent of persons who suffer
mgraine are wonen. | have a staff nenber who suffer s
really bad mgraines, so that's ny only persona |
experi ence, thank heavens, and it is debilitating for
her .

Many wonen, however, do not work at th e
Center for Wnen Policy Studies, and they feel the vy
must hide their suffering from such conditions a s
mgrai ne, for fear that they may not be treate d
seriously by co-workers, that their illness nay not be
taken seriously by co-workers or by supervisors. W
are al so aware at the Center of data that indicat e
that headache pain, including mgraine, is one of the
| eadi ng causes of lost work tine in this country.

Several of the biological triggers t o
mgrai ne are, in fact, unique to wonen, relating t 0]
hornonal changes that are connected to pregnancy
child birth, nmenstruation, nen opause, which nost non-
wonmen do not ever experience. And, all of these i n
wonen can be connected to the onset of a mgraine.

For wonmen such as ny staff nenber
m grai ne headache pai n can nake |ife unbearabl e inthe
wor kpl ace, at hone or in the community, and she is on e
of 17 mllion Amrerican wonen.

In addition, the Center's research 0 n
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wonren' s heal t h deci si on nmaki ng, which included focus
groups, literature reviewand a national survey, foun d
that wonen, regardless of race, ethnicity, age, o r
incone level, want to feel in control of their health
care, but they want to doit in partnership with thei r
physi ci ans. VWnen also respond well, as we di d
nmessage testing, they responded well to thoughtful an d
respectful health care nmessages that first reflected

the realities of their lives, and al so refl ected thei

=

roles as health care decision nakers for thenselve s
and their famlies.

The data that you are reviewing toda vy
contains inportant health info rmation that we believe
can hel p wonen nanage their he alth and their work and
famly lives far better. Adven this information
gi ven respectful and conpl ete nmessages about it, and
given effective over-the-counter nedications fo r
conditions such as mgraine, we are certain t hat wone n
wll be able to effectively nmanage their pain.

W are especially heartened by th e
possibility that woren will ha ve access to relatively
| owcost nedication, effective in short-term dosage,
for this extrenely pressing problem

VW recommend that these commttees urg e

the FDA to nove quickly to approve labeling and publi c
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education prograns that wll raise awareness o f
mgraine anong the general public, help the m
understand the effect mgrai ne has on wonen, | think
specifically enployers need to understand that, and t o]
include in the labeling specific dosing informatio n
for mgraine. Ve think this wll nake a maj or benefi t
for wonen in the workplace and in their hones.

Thank you.

CHAl RVAN D AGOSTI NO  Thank you.

The next speaker is from the Nationa |
Consuner s League, Rebecca Burkhol der.

M5. BURKHOLDER Good norni ng. " m
Rebecca Burkhol der with the Na tional Consuners League
in Washington, D.C, and |I'm here on behalf of th e
Nati onal Consumers League. The League is a National
non-profit consuner organizati on that has represented
consuners and workers in the marketpl ace and workplac e
for alnmost 100 years. Assuring that consunmers ca n
purchase safe and effective nedication is a primar vy
concern to our organization.

| would like to informthe com mttee that
Bristol -Mers-Squi bb was one of 93 contributors toth e
League's health care conference this year. Thei r
contribution anmounted to 0.7 percent of our annua |

oper ati ng budget .
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The League supports adding an indication
for mgrai ne headache to the | abel of Extra Strength
Excedri n. Informng consuners that Excedrin i
effective for mgraines will provide guidance to the
23 mllion Amrericans suffering from mgrain
headaches. Hel pi ng consuners manage m grai ne pai
will inprove the quality of their life at hone, a
wel | as at work.

Educati ng consuners on nanagi ng m grai ne
pain is inportant in this age when consuners ar
assumng greater responsibilit y for their own health.
As nore consuners self treat with over-the-counte
products, they need gui dance on whi ch pai n medi cati on
work for which ailnents. It is inportant fo
consumers to know that there are different kinds o
headache pain and different levels of treatnent fo
headache pai n.

I ndi cating on the label that Excedrin is
effective for mgraine headaches will provid
consuners with helpful information on understandin
and differentiating anong pain nmedi cations. Studies
conducted by the manufacturer show Excedrin to b
effective in alleviating mgrai ne headache pain. Thi
i nformation shoul d be conveyed to the consuner.

Because Excedrin is an OIC drug, th

SA G CORP.
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information on the |l abel may be the only information
consuners wll receive about t he product. Therefore,
the fact that Excedrin is effective for mgraine s
shoul d be included on the | abel.

The League does not bel i eve consumers wil I
msuse Excedrinif it is indicated for mgraines. Th e
label wll clearly instruct consumers to consult a
doctor before use if the mgraine is acconpanied b vy
vomting or if it is so severe bedrest is required
Consumers are also instructed to consult a docto r
after use if headache pai n continues or worsens.

Informng consuners that Excedrin i s
effective for mgraine pain will directly affect the
quality of life for the 23 mllion Amrericans sufferin g
from mgraines. Every year, magraine pain cost S
society at least $5 billion in lost productivity and

270 | ost work days for every 1,000 workers.

—+

In addition, mgraine has its highes
preval ence in individuals between the ages of 25 and
55, the peak years of productivity.

Mgraine pain also disrupts |ife outside
of the workplace, causing strain in relationships :
mssed famly tine, sleep disruption, |oneliness and
frustration. Providing information which help s

consuners self treat for mgraine pain is econom cal
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for both the consuner and the greater society. Th e
average cost to the consuner f or the over-the-counter
purchase of a bottle of 50 pills to treat a headache
is estimated at $5.00. The total cost to the consune r
for a visit to the doctor and filling a prescription
for 50 pills is estimated at $34.00. Because th e
majority of mgraine sufferers have never bee n
di agnosed by a physician, an OITC mgrai ne indication
woul d be of particular benefit to those consuners.

Wil e the League supports the newmagrain e
indication for Excedrin, it is also encouraged as a
manuf acturer to continue educa ting consuners on types
of headaches and how to prevent and treat headaches.
Common triggers of headaches include stress at hone or
work, certain foods and horrnonal fl uctuations. As the
i ncr easing use of technol ogy speeds up the pace o f
life at hone and at work, managing stress becone s
difficult. Conti nued consuner education on howt o
reduce or handle stress is inportant in preventing th e
onset of headaches.

I n concl usion, we woul d hope that an OIC
| abel containing an indication for mgraines would be
in |arge enough type size for the consuner to rea d
wi thout getting a headache.

The warni ngs i nformng consuners when to

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

27

consult a doctor regarding mgraine pain are usel ess
unl ess they can actually be read by the consuner.

Thank you for providing this opportunity
for the League to present our views on this inportant
i ssue to the FDA

CHAl RVAN D AGOSTI NO  Thank you.

The next speaker is from the Anerica n
Counci | on Headache.

DOCTCR LODER  Good nmorning. My nane is
Doctor Hizabeth Loder, and | amthe Drector of the
Headache Managenent Program and the |n-Patient Pai n

Managenent Program at the Spaulding Hospital i

=}

Bost on.

I'm here today as a nenber of th e
governing body of the Anerican Council for Headach e
Education, otherwi se known as ACHE. This is a non -
profit, physi ci an/ pat i ent partnership which i S
dedi cated to rai sing awareness, public awareness and
prof essional awareness, of mgraine as a treatabl e
bi ol ogi cal | y-based il | ness.

The American  Council for Headach e
Educati on receives revenues from its patien t
newsletter, from contributions from pharnaceutica |
conpani es, unrestricted educational grants, anong the m

Bri stol - Mers-Squi bb, the nmakers of Excedrin.
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VW believe that mgrai ne headache is a
very inportant, under-recognized and under-treate d
public health problem and as you've heard it affects
anywhere between 23 to 25 mllion Anericans. And, for
t hose peopl e who are mgraine sufferers, magraine, as
you have heard and w || hear, can be a very inportant
problem It's estinmated, as you have also heard, tha t
it accounts for approximately 5.7 mllion lost o r
reduced productivity work days per year, and tha t
turns into an enornous soci etal and econom c burden,
whi ch as you' ve al so heard primarily falls on people
in otherw se productive years of their |ives.

Many of these mgraine sufferers ar e
al ready using over -t he-counter medi cations, sonetines
i nappropriately, and many of them lack access t o
affordabl e health care.

M/ experience as a practicing clinician,
whose patients are, | think, reflective of mgrain e
sufferers in general, has shown that they alread vy
sel f-nedicate with over-the-counter nedications, but
that they often lack informati on about what they are
treating, what the other treatnent options mght be,
and what types of synptons mig ht require a visit to a
physi ci an rather than sel f-nedication.

Label i ng and public education efforts on
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the appropriate use of effective over-the-counte r
medi cations for mgraine pain are, therefore, of grea t
interest to organi zations such as the Anerican Counci I
for Headache Education, and we believe they are ke vy
aspects of the proper nanagene nt of m grai ne headache
pai n.

An OIC indication would allow access t o0
directions for appropriate wuse and access t o0
education, regarding therapeutic alternative options
and professional counsel. Appropriate dosin g
instructions based on the results of well-controlled
trials would be an inportant step in leading to th e
appropriate use of over-the-counter products.

The data you wll see today we believe, i f
provided to consuners, can be an inportant step i n
encouragi ng this appropriate use of over-the-counter
medi cations. Labeling that re comrends short-term use
can be an extrenely effective tool in encouragin g
appropriate use of over-the-counter nedications.

The physician and patient nenbers of the
Anerican Council for Headache Education strongl vy

believe that consuner education is the key t

(@)

appropriate recognition and treatnment of mgraine, an d
we encourage the commttee to support neasures which

would increase access to this information an d
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information about therapeutic options, and increas e
the flow of information to magraine sufferers i n
general .

Thank you very nuch.

CHAl RVAN D AGOSTI NO  Thank you.

The next speaker is M. Jerry Mller from
t he Wl | ness Councils of Anerica.

MR MLLER Good norning. M name i s
Jerry Mller, and |'m speaking on behalf of th e
Vel | ness Councils of America, or WELCOA

VELCQOA s a national, non-profi t
nmenber shi p organization dedicated to pronotin g
healthier lifestyles for all Americans, especiall y
through health pronotion at the workpl ace. Qeated i n
1985, WELCOA today has a nenbership of 14 wellnes s
councils across the country an d 2,500 conpani es, both
large and snmall, representing over 2 mllion workers.

Headache and mgraine, in part icular, can
significantly inpact the quali ty of life for headache
sufferers, both at work and at hone. Because th e
preval ence of mgraine is highest anong i ndividual s i n
their nost productive years of life, ages 35 to 45 :
the inpact of this condition in the workplace i S
substantial. In fact, headach e is one of the |eading

causes of absenteeism and |ost productivity in th e
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wor kpl ace, and m graine contributes significantly to
t he econom c consequences.
There are an estinmated 270 wor k days | ost
annually for every 1,000 people who suffer fro m

mgrai ne. Lost productivity due to mgraine inth e

USA isestimated at $6.5 bi |lion going up to $17.2
billion. 1In addition, mgraines are responsible for
$1.3 billion in | ost wages annual ly.

In today's work environnment, enploye e
productivity and individual contributions are nor e
inmportant than ever. Qurrently, the majority o f
mgraine sufferers use over-th e-counter nedicines and
very often they wuse these nedications in th e
wor kpl ace. Access to new, effective and affordabl e
treatnents is critical. W su pport efforts that wll
hel p educate sufferers about the appropriate use o f

t hese products.

WELCQA is commtted to providing healt h
i nformation and education that can increas e
productivity, decrease absenteeism and provide a
heal t hy cor por ate environnent. Therefore, we believe
it isinportant that the coom ttees strongly consider
new treatnent alternatives that will expan d
t herapeutic options, as well as public education and
health pronotion prograns for mgraine sufferers i n
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t he wor kpl ace and beyond.

Thank you very nuch.

CHAl RVAN D AGCSTI NO  Thank you.

The next speaker is Eleen MGath fro m
the American Medi cal VWnen's Associ ati on.

M5. McGRATH Good norning. M nane i s
Eleen MQath, I'mExecutive Drector of the Anerica n
Medi cal Wonen's Associ ation. AMM represents nor e
than 11, 000 wonen physi ci ans and nedi cal students. We
were founded in 1915, and our organizati on seeks t o]
further the personal and professional devel opnent of
worren physi ci ans and nedi cal students, and to advocat e
on wonen's heal th issues.

AMM receives a variety of support fro m
i ndustry, and in 1995 received an wunrestricte d
educational grant for advanced curriculumin wonen's
health fromBristol - Mers. C urrently, AMM receives
less than one half of one percent of our budget a s
support for our foundation fromBristol - Mers.

The American Medi cal Wnen's Associ ati on
is submtting this statenent in support of th e
application of Excedrin ESto be approved as an over-
the-counter nedication for ml d to noderate m graine.
As we have a particular interest in wonen's health |

AMM is concerned about the high incidence o f
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headaches and m grai nes anong wonen conpared to nen,
and you' ve heard that that ratio is 3:1.

W feel strongly that the very rea |
pr oblem of magraines in Arerican wonmen requires ne w
t r eat ment options, particularly, over-the-counte r
treatnent options. AMM fully supports increase d
exposure of the public and the nedical profession to
educational information through advertising and th e
availability of safe over-the-counter products t o
I ncrease awar eness about m grai nes.

Mgraines affect thelives of nore than 20
mllion Arericans each year. An estimated one in siXx
worren are affected by the seri  ous, often debilitating
di sease. Not only are wonen disproportionatel vy
af fected, but the disease has a greater inpact o n
their lives, and, particularly, wonmen have reporte d
that their professional devel opnent and career an d
famly responsibilities have been affected b vy
m gr ai ne.

The currently available treatnents fo r
mgraine, while effective in many patients, may a t
times have unwanted side effec ts. A mddle ground is
needed for treatnent, which inproves patient synptons :
enabling a return to functional status, and ha s

potentially fewer side effects.
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There is a gap in our armanentarium o f
medicine with fewer side effects. This gap woul d be
filled by approval of this OTC mnedication for mld to
noder ate m grai ne.

It is inportant that patients take a n
active role by seeking a nedical diagnosis an d
complying with treatnent and followup. The use o f
over-the-counter therapy, such as Excedrin ES, offers
patients a desirable option for the treatnent o f
m grai nes, but should be nmade in partnership wit h
their physicians, and | think the |abeling would take
care of advising patients when they should consul t
wi th their physicians.

Many wonen are unaware of the highe r
preval ence of m grai ne anong wonen, and consequently
may not take their condition seriously and may no t
seek treatnent. The Anerican Medical Vnen' S
Associ ation believes that the availability of Excedri n
ES over the counter will help educate wonen and ne n
about this condition through its acconpanyin g
advertising canpaign, and will |ead wonen and nmen to
take notice and action against this frequently ignore d
condi tion.

The American Medi cal Wnen's Associ ati on

strongly supports additional research into mgraines
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and other conditions that disproportionately affec t

wornen. In order to develop the nost efficaciou s
treatment, additional research is needed for a better
clinical wunderstanding of the role of hornones i n
m gr ai ne.

V¢ support the application of Excedrin ES
and feel that its introduction and acconpanyin g
advertising wll increase awareness of m graines and
provi de wonen with nore treatnent options.

Thank you.

CHAI RVAN D AGCSTI NO  Thank you.

Ve'l | nove now directly to th e
presentation by Bristol - Mers. Doct or Howard Hof f man
is going to lead the presentation. It will consist o f

three speakers, and then a sum nary by Doctor Hof f man.

| would |ike to ask the panel nenbers, th e
Advi sory Commttee nmenbers and consultants, not to as Kk
questions while the speakers are naking thei r
present ati on, unless it's a nmajor point o f
clarification. 1've been asked by the speakers, and
| agree withit, that it would be best if we heard th e
presentations and then saved our questions until afte r
t he presentations.

Doct or Howard Hof f man.

DOCTCR HOFFMAN  Good nror ni ng. Thank you ,
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Doctor D Agostino, nenbers of the Nonprescriptio
Drugs, Arthritis and Peripheral and Central Nervou
System Drugs Advisory Commttees, Doctor Veintraub

Doctor Bowen, Doctor Chanbers, and representative

36

n

fromthe Agency, |I'mDoctor HO ward Hof f man, Executive

Medi cal Director for Bristol-Mers products. It's a

pl easure for me and ny colleag ues to be here today to

present and discuss with you information and data in
support of the proposed use of OIC Excedrin Extr
Strength in the treatnent of m grai ne headache pain.

Qur presentation wll take approxi nately
75 mnutes. VW have allocated 15 mnutes fo
questions, and request that you hold your question
until after the conclusion of this presentation.

Pl ease note that a nunber appears in the
lower right-hand corner of the slides for you
r ef er ence.

CHAl RVAN D AGOSTI NO  Excuse ne, is that
bol d enough, can people read that?

DOCTCR HOFFMAN  Yes, it could be a littl
dar ker .

The purpose of today's neeting is t
present data supporting the efficacy and safety o
Excedrin ES for the relief of m gr ai ne headache pai n,

and to request endorsenent by this commttee fo
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regul atory action to broaden t he Excedrin ES headache
labeling to include the relief of mgraine headach e
pai n.

The specific regulatory action for O C
Excedrin ES is to change the OIC headache i ndication
from the current one, which is for tenporary relief o f
the pain associated wi th headache, to tenporary relie f
of the pain associated wth headache, includin g
m gr ai ne headache pai n.

There would be no change in the dosing an d

=}

dosing interval, as per nonograph, and Excedri
contains 500 mlligrans Aspirin in the two tablets
500 mlligrans acetam nophen and 130 mlligrans o f
caffeine. Additionally, warnings for use in headache
including magraine, wll be added, these would includ e
see your doctor before use if headache i s acconpani ed
by vomting, and see your doctor before use i f
headache is incapacitating or requiring bedrest
These wi || be discussed |ater in the neeting as well.
This is the agenda for our nee ting, we'll
be giving you a brief introduction of our subject :
Doctor R chard Lipton, Professor of Neurology at the
A bert Ei nstein College of Mdicine, and Co-D rector
of the Headache Unit there, as well as our principal

investigator for one of our studies, wll b e
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di scussi ng the background and clinical study results.
M. Sion Boney, President of Bristol-Mers Products,

wi Il be discussing the | abel conprehension study and
education prograns, and | wll be giving som e
concluding remarks. At that tine, | will -- both ne
and Doctor Lipton will be available for comments and
questi ons.

W have a nunber of consultants who have
worked with us on this project and are avail able for
questions during this presentation. Doctor Wllia m
Beaver, Pr of essor Eneri tus of Phar macol ogy ,
Anest hesi ol ogy, Ceorgetown University School o f
Medi ci ne; Donald Dalessio, Senior Consultant |1 n
Neurol ogy, Scripps dinic, La Jolla, California, Past
President, Anerican Association for the Study o f
Headache, and the Past President of the Nationa |
Headache Foundation; Eizabeth Delzell, Professo r
Epidemology at the University of Al abama; Josep h
| zzo, Professor of Medicine and Pharnmacol ogy at SUNY
at Buffal o; John Edmeads, Professor of Medicine an d
Neurology at the University of Toronto; Mchae |
Gl lagher, D rector of the University Headache Center :
Professor and Vice Dean, the University School o f
Dentistry of New Jersey, School of Osteopathi ¢

Medi ci ne, Secretary, National Headache Foundati on and
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Chai rman of the National Heada che Foundation Headache
Certification Board, also the Chair of the AAS H
Medi cal Qurriculum Commttee.

Additionally, Gene Laska, Drector o f
Statistical Science and Epidemology at the Natha n
Kline Institute for Psychiatry; Aan Leviton |,
Prof essor Neurol ogy, Harvard M edi cal School, D rector
of the Neuroepidemological Unit; Charles O Brien :
Prof essor and Vi ce Chairnman of Psychiatry, University
of Pennsylvania; Marcus Reiden berg, Head, D vision of
Phar macol ogy, GCornell University Medical Center; Lori e
R ce, Associate Dean for External Affairs, School of
Pharmacy, University of California at San Franci sco;
and Doctor R ck Schnel | nann, Professor of Pharnacol og y
and Toxi col ogy, University of Arkansas.

W are here to talk about an inportan t
therapeutic option for mgraine sufferers. M graine
headache pain indication for an OIC anal gesi ¢ woul d
offer a neaningful therapeutic option to consuners
As we've heard, magraine is a prevalent conditio n
affecting 23 to 25 mllion Anericans.

The ngjority of these mgraine sufferers,
above 62 percent, treat with OIC anal gesi cs of f | abel .
OIfC analgesics are recommended in treatnen t

guidel i nes, but what's mssing at the present? R ght
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now, there is no approved OIC nedication for th e
treatment of mgraine headache pain, and one tha t
would provide safe, proven, wdely accessible |,
I nexpensi ve treatnent options, and appropriat e
information on dosings and warnings. During thi S
presentation, we will be talki ng about our programto

address these issues.

Doctor Weintraub, in his presentation ,
tal ked about headache as a well-established O C
indication and its history, th e fact that by 1977 FDA
had recognized headache as an appropriate OI C
i ndication, though, obviously, it was used prior t o
that tinme for headache. It was clear from th e
regul atory discussions that headache was self -
recogni zabl e, acute and self-l imted, and appropriate
as an OIC i ndicati on.

Smlarly, as Doctor Wintraub menti oned,
m gr ai ne headache pain was excluded or carved out of
the OICindication at that tinme, and clearly there wa s
not a lot of information about m graine.

What ' s changed si nce then? Between 1988
and 1991, the IHS classifications provided tools for
new research. New diagnostic criteria wer e
established, and this led to inproved diagnosis o f

headache and facilitated clini cal and epi dem ol ogi cal
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research, and this allowed us to get additiona |

informati on on what mght be an appropriate popul atio

=}

for OTC use.

This epidemological research found a
spectrumof magraine populatio n appropriate for OICs.
As | stated, based on IHS criteria, a nunber o f
studies were perforned, it was found that mgrain e
affects 23 to 25 mllion Anericans, that mgraine is

a heterogeneous disorder with a wi de range of pai

=}

severity and functional disability.

Prior to this time, physicians frequently
felt that mgraine patients we re the nost severe kind
that would have attacks for several days on end, b e
sort of tucked away in a dark room but here we go t
nore information about the entire spectrum o f
mgraine, and the fact that there were patients with
m |l d di sease, nedi umdi sease, and certainly the nore
severe di sease.

Additionally, in the surveys of wha t
patients were using to treat their mgraines, it was
found that greater than 60 percent of mgrain e
sufferers treat wth OIC analg esics and, indeed, many
mgrai ne sufferers had never consulted a physician fo r
t reat nent.

Based on sone of these newthoughts inth e
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evol ution of mgraine and thi nki ng about m grai ne as
a possi bl e OIC indication, we thought about prograns
to address this, and for us we addressed the issue of
why Excedrin ES for the relief of mgraine headach e
pai n.

Excedrin is an OIC anal gesic that has bee n
marketed for greater than 19 years in its curren t
formulation, with over 30 billion tablets sold. Its
efficacy has been well established in a nunber of pai n
nmodel s, and especially relevant to this subject, the
t ensi on headache nodel .

Caffeine is a proven anal gesic adjuvan t
and caffeine is used in Rx mgrai ne medi cations, thus ,
indicating its potential wusefulness for treatin (g
m gr ai ne.

Additionally, what was inportant to us wa s
to look at the safety profile, so that we could decid e
on the studies we intended to form

" mgoing to show you two larg e databases
that we |ooked at before the start of our studies
The first one is our tension headache type painrelie f
studi es. Thi s enconpassed four large studies wt h
1,400 patients in the Excedrin group, 700 placeb o
pati ents. As you can see, the serious advers e

experi ences, there were none reported in thes e
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studies. The adverse events that were seen in these
studies are the type that are seen with analgesic s
containing Aspirin and caffeine. As you can see
abdom nal pain was one, dyspnea and nausea in th e
di gestive system and in the n ervous systemdi zzi ness
and nervousness, things that w ould not be unexpect ed.
But, overall, the safety experience was excellent, an d
the type of adverse events were mld and self-limtin g
in these tension headache trials.

' mnext going to show you som e nore data
from our post-narketing experience. This covers a
period from 1984 to April of 1997, and through tha t
tinme period 17.8 billion tablets were sold. hc e
again, inthis tinme period there were 2,396 reports,
2,427 events, and only 12 seri ous events. There were
no deaths reported to Bristol-Mers as well.

This is the additional information on tha t
database with adverse events with greater than on e
percent by body system again, a denom nator of 17.8
billion tablets sold, and 2,427 events. Again, they
cluster in the areas where we would expect themto be ,
in the digestive system likel vy secondary to Aspirin,
t he nervous system likely sec ondary to caffeine, and
then a scattering of other adverse events.

| think overall, here are our seriou s
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adverse events fromthat trial, the 12 cases that I
nmentioned, again, syncope inthree, allergic reaction s
intw, @ bleeds in two, abdomnal pain in one, two
reactions unidentified, and an esophageal ul cer from

a lodged tablet, and one intestinal obstruction
Agai n, once again denonstrating a very good safet y
profile.

