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ef f icacy for  Ketek.   In part icular,  how much should  

I  weigh those recommendat ions of  the panel?  Should  

I  just  bel ieve them?  Or should I  make my own 

decis ion? 

 DR. JOHANN-LIANG:  You are ta lk ing about 

the FDA regulatory br ief ing s l ide that  I  was 

showing? 

 DR. FOLLMAN:  Yes. 

 DR. JOHANN-LIANG:  Regulatory br ief ings 

are held internal ly usual ly wi th senior upper 

management l ike Dr.  Jenkins and Dr.  Kweder.   So 

perhaps I  wi l l  defer to Dr.  Jenkins as to what th is  

is.  

 DR. EDWARDS:  Dr.  Jenkins? 

 DR. JENKINS:  I  can get us started on 

this.   I  t r ied to address some of th is yesterday 

because, as part  of  the process of  evolut ion of  

science and regulat ion,  new products meet standards  

that are di f ferent f rom what was met by products 

years or decades ago. 

 An example,  I  th ink I  ment ioned yesterday, 

would be on the Cox-2 nonsteroidal  s ide,  i t  is  
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highly unl ikely,  i f  not  total ly unl ikely,  that  we 

would approve another nonsteroidal  agent today 

without a cardiovascular outcome study.  But the 

old t radi t ional  NSAIDs don' t  have a cardiovascular 

outcome study.  We have not at tempted to t ry to 

make them do that because i t  br ings up issues about  

our regulatory author i ty to do that.   But they al l  

got  a black-box warning about the potent ia l  for  

that .  

 On this quest ion,  maybe a way you could 

th ink of  looking at  th is is,  keeping in mind what 

Dr.  Cox presented, al l  the avai lable ant imicrobials  

that  are approved for these indicat ions were 

approved based on noninfer ior i ty studies.  

 So the level  of  evidence for al l  the 

products is equal ly suspect.   I f  you suspect i t  for  

Ketek,  i t  is  equal ly suspect for  a l l  of  them.  I f  

you conclude that the r isk of  Ketek is equal  to the  

r isk of  a l l  the other comparators,  maybe that would  

be something you would decide not to concern 

yoursel f  wi th at  th is meet ing.  

 On the other hand, i f  you conclude that 
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the r isk for  Ketek looks worse than the r isk of  the  

comparators,  you may think,  in your mind, wel l ,  i t  

looks worse and I  am not so sure about the evidence  

that i t  actual ly works.   So that may play into your  

decis ion as wel l .   That would be one framework I  

could suggest you think about because, as Dr.  Cox 

said,  we are not here to readjudicate and go back 

and discuss what to do about al l  the ant imicrobials  

who have this indicat ion.   That is the course of  

natural  h istory of  regulat ion.  

 As I  said yesterday, we usual ly go back 

and look at  those only i f  something ar ises to pul l  

i t  out  of  the queue, so to speak.  The reason we 

are here wi th Ketek is to ask you, does the safety 

prof i le for  Ketek pul l  i t  out  of  the queue such 

that you think i t  is  less safe than the other 

avai lable therapies that  make you think that  we 

should do something di f ferent as far  as how we 

regulate Ketek compared to the other avai lable 

therapies.  

 Hopeful ly,  that  helps c lar i fy i t  some. 

 DR. FOLLMAN:  Yes; that  is  helpful .  
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 DR. EDWARDS:  Let  me, though, ask--you are 

suggest ing--you just  emphasized the safety but,  in 

our instruct ions,  we have been advised to consider 

the ef f icacy in l ight  of  the newer discussions on 

noninfer ior i ty t r ia ls.   Is that  not correct? 

 DR. JENKINS:  I  thought I  t r ied to touch 

on that as wel l .   We certainly want you to be aware  

and consider,  as you are going through your 

discussions, the uncertainty that  exists about the 

benef i t  of  Ketek and al l  the drugs that are 

approved for s inusi t is  and acute exacerbat ions of  

chronic bronchi t is .  

 I  was just  t ry ing to make the point ,  Ketek 

is not unique with regard to those concerns about 

what the benef i t  is .   I t  is  real ly your task to 

help us understand, given that informat ion and 

consider ing what we know about the safety,  does 

that r ise to the level  that  you think Ketek should 

be treated di f ferent ly,  meaning do you think i t  

shouldn' t  be avai lable for  one or more of  these 

indicat ions.  

 Maybe you wi l l  even want to give us some 
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advice at  the end of  the day about other drugs that  

you think we should go back and look at  in th is 

l is t .   I  th ink there were 12 and 18 drugs on the 

l is t .  

 DR. EDWARDS:  John, before I  go to you, i f  

I  could just  ask Dr.  Johann-Liang a quest ion.   I  am  

ref lect ing on your s l ides wi th the colors.   Dur ing 

your presentat ion,  you made some comments that  led 

me to come to the fol lowing conclusions which I  

would l ike you to help me with,  whether they are 

val id or not.  

 There is a s ignal  for  hepatotoxic i ty wi th 

te l i thromycin.   What I  am not ent i re ly c lear about 

is whether that  s ignal  has actual ly occurred at  a 

t ime in i ts introduct ion to c l in ical  use ear l ier  

than the signal  which has occurred with other 

comparable ant ib iot ics.  

 I  bel ieve that you said that  i t  has but I  

would appreciate your ei ther af f i rming that or 

correct ing me. 

 DR. JOHANN-LIANG:  Okay.  The other drugs 

that are current ly-- i f  we are looking at  Warnings 
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and Precaut ions Sect ion,  those are usual ly safety 

issues that we have had some discussions about,  

some analysis on.  Usual ly,  everybody agrees that 

th ings go into the label .   So, i f  we are ta lk ing 

about hepatotoxic i ty,  the other ant imicrobials of  

interest  are real ly--and now I  am expanding the 

comparison from what I  had said on the talk which 

was pret ty narrowed to what I  d iscussed, dr i l l ing 

down. 

 I  am now expanding because that seems to 

be the interest .   Augment in would be a drug of  

interest .   I t  is  labeled with issues with hepat ic 

dysfunct ion.   There are cases of  hepat ic fa i lure.   

I  know that there have been data-mining talks to 

show the level  of  score,  et  cetera.  

 The level  of  review that goes into looking 

at--and you have seen how the Ketek hepatotoxic i ty 

cases were reviewed.  That level  of  review has not 

been done for Augment in.   So i t  would be hard for  

me to te l l  you exact ly,  let 's  put  the numbers and 

let 's  compare i t  s ide-by-side. 

 Given that,  Augment in,  as I  said,  has a 
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huge denominator history just  because i t  has been 

in the market and i t  has been used so much.  The 

understanding, the general  understanding, of  the 

l iver issue with Augment in,  and hepatology experts 

could jump in i f  you want,  is  that  i f  i t  is  more of  

a-- there is more a component of  the cholestat ic 

picture to Augment in.  

 I t  is  not  considered general ly that ,  af ter  

the f i rst  or  second dose, that  you would have such 

severe c l in ical  deter iorat ion.   The other c lass 

that  we consider in th is comparison would be the 

other macrol ides.   Those macrol ides are labeled 

also for  hepatotoxic i ty and we have heard 

discussions about the comparison to c lar i  on the 

epidemiological  study that has been done. 

 I t  is  of  great interest  to us.   We would 

l ike to review that data ourselves and real ly t ry 

to understand what that  a l l  means. 

 However,  again,  that  k ind of  analysis has 

not been done for c lar i .   The only analysis that  we  

have truly done where hands-on review of  each of  

the indiv idual  cases was done is what Dr.  Br inker 
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presented against  the other f luoroquinolones. 

