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 DR. WIEDERMAN:  Yes. 

 MR. LEVIN:  Yes, myasthenia.  

 DR. EDWARDS:  Okay. 

 DR. LEGGETT:  Can I  say my two bi ts.  

 DR. EDWARDS:  Yes. 

 DR. LEGGETT:  I  had already said to make a 

black box for myasthenia,  but  the reason I  am 

abstaining is I  don' t  know enough about label ing 

and al l  the FDA requirements to be competent to say  

anything about that .   I  would leave that up to the 

FDA. 

 DR. FOLLMAN:  I  would agree.  I  don' t  know 

what a black box real ly means and I  don' t  worry 

about too many of  them. 

 DR. EDWARDS:  Let  me go on i f  I  could.   

Dr.  Fol lman's comment is very germane and I  th ink 

we are v i r tual ly al l  in that  posi t ion i f  I  could 

suggest that .   But,  again,  we are just  advis ing you  

from this part icular perspect ive.  

 Could I  see a show of hands for 

hepatotoxic i ty? 

 [Show of hands.]  
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 MR. MARCO:[?]  I f  you were going to do a 

label ,  would you want i t? 

 DR. EDWARDS:  Right.  

 MR. LEVIN:  I t  is  a l ready in the warning. 

 I t  is  a l ready bolded in the warning. 

 DR. EDWARDS:  I t  is  a bolded warning.  So 

the quest ion is would you be in favor of  a black 

box addi t ion to the current label  which is a bolded  

warning for hepatotoxic i ty.   I  am just  going to go 

r ight  around and ask for  a yes or no.  Dr.  Levin.  

 MR. LEVIN:  Yes. 

 DR. EDWARDS:  Dr.  Wiederman. 

 DR. WIEDERMAN:  Yes. 

 MR. MARCO:  Are you saying for a black 

box? 

 DR. EDWARDS:  Yes. 

 DR. EDWARDS:  Dr.  Smith.  

 DR. M. SMITH:  Yes. 

 DR. KOSKI:   No. 

 DR. NORDEN:  Yes. 

 MR. MARCO:  Yes. 

 DR. EDWARDS:  No. 
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 DR. FOLLMAN:  No. 

 DR. GUTIERREZ:  No. 

 DR. BRADLEY:  No. 

 DR. LEGGETT:  No. 

 DR. PROSCHAN:  Now, I  am confused.  I  

would l ike to hear more what Dr.  Fol lman said about  

exact ly what the impl icat ions of  that  are because I  

don' t  real ly know exact ly what that  means ei ther.  

 DR. EDWARDS:  Can you help us wi th that ,  

Dr.  Cox? 

 DR. COX:  I f  a black box is included, i t  

is  typical ly prominent ly displayed at  the beginning  

of  the label  so the informat ion is r ight  there at  

the start .   I t  a lso impacts upon advert is ing in 

that  the black box is always included with 

advert is ing and var ious things that might be given 

out,  just  a pen or something l ike that .   I t  a lways 

has to have a label  af f ixed to i t .   Am I  wrong 

about that?  I t  a lways has to have a label  af f ixed 

to i t .  

 DR. MORRIS:  No; there is no reminder 

advert is ing.  
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 DR. COX:  Okay. 

 DR. JENKINS:  The black box potent ia l ly  

reserved for the most ser ious warnings that we 

have.  So we have a def in i t ion in the regulat ions 

that i t  is  for  ser ious r isk associated with the 

drug.  But in lay terms, i t  is  a lways reported in 

the media as the strongest warning FDA can put on a  

drug label  and, as Dr.  Cox said,  i t  is  actual ly in 

a box to draw your at tent ion to i t .   I t  is  at  the 

very beginning of  the package insert .  

 I t  does have impl icat ions for  promot ional  

act iv i t ies because the box needs to t ravel  wi th al l  

the promot ional  mater ia ls.   I t  general ly means, for  

example,  that  th ings that are cal led reminder ads, 

where al l  you get is the name of the drug can' t  be 

provided unless you have the box there as wel l .  