Wth this information in hand, and th e
additional information we had fromthe epi demologica |
st udi es, we talked to headache specialists
investigators and the FDA about what would conpose the
appropriate programto study Excedrin ES for the OIC
treatment of m grai ne headache pain.

The issues that we brought up were th e
need to do three single-dose, doubl e-blind
random zed, pl acebo-control | ed, paral | el grou p
studies, to look at the efficacy. What was ver vy
important was that we confirmthat patients studie d
had IHS diagnosis of mgraine and the treate d
headaches were mgraines, to be certain that th e
patients actually had mgraine, and that we study a
spectrumof magraine patients typical of a popul ation
likely to use OIC anal gesics for relief of mgrain e
headache pain and do appropriate | abel conprehension

and educati on prograns.
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The FDA questions that we wll b e
addressing today are the foll ow ng:

1. Is the pain of mgraine an appropriate OIf C
i ndi cati on?

2. Has the applicant provided adequat e
evi dence, clinical st udi es, to  support th e
eff ectiveness of Excedrin ES in an OIC mgrain e
popul ati on?

3. Has the applicant provided adequat e
information to support the saf e use of Excedrin ESin
an OTC mgrai ne popul ati on, and provi de other |abelin g
recomrendat i ons?

It's now ny great pleasure to introduc e
Doctor Richard Lipton, Professor of Neurology |,
Epidemology and Social Mdicine at the Aber t
Einstein College of Medicine, Co-Drector of th e
Mont ef i ore Headache Unit in New York. Doctor Lipton
is an expert in this area, and has been invol ved i n
t he key epi dem ol ogi cal studi es done during the past
decade on this subject.

DOCTCR LIPTON &ood norning. Over th e
next 30 mnutes or so, |I'd like to review thre e
different areas with you. The first is why mgraine
headac he pain is an appropriate OIC condition. Th e
second is the rationale for treating mgrai ne headach e
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pain with an OIC analgesic, and the thirdis torevie w
the data that was gathered in the three clinica |
trials previously alluded to.

As you' ve heard already, the Internationa I
Headache Society provided a classification an d
diagnostic system for mgraine and other headach e
disorders in 1988, and that classification syste m
represented a mgjor step forward for the field
First, it provided operational diagnostic criteria |,
which allowed uniform diagnosis, both in clinica |
practice and research, and it also facilitate d
epi demol ogic research by prov iding a case definition
for the synptom based condition, and al so by providin g
a method for standardizing diagnosis in clinica |
trials.

The IHS «classification for primar vy
headaches recogni zes four grou ps of prinary headache,
three of which are the nost inportant groups, thos e
being magraine, tension-type headache and cluster :
and, of course, today we are focusing on mgrain e
headache. Al though the IHS re cognizes seven subtypes
of mgraine, the two that are nost inportant in th e
popul ati on and two subtypes of mgrai ne that were the
focus of this clinical trails program nanely

magraine with aura and mgrai ne w thout aura.
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Mgraine with aura is the condition that
was fornerly called classical mgraine. It's a form
of aura that's preceded by var ious kinds of synptons,
nost often a visual display consisting of positiv e
features |like sparking lights or zig-zag lines, an d
sonetinmes negative features such as visual loss a s
wel | .

Mgraine without aura is the nore comon
form of mgraine, and in fact represents about 8 O
percent of mgraine in the popul ation.

There are a nunber of characteristics of
m grai ne that support the notion that it may be a n
appropriate OIC indication. First, magraine attacks
are episodic and self-limted. The nmedi an duration of
untreated attacks in the population is 24 hours
Second, attacks are relatively infrequent. The media n
frequency of attacks in the population is about on e
per nonth, and 75 percent of people with mgraine in
t he popul ation experience three or fewer attacks per
nont h.

Mgraine without aura is defined both by
pain features and associ ated synptons, and the pai n
features that are used by the IHS to define m graine
w thout aura are the unilatera | |ocation of pain, the

pulsatile quality of pain, noderate or severe pai n
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intensity and aggravation obtai ned by routine physica |
activity. According to the IHS, two out of four o f
those features needs to be present to nake th e
di agnosi s of mgraine wthout aura.

Associ ated features are also required, and
the associated features that are used to defin e
m grai ne are nausea and/or vomting, or the presence
of phot ophobi a and phonophobia , and only one of those
two features is required to define magraine
Phot ophobi a and phonophobi a are given | ess weight in
the sense that both features are required to defin e
the condition.

Epi dem ol ogi ¢ studi es have clarified the
potenti al role for over-the-counter treatnent o f
m grai ne. Certainly, one major strength of thes e
studies is that facilitate the identification o f
mgraine sufferers in the general population, usin (¢
systenati c met hods, whether or not peopl e are seeking
care. These studies have helped clarify th e
preval ence and distribution of disease, and you'v e
already heard a fair anount about that. These studie s
denonstrate that mgrai ne produces a spectrumof pain
and a spectrum of disability, and as a corollary I
woul d suggest that those differences in pain an d

disability may inply differences in treatnment need.
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Finally, by evaluating and identifyin g
mgrai ne sufferers in the popul ation, independent of
whet her or not they were seeking care, that nakes it
possi ble to assess patterns of health care utilizatio n
and get a handle on how people are treating mgraine,
not just in the doctor's office, but in the comunity .

Now, you've heard already that mgrainei s
a highly prevalent condition affecting roughly 17. 6
percent of American wonen and roughly six percent of
Arerican nen. This slide, fro mthe Arerican M graine
Study, illustrates the one-year period preval ence of
mgraine as a function of age. Wat you see is that
in all post-pubital ages mgraine is nore comon i n
wormren than in nmen, and that prevalence, as you'v e
heard al ready, peaks between the ages of 25 and 55 :
during the peak productive years.

You' ve heard already that magrain e
produces a spectrum of headache pain. Here we asked
a population sanple of mgraine sufferers to rat e
their average pain on a scale fromzero to ten, where
zero was no pain at all and te n was pain as bad as it
can be, and what you see is that there's a fairly wd e
distribution of pain, thought he majority of mgraine
sufferers have pain that they rate above five, and so

the distribution is sonewhat right skewed.
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Wen we look at the distribution o f
disability, an interesting picture energes. Here w e
asked a popul ation sanple of mgraine sufferers ho w
they were affected by their headaches usually or 0 n
the average, and what you see is that a third o f

magraine sufferers reported that they were severel y

—+

disabled, they required bedrest. Now, that nos
di sabl ed fraction  of mgraine sufferers I S

denonstrably nore likely to consult physicians fo

-

headache, and al so denonstrably nore likely to consul t
headache speci al i sts.

Prior to t he conduct of thes e
epi dem ol ogic studies, much of our understanding o f
mgraine was actually defined by the nore disable d
segnent, though certainly some patients with mld to
noderate disability consult as well.

The largest group of mgraine sufferer s

fell intothe mld to noderate disability group, 5 O
percent of men and 52 percent of woren fell into that
group, and there's a group of -- a small group o f

mgraine sufferers, 11 to 15 p ercent of men and wonen
respectively, who reported no disability at all.

Wen we examne patterns of nedica |
consultation for mgraine an interesting pictur e

enmerges. Here the entire circle on these pie charts
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mgrai ne or 1,385 wonen with mgraine, and we aske

51

h

d

these people who nmet IHS criteria for mgrai ne whethe r

they had consulted a doctor fo r headache, and if they

had consul ted when they | ast consulted.

The current consulter group consists o
peopl e who have consul ted a physician specifically fo
headache w thin the last year, and you see the 1
percent of nen and 17 percent of wonmen hav

specifically consulted a doctor for headache in th

e

|ast year. There's a large gr oup that we have called

| apsed consulters here. These are individuals wh
have consulted for headache at some point, but no
within the last year, and that group conprises 4
percent of nen and 51 percent of wonen. There was als
a substantial fraction of never consulters, 43 percen

of men and 32 percent of wonen never consulted

(0]

t

a

physi ci an for headache at all, and, of course, we are

tal ki ng here about nen and wonmen with m graine.

Now, when you | ook at the | apsed consulte r

and never consulter group, and you ask themwhy they

are not seeking care, a very conmon reason, in fact,

the single nost conmon reason they give, is that they

are taking over-the-counter nedications which the

find beneficial. You know, | also want to add
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however, that there is certainly a disabled segnent o f
mgraine sufferers, and anong the | apsed consultin (¢
and never consulting group there is clearly a grou p
that woul d benefit from nedical care for whom over -
t he- count er nmedications would not be the nos t
appropriate treatnent.

Qurrent patterns of medication use mrror
in many respects current patterns of consultation
Here we are looking at first a group that takes n o
medication at all, roughly five percent of nen |,
roughly three percent of wonen take no nedication at
all for their headaches. The vast najority of people
wth mgraine do use nedicatio n to manage their pain.

Two thirds of nen nmanage their mgrain e

headache pain with over-the-counter nedications toth e

\‘

exclusion of prescription drugs, and roughly 5
percent of women use over-the-counter mnedications to

manage their mgraine to the exclusion of prescriptio n

=}

drugs. There's a substantial group, 28 percent of me
and 40 percent of wonen, who use prescription drugs,
but roughly half of the people in those groups als o]
use over-the-counter nedications.

So, the picture that emerges from th e
popul at i on- based studies is that mgraine is a

condition where self-treatnent with over-the-counter
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nmedi cations is the norm not the exception.

What then is the rationale for the O C
treatnent of mgrai ne headache pain? VeIl as we hav e
said already, headache pain, including mgrain e
headache pain, is synptomati ¢ and sel f-recogni zabl e,
obviously, the way we know that a person has a
headache s because they report their painfu I
experi ence. These attacks of mgraine are acute
relatively short lived and sel f-limted. The attacks
are episodic as wel .

M grai ne headache painis comonly treate d
with over-the-counter analgesics, and, in fact, a s
|'ve said already, over-the-co unter analgesics is the
maj or node of treatnment in the United States.

There's a spectrum of mgrai ne headach e
pain and disability for which over-the-counte r
anal gesi cs appear appropriate, both based on the rang e

of pain and disability that we see in populatio

=}

sanples, and based on self-report of use of O C
medi cat i ons.

Finally, | want to call to you r attention
the fact that mgraine is an OIC indication in th e
United Kingdom Magraine has been on the label of Or C
products in the UK for over 40 years. There ar e

nore than a dozen narketed products, including tw o
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products which are caffeine conbination product s
containing 65 mlligrans of caffeine per tablet, and
in that 40-year experience no product has ever bee n
withdrawn fromthe market for safety reasons.

Wiy Excedrin for mgrai ne headache pai n?
Vel |, efficacy of Excedrin is established in various
pain nodels, nost inportantly 1in tension-typ e
headache, so we know this is a nedication that works
at least for one kind of headache. Excedrin is alread y
wi dely used for mgrai ne headache pain. In fact, an
AASH Gl | up survey, AASH being the Anerica n
Association for the Study of H eadache, an AASH Gal | up
survey conducted in 1995 showed that roughly si X
percent of mgraineurs inthe United States currently
use Excedrin ES as either their first or second choic e
treatnent for mgraine, sothi s is atreatnent that's
al ready bei ng used.

Caffeine is a proven analgesic adjuvant i n
a variety of pain nodels. Caffeine certainly has a
heritage as an ingredient in prescription nedications :
including Fiorinal, Fioricet, Esgic, Cafergot and so
forth.

Finally, as Doctor Hoffman showed you ,
Excedrin is a drug with an excellent and predictable

safety profile, nmaking it an attractive choi ce.
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There were a nunber of considerations in
designing the clinical trials program The overal I
program consisted of three single-dose, placebo -
control | ed, random zed, double-blind, parallel group
studies, and these were the three pivotal efficac vy
studies that 1'Il summarize fo r you in a nonent. The
design of these studies is con sistent with the design
that was used for approved nedications for magraine on
the prescription side, nost notably Sumatriptan, but
also it's quite simlar to the followup design fo r
many of the triptan drugs that are currently i n
devel opnent .

The design is simlar to the singl e-dose
anal gesic studies that may be nore famliar to sone of
you, and finally, the study was conducted using IH S
gui del i nes, both for diagnosing mgraine, as well as
with awareness of and largely following the IH S
guidelines for mgraine clinical trials that wer e
publ i shed in 1991.

There were a nunber of considerations in
developing this program (One of the key issues wa s
ensuring that the study includ ed an appropriate study
population for the OIC treatnent of mgraine. Oh e
objective was to include mgra ine sufferers who would

be likely to use an OIC analgesic for mgrain e
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headac he pain, if mgraine headache pain was on th e
| abel .

V¢ nade the judgnent that it woul d be nos t
appropriate to exclude the nost severely disable d
segnent of mgraine sufferers from this study fo r
really two reasons. e reason is that the nos t
di sabl ed sufferers mght not b e appropriately treated
with over-the-counter nedications, and the secon d
reason was, going into this program we didn't kno w
what |evel of efficacy we would see, and it actually
seenmed sonewhat unethical to nme to study a severel y
di sabled segment with a product whose efficacy wa s
uncertain.

Anot her consideration was to carefull vy
docunent the diagnosis of mgraine in the patients
and al so to docunent the treat ed attack was m graine.
The reason that's an issue is that people wt h
m grai ne sonetinmes experience headache attacks tha t
woul d be better classified as tension-type headach e
attacks and we wanted to be very careful to trea t
attacks that were, in fact, magraine.

The program also included a |abe |
devel opnent conprehension stud y, which M. Boney w | |
di scuss followi ng this presentation.

The clinical trials programconsisted of
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three independent studies, nanmed 840, 841 and 842
The objective of all three studies was to assess the
safety and efficacy of Excedrin ES in alleviatin g
acute m grai ne headache pai n.

The study 840 was a single center study,
and | was the principal investigator of that study
Studi es 841 and 842 were nulti-center studies.

This map summari zes the sites included in
the study, and you see that the programincluded broa d
geographic representation of t he major regions of the

United States.

A coupl e of comment s on
inclusion/exclusion «criteria, which are detailed i n
your briefing books. Subjects had to neet IH S

criteria for mgraine with aura or mgraine withou t
aura. Attack frequency was required to be on e
mgraine attack every two nonths to six mgrain e
attacks per nonth, with noderate to severe headach e
pai n during the previous year. The reason for thi S
frequency consideration was that we wanted to ge t
people with attacks that were frequent enough so that
they would be likely to treat in the treatnent w ndow |,
but also we wanted to get as representative a group o f
m grai ne sufferers as possi bl e.

W excluded from study two inportan t
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groups. V¢ excl uded i ndivi dual s who vomted nore than
20 percent of the time, on the grounds that they may
not be able to absorb an oral nmedi cation, and we al so
excluded people who usually were incapacitated b vy
their at t acks, parenthetically defined as s o
incapacitated as to require bedrest.

The study was conducted in four phases |,
which I'lIl reviewone at atim e, a screening phase, a
patient selection phase, an out-patient treatnmen t
phase, and then a followup visit after treatnent.

The obj ective of the screeni ng phase was
to obtain a broad spectrum of subjects for whoman O C
analgesic mght be appropriate, and we wused tw o
met hods, a popul at ed-based recruiting nmethod, whic h
"1l describe further in a second, which is a nove |
met hod, and also traditional office practic e
recrui tnment where study investigators enrolled their
pati ents from their practice who were eligible an d
al so patients identified by adverti sing.

The objective of the popul ation-base d
recruiting method was essentially to use epi dem ol ogi C
methods to identify a representative sanple o f
m grai ne sufferers independent of consulting status.
And, essentially, what we did was use the phon e

interview nmethods that we had devel oped and val i dat ed
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for purposes of epidemologic research to conduc t
focused screening and recruiting of subjects in a
geographic area close to our ¢ linical trial center in
Towson, Maryland. Ve delibera tely located our clinic
in a denographically diverse a rea of Towson, which we
chose based on revi ewi ng Census dat a.

VW used random digit dialing to contac t
househol ds that were within a ten to 15-mnute drive
of our clinic. VW admnistere d a validated tel ephone
interview to screen for mgraine, and when w e
identified individuals who potentially had mgraine w e
conducted a followup recruiting interview, and i n
that interview we validated or confirmed the features
of mgraine in nost cases, and also ran a nunber o f
pr ot ocol -speci fic inclusion/exclusion criteria.

We then identified potentially eligibl e
subjects to make a clinic visi t, and proceeded as one
woul d using ordinary clinical trial rmethods.

In the selection phase, and this is th e
initial visit now an IHS mgr aine diagnosis was nade
by a neurol ogi st or headache s pecialist using a sem -
structured interview The sem-structured interview
was designed to ensure that th e clinician touched all
the critical diagnostic bases for assigning an IH S

di agnosis of mgraine. The sem-structured forma t
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also allowed the clinician to ask any followu p
guestions or probes they deene d appropriate to ensure
that the infornation that was obtai ned was of opti nal
di agnostic validity.

Subj ects were educated to ensu re that the
treat ed attack was a mgraine headache and th e
feat ures of that attack were reported in the stud vy
diary, so that a post-treatnment determnation could b e
made by the study investigators, and subjects wer e
al so educated to conplete the self-reporting diary in
which they described the response to their headach e
treat nent.

In the treatment phase, patien ts took two
tablets of Excedrin ES or placebo. An effort was nad e
to ensure that the treated headache was a mgrain e
headache, and then subjects self-reported thei r
headache characteristics.

Oh the final visit followng treatnment
the diary was reviewed for conpleteness and th e
di agnosis of the treated heada che was assessed by the
investigator, who nade a judgnent about whet her or not
the treated attack was m grai ne.

In addition, at the request of the FDA, a n
i ndependent neur ol ogi st revi ened di agnoses in a sanpl e

of study subjects. This review was intended as a
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qual ity check to ensure that the enrolled subject S
were mgraine and that the treated headaches wer e
mgrai ne. A random sanpl e of ten percent of the case
report forns were reviewed by John Edneads, who is in
the room Doctor Edneads is a Professor of Neurol ogy
at the University of Toronto, and an acknow edge d
aut hority on headache di agnosi s.

Doctor Edneads made the judgnent tha t
every subject enrolled in the study had m graine, and
that the treated headaches were mgraine. This, o f
course, was done in a subgroup that had bee n
previously screened by study investigators, and a s
"Il show you in a nonent, patients did nake som e
errors, although the diagnostic error rate anon ¢
patients was incredibly |ow

V¢ | ooked at a nunber of outco ne neasures
that are typical of mgraine s tudies. VW |ooked at a
pain intensity neasure on a zero to three scale, wher e
zero is no pain and three is severe pain. W |ooked
at pain relief, nausea, photophobia, phonophobia :
functional disability, use of rescue nedication an d
also had the subject and investigator conplete a
gl obal eval uation as well.

The primary efficacy endpoints in thi s

study were two. The first was an endpoint calle d
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responders at two hours. For those of you who don't
wor k in the headache area this may be an unfamlia r
endpoint. The definition of a responder is that you
have noderate to severe pain at baseline, an d
experience a pain reductionto no pain or mld painat
sone point in time, and the tine point that wa s
designated as the prinary effi cacy time point was two
hour s.

In addition, we used the Pain Intensit vy
D fference nmeasure, and again designated two hours as
the tine for the primary endpoi nt assessnent, and pai n
intensity is defined as baseline pain mnus pai n
intensity at two hours. So, if you start out at a
pain intensity which is severe or three and go to pai n
that's mld or one, that would be a pain intensit y
di fference of two.

Let me revieww th you the dis position of
random zed subjects, again, three independent studies ,
each with over 400 patients. The pool ed sanpl e
included 1,357 patients. O those, 107 did not take
study nedication for tw reasons. Qe reason was tha t
they didn't have a treatnent attack within th e
protocol wndow, the other reason was that th e
protocol was termnated becaus e enrollnent objectives

had been net.
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A total of 1,250 people took stud vy
nmedi cations, and of those 1,247 were included in the
intent-to-treat analysis. Individuals were excluded
fromthe intent-to-treat analysis only if there was no
baseli ne or followup neasurenent, so that it wa s
inpossible to derive any estinmate of treatnent effect

For the efficacy evaluable analysis, a n
additional 27 individuals were lost. The rmajor reason
for losing individuals in the efficacy evaluabl e
anal ysis was that the treated attack, in the judgnment
of the investigator, was not a m graine.

The results of the intent-to-treat and th e
efficacy evaluable analyses we re virtually identical.

' mgoing to show you the effi cacy eval uabl e anal yses
on the grounds that this inclu des the set of patients
that were judged by the investigator to have treated

m grai ne attacks.

Looki ng at t he demogr aphi ¢
characteristics, and here |I'mshow ng you pool data,
though the data is broken out by study in the briefin g
materials that you were given, looking at th e
denographic data we see that t he nmean age was roughly
37 years. W see that there was a fairly w de range
of ages, though the nmajority of individuals were i n

the mddle-life years where mgrai ne preval ence peaks

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

64
W see that there was a fenal e preponderance in th e
study popul ation, not dissimlar to the epi dem ol ogy
of mgraine itself, and in the study overall roughly
ten percent of patients were African Anerican, roughl y
85 percent of patients were Caucasi an, and there was
a small group of self-identified H spanic and Asia n
study participants as well.

| want to sinply point out that the group s
were conparable in their baseline denographi C
characteristics, suggesting that the randomzatio n
was, indeed, effective.

Looking again at magraine headach e
history, we see that a little |ess than 20 percent of
the sanple had mgraine with aura, again, simlar to
the popul ation of mgraine sufferers. V¢ see that the
nmean nunber of headache attacks per nonth was 2.3 or
2.4, Thisis alittle bit higher than the nean attac k
frequency in the popul ati on, and the reason for that
is that we had protocol-specific exclusions tha t
elimnated people with relativ ely infrequent attacks.

The pattern of pharnacologic t reatnent in
study subjects is of interest here. he to tw o
percent of subjects took no nedication at all
Roughly two thirds of subjects used over-the-counter

medi cations, to the exclusion of prescription drugs,
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not dissimlar to the information I showed you for the
gener al popul ati on, 12  percent treated wt h
prescription drugs only, and roughly a fifth o f
subjects treated wth the conb ination of prescription
and over-the-counter nedications, and again, ther e
were no differences in groups treated with active drug
or pl acebo.

Now we are going to look, not at th e
basel i ne characteristics of the population, but at th e
basel i ne characteristics of the treated attack. | was
showing you information that was captured at th e
enrol | ment visit, now I'm going to show yo u
information that was captured i n the headache diary by
the study subjects at honme, at the tine they treated
their attacks.

Again, we see 20 percent -- a little less
than 20 percent of treated att acks were mgraine with
aura. Ve see that roughly 60 percent of patients had
nausea. W see that the conbination of photophobi a
and phonophobia in the pool ed data was slightly over
represented in the placebo treated subjects to a
statistically significant degree. This difference wa s
not statistically significant for the individua |
studies, and the statistical results |I'mgoing to show

you are adjusted for baseline differences in thi S
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covariate in any case. Two thirds of the patients ha d
noderate pain, one third had severe pain.

Wen we look at functional disability ,
recall that we deliberately excluded individuals who
were usually severely disabled by their headaches
Despit e that exclusion, roughly 30 percent of th e
sanpl e reported severe functional disability with thi S
i ndi vidual attack, even though they weren't usuall y
di sabled, and a small proportion reported that the vy
were conpletely incapacitated. So, the subject S
enrolled in the study were not treating trivia |
headaches.

Let's talk a bit about the primar vy
ef ficacy endpoints. The first endpoint is once again
the responder endpoint, which is defined as a
proportion of patients who had noderate or severe pai n
at baseline, who had mld pain or no pain at tw o
hour s. VW are plotting here the proportion o f
patients who responded with Excedrin in yellow ,
pl acebo in blue, across the three studies and in the
pool ed data. And, what you se e is that from56 to 64
percent of patients responded to Excedrin, and 31 to
37 percent of patients responded to placebo, th e
effect size here is inpressive, differences wer e

statistically significant in all three studies and, o f
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course, in the pooled data as well.

Now, looking at this endpoint acros s
miltiple points intime, andt he tine points assessed
in the study ranged from1/2 an hour to six hours, |
want to point out that there i s some non-linearity in
the time post-dose curve here, the intent was sinply
to nake the slide legible. Wat you see when you | oo k
at this slide in the pooled data is that statisticall vy
significant differences energed at 1/2 an hour an d
were naintained at all tine points through to si X
hours, and that by six hours t he pool ed response rate
was 80 percent, and these are cumulative respons e
rates, by the way, though |ooking at the hourl y
response rates the results are not substantiall vy
different than our highly statistically significant.

This summarizes the data for th e
indi vidual studies. M intent here is to sinply show
you that the data is quite consistent. Results ar e
statistically significant at all time points at on e
hour and thereafter in all thr ee independent studies.

Looking at the Pain Intensity D fference
score, and, again, this is pain at baseline mnus pai n
at two hours, we see substantial and statisticall y
significant effects in each of the individual studies |,

and, once again, in the pooled data as well.
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Wsing the sane style of presentation, her e
we are going to review the data across all the tim e
points in the study, and once again in the pooled dat a
there was statistically significant difference s
beginning at 1/2 an hour and nai ntai ned through al I
si x hours of the study.