 Fluoroquinolones'  hepatotoxic i ty is,  I  

th ink people are aware, that  there is a 

hypersensi t iv i ty component to the f luoroquinolones.  

 So, i f  we had to say what is the c l in ical  

manifestat ion comparison of  these drugs, Ketek 

behaves most c losely to other f luoroquinolones in 

i ts hepatotoxic i ty.  

 What are the comparat ive numbers?  I  th ink 

Dr.  Avigan just  ta lked about that  23 to 6 between 

moxi f loxacin and Ketek for  the regular report ing 

rate.  

 We have not looked at  moxi  in the analysis 

that  Dr.  Graham had done which accounts for  person 

t ime.  As I  said,  the only other ant ib iot ic which 

is a f luoroquinolone that that  type of  comparison 

was done is t rovof loxacin.  

 So that is k ind of  the c l in ical  p icture i f  

that  is  what you are asking, Dr.  Edwards, of  where 

Ketek is in regards to sort  of  the c l in ical  

manifestat ion of  the rapid and sudden onset of  

acute l iver fa i lure.  
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 I  hope that is helpful .  

 DR. EDWARDS:  I  was more asking whether 

the s ignal ,  which has occurred with Ketek,  has 

occurred ear l ier  in i ts c l in ical  introduct ion than 

i t  has wi th the other drugs that are used for the 

indicat ion for  community-acquired pneumonia,  i f  we 

can get a sense for that .  

 So, again,  the quest ion is there is a 

s ignal .   There is a s ignal  for  other drugs as wel l .  

 Is the Ketek s ignal  occurr ing ear l ier  than i t  has 

for  the other drugs?  Can we tel l  that? 

 DR. JOHANN-LIANG:  Our general  sense is 

yes,  that  i t  is ,  that  is  i t  most comparable,  

probably,  to the hypersensi t iv i ty- type of  

hepatotoxic i ty that  we are seeing with quinolones. 

 DR. DAL PAN:  I  th ink you are asking how 

soon af ter  market ing--  

 DR. EDWARDS:  That 's correct .  

 DR. DAL PAN:  That is the quest ion you are 

asking. 

 DR. EDWARDS:  That is the quest ion.  

 DR. DAL PAN:  Do you know the answer to 
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that? 

 DR. COX:  Al len may be able to ta lk more, 

but Trovan, which had a number of  indicat ions and 

had fair ly quick market uptake af ter  i t  was 

approved, the s ignal  there appeared soon af ter  

market ing.   Mark,  do you want to add a l i t t le more?  

 DR. AVIGAN:  I  was just  going to say 

yesterday I  introduced or ment ioned the iceberg 

concept of  s ignals.   As you recal l ,  the in i t ia l  

l iver s ignal  for  Ketek was actual ly seen in the 

c l in ical  t r ia ls before i t  was approved. 

 There were two cases and one in part icular 

that  Finnish gent leman where he peaked his ALT at  

30 t imes the upper l imi t  of  normal,  had a mi ld 

hyperbi l i rubinemia and there was eosinophi l ia 

inf i l t rat ion in the biopsy and circulat ing 

eosinophi ls wi th no other causal i ty that  could be 

assigned other than Ketek.  

 So the most precise answer is that  the 

s ignal  was actual ly seen in the c l in ical  t r ia l .  

 DR. EDWARDS:  Okay.  Thank you.  Dr.  

Bradley? 
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 DR. BRADLEY:  I  would just  l ike to go back 

to Dr.  Jenkins'  comment a l i t t le ear l ier  on the 

evolut ion of  how we view ef f icacy because I  th ink 

yesterday, when I  asked the quest ion and he had an 

outstanding response that actual ly covered both 

current and past issues, I  have been try ing to put 

that  in the context  of  the discussion today. 

 There is c lear ly a di f ference in how we 

view ef f icacy for  rapidly spontaneously resolv ing 

infect ions.   Three months ago, the agency f i rst  

evaluated publ ic ly wi th the commit tee s inusi t is  

wi th one of  the f luoroquinolones and the bar was 

raised three months ago to say,  in order to 

proper ly evaluate ef f icacy,  we need a super ior i ty 

t r ia l .  

 I  th ink we were al l  together pret ty much 

at  that  t ime.  Once one makes that decis ion that,  

in order to evaluate ef f icacy,  you need a 

super ior i ty t r ia l ,  then there is no way you can' t  

go back and look at  a l l  of  the other drugs that are  

on the market for  s inusi t is .  

 The f ie ld has evolved, as you pointed out,  
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and, to grandfather in drugs is to say toxic i t ies 

of  drugs, of  o lder drugs that are already approved,  

need to be evaluated di f ferent ly and a toxic i ty for  

a drug which shows no ef f icacy is acceptable 

whereas now you need to show that you are actual ly 

putt ing together an appropr iate benef i t  and r isk 

because going forward we know that the benef i t  is  

there.  

 That inconsistency, I  have a di f f icul t  

t ime accept ing.   So I  th ink where, three months 

ago, the genie was out of  the bott le,  the decis ion 

that,  in order to evaluate the ef f icacy,  we have a 

new standard.   I  don' t  know how we wi l l  get  there 

but evaluat ing drugs for s inusi t is  and acute 

exacerbat ions of  chronic bronchi t is  and ot i t is  

media,  in v iew of  what we know now, seems to be 

inevi table.  

 In our t ry ing to assess a r isk/benef i t ,  we 

need to know what the benef i t  is .   Whether one 

says, okay, 24 months f rom now or 36 months f rom 

now, everyone needs to come back to us,  or  the NIH 

needs to provide money or Congress needs to provide  
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money, but we need to al l  have a level  p laying 

f ie ld and every drug out there for  s inusi t is  needs 

to demonstrate ef f icacy so we can judge for each 

drug that we treat s inusi t is  wi th that  the r isks 

just i fy the benef i ts.  

 So what I  am looking at ,  as you ask me 

whether te l i thromycin is worth the r isks or worth 

the benef i ts,  I  don' t  see that these r isks are too 

disproport ional  for  other drugs that are out there 

for  s inusi t is  and acute exacerbat ions of  chronic 

bronchi t is .  

 But then is the r isk worth i t?  I  can' t  

answer that  quest ion because, in v iew of  where we 

are now, we can' t  answer that  quest ion.   You have 

asked a quest ion we can' t  answer.  

 So, back to you, Dr.  Jenkins.  

 DR. JENKINS:  Welcome to working at  FDA.  

Is there a quest ion there? 

 DR. BRADLEY:  The quest ion is is there any 

way the agency can, instead of  grandfather ing in 

these things, go back to the way the 

Kefauver-Harr is Amendment was done and say, we now 
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have a new standard everyone.  This is the 

standard.   Every drug marketed for s inusi t is  needs 

to meet the standard and you need to meet i t  by 

such-and-such a date.  

 DR. JENKINS:  We could certainly explore 

the opt ions on how we would proceed with that  type 

of  a process.  Clear ly,  the t ime that we have the 

most abi l i ty  to get the data that  we want and 

expect is before approval .   That is the reason we 

have the most leverage.  Af ter  drugs are on the 

market,  i t  gets much more compl icated in assessing 

what regulatory author i ty we have to require the 

studies,  who we are requir ing the studies of .  

 For example,  Ketek,  i t  would be pret ty 

c lear who you would be requir ing the studies of .   

What about ampici l l in?  Who would we be requir ing 

conduct the studies of  ampici l l in.   There are 

probably tens,  i f  not  hundreds, of  gener ic 

manufacturers of  ampici l l in.  