 So, for  example,  you can' t  have a pen that 

has Ketek on i t  unless you somehow get the box on 

the pen as wel l .   So that is some of  the impacts i t  

has on-- i t  does not preclude, by the way, 

direct- to-consumer advert is ing because you can 

divulge the r isk in the direct- to-consumer 
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advert is ing to provide fair  balance.  So that is 

just  one clar i f icat ion.   I t  does not preclude DTC 

advert is ing.  

 DR. EDWARDS:  Okay.  Dr.  Proschan, does 

that help? 

 DR. PROSCHAN:  Yes.  So I  wouldn' t  put  i t  

for  hepat ic.  

 DR. EDWARDS:  Okay.  Thank you.  Dr.  

Morr is? 

 DR. MORRIS:  Is the quest ion-- there is 

going to be a black box and the quest ion is what do  

we put in i t .   The answer is everything.  I  would 

put al l  four r isks in i t .  

 DR. EDWARDS:  Thank you. 

 DR. EDWARDS:  Dr.  Townsend. 

 DR. TOWNSEND:  No. 

 DR. EDWARDS:  Dr.  Heckbert  

 DR. HECKBERT:  I  am going to vote yes for  

the hepatotoxic i ty but I  have to qual i fy that  by 

saying I  real ly don' t  feel  qual i f ied to make this 

decis ion and I  would l ike to know, when other drugs  

have things in black boxes, what is the level  of  
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evidence for them.  I  would l ike to know that i t  is  

comparable here.  

 So I  th ink probably the contraindicat ion 

of  the myasthenia gravis I  am less concerned-- I  

th ink that  def in i te ly should be in the black box 

but I  am not qui te so sure wi th hepatotoxic i ty.   

But I  am vot ing yes.  

 DR. EDWARDS:  Dr.  Wong-Beringer.   She has 

lef t?  I 'm sorry.   Dr.  Shapiro.  

 MS. SHAPIRO:  I  don' t  know. 

 DR. EDWARDS:  I 'm sorry? 

 MS. SHAPIRO:  I  don' t  know. 

 DR. EDWARDS:  You don' t  know? 

 MS. SHAPIRO:  Right.   I  am abstaining. 

 DR. EDWARDS:  Okay.  Thank you.  Dr.  

Smith.  

 DR. J.  SMITH:  I  vote no, but I  am 

concerned for the same reason that was just  stated 

a few seconds ago just  in terms of  being consistent  

and that is something that I  am not sure about.   So  

I  do strongly agree that the myasthenia-gravis r isk  

warrants such a black-box warning. 
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 DR. EDWARDS:  I  th ink we are almost 

obl iged to go around the room on the other two 

toxic i t ies.   I  real ly don' t  see any other way out 

of  i t .   So let 's  go with the v isual  issue. 

 Dr.  Levin.  

 MR. LEVIN:  Yes. 

 DR. WIEDERMAN:  No. 

 DR. M. SMITH:  I  th ink yes.  

 DR. KOSKI:   Yes. 

 DR. NORDEN:  Yes. 

 MR. MARCO:  Yes. 

 DR. EDWARDS:  No. 

 DR. FOLLMAN:  No. 

 DR. GUTIERREZ:  No. 

 DR. BRADLEY:  I  am going to vote no but I  

a lso have another comment on the hepat ic toxic i ty.  

 Trovof loxacin,  I  bel ieve, had a black box and the 

drug actual ly wasn' t  wi thdrawn from the market.   

But when you put the black box on i t ,  the company, 

basical ly,  d idn' t  support  i ts  use anymore for 

whatever reasons.  So the impact of  a black box can  

be huge.  Can I  conf i rm that? 
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 DR. COX:  When the issue with hepat ic 

toxic i ty came up with t rovof loxacin,  the 

indicat ions became more l imi ted.  I t  started out 

wi th indicat ions in the teens and I  th ink i t  went 

down to f ive more ser ious indicat ions or 

thereabouts.   Also,  the type of  informat ion 

included in the label  ta lked about start ing the 

drug on inpat ients.  