Wen we | ook at the individual studies
once again we see that statistically significan t
differ ences are present in all three studies at al I
time points past one hour. The overall Pain Intensit vy
Dfference in the popul ation-b ased study at six hours
is 1.6 versus 1.3 in the other two studies, bu t
overal | the profile of results is strikingl vy
consi stent.

Looki ng at the secondary endpoi nts, what
|'ve plotted here is the effect on functiona |
disability, and what I'mplotting is the proportion o f

subjects with little or no functional disability i

=}

the pooled data. The fact that the Y intercept is a

20 percent neans that at baseline 20 percent of th e
study subjects had little or no functional disability :
and the increase in this proportion reflects th e

increase in the nunber of individuals who have n o

disability, i.e., inprovenent in functional status
In the pooled data, there are statisticall y
SA G CORP.
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significant differences at one hour and at all points
thereafter.

And, if you look at the individua I
studies, once again, the pattern of results fromstudy
to study is quite consistent.

This is looking at the proportion o f
subjects w thout photophobia. The Y intercept her e
i ndicates that the overwhel mng nmajority of subjects
had phot ophobi a at baseline, a nd what you see is that
at one hour and all time points thereafter there was
statistically significant inprovement in this endpoin t
as well. This slide denonstrates, again, that result s
were consistent fromstudy to study.

Looki ng at phonophobia, the results ar e
simlar, once again, that statistic there indicate s
that there were statistically significant baselin e
di fferences in phonophobia. T he test statistics were
done running an ANCOVA, which took into account those
baseline differences so the statistical results ar e
adjusted for this difference, and, again, there were
significant differences at all tine points, and th e
effect size is substantial. And, again, examnin (¢
phonophobia, the results were quite consistent fro m
study to study.

Wen you | ook at nausea, the relativel vy
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high Y intercept here reflects the fact that 4 O

per cent of patients had no nausea at baseline. Th e

reason for that, | believe, is that

patients who usually vomt and so nausea

we exclude d

inthis group

may have been less severe than it would be in a

typical prescription mgraine trial.

i npr ovenent in nausea, statistically

In terms o f

significan t

differences energed at two hours, and are present at

all tinme points thereafter, but no differences wer e

seen at early time points.

And, when we look at the

pool ed data ,

again, the results are relatively consistent fro m

study to study, though in the population trial S

statistically significant differences didn't energ e

until three hours.

W did a nunber of subgroup analyses t o

assess the robustness of these results,

and also t 0

get a handl e on whether there were subgroups for whom

this treatnent was not effective. The

results | m

goi ng to show you are based on the responder endpoint

and we exam ned gender, race, age, usual nethod o f

treatnment, presence of nenstruation at

baseline treatnent, and m graine type.

the tine o f

The diary included a question which wa s

sinply, you know, do you have your period today, that
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was asked of people who treated their attack, and if
t he wonan said yes we consider ed the headache to be a
mestrual | y-associ at ed headache.

Looki ng at these subgroup analyses, th
pool ed data represents what | hope is now famliar to
you, the 59 percent responder rate at two hours. We
we ook at fenal es versus nales, there are difference

bet ween active drug and pl acebo in both gender groups

and those differences are highly statistical
significant, and the magnitude of effect |ook
approxi matel y conparable as well. Looking a

Caucasians and African Anmericans, the effect i
statistically significant in Caucasians, in Africa
Anericans this difference is not statisticall
significant, though the patient group, as you can see
was relatively snmall, only 69 patients received activ
drug in the pooled data, and the nagnitude of th
effect was approximately conparable to other racia
gr oups.

Wien you ook at the three age strata tha
we examned, results were statistically significant i
all three age strata.

Again, |ooking at the pooled data, and no
conparing it by treatnent status, of those who treate

with over-the-counter nedications only there was
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statistically significant benefit, of those wh o
treated wth any prescription drug, that 1is |,
prescription drug alone or in conbination with OrC
again, there was a statistically significant treatnmen t
effect.

It's interesting to note that there was a
14 percent drop in the placebo response rate in th e
group that wused prescription drugs, so that th e
magnit ude of the effect size here, the differenc e
between active drug and placebo, is actuall vy
i npr essi ve.

In the group that had nenstruation a t
baseline, again, treatnent was effective, treatnmen t
was effective in peopl e who had m grai ne w thout aura ,
as well as individual s who had mgrai ne wth aura, and
the one place where | think you see a significan t
dimnution in treatnent in a subgroup is for th e
m graine wth aura group, although the study wasn' t
desi gned to nake this contrast the di fference between
the without aura group and the with aura group i S
significant, even though treatnent was beneficial in
bot h groups.

Moving on to a summary of adverse events
in the study, overall | think you'll see that the ARE

profil e here is strikingly simlar to what Docto r

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

73

Hof fman showed you for the tension-type headach e
studies, in that the side effects in the study wer e
generally mld and self-limte d. E ghteen percent of
Excedrin treated patients and 10.8 percent of placebo
treated patients had one or nore adverse experiences
that was a statistically significant difference, and
when we |ooked at AEs that the study investigato r
judged to be possibly or probably drug attributabl e,
agai n, there was statistically significan t
di ff erences. There were no serious advers e
experiences in the entire clinical trials program ,
either for the Excedrin treated patients or th e
pl acebo treated patients.

Wen we examned AEs by body s ystem when
the ARE occurred in nore than one percent of th e
sanpl e we see that there were -- that 1.6 percent of
t he sanpl e had cardi ovascul ar AEs, that five of those
events were tachycardia, again , tachycardia is a well
known side effect of preparations of this kind, and i n
every case the tachycardia was of short duration
self-limted and did not require specific therapy.

There were digestive system synptom s
associ ated with use of active drug. Nausea was nore
comon in individuals who received active drug, an d

the proportion of people who had nausea as an ARE i s
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actually simlar to what you s aw for the tension-type
headache st udy.

It sonetimes causes questions abou t
nausea, Yyou know, nausea as an ARE, in a conditio n
which is defined in part by the presence of nause a
sonetinmes raises questions for people. The nause a
here was treatnent energent nausea, or an exacerbatio n
of nausea foll ow ng treatnent, and, you know, | think
it's a nedication side effect.

Abdomnal pain did not differ in the two
groups. The incidence of vomting did differ. 1It's
interesting to note that there was actually nor e
vomting in placebo treated pa tients. It nmay be that
vomting is a manifestation of ongoing attack, an d
that the higher prevalence of vomting in placeb o
treated patients reflects the absence of the treatnen t
effect in the placebo treated group.

D zzi ness and nervousness were nore comMmo n
in patients treated with Excedrin than in thos e
treated wth pl acebo.

Vell, to sumarize the results of th e
clinical programthen, first focusing on the stud vy
popul ation, it's ny belief that the nethods we use d
allowed us to successfully rec ruit a w de spectrum of

subjects wth magraine headache, for whom an OI C
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anal gesi c were appropri ate.

Certainly, the vast majority of subjects
enrolled in the study used OIC nedications. Th e
enrol l ed subjects clearly had a diagnosis of mgraine
confirmed by IHS criteria, and further, the treate d
attacks were mgraine.

The nmajority of subjects were alread vy
treating their mgrai ne headaches with OIC anal gesics
65 percent with OICs al one, and 21 percent with OICs
in conbination with prescription drugs.

In terns of efficacy, Excedrin ES was an
effective treatnment for the relief of mgrain e
headache pain. There were significant differences |,
both on the responder endpoints and the Pain Intensit y
D fference endpoint, not only at two hours, which was
the tine point we designated a s our prinmary endpoint,
but at all tine points fromone hour to six hours.

In addition to that, Excedrin wa s
effective in inproving the synptons associated wt h
magraine, including functional disability, nausea ,
phot ophobi a and phonophobi a.

In terns of safety in the cont ext of this
clini cal program Excedrin was safe and wel |
tolerated. There were no seri ous adverse experiences

report ed at all. The adverse experiences that wer e
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reported were mld, self-limt ed, and simlar to both
prior clinical trials and the sorts of synptons that
occurred in the post-narketing surveill ance dat abase.

So, in sumary then, | think these three
studi es provided consistent evidence of the safety an d
efficacy of Excedrin in the treatnment of magrain e
headache pai n.

I'd nowlike to introduce S on Boney, who
is President of Bristol-Mers Products. He's going t o
di scuss with you the |abel conprehension study, an d
some educati onal prograns.

MR BONEY: Thank you, R chard.

Good norni ng. Ve are obviously ver vy
excited by the results of the clinical trials whic h
Doct or Lipton has just presented to you, affirmn g
Excedrin's safety and efficacy in mgrai ne headaches.

VW Dbelieve Excedrin can play a ver y
inportant role in the lives of many of the 23 mllion
Aneri cans who suffer frommgr aine headaches, and who
often turn to OIC pain relievers as aninitial line o f
relief.

Since what we are proposing to you today
anounts to a specific change on the |abel of Excedrin ,
to include nowthe relief of mgraine headache paini n

addition to the headache indication that is already on
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the | abel, and a correspondi ng warni ng about when to
see a doctor if pain is particularly severe, sinc e
that is what we are proposing, the Agency has asked u s
to study consuners' ability to understand this | abel
change by neasuring their conprehension of key | abel
nmessages on the new label, as well as on our existing
| abel, to nake sure that in the absolute there's a
high I evel of understanding and that the understandin g
is as effective in the new |l abel as with the current
| abel .

So, that's why we did the |abe |
conprehensi on  study. "Il present in about fiv e
mnutes a summary of that study to you, and then I'd
like to spend just a few mnutes after that talkin g
about our headache education prograns directed a t
consuners and professionals which we have conducte d
for many years, which we're very proud of.

The obj ective of the |abel conprehension
program and study was to ensure that the new us e
warning is effectively communicated, that you shoul d
see your doctor if painis so severe that you require
bedr est, and secondarily, to ensure that the othe r
warnings on the current |abel of Excedrin are no t
di mni shed when you add the mgraine indication an d

t he new war ni ng.
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This | know is difficult to see, but I
just wanted to show you, this is the current |abel of
Excedrin. This is the |abel that woul d change wit h
the mgraine indication, and t he way we tested it was
in the drug facts format, which as you know is part o f
the new FDA regul ations that we'll be noving to, and
we support that format. So, we tested the curren t
| abel and drug facts. This is the indication s

section, and the only change is the addition of -- yo

c

see that the uses currently are for tenporary relief
of pain associated with headache and the othe r
synptons, and it changes to for tenporary relief o f
pain associated wth headache, including mgrain e
headache. The change in the warning is, this is the
section of the warning that exists on the curren t
[ abel, and on the test |abel we've added for headache ,
including magraine headache, that's acconpanied b vy
vomti ng, you should see your doctor before you us e
it, and for headache, includin g mgrai ne headache, is
so severe that you require bedrest, that you shoul d
see your doctor before using the product, if that is
your type of pain.

In addition, we wanted to ensu re that the
current warni ngs on Excedrin are not di mnished when

you add this new indication, and that, again, ist o]
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see your doctor if your headac he, including magraine,

i's acconpani ed by vomting, to ask your doctor after

use if the synptons, including headache pain, continu e
or worsen, or if new or unexpected synptons occur.

The methodol ogy was, we did the stud vy
anmong m grai ne headache sufferers. These were self-
report ed sufferers of magraine over the past fiv e
years. Forty percent of those in the study ha d
actual | y been di agnosed by a physician with mgraine
during this tine. These were done in nmalls, in 3 2
| ocations dispersed across the country. There wer e
906 subjects, 748 randomstratified by age and gender
and we added 158 suppl enental subjects who were high
school non-graduates. This is typically the sensitiv e
area when you are neasuring | abel conprehension, is by
educat i on. V¢ wanted to supplement with a robus t
sanple of non-high school grads to ensure that th e
communi cati on was consi stent regardl ess of education
| evel .

Fi ve hundred and 76 saw the test |abel
340 saw the control. This was an open | abel study :
nmeaning that just as inreal life the person had the
| abel in front of themwhen the questions were being
asked of them and open-ended, as wel | as cl osed-ende d

questions were asked. Qen-en ded questions were when
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the interviewer asked a questi on and records what ever
response is given unpronpted, and closed-ende d
questions, which are always asked afterwards, wer e
mul tiple choice in nature.

And so, to the results. First off, th e
new use warning is effectively comruni cat ed. Th e
question, if your headache or m gr ai ne headache is so
severe that you require bedres t, what do you do? The
correct answer is to ask a doctor before use, and as
you can see, whether on an open-ended basis or a
cl osed-ended basis the scores were quite high in the
absolute, which was the desirable outcone. Anos t
nine out of ten subjects clearly understood to see a
doctor if their pain was so se vere, and that was what
we woul d have hoped for

This result was true whether you wer e
| ooking at high school grads or high school non-grads ,
sanme question, very high levels of conprehension i n
the absolute to this inportant warning.

Now, looking at the current headach e
warnings, which we want to nake sure were no t
dimni shed, if a headache or mgraine headache i S
acconpani ed by vomting, what do you do? Again, the

correct answer is to ask a doctor before use, and her e

you see, both on an open-ended basis and a cl osed
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ended basis the scores also were quite high, and the
desired outcone here is to att ain a high score in the
absolute, as well as to ensure that the test |abel :
the new | abel, comunicates as effectively as th e
current |abel. And, as you can see, that was achi eved ,
and that is true whether you are looking at hig h
school graduates or high school non-graduates, hig h
| evel s of conprehension, no difference.

The other warnings, if the synptom s
continue or worsen, or if new or unexpected synptons
occur, the correct answer is, ask a doctor after use,
and regardl ess of open-end or closed-end for both of
t hese questions, synptons continue or worsen, Or new
or unexpected synptons occur, again, very high levels
of communi cation on this, both in the absolute and fo r
the new |abel versus the current |abel, and this :
again, was true whether you are | ooking at high schoo |
grads or high school non-grads, high levels o f
absol ut e conprehensi on and new versus control .

For the purpose of this presentation, in
the interest of tine, we have shown you just the data
for the total population, as well as broken out b vy
education level. W have |ots of data broken out by
ot her sub-popul ations, by race and gender, incom e

levels and so forth. W'd be happy to share any o f
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this information with you. | can tell you that when
you look across all the subgroups there are n o
inportant differences in comunication anmong any o f
them it is consistently high across all the different
sub- popul ati ons.

So, in conclusion, the newuse warning is
effectively communi cat ed. The addition of th e
m gr ai ne headache indication and the new use warni ng
does  not dimnish the comunication or th e
under st andi ng of the other warnings that are al ready
on the | abel, and conprehension is consistently high
across key denographi c groups and education | evel s.

|'"d now like to turn just am nute to our
education prograns. Two points I'd like to nake here .
W' ve been doing these for many years, usually in a
situat ion like this soneone in ny position would b e
promsing you a lot of education prograns that w e
would do if you approve the ne wdrug or indication we
were seeking. In this case, these are prograns w e
have been running for several years. V¢ hav e
escal ated our coomtnent to themyear in and year out ,
and we wll continue these prograns and continue t o]
increase our commtnent to them regardl ess of whethe r
we get this new indication or not.

The other point is that there arealot o f
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people who are interested in these prograns and th e

education they get fromthem W have enrolled over

1.6 mllion consuners into our headache educatio n
program which we call the Headache Resource Center,

we' ve enrol | ed over 45,000 hea |th care professionals,

i ncl udi ng over 35,000 physicians, so there is a high
level of interest. VW continue to enroll bot h

consuners and health care professionals into thi S
programat a rate of over 3,000 calls on average per
week.

Ther e are many nessages that w e
communi cate here. Some of the key ones are, th e
lifestyle factors affecting headache, we encourag e
people to keep a headache diary, to find out wha t
triggers their headaches, be it certain types o f

foods, or allergies, or environnmental stresses, |ack

(@)

of exercise, these sorts of things. V¢ hel p peopl e t
understand their triggers, to help themprevent futur e
headaches. VW teach them various approaches t o
treating headache, starting first wth non -
phar macol ogi ¢ approaches, and if those don't wor Kk
phar ma col ogi ¢ appr oaches. If those are used, th e
appropriate dosing of OIC analgesics, all Or C
anal gesics, not just our's, wh en to seek professional

consultation and additional information sources that
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they can go to.

This is a sort of map of all the differen t
prograns that are available, which we believ e
encourages safe and effective use of all Or C
medi cati ons for headache. The consuner prograns are
available to themthrough adve rtising and other forns
of media. In fact, | noticed in this week's Peopl e
magazi ne we have a full page ad about our Headach e
Resource Center and inviting p eople to enroll and get
educational information about how to di mnish thei r
headaches.

W send a lot of materials directly t o
peopl e's honmes. W have a quarterly newsletter toth e
people who enroll in the program VW send the m
wor kbooks, headache nanagenent panphlets, sanples
These naterials are also available in the store, a s
well as interactive. VW have a web site, an 80 O
nunber, and so forth.

As well to professionals, we have man vy
di fferent outreach prograns, continuing nedica |
education, newsletters, synpos ia, et cetera. W have
a popular Allied Health Program particularly focusin g
on workplace wellness. You heard a |ot of comment S
this nmorning about the problem with headaches an d

m gr ai ne headaches in the workplace, and we have a
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popul ar programwhi ch helps co npanies work with their
enpl oyees to mnimze the occu rrence of headaches and
their debilitating nature, which several conpanie
have asked us to present to them

W have a mnmanaged care program fo
patients and professionals, pr ograns for pharnacists,
many different naterials which physicians can hand ou
to their patient, a w de range.

These are just sone exanples of sone o
the brochures and newsletters, videos which we mnmak
avail abl e to encourage safe and effective use of OIC
medi ci nes. V¢ have included in your briefing boo
which you received from us sone exanples of th
educat ion materials, and when we get the |abelin
comments that you have towards the end of the neeting
we would be very happy if you have any coments t
make about any of the educational materials or an
suggestions for how to nake them better, we woul
certainly appreciate.

These are just exanples of sonme of th
materials that are nmade avail able to professionals an
some of the ways in which they can receive thes
materi al s.

So, in conclusion, as | said, this is an

i nportant education programwhich we've been doing fo
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several years. W wll continue to do it at a ver vy
high level, regardl ess of whet her we get the approval
we are seeking. The educational prograns wll b e
expanded to further reinforce physician consultation
when appropriate, to inprove the mnanagenent o f
headache pain, including the mgrai ne headache pain,
by consuners and health care professionals, and t o]
continue to address specific information needs o f
headache pain sufferers, including mgraine sufferers

Thank you very nmuch for your attention

|'d nowlike to ask Doctor Hof fran to cone back. We

o

wll do a brief conclusion, and then we'd be delighte
to take any questions that you have.

Thank you.

DOCTCR HOFFMAN  Thank you.

| would nowlike to summarize the finding s
of our program and address the FDA questions.

Again, just to review, the requeste d
regul atory action is for the O TC Excedrin ES. Pl ease
recall that thisis not an Rk to OIC switch, and this
is just an additional indication for Excedrin. And,
specifically, it's to change the OIC headach e
indication from tenporary relief of the pai n
associated w th headache to tenporary relief of th e

pain associated wth headache, including mgrain e
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headache pai n.
The FDA questi ons:
1. Is the pain of mgraine an appropriate OIf C
i ndi cati on?
2. Has the applicant provided adequat e
evi dence to support the effectiveness of Excedrin in

an OTC m grai ne popul ation?

3. Has the applicant provided adequat e
information to support the safe use in an OTC mgrain e
popul ati on, and prov i de ot her labelin g

recommendat i ons?

The pain of mgraineis an appropriate O C
i ndi cati on. W discussed this during ou r
presentati on. Headache pain is a long-established O C
i ndi cation, headache pain incl uding m grai ne headache
pain is synptonatic, self-reco gnized, acute and self-
l[imted, and episodic, and certainly appropriate as a n
OrC i ndi cati on.

Many mgraine sufferers already use O C
anal gesics. As we've nentioned in a nunber of studie s
and surveys, greater than 60 percent use OI C
anal gesi cs.

Specifically, OrC  Excedrin 'S an
appropriate treatnment option for the consunmer wit h

m gr ai ne headache pain. It's effective for the pain
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of both mgraine and tension-type headaches at th e
sane dose, so there's no need for a consuner t O
diff erentiate the headache type. OrC Excedrin ha s
been indicated and used by consuners for relief o f
headache pain for greater than 19 years. The current

| abeli ng, which has been there for a long tinme ,
successfully communicates Kkey safety and wusag e
nmessages to consuners, and the new labeling that w e
wll add will strengthen these warnings.

The clinical studies  support th e
ef f ecti veness of Excedrin in the OIC mgrain e
popul ation. The three clinical trials, 840, 841 and
842, each denonstrated the effectiveness of Excedrin
in the relief of mgrai ne headache pain, as | said, i n
each of the studies, as well as the pool ed data.

Onh this slide now, there is the poole d
data for the two prospectively defined prinmar vy
endpoi nts, and |I'mshow ng you data fromthe 1/2 hour
point to six hours, with the t wo hour point being the
primary tinme point. But, as you can see, very robust ,
clear treatnent effect for the Excedrin in thi S
popul ati on.

G note, this information has bee n
submtted to the -- accepted by the Archives o f

Neurol ogy, and is currently in press.
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Excedrin was al so effective in inproving
the synptons associ ated with mgrai ne headache in eac h
study and the pool ed data. Doctor Lipton showed you
data on phot ophobi a, phonophob ia, nausea, disability,
that was al so very positive.

W studied a broad spectrum of subject s
for whom OIC anal gesics are appropriate. Again
Doctor Lipton nmentioned the recruitnment technique s
used and the population recruiting, which helpe d
enable a group of OIC patients, regardless o f
physi ci an consul ti ng stat us.

Additionally, as we said, in any way w e
| ooked at the data, clearly greater than 60 percent o f
these patients were using OIC anal gesi cs.

Additional |y, subjects were IH S di agnosed
m gr aine sufferers, and the treated headache was a
mgraine, again, an inportant consideration by the FD A
at the start of the program

d i ni cal studies and post-marketin g
surveil l ance support the safety of Excedrin ESin an
OIC mgraine popul ation. W showed you data on th e
tension headache nodel, in our post-narketin g
surveillance, as well as in the mgraine program

Adverse experiences were mld, self

limted and simlar to that expected from these singl e
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conponents, the Aspirin, caffeine and acetam nophen,
and overall had an excellent profile.

Wth regard to revised | abelin g, warnings
were strengthened to direct co nsuners to see a doctor
before use if the headache is acconpanied by vomting
or so severe as to require bedrest. The results o f
t he | abel devel opnent pr ogr am denonstrate d
conprehension of all nmajor warnings in the test |abel |,
and that the addition of mgrai ne headache pain tothe
i ndi cation section did not di mnish understandi ng of
t he exi sting warni ngs.

The education program M. Boney ha s
spoken about this and Bristol-Mers has an ongoi ng Or C
conpr ehensi ve educat i onal program for headach e
sufferers, and the headache tr eated nedical comunity
has already reach 1.6 mllion consuners and ove r
46, 000 professionals, health care professionals.

Bristol-Mers wll continueto expand thi s
program by adopting nore prograns, to includ e
responsi ble treatment of mgra ine headache pain in an
OIC setting.

Finally, conclusion, pain of mgraine is

an appropriate OIC indication. Studies 840, 841 and

842 denonstrate the effectiveness of Excedrin in a
population likely to use OIC analgesics to trea t
S A G CORP.

202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

91

m grai ne headache pain. dinical studies and post -
nmar ket i ng surveill ance support the safety of Excedrin
as an OIC product. The labeling and educationa |
prograns successfully communi cate key safety and usag e
nessages to consuners.

You've heard a nunber of nessages fro m
consuner groups and headache interested consuner s
early in this presentation that underscored th e
inportance of treating mgraine headache pain an d
providing an option to consuners.

Final ly, approval of OIC Excedrin ES for
the relief of mgraine headache pain would provid e
consuners wth a safe, proven effective, wdel vy
accessible and inexpensive treatnment option wt h
conpr ehensi ve | abel i ng.

Thank you.

|'d Iike to ask Doctor Lipton to join ne
for sone --

CHAIRVAN D AGCBTINO Wiat |t hink | will
do, actual ly, thank you very much for th e
presentation, but this mght be a good tinme for a
break. Let's take a 15-mnute break, and please b e
back at 10:45, and we'll begin immediately at 10:4 5
wi th the questions.

(Whereupon, at 10:39 aam, ar ecess until
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CHAl RVAN D AGCSTI NO VW've heard th
presentation from Bristol-Mers, quite conplet
presentation discussing the issue of the Or
popul ati on, the clinical trials, and the |abe
conprehension studies. MNow, I'd like to invite th
commttee nenbers, excuse ne, I'd like toinvite the
commttee nenbers to ask questions.

Sid, do you want to begin that?

DOCTCR GLVMAN  Yes. | have two question
for the sponsor. The first concerns the thre
studies, the second concerning the labeling of th

product. Perhaps, I'lIl just ask one at a tine.

92

(¢

First, with respect to the thr ee studies.