 You ment ioned Congress and you ment ioned 

NIH.  You start  get t ing into issues about who is 

actual ly going to do those studies,  who is going to  
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fund the studies for  the older ant ib iot ics.   So i t  

becomes very compl icated to accompl ish.  

 DR. BRADLEY:  The NIH is funded and the 

study sect ion meets next week on gener ic 

ant ib iot ics for  t reatment of  community-acquired 

MRSA.  So there is a way. 

 There are also,  I  was made aware, package 

label  changes that there is an aster isk that  can be  

put on groups for drugs for speci f ic  indicat ions to  

say,  the data col lected in noninfer ior i ty t r ia ls 

may not prove ef f icacy,  or  just  something gener ic 

l ike that .  

 DR. JENKINS:  We def in i te ly hear your 

concern about a fa i r  level  p laying f ie ld for  a l l  

the ant imicrobials that  have the indicat ion and we 

wi l l  take that back and put on our th inking caps 

about what approaches there might be to get the 

level  of  evidence that we would l ike to have today 

for al l  of  those products.  

 But I  can assure you i t  wi l l  be a very 

complex endeavor and maybe simi lar  to me try ing to 

c l imb Dinal i .  
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 DR. BRADLEY:  You could do i t .  

 DR. EDWARDS:  Thank you.  Dr.  Proschan. 

 DR. PROSCHAN:  I  th ink that  noninfer ior i ty 

t r ia ls have been cr i t ic ized and I  don' t  l ike them 

for other reasons that what have been brought up 

today.  I  th ink some of the cr i t ic isms today are a 

l i t t le unfair .   In fact ,  Dr.  L iang's--one of  the 

s l ides,  I  th ink is just  wrong, basical ly,  and that 

is the one that showed the l ine going through and 

al l  those tr ia ls.  

 The impl icat ion was that,  i f  you had done 

a noninfer ior i ty t r ia l  that  ru led out .10 and you 

had that other conf idence interval  for  the test  

versus the control ,  that  those two intervent ions 

over lap,  that  that  would not be evidence that there  

was a di f ference between the test  and placebo.  

That is just  not  t rue at  a l l .  

 I f  you had gotten that resul t ,  then, i f  

you had done a super ior i ty t r ia l  of  the test  versus  

the placebo, i t  would have come out highly 

s igni f icant.   So I  th ink that  is  just  not-- I  th ink 

there has been a fa lse impression of  the fact  that  
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noninfer ior i ty t r ia ls are somehow so much less 

rel iable.  

 Also,  the reproducibi l i ty  issue got 

brought up and the impl icat ion there was that a 

super ior i ty t r ia l  is  more reproducible.   Again,  

that  is  just  not  correct .   I f  you do a super ior i ty 

t r ia l  and you do i t  at  a lpha equals 0.05, and let 's  

suppose you reach that p-value, p equals 0.05.  

There is a 50 percent chance that,  i f  you repeated 

that t r ia l ,  i t  would not come out s igni f icant the 

f i rst  t ime. 

 So I  th ink there is a fa lse impression 

about how much better super ior i ty t r ia ls are.   

Having said that ,  I  st i l l  don' t  l ike noninfer ior i ty  

t r ia ls for ,  as I  said,  for  other reasons because 

things that would hurt  you in a super ior i ty t r ia l  

are actual ly benef i t t ing you in a noninfer ior i ty 

t r ia l ,  namely i f  you switched to the opposi te drug,  

that  is  going to br ing the two rates c loser 

together.   So you are actual ly,  in a sense, being 

rewarded for something that is bad. 

 That is the reason that people l ike to do 
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per-protocol  analyses in noninfer ior i ty t r ia ls.   

The problem with that  is  that  is  not a randomized 

comparison anymore. 

 So I  th ink there are problems with 

noninfer ior i ty t r ia ls but I  th ink the problems that  

have been brought up today have been somewhat 

exaggerated.  The si tuat ion is not qui te as bad as 

what was presented, I  th ink.  

 DR. JOHANN-LIANG:  I  would l ike to respond 

to that .   Let  me backtrack.   So the last  point  you 

made about-- I  wasn' t  t ry ing to say super ior i ty 

t r ia ls are just  bet ter  in general .   The only th ing 

is that  i t  is  our legal  requirement to say,  when 

you are providing substant ia l  evidence of  ef f icacy,  

you need to show that taking the drug helps you 

over just  not  taking anything at  a l l  or  a sugar 

pi l l .  

 So, in noninfer ior i ty t r ia ls,  because 

there is no concurrent negat ive control ,  we are not  

assured that that  is  actual ly happening.  That is 

the only point .   Whereas, in a placebo-control led 

t r ia l ,  of  course, t r ia ls vary.   Placebo-control led 
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tr ia ls vary f rom one tr ia l  to another.  

 That is what that  graph is t ry ing to show. 

 But at  least  there,  in that  test  condi t ion,  taking  

the drug by whatever measure of  ef f icacy you have, 

shows that i t  helped the pat ient  over not doing 

anything at  a l l .   So that is the only point .  

 Regarding what you are ta lk ing about,  

reproducible and rel iable,  I  am not ta lk ing about 

noninfer ior i ty t r ia ls.   I  am talk ing about the 

placebo-control led t r ia ls that  you would assess to 

f igure out what the margin is.  

 You need consistent and rel iable sort  of  

fa l l ing out of  the placebo-control led body of  

evidence to be able to say,  okay, we have an 

histor ical  margin that  we can use as sort  of  the 

histor ical  concurrent control  for  your 

noninfer ior i ty t r ia ls.  

 So I  th ink that  that  point-- thank you for 

asking again so I  can clar i fy.  

 DR. EDWARDS:  Dr.  Shapiro.  

 MS. SHAPIRO:  I  am not t roubled by the 

not ion that there may be a better way to assess 
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benef i t .   I  am not comment ing on whether 

noninfer ior i ty t r ia ls are okay or not because I  am 

not qual i f ied to do that.  

 But i f  that  were the sense, I  don' t  have a 

problem imposing something else at  th is point  and 

not going back and redoing al l  the approvals that  

we did in the past aside from impract ical i ty 

concerns.   I  k ind of  l ike the approach that Dr.  

Jenkins has thrown out about,  wel l ,  i f  there are 

problems going forward, we would.  

 The analogy is in c l in ical  pract ice,  in 

standard of  care,  and malpract ices cases.  We 

always see standard of  care as determined by judges  

improved.  So there is a famous case about the 

glaucoma test .   For years and years and years wi th 

certain s igns and symptoms, even though i t  was 

avai lable,  i t  wasn' t  done.  So doctors who would be  

sued would say,  wel l ,  my col league isn' t  doing i t .  

 Standard of  care doesn' t  require me to do i t .  

 Then a court  said,  wel l ,  they may not be 

but we are going to now, going forward, require 

th is because i t  is  the r ight  th ing to do.  They 
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didn' t  go back and round up al l  the doctors who had  

gotten of f  scott  f ree who didn' t  do i t  when i t  was 

avai lable.   But,  going forward, th is is how 

medicine, research, drug development,  gets better.  

 So I  don' t  have a problem with that .  

 DR. EDWARDS:  Thank you.  Dr.  Margo Smith.  

 DR. M. SMITH:  I  am a lowly community 

doctor in many ways.  Hear ing the discussion sort  

of  makes my head spin.   But I  k ind of  want to br ing  

back our charge and that is to t ry to make a 

decis ion amongst--because we could argue forever.  