 Yes; that  d id have an ef fect  on use.  But 

that  was part  of  t ry ing to get the r isk and benef i t  

to those si tuat ions where there was more benef i t  

commensurate wi th the r isk.   But i t  d id af fect  use.  

 DR. BRADLEY:  And you didn' t  pul l  the drug 

of f  the market,  though. 

 DR. COX:  Correct .   The drug was not 

wi thdrawn from the market by us at  that  point  in 

t ime and then subsequent ly the drug is no longer 

marketed. 

 DR. EDWARDS:  Dr.  Leggett .  

 DR. LEGGETT:  I  am going to vote--  

 DR. MOYER:  I  th ink i t  would be helpful  i f  

one of  the FDA does have Code of  Federal  Regulat ion  
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to read what a black-box warning is required for 

because there has to be a s igni f icant heal th r isk 

associated with the black-box warning.  There is a 

regulatory def in i t ion for  such.  That may be 

helpful ,  i f  we could ask for  that .  

 DR. AVIGAN:  I  don' t  have a photographic 

memory but i t  does come across once in a whi le in a  

review.  I  can sort  of  g ive you at  least  some 

concepts.  

 One, in the regulat ion,  is ,  for  a ser ious 

and l i fe- threatening event,  i f  the informat ion wi l l  

help a pat ient  recognize an event and modify the 

outcome because of  the recogni t ion.   The other 

would have to do with the fact  that  i t  is  a 

buyer-beware idea that,  i f  you know that that  was a  

r isk,  you might al ter  your decis ion to take the 

drug, again,  for  a ser ious and l i fe- threatening 

condi t ion,  precluded for those. 

 So those are the k inds of  caveats or 

cr i ter ia that  are used in black box-- the di f f icul t  

is  to determine where the burden of  events are to 

go with that  because i t  obviously,  in real  l i fe,  
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there are gradat ions of  r isk that  we deal  wi th.  

 DR. JENKINS:  I  do need to c lar i fy.   The 

cr i ter ia that  Dr.  Avigan was just  descr ib ing 

actual ly are the ones for medicat ion guides, 

al though there are c lear ly a lot  of  s imi lar i t ies 

between when the regulat ions descr ibe the need for 

a box warning and when they descr ibe the need for a  

medicat ion guide.  But I  th ink the ones you are 

descr ib ing are actual ly the ones for when a 

medicat ion guide can be required. 

 For the commit tee purposes, i f  you don' t  

understand what I  mean by medicat ion guide, 

medicat ion guide is a pat ient  label ing.   So is i t  

label ing that is wr i t ten in lay terms for the 

pat ient  and is required by regulat ion to be handed 

out wi th every prescr ipt ion dispensed at  the 

pharmacy. 

 So i t  is  a sheet of  paper that  the 

pharmacist  is  required by regulat ion to hand out 

wi th every prescr ipt ion,  both new prescr ipt ions and  

ref i l ls ,  for  a l imi ted number of  products,  just  to 

c lar i fy i f  anyone has any quest ions.  
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 DR. EDWARDS:  Dr.  Proschan. 

 DR. PROSCHAN:  The fact  that  we don' t  

real ly know what the requirements are-- I  hope we 

have a chance to change our vote af ter  th is one, 

too,  because I  real ly don' t  feel  conf ident at  a l l  

that  my recommendat ion is-- I  just  don' t  know what 

to say on this.   I  feel  strongly that  more should 

be done. 

 Now, exact ly what more should be done, I  

don' t  know and I  don' t  know whether i t  is  real ly 

the r ight  th ing to do to put a black-box warning i f  

i t  doesn' t  f i t  the def in i t ion that  they use for 

black-box warnings. 

 DR. JENKINS:  Hear ing the sense of  the 

commit tee ear l ier  that  you thought that  at  least  

some of  the r isks r ise to the level  that  you would 

advise FDA consider a box, that  is  probably 

adequate informat ion for  us to go back and consider  

and decide what the speci f ic  language would be. 

 Bel ieve me, commit tees have di f f icul ty 

wi th th is issue every t ime we ask i t  because you 

are not involved in wr i t ing label ing.   You are not 
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completely aware of  a l l  the regulat ions.   So you 

are struggl ing just  l ike every other commit tee does  

that we ask th is quest ion.  