You nentioned diabetes nellitus and hypertension a

exclusionary criteria, but | did not see evidence that

the patients in these three studies were actuall
exam ned wth a physical examnation or neurol ogi cal
examnation. A particular study, 840, where you did

an epidemologic study, you did ascertain tha

y

patients had a history of headaches t hat woul d sugges t

mgraine, but did you actually have a physica
examnation to ascertain the | evel of blood pressure,
look for papilledemra, and do the rest of th

neurol ogi cal examto be sure you were not dealing wt

SA G CORP.

e

h

202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

93

secondary headache?

DOCTCR LI PTON  Yes, | apol ogi ze for not
maki ng that clear. The patients in 840, or 84 O
patients were recruited using the popul ati on met hods.
In the other studies, 20 perce nt were recruited using
popul ati on net hods, but once patients arrived in the
clinic every patient had a history taken by a
physician, who did a sem-structured interview, an d
every patient had a conplete general nedical an d
neurol ogic examnation. And, I'msorry if | didn t
make that clear.

DOCTCR G LVAN Wl |t hanks, | didn't see
it inthe briefing book either, but I'"'mglad to know
t hat .

Second question is, as we heard, and I
think nost of us know, people w th mgrai ne headaches
frequently sel f-nedi cat e wth over-the-counte r
nmedi cations, often they wll take nedication ever vy
day, whether or not they have pain, and a well-known
consequence of this kind of behavior is analgesia -
i nduced chronic daily headaches. There's a larg e
literature about this phenonenon.

The sponsor nentions in the labelin g
material, do not use for pain of nore than ten days,

unl ess directed by a doctor. Knowi ng that patients
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with magraine and other kinds of headaches commonl y
treat daily, even when they don't have any headache,
have you considered adding an additional warning ,
sonething to the effect that prolonged use of thi S
product can lead to chronic daily headache?

DOCTCR LIPTON  You know, it's certainly
true in clinic-based sanpl es i n headaches of specialt y
practice, for exanple, that a high proportion of the
patients treat headaches every day. For mgrain e
sufferers, in particular, in the comunity that' S
actually not a very common pattern at all.

| certainly agree with your point tha t
nmedi cation over use needs to be limted, and tha t
nedi cation over use is an issue. You know, ny initia |
t hought woul d be that the advi ce on the |abel, not to
use the nedication for nore than ten days withou t
physi ci an advi ce, would be sufficient, but --

DOCTOR GLMAN  Well, it says for pai n
nore than ten days, it doesn't say, don't use it nore
than ten days.

DOCTCR LIPTON | see, so your concern is
that people are sinply taking the nedication on a
daily basis for absolutely no reason at all.

DOCTOR G LNVAN That's frequently th e

case, yes. |It's well known, well known anmong headach e
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sufferers.

DOCTCR LI PTON Yes, and | guess m vy
comment would be that I'mnot sure that's a commo n
phenonenon, | think it's not a comron phenonenon, but
to the extent that it is an issue, it's an issue for
all OIC anal gesics, independent of the addition o f
mgraine to the label. So, | guess, to the exten t
that that's a serious concern, | think it's a generic
concern for all OIC anal gesics that shoul d be | ooked
at .

CHAl RVAN D AGOSTI NO Yes.

DOCTCR  ZIMI N In your trials, yo u
mentioned that you thought it was unethical to treat
pati ents with severe headache problens, and so th e
pati ents who had severe mgrai nes were excluded from
the protocol. Nevertheless, the | abel that | saw doe s
not indicate that you have warned the patients tha t
for severe headaches that this drug is likely to b e
ineffective, or at |east was not tested. Can you tel |
ne alittle bit about howyou plan to deal with that?

DOCTOR LI PTON  Yes, you know, one issue
is what's meant by severe, and , you know, when peopl e
tal k about severe mgraine they nean one of thre e
di fferent things. Sonetimes they nmean severe pain

and patients wth severe pain clearly were treated in
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the trial, and, in fact, a third of treated attack S
had a baseline intensity that was rated severe across
the entire program So, in terns of efficacy fo r
severe pain, | think the programdenonstrates it.

A second t hing peopl e sonetime s nmean when
they tal k about severe mgrain e is disability, and in
the context of this program the exclusion was fo r
peopl e who usual ly required be drest, who were usually
so disabled that they required bedrest, and thos e
people were not included in the clinical trial, an d
the label advised individuals who usually requir e
bedrest to not take nedication wthout the advice of
a physician. So, there's a co npatibility between the
i nclusion/exclusion criteria of the study and what's
on the | abel.

The third thing people nean by sever e
sonetines is treatnent refractoriness. They nean, yo u
know, | get these mgraines, a nd no nedication worKks.
In the context of this particular clinical trial S
program there was no exclusion based on nedicatio n
response at all, just an exclusion based on usuall y
requiring bedrest or vomting nore than 20 percent of
the time.

DOCTOR HOFFVAN:  Perhaps, if you' d IiKke,

we coul d show you sone of the data on the nore severe
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patients as well.
CHAl RVAN D AGOSTINO  Wul d you like it?
Wy don't we nove on. David, do you have a question?
DOCTCR DRACHVAN:  Yes. You haven't done
the study, but have you | ooked at the data regarding
ergot or the triptans, and how much nore or les s

effective Excedrin is vis-a-vis those nedi ci nes.

c

DOCTOR LI PTON Yes, you know, as yo
said, this wasn't a conparative trial, so, | nean
there's no direct way of commrenti ng.

In the 12 percent of patients who too Kk
rescue medi cation, about 30 re scued with Sunmatri ptan,
and | believe approximately another 30 rescued wit h
ergots, but, you know, there's no direct conparative
dat a.

You know, | also want to commrent that

because we excluded the nost disabled headach e

sufferers from this trial, the patient populatio n
included in this study, or these studies, isn't reall y
conparable to the patient population enrolled in the

Surmatriptan trials. The actual nmagnitude of th e

treatnent effect, the difference between active drug
and the placebo, is simlar to Sumatriptan, but I
woul dn't want to make an infer ence about that because

of the difference in patient popul ations.
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DOCTCR DRACHVAN  The other is sue is that
t hese people were all known to be mgraineurs. Now,
undoubtedly, a lot of the people out there regar d
mgraine as being a very bad h eadache, and one of the
things we mght worry about is that people wit h
ruptured aneurism subdural hematonas, neningitis

brain tunors, and so on nay fi gure, well now I've got

>

a real mgraine, maybe I'd better try this drug, whic
has that as one of the indications.

| sort of wondered whether a nunber o f
ot her warnings mght not be included in your | abeling .
For exanpl e, headaches that ar e new, that begin after
the age of 40, would be one that one would thin k
about . Headaches associated with a stiff neck
headaches that awaken one from sleep or are wort h
I yi ng down, and headaches t hat begin foll owing a head
injury, now that gets to be sort of a medical text :
but one wonders whet her you need not include sone of
t hose warnings with the drug.

DOCTCR LIPTON  Yes. Certainly, it is an
undesi rabl e outconme of people wth secondary headache
di sorders, treat with an over- the-counter nedication,
and so del ay seeking care.

| woul d point out that headache has been

an OIC indication, you know, for many decades, so to
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a great extent the problemexi sts already, whether or
not mgraine is added to the | abel, and ny vi ew woul d
be that the increnental risk of adding mgraine toth e
| abel is | ow

You know, if you are saying that -- yo u
know, and there are, essential |y, two ways of dealing
with the issue you raise. (he is through publi C
education, and M. Boney has shown you educationa |
materials that actually contains all of the warnings
that you nentioned and sone ot her ones that you didn' t
menti on. So, one strategy is through publi ¢
educat ion. The second strategy is to actually hav e
the warnings on the box, and what woul d be the nos t
effective method for communicating those nessages, yo u
know, I"'mnot sure, but | dot hink the issue that you
raise is an issue pertinent to OIC headache i n
general, and not just OTC m grai ne.

DOCTCR DRACHVAN Wl I, yes, b ut you know
that a year doesn't go by that we don't see several o f
these in our energency room people with sub - -
henorrhage who have treated it with Aspirin, that's a
really dangerous way of treating it. So that, on e
wonders whether sinply by using the word mgraine
which to the lay public may nean a really ba d

headache, you are inviting that a little bit nore.
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DOCTOR HOFFVAN: | think you bring up a

very good point, and both M. Boney and R chard have
nmenti oned sonme of the educational information that's

al ready ongoing, and actually pretty nuch mmcs a lot
of the things you just said, and | think it’ S
something that we need to talk about as we get t o
| abeling and see the relative nerit of that conpared

to the current |abeling.

CHAI RVAN D AGCSTI NO Ve  will hav e
| abel i ng recommendations, | think that's going to be
quite inportant.

Doctor Brass and then Doctor D anond.

DOCTOR BRASS: | have a couple --

DOCTCR DAMOND:  Can | just an swer Doctor
Drachman for a mnute, please?

CHAl RVAN D AGCSTI NG Pl ease, do, yes.

DOCTCR DI AMOND: | don't nean t o
interrupt, I'msorry.

CHAI RVAN D AGCSTINO  No, pl ease do.

DOCTCR DI AMOND:  Ckay.

There was a very interesting study about
your first question that was d one in Europe by Doctor
Tfel t-Hansen, and he did this study on 421 people
It's conparable, he used |ysine acetylsalicylic acid

and netocl opramde and conpari ng it with Sunatriptan,
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and had very effective results with the conbinati on.
So, | just want to answer your first question.

' ve got ny own questions to ask Docto r

Lipton and the group, but | just wanted to give yo u
that information. |If you want, 1'll be glad to give
you the article, | brought it me with ne because i t
was interest.

CHAl RVAN D AGOSTI NO  Very good.

Doctor Brass will ask a question, and the n

Doct or D anond.

DOCTOR BRASS: | have one guestion about
the study, and then a few questions about the Or C
appropri at eness.

The study question has to do with rescue
nmedi cations, and it wasn't clear to ne what th e
protocol content was for rescue nedi cation, what was
permtted, what was used, and the group differences i n
rescue nedi cati ons.

DOCTCR LIPTON R ght, 12 percent -- i n
the pool ed data, 12 percent of patients treated with
Excedr in, and 28 percent of patients treated wit h
pl acebo rescued.

W asked patients not to rescue if the vy
could possibly avoid it prior to the two hour primary

efficacy tine point, and, in fact, patients who di d
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rescue prior to that endpoi nt were excl uded from you
know, the anal yses that | showed you.

Can | have the back-up slide on rescu e
nmedi cat i on, pl ease? This slide actually wl |
summarize for you by class what rescue nedication s
peopl e took. And, of course, you Kknow, one issue wit h
rescue nedication is that observation points follown g
rescue are influenced by the effect of rescu e
nmedi cat i on.

So, what we are looking at is rescu e

-

nmedi cation for OIC products and prescription drugs fo
the Excedrin group and the pl acebo treated group. You
see that the placebo group is much nore likely t o]
rescue, that the majority of patients who rescued ,
rescued with over-the-counter products, rather tha n
prescription drugs, which is conpatible with what the vy
told us, that they wusually treat their mgrain e
headaches w th over-the-counter products rather than
prescription drugs. And, OIC analgesics was th e
single, nost common category, wth acetam nophen and
| bupr of en products being, you know, the nost heavily
represented products in that anal gesic group.

DOCTOR BRASS: Thank you.

e of our concerns, one of th e issues we

are going to have to deal with is whether patients ca n
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sel f-recogni ze and self-diagno se this disorder. And,
inthat context, 1'd be intere sted in any infornation
you have on screened failures, particularly people wh o]
presented as saying | have mgraine and |'meligible
for this study, who, in fact, were not for any reason .

DOCTCR LIPTON  Ckay. First I'd like to
respond to the assunption your question nmakes, an d
then I'd like to respond to your question.

In terns of the assunption your question
makes, in ny view, you know, magraine being an O C
indication does not require that consuners are ableto
sel f-di agnose, and ny reason for naking that statenen t
is that, you know, currently, people with magraine ar e
self-treating with over-the-counter nedications, and
i f someone has mgraine and they nake a m stake, the
concern is that they have a secondary headache, a s
Doct or Drachman suggest ed. If soneone thinks the vy
have mgraine, but they really have tension-typ e
headache and they take Excedrin, or if they nake the
mstake in the other direction , that's a mstake that
does no harm because if treatnent works they ar e
satisfied, if treatnment doesn't work they are directe d
to consult their physician.

In terns of the accuracy of self

identified mgraine, in this study people wer e
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enrol l ed, not based on self-id entifying mgraine, but
based on our interviewng them about headach e
synptons, and then assigning an | HS based di agnosi s.

VW have examned, in another stud vy
actually, in the Anerican Mgraine Study, the accurac vy
of MD diagnosis versus |HS diagnosis, and th e
accuracy of self-recognition of mgraine in th e
absence of nedical diagnosis.

DOCTCR BRASS: No, | understan d that, but
|'"mspecifically interested in the screened fail ures
in these studies, who the patients, by phon e
interview, were thought to be eligible, who on exa m
turned out not to be eligible.

DOCTCR LIPTON  (kay, yes, |'d be happy t o
show you that data. Can | have the back-up slide tha t
begins with the recruiting interview process?

Wi le they are | ooking for it, though, I
thought your interest was in the accuracy of self -
identified mgraine, and in terns of that, you know,
| would suggest, you know, a better data point i S
| ooki ng at peopl e who said the y had m grai ne but have
never been di agnosed by a doctor, and then the result s
of a clinical assessnent, and when we've done that we
find that self-identified mgraine is relativel y

insensitive, the sensitivity i s about 40 percent, but
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the specificity is about 85 percent.

And, interestingly, when we co npare self-
reported physician diagnosis with IHS diagnosis
sensitivity and specificity is about the sane.

Actually, the slide |I'mlooking for isthe
second of the flow diagrans. |'msorry that | don't
remenber the nunber.

Ckay, so this actually sumarizes th e
popul ati on-based recruiting interviews that we did
It may take us a little longer than it's worth to go
t hr ough here, but we conpleted a total of 50,000 - -
approxi mately 50,000 screening interviews, w e
identified 4,650 odd subjects who, on prelimnar vy
first-cut analysis we thought had m graine, of those
1,043 refused further participation, there were 57 9
who noved or whose phones were disconnected, ther e
were 86 we were unable to |ocate.

V¢ then conpl eted recruiting interviews on
2,947 patients, and ended up identifying a stud vy
sanpl e of 868 who based on the phone we thought were
eligible for study. O those, 197 either mssed o r
refused to allow us to schedul e appoi nt ments for them,
671 actually conpleted clinic visits, and of t hose 232
screen failed for one reason or anot her, giving us ou r

enroll ed sanple of 439 in the popul ati on-based st udy.
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And, if you are interested in seeing the
reasons for screen failure, if you could put on slide
237, pl ease.

DOCTCR BRASS: 1'd also be interested in
236, as to why the phone interview didn't work.

DOCTCR LI PTON Ckay.

Now, this is a slide that shows th e
distribution of recruitnent interviews in the 2,94 7
peopl e who agreed to be interviewed for the study, an d
we found them ineligible for low frequency, fo r
diagnosis in 616 out of the 2,947, because they ha d
allergic reactions to study nedi cation in 120, becaus e
of health reasons in 220, beca use of concomtant neds
that were exclusions in 253, and for other reasons
and of those 509 other reasons the nost comon wer e
either that their headaches were severely disabling,
or that they vomted nore than 20 percent of the time .

DOCTOR BRASS. Do you know if those 61 6
patients who were excluded bas ed on diagnosi s thought
they had -- stated they had mgraines up until tha t
poi nt ?

DOCTCR LIPTON Wl I, actually , only --
actual |y don't know the specific nunber, but it's a
m nority of those individuals who were excluded wh o

bel i eved they had m grai ne.
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DOCTCR BRASS: (kay.

And, can | ask just a couple very quic Kk
| abel i ng questi ons. First, | actually agree wt h
Doctor Glnman's point, that mgraine is different :
because it is a chronic condit 1ion, where patients nmay
be viewing the nedication in terns of a chroni c
condition, whereas, the existing labeling is fo r
episodic conditions, so | do think the chronic us e
issue is a nore inportant one.

And, ny final comment is, | have serious
concerns about the "label conprehension study
denonstrating any of the point s that it was purported
to denonstrate. If, in fact, the points that you hav e
added to the label you truly feel are inportant fo r
the consunmer to wunderstand, then testing thei r
conprehension of it in a cued, open book exam doesn't
seemto ne to be the way to test whether the consumer
picking up the nedication off the shelf, wl I
under stand independently and extract that information

And, | have serious concerns about whethe r
that test has neani ngful paraneters.

DOCTCR LIPTON  Let ne respond first t o
the issue of mgraine as a chronic disease, 0 r
mgraine as an episodic disease. You know of course ,

the nost striking nmanifestations of mgraine are the
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epi sodi ¢ attacks of pain, and, you know, ny personal
view is that there's a severe spectrum of mgrain e
where it's best to conceptualize it as a chroni C
di sease where the attacks are frequent, where there's
adimnutionin quality of |life between attacks, but
there's also really a spectrumof mgraine where the
attacks are relatively infrequent, they occur one or
sever al times a nonth, there aren't disablin g
consequences, and the nost not able nanifestations are
occasi onal epi sodi c attacks of self-limted pain that
respond to over-the-counter anal gesics.

So, | guess ny view is a little nor e
conpl ex than your's, though I certainly agree that the
chroni c spectrumof mgraine exists, you know, that's :
| don't think, the spectrumth at we're tal king about.
The | abel conprehensi on may be --

MR BONEY: Ve sinply felt that the nost
effective way to do the research was to try t o
replicate the real world situa tion that people are in
when t hey have questions about the product they ar e
t aki ng. In the real world, if they have a produc t
whi ch they are considering usi ng and wondering how to
use it or when to use it, they have the label in fron t
of them they consult that |abel to nake a decision a s

to whether this is what | should be using now, o r
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should | be doing something el se. So, we were sinply
trying to replicate as closely as possible wha t
happens in real life.

DOCTOR  HOFFIVAN Just one other brie f
conmment. In terns of the actual |abeling requested,
it's for the tenporary relief of pain associated with
headache, including mgraine h eadaches. | think your
point is a good one, in terns of the spectrum o f
mgraine, but we are really talking about tha t
headache pai n.

CHAI RVAN D AGCSTINO  Doctor D anond, do
you have questions?

DOCTOR DI AMOND: Yes, 1've got som e
questi ons.

Nunber one, how did you neasure you r
endpoint, did you use a stop watch, or did you jus t
ask the patients to tine it thensel ves, or did you us e
t he Laska nethod, or what did you use, R chard?

DOCTCR LI PTON: Yes, no, there was no --
there was no stop watch, and there was no study clock |,
the patients had a diary card, which is actually i n
t he packet you have in front o f you. The time points
for all the assessnents were witten on top of th e
diary card, and the patient was sinply trained t o]

record the assessnents at the appropriate tine point
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using a clock that they had at hone.

DOCTOR DI AMOND: Secondly, do you fee
that the six hour relief curve that you showed, that
it was due basically to the abortive effect of th
medi ci ne? These people were having -- you know

there's all different degrees of mgraine, there are

peopl e that get attacks that last 24 hours, we do kno w

that the non-steroidals can ab ort attacks or cut them

short, and do you feel that the six hours wer

actual ly aborted attacks, or d o you think that it was

strictly pain relief that occurred?

DOCTCR LIPTON | don't really have th
data to nmake that differentiation. GCertainly, for a
nunber of mgraine nedications, patients experienc
pain relief and then devel op recurrences subsequently
That wasn't neasured in this study, this study wa
desi gned as an acute dosi ng study.

DOCTCR DDAMOND. Al right.

And, ny other concern | go with Docto
Alman on, and I'd like to say, you know, the nmajorit
of the people that have mgrai ne, and they nmaybe get
two attacks a nonth, sonetinmes you have people wt
six or eight attacks a nonth, we who have headach

clinics, or neurologists who see patients wt

headache, sonetines see a very skewed popul ation, and
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We see a great nunber of peopl e with daily headaches,
the abusers, and all these type of patients.

| don't think that we should mx thes e
type patients with what we are talking about righ t
now. Doctor Alnman, | appreciate your comments on th e
warning, and | think that mayb e on the |abeling naybe
we should say that if your mg raine is over 48 hours,
you shoul d see a physician if your mgraine is over 4 8
hours, because if you are dealing with a mgraine that
that 's prolonged it's not going to get the benefi t
from any continuation of the drug. And, thisis m vy
only objection to the | abeling.

DOCTOR LI PTON Yes, | think that's a
wel |l -taken point, and I'mnot -- you know, | think th e
optinal labeling is something that's going to need to
energe from discussions, and certainly that's a n
i nportant suggesti on.

You know, just to enphasize the issue tha't

you raised, which is really an issue of selectio

=}

bi as, you know, | showed you that nost people wt h
m graine are not currently consulting, but of thos e
who do consult nost people consult in primry car e
settings, of consulters ten to 15 percent se e
neur ol ogi st s, only two percent see headach e

specialists, so that group of patients who you and |
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see in our sub-specialty practice does not | ook Iike
t he headache sufferers in the comunities at all. I
nean, | think what you saidis really quite inportant

CHAI RVAN D AGCSTINO  Any comments ove r
her e?

Lynn.

DOCTCR McKINLEY-GRANT: | guess thisisin
line alittle bit with Doctor D anond' s question, but
| just wanted clarification. Dd you look at th e
timng of the onset of the hea dache to when they took
t he Excedrin?

DOCTCR LIPTON  Yes, the way the study wa s
designed is that patients were instructed not to take
nmedi cation wuntil they had pain that was at leas t
noderate, and there was also an algorithm on the front
of the diary to nake sure that the treated attack was
m gr ai ne.

The clock started at the tine peopl e took
study nedication, the tinme fromonset of headache to
taking study nedication wasn't neasured in this study :
though in studies that ook at earlier treatnment the
general patternis that earlier treatnent is even nor e
effective than waiting until m oderate pain with full-
blown magraine synptons take hold, but that's no t

sonet hi ng we neasured here.
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DOCTCR MeKI NLEY- GRANT:  Ckay.

D d you have plans to include that in the
educati on about taking the nedicine?

DOCTCR LIPTON  That patients should --

DOCTCR MKI NLEY-GRANT:  That w ho take the
anal gesics earlier tend to get a better response, and
it mght be the abortive effect of the m grai ne?

DOCTCR HOFFVAN W have infor nation, you
know, sort of general, very good information abou t
sort of prophylax in terns of headache triggers an d
why peopl e that have mgraine, what they shoul d | ook
out for. | think that's a good suggestion to loo k
into that, that aspect, there may be something in tha t
program al ready, but make sure that's clear.

CHAI RVAN D AGCSTI NO  Mary Anne.

M5, KCDA- KI MBLE: | wonder if you have an vy
data regarding the efficacy of Excedrin ES inmgraine
versus garden variety headache. And, the reason | as k
this question is because, if it's less effective I
woul d guess that the behavi or of the patient woul d be
to rescue, and you' ve got a pretty good dose o f
acet am nophen and Aspirin here, and what wll the vy
rescue with, and what are the risks of rescuing with
a simlar medication and over dosing on -- potentiall y

over dosing on Aspiring and/or acetam nophen?
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DOCTCR LI PTON Actually, | lost th e
connection between the first h alf of the question and
the second half, I'msorry.

M5. KCDA-KIMBLE: The question is, do you
have any evidence -- what is the data regarding th e
efficacy of Excedrin ES in mgraine versus garde n
vari ety headache?

DOCTOR LIPTON Vel |, yes, | nean, there
are no direct conparative studies, but there have bee n

wel | -desi gned pl acebo-controlled trials in tension

type headache which show that Excedrin is a ver vy
effective treatnment for tension-type headache, an d
those studies were published as a large series b vy
Mgliardi a couple of years ago. | don't knowif we

have back-ups on those or not.

—h

But, | nmean, there is a conpelling body o
evi dence of --

M5. KCDA-KIMBLE: And, your study did sho w
that there were patients who rescued. | nmean, yo u
specifically told themnot to rescue, to try not t o
rescue, but the behavior was, is that patients di d
rescue if they didn't respond, correct?

DOCTCR LIPTON Vel |, yes, vyou know, firs t
of all, inthe context of a «clinical trial, of course ,

half the people are getting placebo, so we have t o]
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permt rescue. Twelve percent of the patients treate d
w th Excedrin took rescue nedication. W asked them
totry to wait beyond the two hour assessnent point,
because that was the per protocol primary endpoin t
time, and al nost everyone did.

DOCTCR HOFFMAN  Can | just see slide L-6
t ensi on-type headache Pain Intensity D fference, PID
fromone to four hours? Ckay.

This is the tension-type heada che studies
that we tal ked about before, a nd as you can see there
was efficacy at all those tinme points.

DOCTCR LIPTON  You know, actually, it's
interesting to note that the actual nagnitude of the
Pain Intensity Dfference at two hours in this nodel
is quite simlar to the nagnitude of the Pai n
Intensity Dfference with mgraine, though the placeb o
Pain Intensity Dfference is higher here, reflecting
the fact that mgraine is actually a better pain node |
t han tensi on-type headaches.