 One of  my concerns in hear ing al l  th is 

discussion is I  th ink mysel f  and several  other 

people on the commit tee get to see what actual  

pract ice of  ant ib iot ics is.   When you see what 

happens once a drug is released, I  th ink our 

charge, real ly,  is  much more thinking of  the people  

who are not going to read the package insert  and 

the drug is going to be used in people who don' t  

real ly need the drug. 

 When the evidence here-- I  guess this is 

evidence-- ta lks about noninfer ior i ty,  and you are 
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talk ing about relat ively--and I  don' t  want to 

negate people 's symptoms--that these are relat ively  

benign diseases except for  community-acquired 

pneumonia.   You are ta lk ing about giv ing a drug 

that,  f rom the evidence that I  hear,  does sound to 

me l ike there is ear ly evidence of  s igni f icant 

hepatotoxic i ty.  

 When I  th ink about using this drug, I  

would put th is in a category where i t  would be my 

third t ier  or  fourth t ier .   In my own mind, I  would  

put a black-box warning on i t  that  th is is an 

al ternat ive when I  have nothing else.  

 So i f  we are going to vote,  and I  th ink we 

should t ry to push everybody to do that in a 

reasonable t ime, I  would say that th is is a drug 

that we need but th is would not be something I  

would reach for.   And this would be something I  

would discourage people f rom using. 

 DR. EDWARDS:  I  would l ike to hear Dr.  

Leggett  comment on that,  on your comments.  

 DR. LEGGETT:  I  concur,  in a sense, wi th 

what she said.   I  have yet to use Ketek for  exact ly  



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  323  

the reasons that I  had heard about in pr ior  

commit tee meet ings.  

 Doctors don' t  read those let ters that  get 

sent to us.   We get f ive a day.  So ei ther i t  is  a 

black box that makes the pharmacist  anxious to give  

the drug out or nothing else is going to be 

ef fect ive i f  the goal  in cont inued use of  the drug 

is to l imi t  i t  to where i t  is  actual ly needed. 

 Those are sort  of  the comments that  I  

would say.   On the other hand, I  am not convinced 

from the data yet  that  the hepatotoxic i ty is out of  

the range of  the stuf f  I  have seen with other 

ant ib iot ics,  especial ly Augment in and the 

f luoroquinolones, even though they aren' t .  

 MR. LEVIN:  Would you clar i fy that?  In 

terms of  the rapidi ty of  onset,  is  there anything 

unique that you see you think is going on between 

older drugs and this drug in your exper ience? 

 DR. LEGGETT:  My exper ience is that  sort  

of  statement is as good as the surgeon's research 

exper ience.  I  have seen a case.  I  have seen a 

ser ies.  
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 DR. EDWARDS:  Dr.  Norden, you wanted to 

fo l low up on those comments.  

 DR. NORDEN:  I  d id.   I  wanted to fo l low up 

part icular ly on Dr.  Smith 's comments which I  real ly  

agree with probably more forceful ly than Jim.  I  

th ink i t  is  good that we are div id ing up the areas.  

 I  would just ,  for  purposes of  t ry ing to c lar i fy my  

posi t ion,  wi thout being a hepatologist ,  I  am 

reasonably convinced that there is s igni f icant 

l iver toxic i ty wi th th is drug. 

 I  was part icular ly taken with the DILIN 

study and the methodology of  doing i t .  I  can' t  say 

whether i t  is  more than with other agents but i t  

does seem to me to be very rapid.  

 So i f  you look at  the three indicat ions 

and you start  wi th that  as a premise, there is some  

toxic i ty apart  f rom the loss of  consciousness which  

I  th ink is another issue. 

 Community-acquired pneumonia,  I  thought 

Dan Musher gave a lovely ta lk.   I  th ink that  i t  is  

a disease, you can make a diagnosis reasonably 

c lear ly.   I t  is  not  just  based on symptoms.  We do 
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have resistant infect ions,  resistant pneumococci .   

I  th ink that  Ketek of fers an al ternat ive.   I  

wouldn' t  necessar i ly  be my f i rst  choice but I  th ink  

i t  ought to be preserved for that .  

 The other two diseases, AECB and 

sinusi t is ,  Dr.  Sethi  a lso gave a lovely ta lk but 

the people that  are being treated for acute 

exacerbat ions of  chronic bronchi t is  in the real  

wor ld are not the k ind of  pat ients that  he is 

descr ib ing who are very s ick.   These are mi ld to 

moderate at  best  that  are being done in c l in ical  

t r ia ls and that is what we have the data for  for  

Ketek.  

 So, for  me, for  both of  those two, 

s inusi t is  and AECB, the r isk of  the drug seems to 

me to make i t  not  appropr iate to keep on using i t  

for  those.  That is probably the way I  am going to 

vote unless I  hear something di f ferent that  

convinces me di f ferent ly.  

 DR. EDWARDS:  Just  to add to those 

comments.   There is a study which has been done by 

a th i rd-party payer which indicates that  
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approaching hal f  of  ant ib iot ic prescr ipt ions in the  

U.S. are done over the phone rather than the 

pat ient  being seen by the physic ian.  

 The actual  proport ion is qui te astounding 

from this study.  I  haven' t  been able to cr i t ical ly  

review that study but i t  is  avai lable for  that  

cr i t ical  review.  I t  adds to the concept of  exact ly  

how the drug is used is not necessar i ly  going to 

resul t  in a very careful  select ion of  exact ly the 

r ight  pat ients wi th the indicat ions that we are 

concerned with today, especial ly related to 

s inusi t is  and bronchi t is .  

 Dr.  Proschan, you had another comment.  

 DR. PROSCHAN:  I t  seems to me the 

comparison that is most relevant,  I  th ink-- I  agree 

completely that  i t  would be great to see whether 

any of  these drugs are better than the placebo.  

Here is the problem.  A pat ient  comes in to the 

doctor-- I  mean, nobody is going to get th is drug 

without seeing a doctor;  r ight?  I t  is  a 

prescr ipt ion drug--oh; i t  is  not  t rue? 

 DR. EDWARDS:  Absolutely not.  
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 DR. PROSCHAN:  Without a doctor 's 

approval ;  okay.  Sorry.   So the doctor that  e i ther 

sees the pat ient  or  ta lks to the pat ient  or  

whatever,  that  doctor is not going to prescr ibe a 

placebo.  That is just  not  going to happen.  So the  

quest ion is,  are you better of f  prescr ib ing this 

drug or having the doctor choose a di f ferent drug. 

 So, in a sense, the most relevant 

comparison is between drugs.  I  th ink i t  would be 

great to f ind out whether al l  these drugs are 

better than placebo but,  at  th is point ,  I  don' t  

th ink you want to take al l  of  them off  the market.  

 So I  th ink i t  is  very hard to s ingle Ketek out so 

I  th ink the relevant comparisons between Ketek and 

other drugs that are avai lable r ight  now. 

 DR. EDWARDS:  Dr.  Bradley.  

 DR. BRADLEY:  I  just  want to give a 

perspect ive on how we use drugs in medical  

pract ice.   The FDA has presented data f rom a 

sponsor on the drug and an indicat ion,  organisms, 

and the FDA wi l l  or  wi l l  not  approve the drug for 

those indicat ions.  
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 The FDA, and this is my understanding and 

please correct  me i f  I  am wrong, isn ' t  in the 

business of  recommending medical  pract ice to the 

physic ians in the Uni ted States but they c lear ly 

f rame the use of  drugs based on the informat ion 

that is presented to them and the recommendat ions,  

actual ly,  that  go out to physic ians for use of  the 

drugs come from organizat ions l ike the Infect ious 

Disease Society,  the American Thoracic Society,  the  

American Academy of  Pediatr ics,  the American 

Academy of  Emergency Physic ians,  any number of  

professional  groups. 