 We got the sense, I  th ink,  ear l ier ,  that  

you thought at  least  some of  the r isk rose to the 

level  that  you were recommending a box and I  th ink 

that  would actual ly be suff ic ient  f rom our 

standpoint  i f  you wanted to go from there.  

 DR. JOHANN-LIANG:  Can I  just  add a couple 

of  th ings?  A couple of  th ings to keep in mind also  

regarding--myasthenia gravis keeps coming up.  I f  

you recal l ,  I  th ink,  in Dr.  Wassel 's presentat ion 

f rom OSC, he did discuss that,  in the label ,  aside 

from the box, there is a Contraindicat ions Sect ion 

where you say, for  a certain populat ion,  th is drug 

should not be given.  So that is something I  d idn' t  

want you guys to forget about.  

 Last ly,  about medicat ion guide, just  to 

fo l low up on Dr.  Jenkins'  remark,  the company has 

discussed pat ient  package inserts and how they have  

changed i t  over t ime which is good.  But,  again,  

pat ient  package inserts,  there is no requirement 
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for that  to go to the pat ient .  

 Medicat ion guide is the only that  has a 

requirement that  you must distr ibute wi th the drug 

to the pat ient .   So that is something for you to 

th ink about as wel l  because, remember,  we are 

discussing communicat ion to the prescr iber,  which 

is the label ing.   But we also need to make sure 

that  we have adequate discussion about how to 

communicate to the consumer s ince these adverse 

events are very r ight  up in f ront  which is what we 

are concerned about.  

 DR. EDWARDS:  I  need, now, to ask Dr.  Cox 

and Dr.  Jenkins-- I  th ink,  on the basis of  what you 

just  said,  Dr.  Jenkins,  we probably ought to stop 

vot ing on the black box at  th is point .  

 But we now have the issue of  other k inds 

of  modif icat ions.   Is what we have done regarding 

the black box enough of  guidance regarding other 

k inds of  modif icat ions? 

 DR. JENKINS:  I  would l ike to hear your 

thoughts on medicat ion guide.  That,  again,  would 

be the vehic le to t ry to ensure that pat ient  gets 
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informat ion that is di rected at  them about the r isk  

and benef i ts of  the product,  how to use i t  

appropr iately,  what to look for ,  what to report  to 

the doctor.  

 I t  could include, for  example,  i f  you get 

blurred vis ion,  stop taking the drug, don' t  dr ive.  

 So i t  is  very pat ient- focused label ing and, as I  

said,  i t  is  required by regulat ion to be dispensed.  

 There have already been discussions 

between the agency and the sponsor about medicat ion  

guides. 

 DR. MOYER:  We can make i t  real  easy i f  

you would l ike.   We are going to do i t .  

 DR. JENKINS:  Okay. 

 DR. EDWARDS:  Dr.  Jenkins,  could you ask 

us a speci f ic  quest ion about the medicat ion guide 

that would help us.   Would the quest ion be, should 

there be increased warnings in the medicat ion 

guide.  I  am just  not  exact ly c lear where--  

 DR. JENKINS:  I  th ink the company kind of  

took that quest ion out of  the realm because they 

just  said that  they agree that they wi l l  have a 
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medicat ion guide.  So i t  is  k ind of  l ike the box.  

We wi l l  work on wri t ing i t  and descr ib ing what 

should be in there.  

 I  th ink we have already heard f rom you 

dur ing the last  couple of  days there are issues 

about making people aware of  the v isual  changes, 

stop the drug, don' t  dr ive,  what to look for  for  

hepat ic symptoms, what to do i f  you get those.  I  

mean, those are the types of  th ings we put in 

medicat ion guides in language that is appropr iate 

for  the average consumer.  

 So I  don' t  th ink we have any speci f ic  

quest ions about the medicat ion guide beyond whether  

there should be one.  But the company has agreed. 

 DR. MORRIS:  I  th ink you do.  You just  

don' t  know i t .  

 DR. JENKINS:  We wi l l  have lots of  

quest ions when we start  wr i t ing i t .  