M5. KCDA-KIMBLE: | have anot her question

You did sone epidemologic studies o n
m grai neurs, generally?

DOCTOR LI PTON:  Yes.

M5. KCDA- KI MBLE: In that particula r

study, did you ask about drug taking patterns an d
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behavior in those patients? | know that you said tha t
they took OICs, but I'm wondering about Docto r
Al man's question, how nmany of themhad the habit of

t aki ng over-the-counter nedications on a daily basis

or chronically?

DOCTOR LI PTON VW actually aske d
guestions about attack frequency, but we did not ask
guestions about frequency of nedication taking, so |
don't specifically have data on that point.

M5, KCODA- KI MBLE: And then, finally, I
wonder whet her the conpany has any data on caffein e
w t hdrawal headaches, secondar y to the chronic use of
Excedrin ES.

DOCTCR LIPTON  Well, you know, | nea n
there's no question that, you know, caffein e
w t hdrawal does occur, and the re's no question that a
promnent feature of caffeine wthdrawal is headache.
| mean, that's probably one of t he nore common causes
of the so-called weekend headache syndrone, wher e
peopl e sl eep through their nor ning coffee on Saturday
norni ng and then awaken wi th a headache.

I'mnot aware of any specific data lookin g
at Excedrin. There are obviously nmany caffein e
exposures that are a lot nore preval ent than Excedrin

in the popul ati on.
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CHAI RVAN D AGCSTI NG Doctor Lut hra.

DOCTCR LUTHRA: | wanted to kind of just
follow up on the sanme thene that we are tal ki ng about
When you say that 2/3s of the patients with mgraine
are taking over-the-counter nedications for pai n
relief, and they are not seeing physicians, to ne it
suggests that they are getting adequate relief wt h
what is available to them An d, it becones inportant
to understand what exactly are they using.

To sort of cone back to the study that yo u
have done, in the nunber of patients in the placeb o
group did take rescue nedicines, did you have any dat a
on what type of nedications, other than the broa d
category, you already showed the data that they took
enceds, but do you know what e nceds did they take and
what percentage of those patients took Excedrin?

DOCTCR LIPTON:  The data is available in
the OIrC group, far and away the nost commonly use d
enced was |lbuprofin, you know, not surprisingl y
reflecting patterns of use.

There were sone patients who took Excedri n

as a back-up nedication. | think there were five or
six patients in the study, | can look it up at th e
break and give you the informa tion. | don't remenber

it precisely.
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| actually can show you a slide on wha t
people in the comunity with mgraine are currentl y
taking for their headaches, based on self-report, if
that's of interest to you.

DOCTCR LUTHRA: | think those would be of
i nterest.

DOCTCOR LI PTON Maybe we coul d find that
back-up slide.

You know, the typical way of studyin g
patterns of nedication use is, of course, using IMSoOTr
prescription audits, and that m sses OIC use, so the
way we did this was by identifying magraine sufferers |,
by interviewng them about their IHS definin ¢
features, and then asking themwhat they took.

DOCTCR HOFFMAN | think the ot her point
is, there's readily a lot of use of different OICs
W don't know -- whether -- there aren't any well -
controlled prograns that evaluate that, and I thin k
that's a key concern that the patients have, tha t
t her apeuti c option.

DOCTOR  LUTHRA: Wen your studies wer e
bei ng desi gned, was there any consideration given to
having a third armw th anot her standard anal gesi c?

DOCTCR LIPTON  The nost inpor tant reason

to do that, | think, would be to denonstrate that the
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nodel was sensitive. You know, in the event that we
failed to separate Excedrin from placebo, if w e
separated sone atriptan from placebo that woul d
provide us with confort about the sensitivity of the
nodel. In this context, I'mnot sure that having an
active conparator armwoul d have added a | ot of value ,
t hough conparative studies are now planned now tha t
there's evidence for efficacy.

CHAl RVAN D AGCSTINO  Doctor Felson an d
t hen Doctor Tong.

DOCTOR FELSON | guess | wanted to sort

of lead in fromHarvey's question about use of other

anal gesi cs. It sounds like the other analgesic s
people -- OICs that people are using are @ safer tha n
what you are proposing, Advil, Tylenol, and I’ m

concerned this is a chronic recurrent condition, and
one of the elenents of the treatnment here is plai n
Aspirin, which we knowto be a nong the nost dangerous
of non-steroidals in terns of G side effects.

| mwondering about -- I'mworried about
chronic use of this, and its potential effect o n

ulcers and bleeding, and | rea |ize there's a |abeling

thing here that says sonething about that, but I’ m
still quite concerned.
DOCTOR LIPTON | nmean what you say i s
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true, that the nost commonly used -- actually, th e
nmost commonly used drug for mgraine in the Unite d
States is acetam nophen, and various I|buprofin an d
Aspirin conbinations are al so widely used. Caffeine
conbi nations are wdely used a s well, it's, you know,
six, seven, eight percent, | don't renenber th e
pr eci se nunber.

In terns of -- you know, in terns of the
3 safety --

DOCTCR HOFFMAN  Yes, | have one othe r
point, whichis, we've got to step back to, obviously ,
Excedrin is an OICthat's been out there for at |east
19 years at this formulation, and | onger, and has an
excel l ent safety profile, so | think we have to just
think about this, thisisn't anew entity, interns o f
confort. Qearly --

DOCTCR FELSON But the truth is --

DOCTOR HOFFMAN:  -- clearly, there's --
DOCTOR FELSON -- this is a recurren t
chronic condition, as nmany peopl e have stated, so they

are going to stick the bottle of Excedrin fo r
treatment of their recurrent mgraines in thei r
cabinets, and they are goingt o continually draw from
t hat .

DOCTCR LI PTON Let ne just nmake on e
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comrent, and that is that the distribution of attack
frequency as for tension-type headache and mgrain e
are actually strikingly simlar. So, you know, I’ m
not sure -- I'mnot sure that interns of frequency o f
use that magraine poses any incremental risk ove r
t ensi on-type headache in terns of profile. But, you
were going to address @ safety, | think.

DOCTCR  HOFFVAN Vell, that, too, but
again, in these studies there was about two patients
that had 2.4 episodes a nonth, and the general group
that we are tal king about mght be even |l ess, so you
renenber we are capturing a little nore of the severe s
to help in our efficacy trials.

DOCTOR LI PTON Wiich is nore of th e
frequent -- less of the disabl ed.

DOCTOR HOFFMAN R ght. In terns of G |
safety, the data that we've shown you has shown over
the tine that we've coll ected data five A bleeds that
resulted in hospitalization, but no deaths, and ,
again, | think we know about Aspirin, we know abou t
acet am nophen, caffeine, we have a good handle on them
over their OIC use for many years. So, | think w e
have to look at the excellent safety we've seen i n
this condition, and certainly one where there is n o

ot her approved t herapy.
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DOCTCR FELSON  It's hard to b elieve that
all of potential G events were captured by thos e
report ing, even a snall percentage probably. h e
m ght get around this problem by suggesting in th e
| abeling that people take this nedicine with food |,
which admttedly may be difficult for sone mgrain e
patients, but that would | ower the risk.

DOCTCR HOFFMAN R ght now the label talk s
about, again, if you ve got ul cer disease or if you've
got G upset, that you should talk to your doctor
So, there are sone of the nono graph |abels, but those
are great point.

CHAI RVAN D AGCSTI NO  Doct or Tong.

MR TONG In the product informatio n
we've been provided, | see Excedrin Extra Strengt h
comes tablets, caplets and geltabs. Are yo u
confortable with the informati on you' ve given us that
it applies to all three forns, or did the stud vy

patients only get the tablets, or did they get al I

t hree?

DOCTCR HOFFVAN  There was a bi ostudy tha t
[inked them | don't have all the details, but I
could get that for you, but as far as | know a

bi ostudy was done to link all the information.

MR TONG Do you feel that there may be
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differences here that mght affect the inpact o n
m gr ai ne?

DOCTCR HOFFMAN:  None that --

MR TONG The rapidity of onset?

DOCTCR  HOFFVAN -- not based on ou r
previ ous biostudies on this product.

MR TONG |Inthis conversation around th e
table, we've used the word Excedrin, and in the OT C
world we worry about |[|abel extensions. Ve hav e
Excedrin PM V& have Excedrin Aspirin Free, an d
Excedrin Extra Strength, which is the topic of ou r
di scussi ons. How do you approach informng an d
advising patients that these a re different Excedrins?
You have Excedrin Aspirin free related to what Doctor
Fel son was asking, we get patients who say, 50 O
mlligrans of Tylenol is equal to 250 of acetam nophe n
and Aspirin, and would that be equally effective for
ny particular mgrai ne probl en?

MR. BONEY: It's a good point. This

obviously, would only be a | abel change on Excedri

=}

Extra Strength, and we do have an Aspirin fre e
Excedrin product which has not been studied. V¢ woul d
be interested in, perhaps, studying that subsequently :
but it would be clear as we narket the product that i t

would only relate to this formulation, which is th e

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

124

subj ect of the discussion this norning.

MR. TONG So, you would say that th e
geltabs and the others are all goi ng to have the sane
| abel ?

MR BONEY: Ch, yes, we -- when you | ook
at al | t he chem cal and phar macoki neti ¢
characteristics of the geltabs, and caplets, an d
tablets, we've done, and certainly we can give you the
data on this, that showthat they are truly equivalen t
and with no differences between them so, yes, i t
woul d be | abeling that woul d appear on the different
forms of Excedrin Extra Strength, but this labelin g
would not apply to Excedrin PM or to Aspirin Fre e
Excedri n.

CHAl RVAN D AGOSTI NO Lee.

DOCTOR Sl MON: To expand a little bi t
longer , to pursue the issue of active conparator s
versus the effectiveness in this particular product,
given the placebo response rate, and given the fac t
that you' ve predicated your presentation on the fact
times have changed and we are better able to classify
patients with these kinds of d iseases, that given the
fact that caffeine and Aspirin in this particula r
product run certain specific risks associated wt h

toxicity, that it seens to nme that I'm not ye t
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convinced that active conparators, as sinple a s
| buprophen or acetam nophen alone will not give yo u
equal |y as good responses with nuch nore safety, and
given the high incidence of the placebo response rate ,
which all of us who take care of chronic patients see
in clinical studies, and I' mnot surprised about that |,
I'ma little concerned that you have not presented an y
data about active conparators such as |buprophen o r
acet am nophen. And, | presune you are going to rely
upon ol der data that denonstrates that the conbinatio n
of acetam nophen, Aspirin and caffeine is a bette r
effector in mgrainous relief or headache relief than
any one of those products al one, although | have t o]
admt |'m sonewhat ignorant of those particula r
studies, and | feel alittle unconfortable given the
fact that you ve predicated yo ur presentation on this
new way to classify patients, which my nake a
difference in patient response conpared to studie s
fromprevious tines.

And, given the toxicity, or potentia |
thereof, | wonder how you can justify that.

DOCTOR LIPTON kay. That's kind of a
conpli cated question. | nean, first let ne addres s
the IHS criteria that were the basis of this study

The IHS criteria were publishe d in 1988. Since 1988,
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they've been the basis of virtually every mgrain
clinical trial and virtually every epi dem ol ogi ¢ stud
that's been conducted in the United States and i
Wester n Europe. So, our data about Sumatriptan an
other gold standard mgraine drugs are, in fact
predicated on this classification system It's

classification systemfor a synptombased condition,
it admttedly contains sone arbitrariness, and there
are individuals who fall on one side or the other of
a boundary, but, you know, it's an incredibly useful

tool, and it's the tool we used.

126

You know, in terns of the need fo r

conparator studies, you know, ny take is that thi
pr ogram of research denonstrates that the drug tha

was studied, or the conbinatio n that was studied is

a

safe and effective treatnent f or mgraine. There nay

well be other safe and effective treatnments in th
wor | d. I'mcertainly interested in seeing data o

them |'mnot sure that it is the obligation of the

e

n

study sponsor to study all of those treatnents before

comng forward with this conparative dat a.

You actually had a third question and
lost track of it. I'msorry.

DOCTCR  SI MON No, what | was reall

wondering was why an active conparator that nmay b
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potentially safer, based on the constituent parts ,
coul d have been used to justify the continued use of
the conbination under these new criteria, which ar e
appropriately to be used.

DOCTOR LI PTON So, your question i s
really why wasn't the factorial design -- why wasn't
a factorial study conducted.

DOCTOR SIMON R ght .

DOCTOR LI PTON You know, | guess th e
answer to that is that, you know, caffeine is a well
known anal gesi ¢ adjuvant. The re have been, you know,
numer ous studi es that have denonstrated its efficacy
as an anal gesic adjuvant acros s a broad range of pain
nodels, and in addition to that the focus of thi S
programwas on adding a newin dication to a currently
mar keted product, so the question that the study aske d
was, is this nmarketed product that's already used for
tension-type headache, that's already wused fo r
mgraine in fact, safe and eff ective in mgraine, and
the program was designed to answer that narro w
questi on, based on the established efficacy o f
caffei ne as an anal gesic adjuv ant anong ot her things.

CHAl RVAN D AGOSTINO  Patri ci a.

DOCTCR MeGRATH  Thank you.

I'd just |like to know, you had presented
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data on sone of the subgroup anal yses and | wondered

if you had done those on pain intensity, the tw o
level s, and on frequency at enrollnent into t he study ,
since it varied fromabout one attack every two nmonth s
up to under six anonth if you had |ook at difference s
in efficacy as a function of f requency and intensity.

DOCTCR LIPTON  Yes, can we have the back -
up slide that shows treatnent effects as a function o f
baseline pain intensity?

CHAl RVAN D AGOSTINO  Let nme add a third
slide that you mght |look at. The subjects were not
supposed to be functionally di sabl ed, yet 30 percent
were. It would be nice to see the slides of those who
were not functionally disabled, because that's wha t
your |abel is supposed to be directing on, and the n
al so those that were, how nmuch of the study is being
driven by them

DOCTCR LIPTON  Let me respond to that in
a second. Wat we are looking at here is a proportio n
of respondents in a group that had noderate pain a t
baseli ne and in a group that had severe pain a t
basel i ne. If you look at the two hour tine point :
which is the tinme point of primary interest, th e
over all response rate was higher in the group wt h

noderate pain than severe pain, though at |east part
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of the reason for that is that this endpoint i S
defined as the proportion of patients who nake a
transition fromsevere or node rate painto mld or no
pai n.

So, if you have noderate pain and you hav e
a one point change in your pain scale, that's a
response, whereas, if you have severe pain you need t o
have a two point change in your pain scale to have a

response.

—+

Nonet hel ess, what this slide shows is tha
active drug was effective in ¢ onparison to placebo at
this endpoint at one hour and all tine point S
thereafter, | believe.

In terns of the question about treatnment
effects by frequency, I'mnot sure if we did tha t
analysis. | guess we did not do that analysis.

In terns of the question about disability
recal | that the exclusion criteria was that w e
excluded you from the study if you were usuall vy
severely disabled wth your at tacks. So, if you were
defined as disabled nore than 50 percent of the tineg,
so that if 48 percent of the tine you were severel y
di sabl ed you could still be enrolled in the study, and
by chance some proportion of patients who weren' t

usual |y severely disabled, but were sonetines severel y
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di sabl ed, woul d have severe di sability on the treated
attack, and that's what the baseline data reflects.

W do have a back-up that looks a t
treatment response in a severely disabled subgrou p
defined by multiple criteria, and maybe we coul d show
that slide as well.

CHAIRVAN D AGCSTINO Do you al so have on e
inthe mld and noderate, thou gh, isn't that what the
| abel is going to really focus on?

DOCTOR LIPTON Wl |, actually, the --

CHAI RVAN D AGCSTINO  The claim

DOCTCR LI PTON -- label, when soneon e
nmakes a decision to buy a product to take for their
headache, they are not buying it generally for th e
i ndi vi dual headache. So, what the | abel says is that
if you usual ly require bedrest don't buy this product
w thout consulting your doctor. It doesn't say, if on
any particular attack you happ en to be disabled don't
take it, and, in fact, the clinical trial include d
people with a broad spectrum of disability and th e
treatnment effects reflect aggregate responses across
that spectrumof disability.

Ckay, what | was | ooking for was the back -
up that had the nost severely disabl ed segnent. Ckay .

This is not exactly what you asked for, but | thin k
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it's at least partially responsive. To be included i n
this analysis you had to have severe baseline pai n
intensity, noderate to severe disability, headach e
aggravat ed by physical activity, nausea, photophobia
and phonophobia, so we were trying to find the nos t
extrene mgraine subgroup we could and look a t
treatnment effects.

What happens is kind of interesting

because across the studies the placebo response rate
falls as we select the nost disabled segnent, bu t
overall if you ook at the pool ed data the nagnitude
of the treatnent response conparing active drug with
pl acebo is roughly 25 percent, and in the aggregat e
data it was roughly 30 percent. That difference i S
statistically significant fromthe pooled data, bu t

not for the individual studies, and the reason fo

=

that is the snall sanple size, as you see reflected i n
t he nunbers under the bar graphs.

CHAl RVAN D AGOSTI NO  Thank you.

I'd like to nove on now to the FD A
presentations and thank the Bristol-Mers presenters
for their presentation and for their responses to our
questi ons.

For the FDA, we have two presenters, and

we'll start off with Doctor Wdnark, the Mdica |
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Cficer at the Dvision of Anti-Inflamatory Anal gesi c
and Qpht hal m ¢ Drug Products.

DOCTCR W DVARK: Doctor D Agostino
menbers of the Advisory Commttee, ladies an d
gentl enen, nost things that ha ve to be said have been
said already by all the previous speakers. So, i n
order to make it not boring for you | wll delive r
this speech with an accent.

(Wher eupon, |aughter.l)

CHAl RVAN D AGOSTINO  And, it will sound
nmor e prof ound.

DOCTCR WDVARK  For us it was interestin g
to find out whether those three studies that ha d
different investigators, multiple investigators, and
were spread all over the country, as you have see n
from the geographical distribution of the sponsor :
whet her those trials resulted in dissimlar patien t
popul ati ons, study popul ations, or simlar.

Here are the three studies which have bee

=}

presented already by the sponsor. Study 840, on e
i nvesti gat or, study 841, ten investigators, te n
di fferent investigators on site, and study 842, te n
investigators in nine investigational sites. Ther e
was a diversity of people involved in this, and they

followed all the same protocol.
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Now, let's find out the denographics o f
the population in the three different studies. By the
way, | cannot read that slide, naybe you can, but it' s
too far away for ne.

As you can see here, we have g ender, race
and age, and as you can see the distribution i S
amazingly simlar, with sone s light differences, they
are not identical.

This is already the efficacy, the two hour
readings, and | have put all the Excedrin treate d
patients for the three trials on one side and th e
pl acebo treated patients on the other, and, again, you
will find that these nunbers are very, very simlar.
That is a good feeling it gives us, because we kno w
that these protocols were foll oned the sane way in al |
the three studies, because at the six hour efficac vy
you will find out that there is a high placeb o
response, around 40 percent, that's in all mgrain e
trials, in all headache trials you w |l find a placeb o
response around that high nunber. You will find
again, that simlarity persist s even after six yours.

This is a conposite of the adverse dru g
reactions that were reported by those patients.

And, if you go through this yo u wll find

out that there are a few side effects in the Excedrin
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ES treatnent groups that are characteristic for th e
side effects of Aspirin, aceta mnophen, and caffeine.

| woul d not dare to say that this is a
conplete safety profile of this drug, it's only on e
dose, and from one dose one cannot get a profile.

These are the conclusions. S nce |l can't
see them but you can read them you wll find ou t
that we agree with the sponsor that they hav e
denonstrated efficacy. What the sponsor did no t
nmention, because they probably didn't think of it, is
the fact that | agree with a previous advisor vy
commttee conclusion that it would be safe to put a
warning on all caffeine-contai ning products, contains
caffeine. That is inportant, because there are peopl e
out there who just cannot tol erate caffeine.

By the way, they cannot tolerate 6 5
mlligrans either, so 65 mlligrans is not safer for
themthan 130. But, those who cannot tol erate should
know wi thout having to read th e fine print, it is all
in fine print on this label, that that nedicatio n
contai ns caffeine.

Then, | have another issue which |I woul d
like to bring up, it occurred to nme here when | heard
the presentation by Doctor Lipton, and | believe it,

that an untreated mgraine attack can last up to 2 4
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hours, untreated. A treated mgraine attack shoul d
not |last that |ong. However, the labeling is for ten
days, for four doses for days, that | don't believ e
should be applicable to headaches and mgraine i n
general .

If the nedication is taken, not when the
patient has already a full-blo wn mgraine attack, but
at the very begi nning, because they knowit's com ng,

t hese nedi cati ons shoul d work, and if they don't they
should immedi ately go and see a doct or to be diagnose d
what they really have, and if they need -- if the 'y
have real mgraine they mght need prescriptio n
medi cat i on.

That's all 1 have to say, and we -

actual ly, | recommend approval of this drug for th e
indication of pain associated wi th mgrai ne headache.

If you have any questions, please do so.

CHAl RVAN D AGOSTING  Yes, why don't w e
take some questions, if there are any.

Let ne ask one question about the active
conparator. Wuld that have been a good idea in the
studies, and do you think the studies are deficient by
not having it?

DOCTOR W DVARK: | don't think so. A

prescription conparator would have been an unequa |
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conparison, like conparing a revolver wtha -- rifle.
So, that is not what they coul d use.

They could have used Ibuprofen, but i t
woul d nean that they are devel oping a drug which is a
conpetitor's drug, and one can not blane a conpany for
not being interested of developing a conpetitor' S
pr oduct .

CHAl RVAN D AGOSTI NO  Sounds reasonabl e.

DOCTCR VEI NTRAUB: Doctor D Agostino?

CHAl RVAN D AGOSTI NO Yes.

DOCTCR VI NTRAUB: | wonder if | could sa y
sornet hi ng.

CHAl RVAN D AGCSTI NO Pl ease, do.

DOCTCR VEI NTRAUB: (ne of the  beauties of
working at the FDA is that individuals are allowe d
their own opinions, and can argue those opinions
Unfortunately, | was going to try ny Swedish accent s o
| could conpete with Rudy, but, you know, in certain
cases we do ask for conparative agents to be teste d
with the drug in question. So, we don't -- in al I
cases it is not true that we don't like conparativ e
agents, and we nay even take a conpetitor's drug, and
soneti nes ask for it to be tested against the tes t
agent .

So, you know, while Rudy has his ow n
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opinions here, | just wanted to nake it clear tha t
this is not a standard that we have set for the whole
Agency.

CHAl RVAN D AGOSTI NO  Thank you.

Are there other questions?

DOCTCR MeKI NLEY-GRANT: | had  a question,
| guess it's nore information, about the caffein e
warning, which | agree, but ab out caffeine addiction,
and | know this nust have cone up, you know, when you
di scussed caffeine, but interns of the caffeine being
in the anal gesics, and, you know, the whol e thing of
caffeine wthdrawal, has there been any discussio n
about that?

DOCTCR WDVARK: | believe eve rything can
be addictive, if you overuse it. Addiction t o]
caffeine, it exists, | amaddi cted to caffeine, but I
don't go out there to buy Excedrin Extra Strength, |
go and nmake a cup of coffee.

| don't want to mnimze your concerns
They are, | believe, inportant and for real, but I
don't have a solution for them |If you have --

DOCTCR D AMOND:  You know, abusers will b e
abuser s, and you'll find them with all kinds o f
nmedi cine, as well as caffeine alone. | just want to

mention that in a cup of coffee, depending how big a
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cup and how strong a cup of coffee you are drinking,
there's anywhere from80 to 12 O mlligrans, it varies
that nuch, in a cup of coffee. So, for sonebody who
is doing two cups of coffee and a coke and sonet hi ng
else, they are really doing it.

DOCTCR MeKI NLEY- GRANT:  Yes, | guess ny - -

DOCTCR DDAMOND: And, | just want to say
that the people are discussing a self -- we ar e
tal king about self-limted, ep isodic mgraine, w are
not tal king about people with daily mgrai ne attacks
here. So, | don't think it really is a concern.

DOCTOR  MeKI NLEY- GRANT: -- | guess m vy
concern was with, you know, Doctor Glman's comren t
about the chronic anal gesic headaches, because th e
caffeine w thdrawal , you know, the patients comonly
wll get very severe headaches after caffein e
withdr awal, and it's ny ignorance, | don't know ho w
much caffeine you need to deve |op caffeine wthdrawal
synpt ons.

CHAI RVAN D AGCSTINO  Leona, d id you have
a question?

M5. MALONE  Yes. | just have a point of
confusion froma consurmer's viewpoint. Nornmally, wha t
|'ve heard from friends who suffer from mgraines :

they have been told not to take caffeine, you know, t o
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avoid anything with caffeine, and here | can see thei r
confusion as they are reading the |abel, where it’ S
directed towards efficacy wth magraines, and yet it
has caffeine. $So, again, it's the old thing, you are
told to avoi d sonething, and then you are told to tak e
it.