 So putt ing l imi ts on the use of  the drug, 

not having this drug be the f i rst  drug that you use  

i f  you have got a part icular i l lness,  fa l ls  on 

professional  organizat ions which should l imi t .   

Actual ly,  Dr.  Powers showed a few recommendat ions 

where i t  said th is drug should not be used. 

 So the FDA reviews the data that  is  

presented to them and then how the drug is used 

tends to be molded by peers who then are supposed 

to be able to inf luence pract ice on a local  level .  



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  329  

 DR. EDWARDS:  Dr.  Levin.  

 MR. LEVIN:  Two things.  One on the issue 

which has been discussed around the table of  sort  

of  how do we deal  wi th the grandfather ing issue and  

sort  of  a v iew that we have to--our responsibi l i ty  

is  to sort  of  equi tably t reat  al l  products in the 

c lass,  or  in the c lasses or the fami ly.  

 That is not the way I  see i t .   I  don' t  

th ink that  is  our responsibi l i ty .   I f  there is a 

problem between industry and the agency as to what 

the guidel ines are,  what the ground rules are,  I  

th ink i t  is  for  them to resolve that.  

 Our charge is somewhat di f ferent.   I  th ink 

the example of  the coxibs is somewhat instruct ive 

in that  there was an act ion taken against  two Cox-2  

drugs despi te the fact  that  everybody recognized 

that there may be C.V. problems with al l  of  the 

Cox-1 and the Cox-2 spectrum of drugs.  But that  

d idn' t  negate having to take an act ion based on 

what we knew. 

 When you are ta lk ing about the publ ic 

interest  and the publ ic heal th,  I  th ink i t  is  
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simply sort  of  avoiding the responsibi l i ty  that  we 

have to say,  wel l ,  because we haven' t  done this 

level  of  invest igat ion of  o lder products and we 

can' t  say that  they are any safer or any more 

ef f icacious, our hands are t ied and we can' t  act  

now. 

 We owe i t  to the publ ic to te l l  them what 

we know about th is drug at  th is t ime and to act  

accordingly.   So I  th ink that  is  what should guide 

us.  

 Now, to bear my soul  on this where I  am 

troubled and need help is the argument has been 

made that th is drug has some unique benef i t  in 

terms of  the resistance issues.  So I  would l ike to  

be better informed than I  am at the moment as to 

what evidence we have in c l in ical  pract ice that  

that  is  t rue.  

 DR. NORDEN:  I  wi l l  t ry and respond to 

that ,  and others may be better able to including 

some of the people who spoke before,  not  f rom the 

panel .   But most of  i t  is  anecdotal .   I t  is  as you 

heard.   Pat ients who have an organism that is 
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resistant who are being treated with the drug to 

which the organism is resistant and who don' t  do 

wel l ,  and that is the anecdotal--someone else did 

present some data showing a comparison, that  

pat ients who were treated with a drug to which the 

bug was sensi t ive did do better than pat ients who 

had a resistant organism. 

 Dr.  Wiederman, can you help? 

 DR. WIEDERMAN:  I  was just  going to br ing 

up-- i t  has been presented but maybe i t  needs to be 

restated or emphasized, pneumococcal  d isease is 

decreasing in th is country,  a l though my fr iend Dr.  

Musher has almost seemed to blame pediatr ic ians for  

quinolone resistance before we are even using i t .   

 But i t  remains to be seen whether another 

pneumococcal  serotype wi l l  emerge in the numbers 

that  wi l l  increase pneumococcal  d isease but,  r ight  

now, not only in chi ldren where i t  has been 

dramat ic but even in adul ts,  as we saw on those 

sl ides,  there is less pneumococcal  d isease. 

 I  don' t  know how to predict  what is going 

to happen.  I t  takes someone smarter than I .   So I  
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think we have to keep that in perspect ive,  too,  

when we are ta lk ing about resistant pneumococcal  

d isease.  How many people are going to be af fected?  

 How many people are going to be helped?  How many 

people are going to be harmed, whatever decis ion we  

make? 

 DR. EDWARDS:  Dr.  Hi l ton.  

 DR. HILTON:  So far,  we have largely been 

talk ing about comparat ive success rates in terms of  

points in t ime, l ike at  17 to 21 days, so say 

85 percent success rate in both groups. 

 But I  was looking back at  a s l ide shown by 

Dr.  Ferguson.  She was evaluat ing pat ients wi th ABS  

and comparing placebo with penic i l l in and 

amoxic i l l in.   Basical ly,  the median response rates,  

so the median t ime to response, was 10 days in the 

placebo group and was 5 days in the others.  

 So, real ly,  what success means for an 

ef fect ive drug in th is set t ing is your symptoms 

diminish in 5 days instead of  in 10 days.   So I  am  

asking mysel f ,  am I  wi l l ing to take on these r isks 

for  5 days of  symptom rel ief .   Am I  wi l l ing to wai t  
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5 more days and feel  k ind of  crummy or-- i t  seems 

that the adverse events are hi t t ing people very 

much at  random.  There are 22-year-olds wi th no 

pr ior  h istory of  anything. 

 So, especial ly in the ABS and chronic 

bronchi t is ,  for  mysel f ,  I  would not take that r isk.  

 DR. EDWARDS:  Thank you.  Dr.  Heckbert .  

 DR. HECKBERT:  Thank you.  I  would l ike to 

make a few comments about the safety data as a 

member of  the Drug Safety Commit tee.  I t  seems to 

me that what we have with al l  the presentat ions 

that we have heard today and yesterday actual ly 

does give a fa i r ly ,  to me as an epidemiologist ,  

remarkably consistent picture of  the r isks.  

 From the precl in ical  studies,  we had a 

s ignal  about possible hepatotoxic i ty and visual  

adverse ef fects.   We had ear ly reports f rom 

overseas about exacerbat ion of  myasthenia gravis.   

Then the system that is put in place to te l l  us 

about very rare adverse ef fects,  which is the AERS 

system, that  system did i ts job.   I t  actual ly-- in 

the data-mining analysis,  i t  showed us exact ly 
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those three adverse ef fects plus the 

loss-of-consciousness adverse ef fect .  

 We saw some report ing rates which are 

calculated both per mi l l ion prescr ipt ions and per 

mi l l ion or per ten mi l l ion person years.   So I  

th ink the AERS system showed us some clear s ignals 

of  adverse react ions.   There is no doubt in my mind  

about that .  

 I  th ink what is more di f f icul t  to decide 

is is th is greater than for other ant ib iot ics or is  

th is greater than for other drugs.  As an 

epidemiologist ,  the idea of  using person years in 

the denominator is perfect ly natural  to me and 

makes al l  the sense in the wor ld.   I t  is  exact ly 

the way I  would have done the analysis i f  I  had 

been asked. 

 I f  those are the numbers you are looking 

at ,  then tel i thromycin has a considerably higher 

report ing rate for  hepatotoxic i ty than 

trovof loxacin and tr ig l idozone, both of  which are 

of f  the market for  hepatotoxic i ty.  

 So I  th ink,  in v iew of  those facts and the 
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issues that Dr.  Smith descr ibed so wel l  that  we see  

how this drug is being used in the community and we  

also know that doctors don' t  read labels and 

pat ients don' t  read labels.  

 I  th ink,  in the interest  of  publ ic heal th,  

we need to consider that  we have a drug with some 

ser ious safety problems here and that we need to 

take these issues ser iously.  

 DR. EDWARDS:  Thank you.  Dr.  Cox. 