 DR. MORRIS:  There is something more basic 

than that and that is there is no evidence these 

medicat ion guides ever get to pat ients.   I  

developed a medicat ion-guide project  when I  was at  
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FDA.  Even though FDA requires i t ,  i t  is  not  c lear 

how i t  is  del ivered. 

 What the company has of fered up is 

actual ly something better than a medicat ion guide. 

 They have of fered up packaging.  The packaging, 

putt ing i t  in the packaging, is more important than  

cal l ing i t  a medicat ion guide. 

 I f  you want to cal l  i t  a medicat ion guide, 

f ine.   But making sure that  i t  is  in the package 

and that the package has informat ion on the outer 

carton so the pat ient  sees the informat ion before 

they take the drug.  That is important.   Having a 

medicat ion guide which may not be read unt i l  af ter  

the pat ient  starts taking the drug, for  these 

part icular set  of  problems, is giv ing the 

informat ion too late.  

 So I  th ink I  would very highly recommend a 

packaging solut ion.   I  don' t  care i f  you cal l  i t  a 

medicat ion guide or not,  but  as long as i t  is  

packaged in the product,  that ,  I  th ink,  is  a very 

important issue. 

 DR. MOYER:  We agree.  The 5-day is 
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already packaged to be able to do that.   I t  is  the 

larger pack that needs to be packaged that same way  

and that wi l l  be done. 

 MR. LEVIN:  So you are going to 

uni t -of-use packaging. 

 DR. MOYER:  In some way, the packaging 

wi l l  be avai lable so that i t - -  

 MR. LEVIN:  Right.   The only th ing about a 

med guide, Lou, is that  there is sort  of  a format 

that  is  prescr ibed.  So I  th ink i t  is  valuable to 

make sure that  the format meets some standard.   For  

now, a med guide is about the best state of  the 

art .  

 DR. MORRIS:  Right.   I  th ink their  current 

pat ient  package insert  is  in that  format.   But 

there is a good reason to cal l  i t  a medicat ion 

guide in that ,  the same thing as a black box, there  

is a symbol ic value to that ,  that  i t  says there is 

something di f ferent about th is drug. 

 The reason that a black box has value, 

because I  th ink there are many, many drugs now that  

have black boxes so the signal  value of  b lack box 
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is lessened qui te a bi t  as you suggested. 

 Medicat ion guide is--only about 50 drugs 

that have medicat ion guides.  So the signal  value 

is st i l l  there for  medicat ion guides to a greater 

extent.   But that  s ignal  value is going to be used 

both by the company and by i ts compet i tors.  

 I ts compet i tors are going to say,  oh, look 

at  that  drug.  So I  do th ink there are going to be 

unintended consequences as wel l  as the intended 

ones. 

 DR. EDWARDS:  Dr.  Cox. 

 DR. COX:  I  was wondering i f  we could get 

a l i t t le more discussion and maybe a vote wi th 

regards to the issue of  a l imi ted indicat ion or a 

modif ied indicat ion.   There was some discussion 

about that  ear l ier  on,  I  th ink a discussion of  

second- l ine.  

 DR. EDWARDS:  Perhaps I  could ask for  a 

show of hands of  those indiv iduals who would be 

incl ined to add a second- l ine,  add, th is drug is a 

second- l ine indicat ion for  CAP. 

 DR. COX:  Right;  and exact ly what the 
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wording would be we would have to f igure out.   But 

is i t  an al ternate?  In certain c i rcumstances, 

would you essent ia l ly  put i t  in that  second- l ine 

posi t ion? 

 DR. EDWARDS:  Let  me see i f  a show of 

hands wi l l  work on that.   How many people feel  that  

language--oh; okay.  Lt .  Mosaddegh would prefer we 

go around.  I t  is  hard to keep track.   I  empathize 

completely.  

 Dr.  Levin,  let  me start  wi th you. 