DOCTCR WDVARK:  There was a Doctor Arnol d
Friedman at Mntefiore Hospital. | believe he wa s
your teacher. He developed Fiorinal, and his advice
to mgraine patients was, you don't really need an vy
medi cati on, several cups of coffee will take care of
you. He was a very big proponent of just coffe e
dri nki ng.

| don't know why your friends are advised
to avoid caffeine. There mght be a reason, | do not
know.

DOCTCR DI AMOND: The National Headach e
Foundati on, which I'm forner Executive Drector of :
the warning is, excessive amou nts of caffeine, not to
avoid caffeine. Caffeine, you know, historically goe S
back to the 1700-1800s, when it first becam e
di scovered people reported its relieving headaches
But, the excessive use of it is contraindicate d
because that's when you start getting the rebound.

DOCTCR MoKl NLEY- GRANT:  Ckay.
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CHAl RVAN D AGOSTI NG Doctor QG | man.

DOCTCR G LNVAN Yes, | had a simla r
response. The reason for that recommendations is so
that people will not experience the rebound headache
that comes when you stop taking caffeine, so fo r
peopl e w th chroni c headaches we often have themgo t o
fully decaffeinated coffee very slowy, over a lon g
period of tine, then when they are caffeine free they
may wel |l have no headache. |If t hey do have headache,
then taking caffeine is often effective.

CHAI RVAN D AGCSTI NGO Justi n.

DOCTOR ZIMN | guess | don't under st and
why the caffeine is in the nedication in the firs t
pl ace. The sponsors have said that it's an adjuvant,
that's a pretty vague term and I'd like to get a
little bit nore specific about that.

Specifically, the FDA has suggested that
one reason it mght be inther e is to do sonething to
cerebral blood flow, but there's no strong evidenc e
that mgrai ne headache is asso ciated with alterations
in cerebral blood flow, or at least the literature is
extrenely confusing at this point.

The other thing is that it may or nay not
have sonething to do with alterations in absorptio n

rate, and | have no data on that one way or the other
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And so, | guess ny questionis, why is it there, and
if it isthere, does it really need to be there?

CHAIRVAN D AGCBTINO  Can sorreone fromth e
sponsor respond to that? Pl ease identify yourself.

DOCTCR LIPTON  I'm R chard Lipton. You
know, the caffeine -- first of all, the definition of
an anal gesic adjuvant is a conpound which by itsel f
doesn't produce anal gesia, but which when given i n
conbination wth other analgesics enhances th e
anal gesi c efficacy.

And, caffeine, you know, there is a large
l[iterature showing that caffeine is an analgesi ¢
adjuvant, and there's certainly a long tradition o f
using caffeine in prescription drugs. You know, m vy
belief is that the mechanism is not a prinmar vy
mechanism on -- a prinmary effect of absorption. I
nean, Gene Laska and Al Sunshi  ne, who are actually in
the audience, 12 or 13 vyears ago published a
nmetaanalysis in JAVA that included over 10,00 O
patients, showing that the contribution of caffein e
added a relative potency of 40 percent, so th e
addition of caffeine to analgesics nade it as if you
were giving 40 percent nore anal gesic, and that's, you
know, what's nmeant by an anal gesi ¢ adjuvant.

In terns of the specific nmechanism i n
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mgraine, you know, | would ha ve to say that it isn't
really known, although | would also add that |'m not
sure that the mechanism for non-steroidal anti -
inflammatories, or even the ne chanismfor Sunatriptan
is known. | mean, there's been substantial progress
in understanding the nechanisns of mgraine
hypot heses related to neurogenic inflamation, bu t
t hose hypot heses have been recently challenged, s o
it's hard to specify how a drug works in a condition
whose fundanental mechanismisn't known.

DOCTCR ZIMN  And, | woul dn't argue with
that point, but then the issue is, wouldn't you want
to test the drug with and with out the caffeine to see
whet her there was any difference, since the caffeine
seens to be the cause of sone concern?

DOCTCR LIPTON  Well, the rationale fo r
not doing that was really twofold. Oie argunent i S
that caffeine was an established anal gesi ¢ adj uvant,
there' s a huge literature that it shows it's a n

analgesic adjuvant across a broad range of pai

=}

nodel s, actually, one study including mgraine, and i t
seened unnecessary to reprove that which wa s
established already. The second issue was, again
that this was not -- thisis n ot an R« to OIC sw tch,

this is a |l abel extension where the issue is, does a
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mar ket ed product al ready approved for other forns of
headache, and already used for mgraine, is tha
mar ket ed product safe and effective in the treatnent
of mgraine, and for that reason a factorial stud
wasn't done.

CHAl RVAN D AGOSTI NO Ohe | ast comren
fromDoctor G| man.

DOCTOR G LMAN Wth respect to Docto
Zivin's question concerning blood flow in mgraine
there actually are a good deal of data available i
the literature concerning the pathophysiol ogy of

m grai ne event. Perhaps, the nost dramatic was on

-

=}

a

e

published in the New England Journal of Medicine about

two years ago by Mazziotta at UCLA This was
posi t ransm ssi on tonography study show ng changes in
cerebral blood flow There's a lot of informatio
suggesting that the pathophysiology of magraine i
related to spreading depression, which is a slo
spreadi ng depol ari zation acros s the cerebral corti cal
mant | e, acconpani ed by big shifts in potassiumion.

Along with that, there are changes i
cerebral blood flow that change actually as people's
fortification spectra change, which are visual scotom
phenonena.

And, the Mazziotta study showed a single

SA G CORP.

a

n

a

202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

144
case studied with repeated blood flow neasurenent :
showi ng that there was change in cerebral blood flow
across cerebral cortex in a distribution and tine zone
t hat suggested spreadi ng depression.

So, | think there's alot of evidence tha t
there are changes in blood flo wwth mgraine events.

CHAI RVAN D AGCSTI NG Doct or D anond.

DOCTCR DI AMOND: Yes, just one thing
There have been studies, one by Ward, and one b vy
nyself, where we, not in mgraine, but in tensio n
headache studies, where we did a separate capsule wit h
caffei ne, and we found caffeine, for the first hou r
and a half, as effective as an y of the non-steroidals
in both these studies, where we did this separat e
capsule. So, caffeine does have an effect.

DOCTCR ZIMN | don't really want to get
into a lengthy discussion of the effects of caffeine
on cerebral blood flow, but the fact is that there's
at least as nuch literature, if not nore, suggesting
no effect, reducing blood flow, or increasing bloo d
flow during magraine headaches, so it's prett vy
conpl i cat ed.

DOCTCR DI AMOND:  Ckay.

CGHARVAN D AGCSTINO I'd like to nove to

the next speaker. Now we are going to hear fromthe
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D vi sion of Drug Marketing, Advertising an d
Communi cations, Karen Lechter of the FDA. Karen i s
already up at the podium Thank you.

DOCTCR LECHTER  Gobod nor ni ng. ' m Karen
Lecht er wth the Dvision of Dug Mrketing ,
Advertising and Communi cations . This review was done
in conjunction with Doctor Rosenmarie Neuner, of th e
Qver - The- Counter Drug Products D vision.

' mgoing to speak briefly about the Labe |
Gonprehension Study inalittle nore depth than you' v e
heard al ready.

The purposes of the Label Conprehensio

=}

Study were to determne whether consuners woul d
understand when to consult a physician when usin (¢
Extra Strength Excedrin, whether the information abou t
use for mgrai ne headaches is sufficiently clear, and
if the addition of the mgraine information interfere S
wi t h conprehensi on of the | abel.

Specifically, t he comruni catio n
obj ectives, or the nessages th at were tested were the
f ol | owi ng: consult a doctor before use if you r
headache is acconpanied by vomting, or if it iss o
severe as to require bedrest. Consultation wth a
doctor after use is recommrended if synptons continue

or worsen, or if any new or unexpected synptons occur
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Al the participants had used a non -
prescription analgesic in the past six nonths to treat
a headache and all said that they had suffered fro m
mgraines wthin the past five years. Forty-on e
percent of those had had their m gr ai nes di agnosed by
a physician. The proportion of those di agnosed by a
physi ci an i ncreased w th age.

The  protocol did not call for a
confirmation of the magraine diagnosis, either b vy
confirmatory information from the doctors or b vy
quizzing the participants as to their know edge o f
differ ent types of headaches to determne if the vy
could distinguish mgraine from other types o f
headaches.

There were two versions of the |abeling.
The front of the package was the sane in both cases.

For the new product that you are considering today |,
the wuses included headache, including mgrain e
headache, and in this slide the underlying portion s
are found only in the test version of the |abel, not

in the control version.

In the section, ask a doctor before use i f
your -- the other two statenents appear -- if you r
headache, including mgraine h eadache, is acconpanied

by vomting, or your headache, including magrain e
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headache, is so severe you require bedrest. You mght
note that the bedrest warning is not included at al
in the control [ abel.

The main questionnaire contained fiv e
open-ended questions. These are questions for which
there are no suggested respons es, the participant has
to conme up with their own answer. For nost of th e
open-ended questions, there were corresponding cl osed -
ended questions. These are qu estions for which there
are choices to choose from when answering, such a s
mul tiple choice or yes/no types of questions.

There were seven cl osed-ended question s
dealing with the communication objectives and on e
addi tional question asking what products had been use d
in the past five years. | won't be discussing tha t
particul ar questi on.

Mall  intercepts were conducted in 3 2
geographically dispersed |ocations around the country
This neans that people in the nmall were approached to
participate and if they appeared to satisfy th e
requirenents of the study and were wlling t o
participate they did beconme part of the study. This
was supplenented by additional persons in the lo w
education category to have sufficient nunbers fo r

anal ysi s.
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Al together, there were analyses done o0 n
503 who saw the test label, and 245 who saw th e
control label. 1 believe these nunbers do not includ e
t he | ow educati on persons.

For purposes of analysis, the participant s
were divided into two education groups, those with a
hi gh school education, and those w thout a hi gh schoo |
educati on. They were also divided into three ag e
groups, 18 to 34, 35 to 49, and 50 and above
Participants were asked to read the labeling as though
they were deciding whether or not to purchase th e
pr oduct . Then, an interviewer asked them th e
questions on the questionnaire . As sone of you noted
earlier, the package was available for them to look at
during this questioning period.

Wen asked the open-ended questi on about
the purpose of the product, 89 percent who saw th e
test label and 95 who sawthe control |abel correctly
stated it was for headaches. However, nost of these
responses were non-mgraine responses. nly 2 3
percent of those who sawthe test |abel responded tha t
m grai ne was one of the indications.

This may have been due to the fact tha t
t hey consi dered headache to be a general category and

it wasn't worth nentioning mgraine. Perhaps, anothe r
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type of question, a nmultiple choice question or a
checkl i st mght have tapped into the mgrain e
under standi ng of the participants a little better.

Participants were asked in open-ende d
quest ion about what the |abel says if synptom s
continue or worsen. These results are found at th e
top of the slide here. As you can see, 88 and 8 9
percent of those seeing the | abel answered correctly
that they shoul d see a doctor.

Significantly nore of the high schoo |
graduates, 91 percent, provide correct responses here
than the non-graduates at 80 percent. However, this
difference was not found in th e correspondi ng cl osed-
ended question. The results of that question ar e

f ound down here.

—+

For the multiple choice question abou
what to do if synptons continue or worsen, again, 88
percent and 85 percent who saw this | abel correctl y
said to ask a doctor.

Participants were asked what the |abe |
says to do if new or unexpected synptons occur. | n
the open-ended question, again, 89 and 87 percen t
correctly said to see a doctor. For the test |abe |
for this group, the nore educa ted participants scored

better again at 90 percent than the | ess educated at
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83 percent, and the youngest g roup scored worse at 79
percent than the m ddl e-aged group at 93 percent.

For the cl osed-ended question, 91 and 87
percent gave the correct responses. There were n o
di fferences here based on educ ational |evel, however,
for the youngest age group who saw the test | abel :
that's this group, 92 percent gave correct responses,
conpared with those who saw the control label in the
youngest age group at 81 percent.

Participants were asked what the |abe |

-

says they should do first when they have a headache o
a mgraine that is acconpanied by vomting. For the
test and control |abels, the nunbers were 86 and 8 7
percent saying to consult a doctor. There were n o
differences here between the high school graduates
For the test |abel, fewer in the youngest age group,
81 percent, provided a correct answer than those i n
t he m ddl e-aged group.

For the corresponding multiple choic e
guestion, 89 percent and 91 percent chose the ask a
doctor response. There were no differences her e
bet ween educati on groups or age groups.

Apparently then, all the age group s
understood that if these synptons becone nore severe

that nedical intervention is appropriate.
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Participants were asked what the |abe |
says to do first if the headache is so severe tha t
they require bedrest. Now, renenber this was no t
information that was contained on the control [ abel,

Sso it's not surprising that there's a significan t
di fference here on the open-ended question, as well as
on the cl osed-ended question, and the response is to
consult a doctor.

On the open-ended question, fewer hig h
school graduates, 49 percent, than non-graduates, 61
percent, stated they should consult a doctor.

For the control |abel, the youngest ag e
group said to consult a doctor | ess frequently, at 40
percent, than the mddle-aged group or the oldes t
group, which were at 59 and 60 percent.

Onh the related nultiple choi ce question,
nmore who saw the test |abel again said to consult a
doctor than who saw the control |abel.

For the control |abel, the high schoo |
graduates said they should consult a doctor 63 percent
of the tine and 73 percent of the non-graduates
Technically speaking, for this question on the contro |
| abel the correct response on the multiple choic e
question was none of the above, because the question

asked, what does the |abel say you should do if yo wu
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require bedrest. The label wa s silent on this issue,
and, therefore, it's not surprising that the hig h
school graduates actually said nore often that none of
the above was the correct choice for the contro |
| abel .

Participants were asked a closed-ende d
guesti on about when, according to the label, the vy
shoul d not use Excedrin, and their choices were if you
are allergic or have asthma, if you have ulcers o r
bl eeding problens, both of the above, none of th e
above. Both of the above are correct here. Ther e
were no differences between the labels on th e
question, approximately 80 percent got this on e
correct.

Thi s question assesses the participant's
conpr ehensi on of the Aspirin nonograph warning. You
mght note that even those who did not get the both o f
t he above answer correct, ther e were sone who did get
partially correct responses by answering the othe r
questions correctly.

However, | want to say about this questio n
and several others that follow, the type of question
may induce what is a called a yeah saying bias ,
because all of the responses that were available |,

except for the none of the abo ve one, could have been
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partially or totally correct.

The next question here asked them whe n
they should consult a doctor before use. Again, the
responses were correct at about 80 percent. Again
both of the above was correct. There was a none o f
the above choice. Al of these other choices wer e
partially correct. |If you look at the nunbers who go t
all or some of this correct it goes above 90 percent
again, but again the yeah saying bias may have com e
into play here.

A simlar question was asked, what to ask
a doctor after you have been using Excedrin Extr a
Strength. Equal proportions of both |labels again
again around 80 percent, got the both of the abov e
response correctly. There were nore people who go t
partially correct responses, and, again, the none of
t he above choi ce was the only incorrect one. The yea h
sayi ng bias may agai n have been in play here.

Overall, this was a very sinple study
The questions were very straightforward and did no t
require interpretation of the label. It neasured ver y
superficial understanding of t he |label. Responses to
the open-ended questions were supported by simla r
questions in the cl osed-ended group. However, there

are aspects of this questionnaire that nmay hav e
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i nduced a higher correct respo nse rate. For exanple,
the fact that four of the open -ended questions, which
were presented one after another, required the sam e
response, to ask a doctor, may have induced a respons e
set by which subjects or participants would tend t o]
say, ask a doctor for any question, regardl ess of wha t
t he questi on was.

In addition, the closed-ended question s
contained those three inarowl just nmentioned, wher e
they had a choice of none of t he above, or all of the
above, the correct response was always all of th e
above. This would have induced another type o f
response set.

It woul d have been better had there been
questions interspersed anong these that had othe r

correct responses, and it woul d have been better had

=

there been additional choices within each question fo
which a different response was appropriate, other tha n
bot h of the above.

None of these questions asked th e
participants who nmay have had contraindication s
whether they would use a product or whether the vy
should see a doctor before using the product t o

determne the effectiveness of the warning section fo

=

the class |abeling. This would have been usefu |
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i nformation.

Further, as | nentioned earlier, the stud vy
did not determne whether the participants truly did
have m graines. However, | do not believe that this
affected the results of the conprehension study.

The differences that were significan t
anong the education or age subgroups, particularl y
found in the open-ended questi ons, usually found that
the | ess educated persons gave correct answers |es S
often, and that the youngest age group, 18 to 34, gav e
correct answers |less often.

A warning statenent on the |[|abe |
consistent with that specified in the Code of Federal
Regul ations for OIC Stinul ant Products shoul d have to
appear on this label. This wa rning was not tested in
the study, nor was the al cohol warning tested.

In conclusion, potential users who ar e
probable mgraine sufferers seem to understand th e
m grai ne specific elenents of the label, as well a s
the nore general elenents of t he |abel, although only
a snmal| percentage nentioned that the product was to
be used for mgraine. This understanding in general
was at a rather superficial |evel.

The inclusion of the mgraine specifi ¢

information in the test label did not seem t o
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interfere with understanding of other parts of th e
| abel .

The design of the questionnaire nmay have
increased the proportion of co rrect responses to sone
of these questi ons.

Thi s concl udes ny renarks.

CHAl RVAN D AGOSTI NO  Thank you.

Are there any questions fromt he advisory
commttees? Doctor QG I nman.

DOCTOR @G LNVAN | just had a questio n
about that next to last slide you showed. You had an
entry there saying "red swollen,” red swollen what :
head? Wat were you asking then?

DOCTCR LECHTER | don't recall what the
| abel said on it.

DOCTCR LIPTON  Area of pain.

DOCTCR G LMAN  Scal p.

CHAIRVAN D AGCSTINO  The pain ful area is
red or swollen.

Are there other questions?

Thank you very mnuch.

It's a good tinme, I'"'mlooking around wth

the light, | don't knowif I'"'mmssing hands, it's a

good tine, obviously, for our |unch. Vé will not hav e

a cl osed sessi on when we cone back, because there hav e
S A G CORP.
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been no questions that have been raised that we need
to go into a closed session. | have 12: 15, why don't
we cone back at 1:15, and we'll have the charge to th e
commttee at that tine.

(Wrereupon, the neeting was recessed a t

12: 25 p.m, to reconvene at 1:15 p.m, this sane day. )
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AFT-ERNOON SESSI-ON

(1:26 p.m)

CHARVAN D ACBTINO  What I'd like to do

now is to ask Doctor Bowen to give the charge to the
commttee, and then we'll go o n to the discussion and
questi ons.

Doct or Bowen.

DOCTCR BONEN This is an unusua
appl i cation, even for our Nonprescription Drug
Advisory Commttee nenbers. As has already bee
nmentioned it is not an Rk to O TC switch, in fact, the
drug itself has already -- is currently bei ng market e

arc

S

n

d

The drug has been narketed for ot her pain

relief indications for a nunber of years under the Or
drug nonograph, and that nonograph has not yet bee
made final. So, this application raises severa
interesting policy and regul atory issues for FDA as
alluded to by ny colleagues, Doctors Wintraub an
Chanber s.

However, the applicant has submtted n
clinical efficacy trials and a specific new dru
application for a specific new OIC indication. That
indication is the pain of mgraine headache. So

today we are asking you to focus only on that request
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in your opinion, has the applicant convincingl y
denonstrated that the product can be used both safely
and effectively in an appropriate OIC targe t
popul ation for the pain of mgrai ne headache.

CHAI RVAN D AGCSTI NO Thank you. A e
there any other conments to be nade by nenbers of the
FDA to el aborate further on that?

If not, then I'd like to have sone tim e
for general discussion with the conmttee, and the n
nove on to the specific questions. Maybe a way t o]
begin this is to ask Doctor DO anond if he would revie w
sonewhat his opinion on the presentations and th e
general questions. Ve will go to the specifi C
questions, but if you'd just sort of start th e
di scussion by giving us your general feel on wha t
you' ve heard today and what you've been readi ng.

DOCTCR D AMOND:  Fromwhat |'ve read and
what |'ve heard today, | think there's been adequate
discussion of the different problens that mght b e
involved in this approval. | think that a n
understanding is necessary by this commttee tha t
there are all degrees of mgraine and there is a
popul ation that can be served by the over-the-counter
anal gesi ¢ drugs.

| think that we should al so understan d

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

160

that there is a popul ation of m grai ne sufferers that
go to specialty clinics such as mne, and such a s
neurology clinics, and neurolo gy practices, which nmay
be a more recidivist type population. But, in th e
group that has episodic mgraine, | think there is a
place for over-the-counter drugs in the mld t o
noder at e cases of mgrai ne pain.

| do feel that these drugs, in spite o f
their pain-relieving factors, may have sone abortive
qualities as well, in other words, they maght abort or
real ly cut short the magraine attack, and this ha s
been shown in numerous studies, particularly abroad.

| think that we have to address som e
| abeling concerns which | have about the drug. I
personally feel that there should be sonme labelin (¢
that if the mgraine persists over two days that the
person shoul d seek professional help, and I think that
this should be specifically on the |abel, becaus e

mgrai ne is not a ten-day disease, and the way th e

| abel -- present label says, i t can be used up to ten
days. If they are going to go for a mgrain e
indication, they certainly sho uld specify -- it mght

be all right for their tension -headache patients, but
if you are talking about mgraine, and it's over 4 8

hours, | think that you need sonme nore specifi C

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

161

definitive treatnent.

| think that the studies that the vy
presented were very well run and are very adequate
and | have no criticismwth the studies per se. I
woul d have |iked to have seen sone conpari son studies |,
but we don't have those, and this was not the charge
| understand of what they were doing.

| think that the issue of caffeine, I
agree with Doctor Wdnark that those that are goingto
abuse it are going to abuse it, it is not an issue n
this particular use that we are dealing with |
especially if we put the label ing the way | suggested
it for mgraine.

And, basically, that's ny opinion.

CHAIRVAN D AGCBTINO  ne of t he concerns
that | have, and let ne voice ny concerns before I
open up the discussion, or it's a question | wan t
answered, is it a concern, is it possible that there
w |l be a popul ation of individuals who shoul dn't be
taking the OIC nedi cation who are very serious and th e
delay that results from them taking the nedicatio n
could, in fact, be quite serious for then?

DOCTOR DI AMOND: And, | think Docto r
Dr achman brought up the sane point earlier in th e

di scussion, and, you know, we see many -- clinically
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| see people who I put on -- who give a very typical

mgraine history, and on occasion you'll get a n
aneurysm that one msses, but this happens i n
practice, in the practice of m edicine as well, and we

can't go running MRAs and angi ograns on every patient ,
So it's going to happen whethe r it's going to happen.

| don't know any way that we can stop it
from happening by any labeling or anything that we're
going to do. W are saying, or they are saying that
it's for amld to noderate mgraine, and certainl y
the pain of a ruptured aneurysmis going to be a
severe, unbearable pain like the person never ha d
bef ore, and | wouldn't call this a mld to noderat e
pai n.

So, in addressing that issue, that's the
best | can say.

CHAl RVAN D AGOSTINO  That' s good.

We had before us in previous neetings a
lipid-lowering drug, and there was concern that th e
physician should be the one involved in looking a t
that on a yearly basis or what have you, and turning
it completely over in an OIC fashion mght be a
probl em but I think fromwhat you are saying that we
can't really draw an anal ogy at all between that and

this particular condition.
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DOCTCR D AMOND: No, not what soever .

CHAIRVAN D AGCSTINO VW are i n the point
now, we are ready to go to the questions, but before
we do | wanted to knowif ther e's any, and invite any
comments, general comments that the advisory coonmtte e
menbers and consultants nay have. Are there an vy
general comments that we shoul d tal k about or address ?
Cage?

DOCTOR JOHNSON  Well, | want to secon d
what Doctor Drachman, and Doct or D anond and yoursel f
have expressed, that I'ma lit tle concerned about the
layman's ability to nmake the diagnosis of mgraine
and | speak, not as a professional in this case, but
really from personal experience.

A mgraine has a very fairly w ell-defined
spectrum of synptons, and yet, | think, as has bee n
expressed earlier, the |ayman, the person to whomthi s
particular application is directed, does not knowtha t
definition, he doesn't knowthe IHS criteria for the
diagnosis. And so, they nmay utilize this agent fo r
severe headaches of any etiology, whether they b e
subarachnoid henorrhage, or brain tunor, what hav e
you.

Onh the other hand, the current situation

exists that this product is narketed for headache
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irrespective of what the diagn osis is, so | don't see
that -- although this is a concern, | think th e
situation is such that there is no way really we can
have any better inpact on the utilization of thi S
agent in the community than is already goi ng on.

CHAl RVAN D AGCSTINO  Any ot her genera |
comrent s? Davi d.

DOCTCR DRACHMAN | appreciate all of the
insights fromthe neurol ogists about mgraine and its
difficulty in self-diagnosing. | want to bring th e
perspective again of toxicity froma rheunatol ogi st,
non-steroi dal use perspective, and wonder seriously i f

the introduction and nmarketing of this agent for the

unique treatnent of magraine, when other over-the
counter agents aren't so available, will actually hav e
a detrinmental effect on public health.

| think that the net effect here ist o
sell a drug for the use in mgraine that's probabl y
equally potent to other over-the-counter analgesic s
that people are already using wth sone efficacy, and
to have themuse a drug which is substantially nor e
danger ous than what they are using, and | think w e
have to be careful here.