 DR. COX:  I  just  wanted to fo l low up on 

Dr.  Bradley's comment and then just  make a couple 

of  other comments about some of  what we have heard.  

 The f i rst  issue with regards to the label ,  

what is in the label  descr ibes how the product gets  

used in that  fashion, can be safely and ef fect ively  

used.  We do hope that that  informat ion does 

inf luence cl in ical  pract ice.   The pract ice of  

medicine is something we don' t  regulate and 

certainly professional  guidel ines are wr i t ten and 

descr ibed, di f ferent recommendat ions f rom 

professional  societ ies as to how they recommend 

people should use drugs. 
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 But the label ,  we think,  has a role for  

f inding informat ion to inform those that are out 

there making those decis ions in their  pract ices.  

 The other issue with regard to resistance, 

wi th community-acquired pneumonia,  there is wording  

for mult i -drug resistant Streptococcus pneumoniae. 

 We had discussion about th is previously.   I t  is  

not  something where they have shown super ior i ty but  

what we have done is looked at  data f rom strains 

that  are resistant to commonly used drugs to t reat  

Streptococcus pneumoniae in the respiratory t ract  

and they have shown evidence much l ike we would add  

an organism to the label  or  wi th in an indicat ion,  

that  the drug is performing simi lar ly in those 

groups of  pat ients who have resistance organisms as  

to those that have suscept ib le organisms. 

 We are also looking for a good body of  

evidence that i t  works wel l  and i f  there is enough 

informat ion to know that the drug works wel l  in 

Streptococcus pneumoniae, so a comment on the issue  

of  the resistance issue. 

 Then one other th ing that I  just  wanted to 
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comment on that we have heard some about is the 

issue of  second- l ine therapy.  That is something 

that we do, somet imes do.  The tr icky th ing is 

wording that correct ly so that  that  doesn' t  leave 

the impression that the drug is more ef fect ive and 

that is why you should hold on to i t .  

 I f ,  in fact ,  i t  is  concerns about toxic i ty 

that  would lead one to put the drug in the 

s i tuat ion where you wouldn' t  jump to i t  as the 

f i rst  agent,  descr ib ing that and careful ly wording 

i t  appropr iately so that message is communicated 

can sometimes be chal lenging. 

 DR. EDWARDS:  Dr.  Proschan. 

 DR. PROSCHAN:  To me, the big safety 

issue, I  th ink,  is  not l iver because I  don' t  th ink 

the evidence has been al l  that  convincing that th is  

drug is worse than other drugs, other ant ib iot ics,  

in terms of  l iver.  

 But what bothers me a lot  is  actual ly the 

blurred vis ion,  the fact  that  a pat ient  could have 

an accident whi le dr iv ing a car,  because I  

certainly,  as a pat ient ,  never read those labels.   
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First  of  a l l ,  they are too smal l  a pr int .   I  

probably couldn' t  read i t  even i f  I  t r ied.   And, i f  

I  d id read i t ,  I  would say to mysel f ,  of  course, 

they have to say that.   I f  that  happens in any of  a  

mi l l ion people,  they wi l l  have to put that  in a 

l i t t le th ing.  

 I  would never th ink,  oh,  wai t  a minute.   

One out of  100 people gets th is?  Of course, i f  I  

take an ant ib iot ic,  I  am never going to th ink that  

I  am going to have blurred vis ion.   That,  to me, is  

the biggest safety issue.  I t  is  not  the hepat ic 

because I  real ly don' t  th ink the evidence was that 

strong to show that th is is di f ferent f rom other 

ant ib iot ics.  

 DR. EDWARDS:  Thank you.  Dr.  Townsend. 

 DR. TOWNSEND:  Actual ly,  I  have a couple 

of  quest ions about ef f icacy for  the sponsor.   I  am 

try ing to sort  of  decide how much tel i thromycin 

sort  of  adds to what we already have here and how 

much we can use the data that  we have to assess i ts  

ef f icacy.  

 So one quest ion I  have which is k ind of  
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unfair  but  I  am going to ask i t  anyway.  Clear ly 

there are problems with Study 3014 most ly 

associated with improper conduct at  the s i tes.   I  

am just  wonder ing i f  there is any over lap between 

the si tes that  were conduct ing the previous studies  

that  we actual ly have some eff icacy data on with 

the s i tes that  were associated with 3014. 

 Again,  i t  is  unfair ,  but  i f  a lot  of  the 

s i tes that  were associated with the previous data 

were s i tes that  were associated with 3014 with al l  

the problems that were there,  I  would be a l i t t le 

bi t  worr ied about t rust ing the data coming from 

those si tes.  

 The second quest ion I  have is,  again,  

t ry ing to decide i f  te l i thromycin adds 

signi f icant ly to our current armamentar ium for 

t ry ing to decide i f  the r isk is worth the benef i t ,  

i f  i t  had a s igni f icant benef i t  other ant ib iot ics 

don' t  have, going back to what Dr.  Smith was 

saying, i t  would be worthwhi le taking the r isk.  

 One of  the considerat ions would be is i t  

real ly ef fect ive,  more ef fect ive,  against  resistant  
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drugs than the current drugs are.  

 There was a study that has been conducted, 

or i t  st i l l  may be ongoing, 4003, to look at  the 

drug-resistant Streptococcus pneumoniae but I  don' t  

know i f  we have any data on that.   Again,  i f  we had  

something to te l l  us that  te l i thromycin is so much 

better than other drugs for these drug-resistant 

pneumococci ,  that  would be a point  in their  favor.  

 DR. EDWARDS:  Mark Moyer,  would you care 

to respond to that  quest ion about the s i tes.  

 DR. MOYER:  Regarding the si tes,  no;  they 

were not.   That was a usual-care study in which 

community physic ians that are not typical ly engaged  

in Phase I I I  c l in ical  t r ia ls part ic ipated and, in 

our Phase I I I  t r ia ls,  they were completely 

di f ferent physic ians that typical ly do part ic ipate 

in Phase I I I  t r ia ls and knowing how to correct ly 

conduct those. 

 The other one, I  would ask Bruno Leroy to 

come forward to address the other quest ion that you  

have regarding 4033, was i t? 

 DR. LEROY:  I  don' t  th ink that  473 was 
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intended to look for  super ior i ty in resistance.  We  

have performed two Phase IV studies wi th an intent 

of  super ior i ty.   I  can show you those data i f  you 

are interested. 

 DR. MOYER:  Those resul ts have not been 

submit ted to the FDA at th is point  and we would 

need to ask permission i f  we are going to show 

resul ts such as th is because they have not had any 

submission of  th is at  a l l .  

 DR. COX:  I t  is  okay to show those 

resul ts.   We also need to note that  they haven' t  

been submit ted to us.   We haven' t  had a chance to 

review them yet.  

 DR. LEROY:  We performed one study to t ry 

and address the problem of performing, conduct ing,  

a super ior i ty t r ia l  in pneumonia.   Sl ide on. 

 [Sl ide. ]  

 This was an open tr ia l  comparing 

tel i thromycin versus what was the standard of  care 

in a country of  h igh- level  resistance which is one 

of  the designs that we can think of .   I t  was 

comparing open- label  paral le l -group comparat ive.   
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I t  was conducted in Greece.  You recognize those 

countr ies wi th high- level  resistance.  Cl in ical  

ef f icacy at  test  of  cure was the pr imary endpoint .  

 We had some precise calculat ion looking 

for a di f ference of  at  least  10 percent del ta.  