 MR. LEVIN:  I  don' t  want to delay th is 

because I  know people are running to planes 

already, but I  am just  not  c lear on whether we 

are--how f i rm we are being with what that  says.   I  

have a l i t t le discomfort ,  f rom my perspect ive,  

being too proscr ipt ive wi th what that  says.   But I  

th ink some indicat ion that there may be reason to 

t ry other us f i rst ,  something along that l ine 

wi thout being too proscr ipt ive.  

 DR. EDWARDS:  The way you have just  worded 

that,  would that  be sat isfactory,  Dr.  Cox, some 

indicat ion that th is be a second- l ine agent? 
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 DR. COX:  Yes.  I  guess we would have to 

f igure out the wording but I  hear your general  

idea. 

 DR. EDWARDS:  So general  idea. 

 LT. MOSADDEGH:  That was a yes,  Dr.  Levin? 

 DR. EDWARDS:  Dr.  Levin,  was that a yes? 

 MR. LEVIN:  Yes. 

 DR. EDWARDS:  Dr.  Wiederman. 

 DR. WIEDERMAN:  Yes. 

 DR. EDWARDS:  Dr.  Smith.  

 DR. M. SMITH:  I  would agree; yes.  

 DR. KOSKI:   Yes. 

 DR. EDWARDS:  No. 

 DR. FOLLMAN:  I  wi l l  have to abstain.   I  

am not a physic ian and I  don' t  real ly know what my 

vote would mean. 

 DR. BRADLEY:  I  would say no.  There are 

enough professional-society guidel ines on CAP.  

Everyone has got guidel ines on CAP.  They are very 

expl ic i t  on which is f i rst- l ine,  which is 

second- l ine.   Tel i thromycin already is second- l ine 

therapy so I  don' t  see that there is the need for 
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the agency to actual ly put that  i t  is  second- l ine 

in the package label ing because that should be 

made--that decis ion should be made local ly based on  

your prevalence of  resistance organisms and 

ul t imately c l in ical  and microbiologic ef f icacy.   

And i t  may change with t ime. 

 DR. EDWARDS:  Dr.  Leggett .  

 DR. LEGGETT:  I  agree ent i re ly wi th that  

statement.  

 DR. EDWARDS:  Dr.  Proschan. 

 DR. PROSCHAN:  I  am clueless on this.   I  

have no--  

 DR. EDWARDS:  Abstain.   Dr.  Morr is.  

 DR. MORRIS:  I  would say no.  I  am 

comfortable that  a black box wi l l  do that  but I  

don' t  th ink I  am comfortable wi th the informat ion 

that says the comparat ive safety and ef f icacy to 

make i t  second- l ine.  

 DR. EDWARDS:  Dr.  Townsend. 

 DR. TOWNSEND:  I  wouldn' t  feel  the need to 

l imi t  i t  to second- l ine or th i rd- l ine.   I  don' t  

know i f  th is is the place to br ing th is up.  I  
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think i t  may be worthwhi le to put in some wording 

about using tel i thromycin af ter  another macrol ide 

and the possibi l i ty  for  increased hepatotoxic i ty in  

that  s i tuat ion.   So, anyway. 

 LT. MOSADDEGH:  Is that  a no, Dr.  

Townsend? 

 DR. TOWNSEND:  A no. 

 DR. EDWARDS:  Dr.  Smith.  

 DR. J.  SMITH:  No, and I  would agree with 

Dr.  Townsend's last  comment.  

 DR. KOSKI:   Can I  change my vote? 

 DR. EDWARDS:  Absolutely.  

 DR. KOSKI:   Okay. 

 LT. MOSADDEGH:  That is a no, Dr.  Koski? 

 DR. KOSKI:   Yes. 

 DR. EDWARDS:  Dr.  Cox, where would you 

l ike to go next? 

 DR. COX:  I  th ink we are almost there.   I  

am just  wonder ing i f  we can just--we have heard 

some about DNE with regards to some ideas in other 

studies.   I  don' t  know i f  there is anything else 

that people want to say to that  issue, and then, 
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No. 3,  I  th ink we have also heard some thoughts but  

we might want to hear a l i t t le bi t  more about 

exact ly what people would want for  ABS and ABECB i f  

there was desire to fur ther pursue that.  