Perhaps, we can deal with sonme of thes e

concerns in the labeling, but this is plain Aspirin,
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and non-steroidals were in sone cases introduced i n
order to get around the side effects of plain Aspirin .
V¢ give people single interico ated Aspirin per day in
order to save themfromthe ri sks of snaller doses of
plain Aspirin than this. So, | think we have to b e
concer ned about people who tak e this repeatedly, when
they mght as well be taking a cetam nophen, or Advil,
or sone formof |owdose ibupr ofen that may, in fact,
be safer for them

CHAI RVAN D AGCSTI NO Thank you.

Yes, Beth.
V. HAM LTON From a consune r
perspective, | find nyself also westling with ho w

significant or not significant the need is to have a
consunmer be able to distinguish between a mgrain e
headache and sone ot her form of headache.

| respect the presentation nmade by th e
sponsor, and they clearly nade a point of saying that
there wasn't a need to differentiate for purposes of

authori zing use of Ex Excedrin ESfor mgraine, but i t

—+

occurs to ne that there mght be other reasons tha
the need for a consunmer to differentiate mght b e

present .

—+

Two thoughts. e is the ten day, consul

a doctor if you haven't had re lief in ten days, and I
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am inpacted by the coments of our nedica |
practitioners here, who suggest that a failure to have
relief wthin 24 or 48 hours from a significan t
headache, | don't want to confuse the issue b vy
suggesting that a mgraine is the sane as a seriou s
headache, but to suggest that soneone that doesn' t
have relief froma mgraine within 24 to 48 hours, bu t
still has a severe headache, I 'mconcerned that we've
suggested they don't need to seek nedical aid fo r
anot her ten days.

On the other hand, | recognize that th e
general use of the product for a headache may b e
associated wth flu or cold. Ten days mght be a
perfectly reasonabl e period of time to let the person
be grappling with that, sol r aise it as a concern, |
haven't fully resolved it nyself.

| also want to raise the issue of consune r
educati on. The material presented to us fromth e
sponsor presents sone inpressive consuner educatio n
materi al s, but while their sort of clinica |
presentation says there's no need to differentiat e
bet ween a mgrai ne or anot her ki nd of headache, their
education materials clearly attenpt to do that. And
so, it suggests to ne that the re is sone significance

to those differences that 1I'm also westling with, if
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there are those differences, nmaybe we need to hav e
nore informati on about those, and to be assured that
we are providing consunmers wth the kind o f
information that they can effe ctively utilize to nmake
t hose sel f-di agnosi s deci si ons.

| found the general consumer e d materials
not helpful in that regard. | read them reall y
carefully, and | don't know the difference between a
m grai ne headache and a tensio n headache, from having
read the material s.

CHAl RVAN D AGOSTINO  Yes, sir.

DOCTCR G LMAN | was going to  hold these
comments until we tal ked about |abeling, but sinc e
this is under discussion now let nme float themou t
before you currently.

Keying off Doctor Drachman's comments, an d
then the subsequent comments that we've heard, we have
t he concerns about the di agnosis of mgraine, and then
we have the concern about serious causes for headache .
And so, we could address the issues of |abeling to :
you know, undercut the problens that they raise.

So, we could say, or reconmmend saying
headache, including mgraine headache, if diagnosed b vy
a physician, that's one option for taking it out o f

t he consuners' hands. Second, we could add to th e

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

168
list, ask your doctor before use if, there's alon g
list, not very long, there's a list of itens there
V¢ coul d al so say, you do not have regul ar headaches
and you are experiencing the worst headache of you r
life, which is commonly the case with subarachnoi d
henorrhage, you have a fever or stiff neck wth your
headache, Doctor Drachman had concerns abou t
subarachnoi d henorrhage, and | mght add at this point
that the nortality fromeach subarachnoi d henorrhage
is one third, in other words, 33 percent of peopl e
Wil expire wth their first s ubarachnoi d henorrhage,
and with each subsequent subarachnoid henorrhag e
another third wll expire. It can be a letha |
di sorder.

In addition, the longer one wa its after a
subar achnoi d henorrhage for definitive diagnosis and
neurosurgical treatnment, the g reater are your chances
of expiring for particular tines on the early day s
after the event.

The fever or stiff neck is with respect t o
the possibility of meningitis, and Doctor Drachna n
mentioned those two, | think you were thinking o f
brain tunors al so, David, but | woul d suggest that we
at |least think about these itens now

CHAI RVAN D AGCSTI NO That's a goo d
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cooment. e of the reasons I amasking for a genera
di scussion now is because if we plunged into th
questions, | was concerned that we woul d have issues
like this, and it would col or the way we woul d answer
to the first fewquestions. |If we rai se these issues
and get a sense of where we may place themin ou
discussion, | think it will help a lot.

Cage, do you have a question?

DOCTCR JOHNSON:  Actually, no, | have
comment. In order to put this whole field int
perspective, | think you have to realize that lik

other chronic diseases probably 20 percent of th
patients are very severely affected by the disorder,
and are under the care, inthe vast maority of cases
of a qualified professional. E ghty percent of th
patient population nmay or mnmay not be seeing

physi ci an, and may be sel f-managi ng t hese.

In ny ow famly, ny wfe, she ha
mgrai ne clusters, and they sonetinmes wll [ast
week . And, her brothers and sisters also hav

m grai ne. None of them saw a physician until jus
recently when | kind of leaned on thema little bit.
They were self-treating, self- diagnosing, they didn't
even di agnose mgraine, they h ad headaches, they took

an analgesic and went in a dark roomand slept it off
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and didn't seek a physician.

| think the target audience for thi s
preparation is really that patient, the non-patient s o0
to speak, the person who is not under the care of a
physician for this particul ar disorder.

And, | think you have to keep tha t
consideration in mnd. W are concerned about thos e
few individuals who would have a serious nedica |
disorder that mght seek relief using this preparatio n
initially, but | think the vast majority of th e
individuals using it are going to be inthat mld to
noderate magraine suffering group, who aren't unde r
the care of physicians and for whomthis is probably
a reasonably appropriate nedication, despite the, I
think, real concerns about toxicity, and I think w e
can't consider the non-steroidals and their rena |
toxicity as purely safe agents either.

So, | think you have to balance both o f
t hese issues when tal ki ng about the popul ation that we
are tal king about, which is the Amrerican people, not
patients in our offices.

CHAl RVAN D AGCSTI NGO Eric.

DOCTCR  BRASS: I think we have to b e
careful not to fall intoatrap inthis discussion, i n

terns of the appropriateness of this agent, and fo r
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this indication for over-the-counter use.

I'"mthinking specifically if t he safe use
of this product is truly dependent on sonme nuance in
the label we are dooned. There will be no nuanc e
extracted. W spent all day yesterday talking about
legibility. VW do not have any data on th e
phot ophobi ¢, nauseated patient trying to read 4. 5
print. If this is in the nmedicine cabinet whe n
sonebody has the worst headache of their life, the vy
are not going to read the |abel to nmake sure it | S
excl uded fromthe worst headache of their life. And
so, | think we have to re realistic in terns of what
we really want to convey.

The second point is that | think tryingt o
convey it is made difficult by the nature of th e
indication for the product. Y ou are trying to put in
directions for taking this pro duct for mgrai ne, when
the | abel also includes nenstrual disconfort, and tha t
one set of instructions and warnings is trying t o]
cover both uses. And, | think that is going to be an
extreme challenge in trying to get any of th e
specificity in there.

So, | think when we view it from th e
broader question of, is this product and thi s

indication appropriate for ove r-the-counter, the nore
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we get into nuance and subtlety the nore trouble w e
are getting into.

CHAIRVAN D AGCSTINQ | don't think we'll
take coments from the sponsor, unless aske d
specifically.

Yes, Davi d.

DOCTOR DRACHVAN: First of all, th e

question in ny mnd is, who is not using Excedri n
because they have mgraines? | nean, is there anybod y
out there who says, I've got a mgraine, | better not

use Excedrin SE ES, Extra Str ength, whatever, but in

any event, the point is that, what exactly wl I

change.

And, as | think about it, that probabl vy
won't change, so what will? Undoubtedly, t he sponsor s
will or should, | suppose, say they are going t o]

advertise that this is now good for mgraine. We n
they do that, then the preno non nocare, first do no
harm 1is the rule that | think we want to be ver y
careful about, since nost people, not neurol ogists, o r
headache specialists, don't know a m grai ne from any
ot her headache, the issue there is that they reall y

regard mgraine as being a very severe headache. So

that, here, within the advertising, the labeling i n
large letters so they can read it, even when they hav e
SA G CORP.
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one of these, it shoul d say, not what it is you use i t
for, but what it is you don't use it for, and what th e
ri sks are.

That, | think, would be what | woul d |ike
to see, you know, not here's a magraine, here's a
tensi on headache, know the dif ference, but rather, in
very large print, the worst headache of your life, and
headache with a stiff neck and so on, the subdurals,
t he subarachnoi d henorrhages, the neningitis, that's
what we want to nake sure they will not use it for.

CHAI RVAN D AGCSTI NO  Thank you.

G her comrents on that? If no t, 1'd like
now to nove to the questions. Again, keep in mnd as
we g¢go through these questions, | think we'v e

experienced before a trap that we answer the firs t
with sort of thoughts on how we are going to | ook at
the other questions, and then suddenly find oursel ves
not being able to really maneuver the way we felt we
shoul d.

So, I'munder the inpression that we'v e
had our general discussion and we've sort of touched
on all the issues that are covered in these questions ,
and now | want to turn specifically to the questions
and start off with nunber one.

Nunber one says, "Is the pain of mgraine ,
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an appropriate OIC indication?" And those in th e
audience, the questions are in the package of th e
agenda if you haven't seen themalready, so, "Is the
pain of mgraine an appropriate OIC indi cati on?"

Again, | think that what we are talkin g
about here is for mld to noderate, is there a
popul ati on, an OIC popul ation, that can recogni ze thi S
condition, take the nedication appropriately and get
safe and effective results fromtaking the nedication
V¢ are answering it in the snall, in the sense that w e
are not saying all magraine headaches, we are no t
saying also that there's possi bilities for msuse and
what have you. Those we cant ake, hopefully, care of
|ater, but right now, is there an appropriate O C
indication, and I'd like to ask Doct or Danond to giv e
us his thoughts on that first.

DOCTCR DDAMOND: I f you' re tal king about
mld to noderate mgraine, yes , there is a popul ation
that can be served, and | thin k the population is out
there, and they are out there using over-the-counter
drugs now, and wll probably enhance the use of th e
drug they are trying to get approval for.

Certainly with this approval there wl |
be, as Doctor Drachman said, a certain amount o f

pronot ion with it, and it will probably enhance it S
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use.

M/ only question is, | don't think, a s
long as the advertising says mld to noderate, | don' t
think it's going to take away from the people wh o
woul d cone nornally to a physician for the problem

CHAl RVAN D AGCSTINO  Cage, do  you have a
comment ?

DOCTOR JOHNSON I'mkind of mxed on thi s
one, because | don't see where the addition of thi S
indication is really going to change what's goi ng on
in the popul ati on of people w th headaches.

CHAI RVAN D AGCSTINO  The ques tionis, is
there an appropriate OIC indication, as opposed to are
peopl e msusing or doing it anyway.

DOCTOR  JOHNSON No, I'm not thinkin g
about msusing at all. A thi s nonent |I'm undeci ded.

CHAI RVAN D AGCSTI NGO NMary Anne?

M5. KCDA-KI MBLE:  Yes.

CHAl RVAN D AGCSTI NO This is not th e
vote, it's good to nmake the vote strong, | was jus t
trying to get comments.

Sid, did you have any commrents?

MR PUC NO | think the data are ver vy
clear, | would rephrase the question and say, is the

pain of mgraine an appropriat e indication for an OIC
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nedi cation, to get rid of the jargon in the question.
G her than that, I would say yes.

CHAI RVAN D AGCSTI N Frank?

MR PUONO Yes, | agree the data | ooks
pretty consistent with all thr ee studies, and | think
there is a population that would benefit fromth e
drug, and I would vote that it could be used for that

CHAI RVAN D AGCSTI NO  Thanks.

Justin.

DOCTOR ZIMIN | agree.

CHAI RVAN D AGCSTINO  Ckay, ag ain, we are
falling into the vote, but what I'mtrying to get a
sense of -- and, we'll do a vote by hand, but I"'mjus t
trying to get a sense of if there's any objection s
before we take the vote, we se e where they are comng
from

Patri ci a.

DOCTOR M GRATH | have no objection s
before we take the vote.

CHAl RVAN D AGCSTINO  FEric.

DOCTOR BRASS. | have nothing to add t o
t he di scussion.

CHAI RVAN D AGCSTINO  You nay  say, why is
he going through this, well, | thought | was at this

point yesterday and | said, let's take a vote, an d
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then | was asked about a di scussion.

What about David now.

DOCTCR  DRACHVAN No question at all
They showed that very clearly in their studies.

CHAI RVAN D AGCSTI NO Qeat, any othe r
comment s?

Then why don't we take a vote on this, an d
| think an indication for an OIC nedication i S
appropriate. Now, we have to nake sure we understand
who is voting. The consultants do not vote, and the
industry liaison does not vote , so all those in favor
of question one, a yes vote, is that all right ?
Doctor Dianond is a consultant, and Ceorge is th e
i ndustry |iaison, everyone else, except for the FD A
people, are voting nenbers. So, we have lots o f
vot es. Al those in favor please raise your hand
Any opposed? Any abstentions?

What is the vote, 17 and zero in favor
very good.

Now, the second question is, "Has th e
applicant provided ..." -- nowwe nove specifically t o
the particular material in front of us, "Has th e
appl i cant provided adequate evidence, clinica |
studies, to support effectiveness of this product in

an OIC mgrai ne popul ation?" Are there any coments
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and di scussion on that questio n? Many were answering
it as they went along with the first vote.

Yes, Patricia.

DOCTCR MGRATH | just nmaybe wl |
introduce this now | think we've all used words tha t
are simlar to what Doctor Wi ntraub used this norning
when he tal ked about mld mgr aine, and | think there
may need to be discussion on the effectiveness i n
terns of a population with mld or noder at e headaches ,
as opposed to delibitating. And, | also think there
may need to be nore caution used with respect t o]
children's use.

For our pain clinic, we see ch ildren with
headaches as the biggest out-patient popul ation, and
all of their parents have tried a variety of O C
products. And, | do think that the first one tha t
specifically has mgraine in the title and in th e
marketing may be one that is | ooked at very carefully
for children, despite the proposed | abeling for not to
use it unless directed by a do ctor for children under
12.

So, | think maybe we need to talk abou t
that at sone point, and | would al so, again, as kind
of a repeated thenme over the year, urge industry t o]

really look at products in the narketplace for people
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under 16 years of age as not just over 12 year old's
get m grai nes.

CHAl RVAN D AGQCSTI NO Wen you say w e
should talk about it, are you thinking of in th e
| abeling making it nore specific?

DOCTOR MEGRATH  Yes.

CHAl RMAN D AGCSTINQ  Because  their study
design and their analysis did do an intent to treat,
and did do it for at least the recruitnent for th e
popul ation that they are ultimately claimng for, so
it's the specifics of the |abel.

Yes, FEric.

DOCTCR BRASS:  Yes, | would also like to
followup on this mld to noderate thing, because it
IS no where in the indication, nor the label, that it
says for mld or noderate mgraine. It's by excl usion ,
if you read the warnings, and that non-mld, non -
nmoderate is specifically bedrest or vomting, so the
advertising, the indication, whatever else context yo u
want to put into it, if you expect to see mld t o]
noderate that is not going to be there. So, | think
that should be renoved fromthe di scussion.

CHAIRVAN D AGCSTINO Wl I, but | think i n
sonme of the other anal gesics, t hough, the studies are

basically mld/ noderate for over-the-counter use, the vy

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

180

don't appear in the label, but it's the type o f
medi cation that is put in the over-the-counter, so |
think we are in the sane spirit as that.

G her comrents over here?

DOCTCR McKINLEY-GRANT: | would like t o
see, perhaps, a study, because it sounds |ike ther e
hasn't been cl ear evidence, but a study that sonmehow
they could put this on the label saying that th e
earlier you treat a mgraine, the shorter the duration
of that. | nean, | don't know that we can say tha t
now, but it would be helpful i f the industry could do
a study that woul d support that.

CHAl RVAN D AGOSTINO Gt her commrent s?

Then we have the question befo re us, have
they supplied adequate evidence to support th e
effectiveness of this product in an OIC magrain e
popul ati on, understanding, again, it's OIC, and it's
mld and noderate, with the ca veats that have cone up
and the points that have been already raised, wt h
those taken into account, all those in favor of th e
second question, please raise your hand. Any opposed ?
Any abstentions? Seventeen, zero again.

Now, the next one tal ks about the saf e
use. "Has the applicant provided adequat e

information, clinical studies and prior narketin (g
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history, to support the safe use of this product ina n
OrC m grai ne popul ation?"

Yes, FEric.

DOCTCR BRASS: | have a residual concern
here that | haven't resolved i n ny own mnd, and that
is that the studies were all one-tine, single-dos e
studies. And, clearly, the directions are not that,
and, clearly, our expectations for use are not that,
and, clearly, our experience even with rescue typ e
nmedi cations are that repeat dosing wll occur.

So, interns of the true safe  narketpl ace
use, | do have a residual concern, though that i S
partly offset by the nmarket experience, | think th e
studi es by thensel ves that were presented today, the
three studies, do not provide conplete reassurance on
the safety and actual use.

CHAI RVAN D AGCSTI NO Are there othe r
comments on that? Yes, Beth.

M5, SLI NALUFF: | would have to agree
The Label Conprehension Studies that were submtted,
in terns of appropriate use and heedi ng of warni ngs,
was a very limted survey. Again, you know, there's
obviously years and years of narketing experi ence her e
with this particular product, and | think that if we

were trying to answer questions of safety what we' d
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really be looking at is that d ata, we wouldn't really
be looking at the data that was submtted with th e
subm ssi on.

Doct or Brass has pointed out, and | woul d
concur, that, you know, the issue of what happens whe n
people need rescue nedication, how would they b e
advi sed on a label what would be appropriate to take,
what woul d not be appropriate to take.

Sone of the other issues that we' ve deal t
with in |labeling with previous submssions in thi S
commttee have dealt with the probl emof people ms-

dosing, either too many tablets too frequently, to

(@)

many tines in a 24-hour period, too nmany times ove r

c

time, and that's been a far greater i ssue than, do yo
know that you need to call your doctor if you ar e
vomting instead of taking this pill.

CHAI RVAN D AQCSTI NO Is that anothe r
question, Lee?

DOCTCR SIMON:. | absolutely agree. |I' m
very concerned that, in fact, we have not seen dat a
about its safety of use, and I'mless inpressed with

the marketing experience and, perhaps, sonme othe

-

peopl e around here, mainly because we know that a
significant nunber of people have @ toxicity, an d

they end up either stopping the drug, self-treating o r
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havi ng other issues go on, that is of som e

si gni fi cance. ' mconcerned that the warnings are not
strong enough as listed inthe insert to nmake ne feel
confortable that | have seen enough information t o

know how safe this really is in multiple-us e
ci rcunst ances.

CHAI RVAN D AGCSTINO  There's  two ways of
addressing that. One is to go to the labeling an d
make the labeling very explicit and very strong
Another is to do nore studies. Are you suggestin ¢
that the labeling could do it?

DOCTCR SIMON | feel that it's possible
that if we're very aggressive about the |abeling i t
woul d help nme feel confortable with that.

CHAl RVAN D AGOSTI NO  Davi d.

DOCTCR DRACHVAN | am unaware of anythin g
regarding true mgraine patients that would in any way
make them | ess safe to use this nedicine than peopl e
with nenstrual cranps, or those with tension-typ e
headac he, where this drug is already approved an d
there are, | guess, 19 billion doses that have alread y
been sol d, nmeaning five for every man, worman and chil d
on the pl anet.

So that, fromny point of view, I can' t

see anything about this group of patients that woul d
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be risky. | do see things about people who think the vy
have mgraine, who don't, that could be risky, an d
there | think would be | abeling issue.

But, as far as mgraineurs being in nore
trouble if they use this drug than all of those other
folks, | don't see it.

CHAI RVAN D AGOSTINO  Eric has a comment
on this.

DOCTOR BRASS: Yes, | just want t O
respond, because | agree with seeing no data, and in
the absence of data | resort to common sense. And :
common sense that these people will have nore severe
headache, be nore tenpted to take additiona |
nmedi cation beyond the label indication during tha t
first 24 hours of their magraine than sonmebody wh o
just got off the phone with their nother in | aw

CHAIRVAN D AGCSTINO  Ted, do  you want to
conmrent ?

MR. TONG "Il go on the record als o
addi ng ny concern to the choru s of concerns that have
been raised here. UWnfortunate |y, I'munable to offer
a sol ution.

| know we have the advant age, when we are
talking about an Rx to OIC sw tch, we tal k about post -

marketing surveillance, and there seens to be alot of
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interest on the sponsor's part to see that, t o
convince us that this was the right nove.

| don't know if this is possible, give n
the circunstances here. | do get very tired, yo u
know, usually waiting six nont hs to see data of post-

marketing comng out of the V&ll Street Journal about

how much, you know, in terns o f the conpany that, you
know, sells the product, but not the kind of details
that we are tal king about here, the concern of what i s
actual |y happening and, you know, the inpact of th e
pronotion, and the advice, and all the so-calle d
learned internediaries that are out there assistin g
our patients and naki ng decisions on OICs ought t 0
al so have knowl edge and experience with this.

So, | think the labeling isn't goingtob e
the only solution, but it's going to be a couple o f
ot her appr oaches.

CHAl RVAN D AGOSTI NO  Label i ng and post -
marketing surveillance can be addressed, and certainl y
post-marketing surveillance, that would be routine
woul dn't it?

Wl ey, do you have a comment ?

DOCTCR CHAMBERS: Doctor Chanbers, thisi s
an NDA, it falls under the sane categories of an vy

ot her studi es where there are swi tches. You can have
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pre-marketing studies, you can have post-nmarketin ¢
studies. They are all -- you can nake recommendation s
as you see fit.

CHAl RVAN D AGOSTI NO Cage?

DOCTOR JOANSON: | want to follow on o n
t he concern about repeated doses, because | think thi s
is, particularly, the over-the -counter narket, we are
al ways concerned about whet her the individual s taking
these drugs will utilize nmore than the | abel says, an d
' msure that does occur on occasion.

But, | seemto recall one study that was
presented at one of these neetings that showed that,
in fact, in the over-the-counter narket nost peopl e
under - dosed, rather than over- dosed, by a big nmargin.
So, | think it's a concern, but it's a concern for a
very, very small proportion of the popul ation, and the
vast najority of people are no t going to be affected,
even though I think in this particul ar case, because
of the biologic behavior with mgraine, that this nay
be an indication that is at speci al risk for excessiv e
dosi ng.

But, | think if you are really severel vy
affected by mgraine, and, you know, you take one or
two of these and it doesn't work, | think you ar e

going to nove on to sonething stronger. That's been
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ny experience.

CHAIRVAN D AGOSTINGO  1'd like to focu s
the question here in terns of how we respond to it
If we think that the safety data that has bee n
presented i s i nadequate becaus e of the need for post-
marketing surveillance, the need for attention t o
| abeling, but in the safety, and we worry about th e
multiple dose, again, wth the post-narketin (g
surveill ance and the | abeling we can address that.

And so, the question I'd |ike to have at
that, if there's ways that we can correct it, ou r
concerns, that one would still tend to vote on the ye s
side of this, if there's such strong feelings o f
indi viduals that the safety data presented is jus t
i nadequate to mnmake a judgnent, and we can't nak e
generalizations from other populations that hav e
headac hes and so forth, then one votes that wa vy
accordingly.

Before | take the vote, what I'd like to
do is just give a quick run around the table so peopl e
woul d sort of voice their way. I think, Cage, you've
voi ced yourself fairly well on your concerns.

Mary Anne, do you have an opinion tha t
you' d want to voice on this?

VB. KCODA- KI MBLE: I noticed in th e
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| abel i ng conprehension present ation that the FDA nade
that there was -- and | know there are som e
[imtations to the study -- but there was a nultiple
choi ce question in which they said, what would you do
-- | think I"'mrecalling this -- if your headach e
didn't go away, and one of the choices was to tak e
nore Excedrin. And, nost peop |e chose, see a doctor.

Neverthel ess, we did have some subjects i n
the actual study which rescued , despite the fact they
were explicitly told -- advised against it.

It's just an observation, it's not a
recomendat i on.

CHAl RVAN D AGOSTI NO Sid, do you hav e
comrents on this?