 [Sl ide. ]  

 These were the resul ts.   They happened to 

be signi f icant but i t  was not a 10 percent 

di f ference al though i t  was signi f icant.   There were  

l imi tat ions in these tr ia ls to conclude on the 

super ior i ty but the s igni f icance was not reached in  

a t rue,  complete ITT analysis when we put back al l  

the pat ients.   I t  was-- I  don' t  know i f  we have this  

value in the next s l ide.  

 No; we don' t .   We can put back the former 

s l ide and then go to adverse events.  

 These were the resul ts.   The signi f icance 

was around 7 percent.   The other l imi tat ion is that  

you cannot extrapolate the standard of  care of  one 

country to the other countr ies.   The last  

l imi tat ion was that i t  was stopped af ter  the 

th i rd-- i t  took two winters to recrui t  the pat ients 
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and i t  was stopped before the thi rd winter just  

before having reached the number of  pat ients that  

was in i t ia l ly  p lanned in the proposal ,  not  very far  

away but--so,  next s l ide.  

 [Sl ide. ]  

 So here what we can see about the drug 

real ly is i ts prof i le.   This is a drug that looks 

to be real ly ef fect ive on S. pneumo.  I t  seems to 

be no discussion from the data,  even i f  there are 

l imi tat ions.   Consistent ly,  i t  is  ef fect ive against  

S.  pneumo. 

 What i t  d idn' t  show here is i t  d idn' t  show 

anything on S. pneumo resistance.  First ,  i t  is  

d i f f icul t  to f ind discordant t reatments so we were 

unable to show anything on S. pneumo resistance in 

th is t r ia l .  

 So, on the one hand, interest ing data.   On 

the other hand, we cannot show, I  would say,  a 

compel l ing informat ion.   That would be one study. 

 [Sl ide. ]  

 Another t r ia l  that  was try ing to address 

in an acute exacerbat ion of  chronic bronchi t is ,  
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this was a di f ferent type of  approach.  I t  was 

try ing to show exposing a large populat ion--we were  

try ing to develop a model,  sort  of  an 

epidemiological  model,  of ,  when you expose to 

te l i thromycin in a certain disease where you can 

have infect ion and colonizat ion by S. pneumoniae, 

what do you end up having further down the road and  

you compare three treatment groups. 

 So we have performed, and i t  was 

completely hypothet ical  super ior i ty t r ia l  comparing  

tel i thromycin versus azi thromycin versus cefuroxime  

axet i l .   This is 1.4, ;1;1 rat io.   The in i t ia l  

sample s ize of  approximately 5,000 pat ients based 

on the hypothesis of  10 percent carr iage of  S.  

pneumo and 50 percent less carr iage in the 

te l i thromycin group. 

 We were looking at  what we cal led PERSp 

which is penic i l l in and/or azi thromycin-resistant 

S. pneumo, Streptococcus pneumoniae.  So i t  is  a 

mixed bag of  both just  to see i f  i t  was di f ferent.  

 [Sl ide. ]  

 So the pr imary endpoint  was to demonstrate 
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the super ior i ty of  te l i thromycin in decreasing the 

carr iage rate of  PERSp at  test-of-cure v is i t  over 

azi thromycin and/or cefuroxime axet i l .  

 [Sl ide. ]  

 This is what was the populat ion included, 

safety populat ion,  3,900 ITT, 3,800 and astr ingent 

SPmTT populat ion that pat ients wi th evaluable 

sputum at conclusion and at  Vis i t  3 or Vis i t  2 in 

case of  fa i lure t reated by an ant ib iot ic.  

 [Sl ide. ]  

 So this study was posi t ive.   Is showed 

posi t iv i ty of  super ior i ty versus azi thromycin.   So 

 th is is at  the test-of-cure,  12 percent versus 28 

percent azi thromycin,  not  posi t ive versus 

cefuroxime axet i l ,  in th is study.  But,  again,  i t  

is  a mixed bag here.  

 We need to adjust  th is test ,  in fact ,  

because there was an imbalance at  entry of  PERSp 

across t reatment groups.  So this one is a posi t ive  

test  adjusted and the in i t ia l  test  was also 

adjusted. 

 [Sl ide. ]  
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 The other endpoints were for  some of  them 

posi t ive.   The cl in ical  success rate overal l  in the  

ITT populat ion versus AZ.  So i t  is  l imi ted 

improvement but i t  was signi f icant.   I t  was the 

overal l  populat ion.   In the pat ient  having this 

PERSp strain at  entry,  i t  was signi f icant.   This is  

at  the end of  t reatment.   We looked also at  an 

ear l ier  endpoint .  

 Al l  th is discussion now made us look at  

the ear l ier  endpoint .   The cl in ical  and 

bacter io logical  success at  test  of  cure in the 

pat ient  wi th Strep pneumoniae at  V1 shows a t rend 

for ef f icacy versus azi thromycin,  same thing.  I t  

doesn' t  reach the signi f icance of  0.25 in th is 

study. 

 DR. COX:  I  just  want to state again,  we 

haven' t  had a chance to review those. 

 DR. LEROY:  I 'm sorry.  

 DR. MOYER:  Actual ly,  these resul ts have 

just  been compi led and those have been submit ted.   

So that is why we don' t  want to go any further 

because we want the FDA to have the fai r  
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opportuni ty to review those resul ts.  

 DR. EDWARDS:  Thank you very much.  At  

th is t ime, we are going to take a break.  I  would 

l ike to return at  3:45 and we wi l l  begin our vot ing  

at  that  t ime. 

 [Break.]  

 DR. EDWARDS:  I f  there are no pressing 

further quest ions,  I  would l ike to go ahead now and  

begin the vot ing procedure.  

 Dr.  Smith,  p lease go ahead. 

 DR. J.  SMITH:  Thank you.  I  just  want to 

make one comment about the v isual  changes on a 

comment that  was made ear l ier  about that  being 

concerning.  There are many other medicat ions that 

are associated with v is ion blurr ing,  accommodat ive 

changes.  They are not commonly ant ib iot ics.  

 So there are many medicat ions that you are 

aware of ,  decongestants,  other medicat ions.   So the  

issue there is educat ing both prescr ibers who may 

be nurse pract i t ioners and people who might be 

using this that  that  is  the potent ia l  s ide ef fect  

of  a drug of  an ant ib iot ic which gets to th is other  
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issue of  educat ion being an important factor,  

whether the hepatotoxic i ty has a higher s lope so 

that i t  is  ear l ier  and what that  means compared to 

other ant ib iot ics.  

 I f  you don' t  know about something, i t  can 

be more dangerous because you are not aware of  the 

r isk.   So this is a new drug, a newer drug.  So one  

of  the important th ings about th ings that get in 

the community,  as Dr.  Smith said,  is  people need to  

be aware of  these things so that they can mit igate 

r isk.  

 So educat ion of  both the prescr ibers and 

people that  might be using this again wi th al l  the 

issues that people don' t  read these things, how are  

we doing to do that-- that  is  a separate issue-- I  

th ink is cr i t ical  to impact ing safety.  

 You can' t  real ly take educat ion away from 

safety because i f  you don' t  know about i t ,  there is  

potent ia l  r isk.   So I  just  want to make sure that  

people are aware that there are many other 

medicat ions that cause ocular symptoms. 

 I  am not saying that the dimming is 
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related to accommodat ion,  and certainly that  should  

be invest igated further.  

 DR. EDWARDS:  Thank you very much. 

 We are now going to begin the vot ing 

procedure.   What I  am going to do is go in the 

order which we have received from the FDA; that  is ,  

community-acquired pneumonia and then acute 

exacerbat ions of  chronic bronchi t is  and then 

sinusi t is .  