 Question 3  

 DR. JENKINS:  In part icular,  for  No. 3,  

you have recommended that i t  not  be indicated for 

ABS and acute exacerbat ions of  chronic bronchi t is .  

 So i f  the company were to do the super ior i ty 

studies that  we heard recommended ear l ier  and prove  

that th is drug works in those two indicat ions,  is  

that  enough to t ip the benef i t / r isks in a favorable  

direct ion?  I f  i t  is  not ,  you can quest ion why they  

would bother to do the studies.  

 DR. EDWARDS:  Let  me actual ly ask that  

quest ion and we wi l l  go around.  I  am not going to 

rephrase i t .   The quest ion is,  just  as Dr.  Jenkins 

stated. 

 Dr.  Smith.  

 DR. J.  SMITH:  Yes. 

 DR. EDWARDS:  Dr.  Townsend. 

 DR. TOWNSEND:  Yes. 
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 DR. EDWARDS:  Dr.  Morr is.  

 DR. MORRIS:  Yes. 

 DR. EDWARDS:  Dr.  Proschan. 

 DR. PROSCHAN:  I  am sort  of  on the fence 

on this one.  I  probably would say yes, but-- I  

guess I  wi l l  go yes.  

 DR. EDWARDS:  Great.   Dr.  Leggett .  

 DR. LEGGETT:  Yes, just  l ike before.  

 DR. EDWARDS:  Dr.  Bradley.  

 DR. BRADLEY:  St i l l  yes.  

 DR. EDWARDS:  Dr.  Fol lman. 

 DR. FOLLMAN:  I  would say probably yes,  

but I  th ink i t  would also depend on the magnitude 

of  the benef i t  of  the drug over the placebo.  I  

can' t  just  say,  get a huge study and get a smal l  

p-value and there is no di f ference, real ly,  no 

substant ia l  d i f ference that i t  would be good 

evidence. 

 DR. EDWARDS:  My answer is,  as a general  

concept,  yes.  

 DR. EDWARDS:  Dr.  Koski .  

 DR. KOSKI:   Yes. 
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 DR. EDWARDS:  Dr.  Smith.  

 DR. M. SMITH:  Yes. 

 DR. WIEDERMAN:  Yes, but I  would want to 

see the number-needed-to-treat calculat ions.  

 DR. EDWARDS:  Dr.  Levin.  

 MR. LEVIN:  Yes, again qual i f ied by what 

the evidence said.  

 DR. EDWARDS:  Dr.  Cox? 

 DR. COX:  I  th ink that  helpful .   I  wi l l  

turn i t  back to you but i t  seems l ike we have 

gotten through the major quest ions here,  the major 

issues. 

 DR. EDWARDS:  Okay.  Actual ly,  in the last  

port ion of  these quest ions,  there is a t remendous 

amount of  decis ion-making process and so forth that  

goes on.  But I  th ink,  wi th in the l imi ts of  our 

meet ing today, th is is about as far  as we can get 

wi th i t  at  th is point .  

 Dr.  Levin,  you had a comment? 

 MR. LEVIN:  I  would just  l ike to thank the 

chair  for  h is job in organiz ing a very di f f icul t  

and complex meet ing.  
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 [Applause.]  

 DR. EDWARDS:  Thank you very much.  I  

appreciate that .   I  would l ike to thank everyone 

involved with th is meet ing.   This,  again,  was 

real ly an extremely di f f icul t  process for us al l .   

I  know everyone appreciates the di f f icul ty.   I  

appreciate the 13 pounds of  reading mater ia l - - I   

actual ly weighed i t - - that  we have al l  been through,  

and the staf f  who supported this meet ing.  

 I  need to give special  credi t  to Lt .  

Mosaddegh who has done a t remendous amount of  work.  

  [Applause.]  

 And I  a lso wanted to thank very much Al ice 

Toigo who is our t ranscr iber who has been working 

very hard for  two days. 

 [Applause.]  

 Thank you, again,  for  a l l  the 

presentat ions and al l  the del iberat ions and we are 

adjourned. 

 [Whereupon, at  5:15 p.m.,  the meet ing was 

adjourned.]  

 -  -  -  