DOCTOR G LMAN  Yes, | do. The question
before us is really a very int eresting one. Restated
it is, have we seen data suggesting that for thi S
particul ar indication this wll be an unsaf e
medi cation, as opposed to previous experience fo r
other indications, and the reason for asking tha t
question is because people with mgraine have nor e
severe pain probably than people with other kinds of
synptons for which this is used.

To answer that question, | agree about th e

noti on of conmmon sense, Doctor Brass, but how could we
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acquire that information? That woul d require a coupl e
of doubl e-blinded, well-controlled, long studies t o]
have available to us, and we would have to hold u p
this kind of approval in the neantimnme, and yet, th e
sponsor has denonstrated quite convincingly that this
is a pretty reasonable indication for this synptom
set of synptons.

So, | prefer to go in the direction o f
post-nmarketing surveillance and very careful |abeling
| think we are going to need to put a |lot of effor t
into the labeling issues here. S0, | think we have n o
evidence suggesting that it is unsafe, but we stil I
don't know what consuners are going to do, and even a
carefully controlled set of st udies prospectively nay
not still tell us what consuners actually wWll dowt h
this product.

So, it's alnost an insolvabl e probl em at
this point intine, at least to do our job and com e
away.

CHAl RVAN D AGOSTI NO  Fr ank.

MR PUUONQ I'dliketoreiterate that i t
woul d be nice to have a post-narketing surveill ance,
or at |east have the data fromthe European studies,
using it in magraines.

M/ concern right nowwould be probably for

S A G CORP.
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

the patient who is at greatest risk, the elderl
patient, the patient who has renal or hepati
conpromse, things that you don't see listed in th
| abeling. A so, the use of other agents that Doctor
Koda- Ki nbl e brought up, Tyl enol -contai ni ng products,
caffeinated products, salicylates, non-steroidals
ot her things that nmay conpound these concerns.

CHAI RVAN D AGCSTI NO Justi n.

190

DOCTCR ZIMN  1'd just liket o point out

the fact that this drug has th ree active ingredients,

all of which have been around for a very long timne

Aspirin goes back better than 100 years at this point .

Even the conbination has been around for alnost 2
years.

| think that if there were any reall
substantial safety issues with this drug they woul
have already becone apparent, and | think that th
excessive concern for this drug, for this patien
popul ation, is -- | don't see a justification for it
at this point. And, |I'm interested in acquirin
further information, but | don't see that at thi
point | have any reason to believe that this is an
less safe than lots of other things that are narkete

CHAI RVAN D AGCSTI NO Patricia? FEric

Davi d Fel son? No.
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DOCTCR DRACHVAN There is a no tion that |
believe is floating about that people with mgraines
get many nore headaches than those with tensio n
headache. Doctor D anond, would you like to comment
on that?

DOCTCR DI AMOND: Actual ly, you know |,
there's been a lot of literature on transforne d
m grai ne, and where they go frommagraine to chronic
tension headache, but, you know, I'man old tiner :
|'ve been doing this a long, long tine, and | thin k
peopl e were | ooking for some sal vation. A small grou p
of very difficult patients whe n they tal k about these
conditions, it's not the general population that we'r e
tal king about now, the population that we would us e
this drug for.

C course, inyour clinics, in ny clinic,
and in every neurologist's clinic, you are going t o]
see these people with the mxed headache syndrone, th e
real rough ones, but they are the exception, they are
not the common thing that we are tal ki ng about here.

DOCTCR DRACHVAN  Yes, so the point reall y
is that mgraines are |less common than the commo n
garden variety of muscle contraction headache. Th e
worry that the drug woul d be abused nore, used nor e

frequently, 1is not one that | have, so | would g o
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along with Justin Zivin's viewthat we have a | ot of
experience that | don't see an y reason why those with
m graine would use nore of the drug than those wt h
all the other indications, and I amnot concer ned.

CHAI RVAN D AGCSTI NO Thank you.

Ted? Beth?
M5.  SLI NGLUFF: | just want to briefl 'y
clarify ny cooments earlier. Wile |l don't -- while

| am not particularly persuaded about particula r
safety issues or appropriate use by the current data
that's been presented, | amvery reassured by the lon g
market ing history of use of this drug. And, on th e
basis of that alone, | think that this can safely be
marketed in an OTC popul ation for the indication.

| do think that there are sone labelin g
concerns that | would have, but | think they can b e
addressed at that |evel.

CHAl RVAN D AGOSTI NO  Kat hl een.

M5. HAMLTON |I'msatisfied that ther e
aren't any safety issues associated with the prope r
use of this product. I'minclined to agree with th e
suggestions that the FDA do whatever it i s
procedural |y we do to request post-marketin g
information on the possible msuse, over-use of th e

product for mgraine sufferers , but | would also Iike
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to request that we get simlar data for msuse o r
over-use for other headache sufferers as well, so that
the data is put in sone context.

CHAI RVAN D AGOSTINQ  Har vey.

DOCTCR LUTHRA:  No conment s.

CHAl RVAN D AGOSTI NO Lee.

DOCTCR SIMON Wll, I'msorry, but I' m
still wvery unconfortable, and | apologize for m vy
intransigence about this. | actually am reall vy

193

relating to the question, which was particularl y

relati ng and asking, do | see safety data regardin g

the way this drug is used, and | don't. | see safety

data regarding a very, very, very carefully don e

clinical study, which we all know is not reall y

applicable to humans in the real world, and I thin k

that we have witten words here in the produc t

| abel ing that suggest the drug could be used up to ten
days.

That's not what |'ve seen, |'ve not seen
safety data about that, and | take i ssue with sone of

ny colleagues, in that as an arthritis physi cian ther e

are plenty of patients that we don't see in

hospi tal that have significant toxicity from Aspi

th e

rin,

who devel op @ bl eedi ng and ot her probl ens and are not

any | ess or worse sick than someone with mgraine.
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| amjust responding to the issue at hand ,
which is, | do believe theset hings can be handled in
a post-narketing way and i n the | abeling, but I do not
beli eve that we have seen any safety data tha t
reflects the real use of this drug in the real world.
CHAl RVAN D AGCSTI NO  Davi d Fel son.
DOCTOR FELSON  Yes, | also will secon d
t he intransigence. ['m deeply worried about usin g
plain Aspirin, which I don't use in ny patients |,
w thout |abeling concerns or s one other concerns that
tell patients how potentially dangerous that is. I

don't honestly care whether it's available for other

indications, it should have been there for othe r
i ndi cations too, to be honest, and it's not sonething
I'd let ny patients do ever at this point. It's too
danger ous.

And, for soneone who said there's n o
evidence that this is a potential problem given the
| arge marketing history, boy, you know, this is th e
nost common death from rheunatic disease, is G |
bl eedi ng from non-steroi dal anti-inflamratory drugs,
and even worse fromplain Aspirin. | nmean, it's just |,
| think there's got to be sonething built into th e
| abel ing here, or nore data he re, about the safety of

this before it is wdely used for the uniqu e
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i ndi cation of mgraine.

CHAI RVAN D AGCSTINQ  Lynn, do  you have a
comment ?

DOCTCR  McKI NLEY- GRANT: I would jus t
recommend the post-marketing study about repeate d
dosing, and | guess pattern of use, as opposed t o]
assumng that it's msused, but | think just |ooking
at the pattern of use of patie nts who have m grai nes.

CHARVAN D AGCSTINQ | don't know i f the
FDA has been paying attention, but you see what we ar e
f aci ng.

DOCTCR  VEI NTRAUB: V¢ have been payin g
attention.

CHAl RVAN D AGOSTI NO  Good.

DOCTCR VEI NTRAUB:  You know, t he conpany,
we can ask the conpany about doi ng actual use studies |,
either before or after the approval, if we do get to
an approval, and there are sone other things we ca n
do, too. ne thing is, we can ask for two different
kinds of |abeling, because there are two differen t
kinds of indications, and | started earlier inthe day
marking down, when | got to the letter Min markin g
themdown | figured that was it, so | haven't mnarked
anynore, but I'msure | could get to Z you know, 26

letters worth of difference between the drugs, becaus e
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the indications and the drugs.

So, we'll have to approach that with the
conpany, of course, but it may be -- that nay be the
best thing, and you can rest easy that we'll try.

CHAl RVAN D AGOSTI NO  Good.

| do hear in the <comittee som e
indivi duals who are feeling very strong about th e
particul ar drugs and the safety not available, but I
think the general tone is that many of these can b e
handl ed by | abeling and post-m arketing, and | want to

just make sure |I'm conveying the sentinment of th e

commttee.

Mary Anne.

M5. KCDA-KIMBLE | just want to say that
|'m not sure this is specific to mgraine. | thin k

it's specific to pain generally, and tolerance t o]
pain. | mean, what do people do after a pain doesn't
go away for half an hour, do they take anothe r
Aspirin, or Tylenol, or do they take a differen t
anal gesi c?

So, insone ways | think it's a bit unfai r
to say, okay, mgrainers, | think it really is, what
is the behavior, the analgesic-taking behavior o f
people who are in pain? There may be cultura |

differences here, there nay be gender differences, et
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cetera, et cetera, and |"'mnot so sure that it's s 0
specific to mgraine.
And, anybody who has had prenenstrua |

pain, there are levels of into lerance to that kind of

pain as well.

CHAIRVAN D AGCSTINO | amgoing to as Kk
you for a vote on this, and | would like to tone i t
as, wll it be unsafe, | think that that sense, do we

have data that would indicate that it woul d be unsafe ,
and also, if it's a positive response to the question ,
we are going to pick up labeling and post-nmarketin g
and so forth, so a positive would say the data that w e
sort of expect at this point i ntineis there, and do
we have an indication that it wll be unsafe is th e
thing that should drive the negative, as opposed t o]
ot her type of concerns. |Is that all right?

DOCTCR SIMIN Could you then just restat e
then what we are voting for?

CHAI RVAN D AGCSTI NO Yes. What |' m
saying is that, we have to decide what this neans
when we say do we have adequate information, som e
adequate information can be that we'd like to se e
post - marketing surveillance, o thers would be that the
| abeling can be straightened out. So, |I'm saying ,

when we look at this, we say at this point intinme th e
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sponsor has nade a presentation, they have the histor y
of the drug, the drug has been around, the dru g
conponents have been around fo r a nunber of years, we
have safety data on that. W have these three studie s
V¢ have the conprehension studies, all of those have
supplied informati on about safety. Do we think that
with that information in its totality will there b e
any reason to think the drug is going to be unsafe :
not that we would like to see even nore infornmation,
but do we have any belief at this point to say tha t
it's inadequate safety data that's been presented, th e
safety data is inadequate. Al right?

Al those in favor of the question three
as it has been sort of rephrased, please, raise your
hand, if we think yes. Al those opposed? An 'y
abstentions? Fourteen and three is the vote, 1 4
yeses, three no's. Again, | think the discussion on
that was nore inportant than the particular vote, so
that we have a sense of what the feeling is of th e
i ndivi dual nenbers with regard to the material I n
terns of its safety, and what it is that we can d o
beyond the safety data that we already have, and this
is where we cone into the |abeling recomrendati ons
I think that we can mx in the labelin ¢

recommendations in question four, not only labelin g
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recormendati ons, but also othe r studies that we think
woul d be appropriate to get at some of the concerns w e
have.

DOCTCR VEI NTRAUB: Excuse mne, Ral ph.

CHAI RVAN D AGCSTI NO  Yes.

DOCTCR VEINTRAUB: | just wanted to check ,
Andrea, do you have the question? Do you fee |
confortable with your phrasing of the question?

EXECQUTI VE SECRETARY NEAL: No, | don't
|'mconfortable with the count.

DOCTCR WEl NTRAUB: The count, but not the

questi on.

CHAl RVAN D AGOSTINO  Wat |'mtrying to
do, Mchael, and we can go over it again, what I’ m
trying to do in nunber three is, I"'mtrying to hav e

the question read that at the nonment there's a safety
data that has been presented, there nay be nore w e
would like, but is the data that has been presented,
is it adequate for us to vote yes on this question.
DOCTCR VEI NTRAUB: kay, that' s fine, and
Doctor Chanbers is correct, | can get it off th e
transcript, too, so we are all right.
CHAI RVAN D AGOSTINO  No, it's inportant
t hat we under st and.
Si d.
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DOCTOR GLNMAN | voted in favor of th e
answer to this question as being yes, however, th e
appl i cant has provi ded adequate information to suppor t
the safe use of this product, as tested in thei r
popul ati on of people with mgr aine. So, | voted yes.

W could put an addendum if you wl |
accept this, the conpany, or the sponsor, has not :
however, provided evidence tha t this will be safe for
prolonged or very frequent use. In other words, ther e
is no information on that question which would ge t
around the various concerns raised.

CHAl RVAN D AGOSTINO Wl |, this is what
| was trying to get at, we could do post-narketin g
research to get at the prolong ed use. Those would be
ways of addressing that particul ar issue.

DOCTCR G LMAN VeI l, 1'mjust suggesti ng
that we, as a commttee, could, perhaps, make a n
addendum to this. W could answer question nunbe r
three, put a postscript, by the way, we've only seen
data concerning safety on a single intervention with
this nedication, we have no ex perience or information
on how it may be used with mgraine patients and :
therefore, we recommend post-narketing surveillance a s
an out come and careful |abeling.

CHAl RVAN D AGQCSTI NO | think we ar e
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saying the same thing. 1'msug gesting in the response
to question four, that we talk about |abeling and any
other things that we think are appropriate, an d
certainly the post-narketing s wurveillance has cone up
a nunber of times, and | think that that nessage i S
quite clear to the FDA that we would |ike post -
mar keti ng surveill ance.

And, it is, just to clarify the question
three one nore tine, it was trying to not limt th e
possibilities of added itens in the post-narketin g
surveillance and the | abeling type of itens.

So, let's take the labeling fi rst, and we
can go back to even other things beyond the post -
marketing surveillance, what | abeling recomrendati ons
woul d we nake, Sid?

DOCTCR G LMAN: Vel |, let nme return to a
suggestion earlier, actually, this norning. W could
under warnings, add, prolonged daily use of thi S
product can lead to chronic daily headache, which I
think would be a very hel pful adnonition to peopl e wh o
are inclined to take it when they are headache free,
sort of chronically or prophyl actically, people get a
l[ittle bit superstitious about taking or not takin g
medi cation, and if it relieves headache then man vy

peopl e think, well, maybe | better take one to avoid
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havi ng a headache, and then before you knowit, th e
patient is taking headache nedication every day, and

then winds up with daily headache. It's very comon,

actual ly.

That's one suggestion. Let nme float out
two other suggestions for the itens under, ask a
doctor before use if. | have two there. (e woul d

be, you do not have frequent headaches, and you ar e
experiencing the worst headache of your life. Th e
second woul d be, you have a fever or stiff neck with
your headache.

CHAI RVAN D AGCSTI NGO Mary Anne.

M5. KODA-KIMBLE: | wonder if we coul d
suggest a change in the reques t to indicate headache,
including mld to noderate magraine headache, a s
opposed to asking themto diagnose it by exclusion
just say it, mld to noderate. | don't know whet her
that woul d be understood by the consuner.

The other issue | have is one that Doctor
Tong raised before, and that i s, on the front of this
| abel the package, it has a gold seal sort of tha t
says, "the headache nedicine,” and |I'm wonderin g
whet her that gold seal occurs on all other Excedri n
packages, and how that mght be confused if we ad d

this particular indication. | don't have the othe r
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Excedri n packages before ne.

CHAl RMAN D AGCSTINO  Does anybody have a n
answer to that? |Is that on all of the Excedrin?

CGHAIRVAN D AGCBTINO It is no t on all of
them, it is on Excedrin Extra Strength and th e
Aspirin-Free Excedrin products , it is not on Excedrin
PM

CHAl RVAN D AGCSTI NO  Thank you.

Eric, did you have a coment ?

M5. KCDA-KIMBLE: Can | just finish?

CHAl RVAN D AGOSTINO  I'msorry, finish,
yes.

M5. KODA-KI MBLE: Wen you ook at thi s
package, all you see is Excedrin. Extra Strength is
just really buried, and if you |ook at the end thing,
it's alnost inpossible to see Extra Strength, so I
would just ask the nanufacturer to take that int o]
consi derati on.

Furt her, | think when we conside r
labeling, | think we consider patient infornmation tha t
is put out, and to the extent you could help th e
consuner differentiate between mld and noderat e
m grai ne and severe mgraine, | think that mght b e
usef ul .

CHAI RVAN D AGCSTINO  Eric.
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DOCTOR  BRASS: M/ first comrent o0 n
|abeling is to the Agency, and specifically, as I
indicated this nmorning, | have concerns about th e
value of the conprehension studies that are bein ¢
done.

| woul d encourage, if the Agen cy is going
to ask sponsors to performsuch study, that the Agenc y
devel op sone standards or expectations that actually
measur e sonet hi ng nmeani ngful fromthe consuner side.
Gherwise, | think we are just spending noney for sho w
and not acconpl i shing nmuch.

DOCTCR VEI NTRAUB:  Actually, E ric, we are
in the process of setting up the standards and doi ng
it. You know, this has been a |learning experience fo r
us, too, and we are getting better at it.

DOCTCR BRASS: (kay.

The second comment | would nake is als o
indirectly related to labeling, and it follows up on
sonet hing Ted mentioned this norning, and that | woul d
hope that the Agency woul d review the bi oequival ency
data on the other formulations, to ensure that, i n
fact, there are no differences in rate of absorption

of any of the conponents between the tablets

capsul es, et cetera, before the labeling wa s
generated. | thought that was a good point that Ted
SA G CORP.
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rai sed.

| remain concerned that as we try t o
develop a label wth sufficient warnings an d
di recti ons, that are specific for the magrain e
indication, we will nmake the entire | abel conpletely
i nconpr ehensi bl e and usel ess. Again, we are tal king
about adding relatively sophisticated ideas, whic h
wll take up sizeable anount o f space, and whether or
not if those things are really going to be necessary
to permt the safe use of the product, whether or not
we are not tal king about a conpletely separate | abel
for this indication, and not nelding it into th e
headaches, oh, by the way, mgraine, too, kind o f

appr oach, because | think all the points that hav e

been raised are valid, | just don't know how to phras e
themin a way that can be put onto this kind of | abel
that wll allow the consunmer to differentiate whe n

they are buying it for a mgraine versus arthritis :
versus nenstrual pain, in a way that's neaningful .

And, finally, I would not be e nthusiastic
about trying to do the mlid to noderate thing, sinply
because | don't think the consuner wll understand it |,
and that you are asking them to nmake a gradatio n
j udgnent without any standard of conpari son.

CHAl RVAN D AGOSTI NO Frank, you had a
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comrent .

MR PUCI NO Keeping in mnd th
limtations of size on the label, under the do no
use, instead of just saying if you are allergic t
Aspirin, allergic to Aspirin and any ot her over-the-
counter pain nedication, because of concerns of cross
sensitivity.

Under the ask your doctor before use, it

mentions any other medical condition, includin
di abetes, gout, arthritis, |I'mprobably as concerned
about liver disease or kidney disease, and nak

nmention of those if you are going to nake nention of
any of these.

And then, in terns of your headache
including magraine headache, as Doctor GQGlma
suggest ed, diagnosed by a phys ician mght be hel pful,
and avoiding a mld to noderate possibly, and the
finally under ask your doctor after wuse, it says
synptons including headache pain continues over -
maybe to say, over a 24 to 48-hour period, sonething
tolimt that duration.

CHAI RVAN D AGCSTI NO David, and the
Davi d Fel son.

DOCTOR  DRACHVAN M/ point, put i

warning, before using for mgraine, call 1-800-FCR
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PAIN, or sonething like that, so that you could give
t he whol e nessage.

CHAl RVAN D AGOSTI NO  Davi d Fel son.

DOCTCR FELSON  In the wish Ii st of |abel
changes, and | guess | have to ask for PK data here,
but in terns of directions, I would say two tablet S
with food every six hours while synptons persist :
that's a nmuch safer way of taking this than tw o
tablets wth water. But, people are obviousl y
searching for imrediate relief, and | guess 1'd |like
to know whet her they get bl oodstreaml| evel s as quickl y
if they take it with food.

DOCTCR D AMOND:  You are going to cause a
| ot of problens, because nausea and vomting are the
prom nent synptons of m graine.

CHAI RVAN D AGCSTI NGO Justi n.

DOCTCR ZIMN  |I'mless concerned abou t
the fine print than | amabout the mai n nessage, and
| don't see any problem with putting on as man vy
caveat s as the commttee thinks is inportant, bu t
there's only about three thing s that the patients are
going to pay any attention to, and nost of those are
going to be the things that they can read withou t
their glasses on while they've got a headache, or whe n

they are in the store looking at the thing and the vy
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don't have the headache, and they aren't looking at i t
particularly carefully.

And, that's why you already have on th e
[abel that this is for mnor arthritis, and so | don' t
see any reason why you couldn't put on as well th e
idea that this is for mld or noderate mgrai ne, and
that would at least get the nain point across, an d
then that would alert people to having the idea that
they ought to look alittle bit further into what tha t
means.

CHAIRVAN D AGCSTINQ  Any othe r comment s?
Leona.

M5. MALONE: Yes, | just think the three
ingredients should be alittle |arger, easier to read,
darker print, sonething.

CHAl RVAN D AGOSTINO  Beth, did you have
a comment al so?

M5. SLINAUFF. Just a quick one. | don" t
have any additions to specific warnings, but, perhaps :
the way to format, deal with this by format, is t o]
sinply have a separate boxed section on the label tha't
deals with all of the issues around using it fo r
headache and headache pain, an d qualifiers around the
type of pain, so it's separate and distinct fromthe

ot her warni ngs secti on.
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CHAI RVAN D AGCSTINO  Lee, do you have a
comment ?

DOCTCR SIMON Maybe | mssed this, nmaybe
it's been said already, but |ess than ten days of use ,
it should be much shorter than that if we are jus t
dealing specifically with mgraine, but that raise d
the issue of dual |abeling, I guess, is what M ke was
referring to before.

| woul d think that sonmebody that doesn't
get better in 48 hours with this should be going ont o
see sonebody wunder those circunstances, and w e
certainly shouldn't |eave ten days on here, at |east
for this indication.

DOCTCR  VEI NTRAUB: | think what we'v e
heard, and what we've heard ac tually this norning and
early in this period, was that there needs to be a
separate l|abel for this medication which is under NDA.
W' [l have to deal with the conpany on that.

CHAI RVAN D AGCSTI NO  Kat hl een?

M5, HAM LTON | want to support th e
recoomendations to include the mld to noderat e
information. | think that's hel pful.

Also, wth respect to Doctor Glman' s
suggesti on to include |anguage that suggests

prolonged or frequent use may actually exacerbate a
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headache problem it seens to ne that that's going to
be very confusing to the consuner.

And so, | wonder if a nore genera
| anguage woul d be useful, and al so then, obviate the
need to have a list of considerations, to, perhaps
say prolonged or frequent use may present healt

ri sks, consult your physician, sonething nore general

CHAl RVAN D AGCSTI NO QG her comments
Cage.

DOCTCR  JOHNSON There are actually
couple good things about the |[abel. | like th

bolding for the very inportant warnings, although
prefer the mxture of capital and non-capital, and I
i ke the idea of adding the other ingredients.
Unfortunately, it'sina green background
white print, and | can tell there are letters there,
but it is totally illegible.
CHAl RVAN D AGOSTI NGO Sid.

DOCTCR G LMAN | should respond to th

e

i ssue of nodifying ny suggestion about chronic data on

headache. It's really not oth er health risks that ny
comrents address, it is chronic daily headache.

The problemthat we see all the tine i
departnents of neurology, and in private practice of

neurol ogy, is people who cone in with chronic dail
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headache and then you take a history, what nedication s
are you taking, and patients will take two Tyl enol :
and five Aspirin, and sonme Excedrin every day. Wat
you do is progressively wean them off thos e
medi cations, very slowy, and then you find out where
you are.

Wsual ly, within towto three w eeks, these
pati ents' headaches go away totally, so it's not a
general health risk issue. Their general health may
be fine, and if there's going to be potential fo r
renal disease that ought to be addressed separately,
but this is a very specific pr oblemthat's very, very
common and totally unrecogni zed.

CHAIRVAN D AGCSTINQ  Any othe r comment s?

Vell, | think the FDA has received a
nunber of suggestions, and hopefully they' |l come bac k

sone tine and tell us howthey've incorporated themi

=}

their discussions with the sponsor.

| think, in general, that the coomttees
are impressed by the studies. VW do think tha t
there's an appropriate OIC popul ation or an indicatio n
for an OTC popul ati on. V¢ do have concerns abou t
safety. The data has a conpleteness to it in th e
sense of the studies had supply data, and there's a

long history of the particular drugs, but th e
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prolonged use in the mgraine population for O C
indication is of concern, and we are asking for th e
post - mar keting surveillance, and we are asking for a
nunber of indications and a nu nber of changes, excuse
me, on the labeling, or suggestions to the labelin ¢
that would try to address these concerns.

Are there other issues that the coomttee s
would like to bring up?

If not, then let's have an adj ournnent of
the neeting. Thank you very much

(Wier eupon, the neeting was concl uded at

2:41 p.m)
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