 Again,  I  would l ike each of  the members to 

give their  vote and then to explain the reason they  

have voted. 

 Question 1  

 Community Acquired Pneumonia 

 We are going to start  wi th pneumonia wi th 

Dr.  Levin and go around the table th is way.  We are  

going to come back in the second vot ing in the 

opposi te direct ion and the thi rd vot ing that way. 

 You are actual ly seated intent ional ly 

somewhat mixed so that we are not just  going to be 

hear ing what the safety people have to say the 

beginning and then what the ant i - infect ive people 
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say in that  sort  of  a sequence.  So there should be  

a diversi ty in our vot ing.  

 Again,  af ter  we have heard everyone's 

rat ionale,  there is going to be an opportuni ty to 

change your vote.   I  would suggest that  changing 

one's vote is not necessar i ly  a s ign of  weakness. 

 Are we ready.  Let  me read the quest ion 

again.   "Based on your discussion of  whether or not  

Ketek's benef i ts outweigh i ts r isks,  do the 

avai lable data support  the cont inued market ing of  

any of  the fo l lowing indicat ions.   Please vote 

separately for  each indicat ion."  

 The f i rst  indicat ion wi l l  be 

community-acquired pneumonia.   Dr.  Levin.  

 MR. LEVIN:  My vote is no and my reasons 

are that  I  have not yet  heard compel l ing evidence 

of  what I  th ink is the most compel l ing argument and  

that is the issue of-- the importance of  th is drug 

relat ive to the issue of  resistance. 

 DR. EDWARDS:  Any other comments you would 

l ike to make? 

 MR. LEVIN:  No. 
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 DR. EDWARDS:  Dr.  Wiederman. 

 DR. WIEDERMAN:  My vote is yes.   I  am 

certainly t roubled by the safety data and I  am 

troubled by noninfer ior i ty t r ia ls general ly.   But I  

th ink that  is  less of  a concern wi th a condi t ion 

l ike community-acquired pneumonia.   So I  lean 

towards the benef i ts outweighing the r isks for  th is  

indicat ion.  

 DR. EDWARDS:  Dr.  Smith.  

 DR. M. SMITH:  My vote is yes but I  would 

st ipulate a l i t t le addendum on that and would say I  

would prefer to have a black-box warning on i t .  

 DR. EDWARDS:  I  am sorry,  Dr.  Smith,  but  

your reason for yes.  

 DR. M. SMITH:  My reason for yes is that  I  

th ink i t  looks at  least  not infer ior .   I  can' t  say 

that  i t  is  bet ter .   By the study designs, I  th ink 

i t  is  probably equivalent to everything else we use  

for community-acquired pneumonia but I  am worr ied 

about the toxic i t ies more than anything else.  

 DR. EDWARDS:  Thank you.  Dr.  Koski .  

 DR. KOSKI:   My vote was yes.  I  d id that  
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because I  thought that  th is is a s igni f icant 

infect ion.   I  th ink that  one needs sometimes a 

spectrum of drugs when you have a pat ient  that  is  

not responding. 

 DR. EDWARDS:  Dr.  Norden. 

 DR. NORDEN:  My vote is yes for  some of  

the reasons I  gave before.   I  th ink that  there is 

ef f icacy in pneumonia,  at  least  as much as in any 

of  the other agents that  have been used.  I  do 

th ink that ,  despi te the di f f icul ty proving that 

resistance is successful ly t reated, I  th ink there 

is enough anecdotal  data and enough cl in ical  

exper ience to make me bel ieve that i t  is  useful  for  

that .  

 I  agree with Dr.  Smith,  by the way.  I  

don' t  know i f  we are supposed to be putt ing that  in  

now, but I  th ink there should be a black-box 

warning also for  several  th ings.  

 DR. EDWARDS:  Dr.  Marco. 

 MR. MARCO:  I  say no.  I  am very concerned 

about the r isks and I  th ink the r isks outweigh the 

benef i ts.   I f  you asked me, on a mult ip le-choice 
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quest ion,  would i t  be hepat ic events,  v isual  loss,  

loss of  consciousness, exacerbat ion of  myasthenia 

gravis,  then I  would probably have to say e),  a l l  

the above.  I  can' t  choose one. 

 So I  have to say no.  I  could see, i f  th is 

does go yes-- I  don' t  know how i t  is  going to 

go-- that  I  would real ly want to ei ther see a black 

box or I  would want to almost see i t  prescr ibed 

through something l ike a registry s imi lar  how 

thal idomide is now prescr ibed for oral  apthus 

ulcers to where i t  would have to be under a very 

control led set t ing.   But st i l l  no.  

 DR. EDWARDS:  Thank you.  I  vote yes.   I  

am concerned about th is safety data.   I  th ink we 

have somewhat l imi ted capabi l i ty  of  analyzing i t  

f rom what we have seen.  I  am also concerned about 

the noninfer ior i ty- t r ia l  design but,  again,  less so  

wi th th is part icular indicat ion.  

 The issue with having a drug l ike th is 

avai lable for  those instances of  resistance is 

important to me and I  am ant ic ipat ing that we wi l l  

see future resistance problems ar ise for  which this  
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drug may be of  benef i t .  

 Dr.  Fol lman. 

 DR. FOLLMAN:  I  am going to vote yes on 

this and I  would l ike to explain my reasoning a 

l i t t le bi t .   First  of  a l l ,  in terms of  the r isks,  I  

thought about the l iver r isk and, to me, I  guess 

the fact  that  the rate of  acute l iver fa i lure was 

23 per 10 mi l l ion compared to 58 for a drug that 

had been withdrawn from the market.   I  a lso expect 

that  rate of  23 mi l l ion is somewhat based on 

inf lat ing report ing.  

 I t  d idn' t  seem so out of  l ine f rom the 

other drugs that are on the market.   The two large 

epidemiologic studies that  the sponsor provided 

were real ly very reassur ing to me because they 

showed that the overal l  r isk was simi lar  for  the 

other ant ib iot ics.  

 The data mining added l i t t le f rom my point  

of  v iew.  I  th ink that  is  better for  ident i fy ing 

s ignals you don' t  know about rather than to t ry and  

quant i fy a r isk that  is  not huge. 

 The study 3014, you know, I  don' t  want to 
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get into,  l ike,  who did what when, basical ly.   I t  

is  a dataset that  we don' t  have.  The drug was put 

on the market for  whatever reason and now we have a  

lot  of  exper ience based on i ts exposure and 

populat ion.  

 In terms of  the other r isks,  I  am more 

concerned, real ly,  about myasthenia gravis because,  

you know, Dr.  Koski 's  calculat ion of  about a r isk 

of  1 in 25 i f  you have myasthenia gravis,  or  death,  

hospi ta l izat ion,  ser ious medical  problem, that  k ind  

of  caught my eye.  Also,  I  was concerned about the 

fact  that  7 of ,  I  th ink,  33 cases were in those who  

didn' t  know they had myasthenia gravis.  

 So i f  we let  i t  out  there,  i t  is  a smal l  

number,  70,000 people,  but ,  st i l l ,  for  those people  

who have i t ,  th is is not a good drug.  I  just  hope 

somehow, through the communicat ion of  whatever,  i t  

is  not  prescr ibed to those people.  

 In terms of  the benef i t ,  I  was torn about 

whether to th ink the bar is a super ior i ty or a 

nonequivalent study.  I  guess, for  th is indicat ion,  

I  am viewing i t  more as a noninfer ior i ty study.  So  



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  356  

I  don' t  real ly buy that i t  works for  

mult i -drug-resistant pneumonia because I  haven' t  

seen compel l ing evidence of  that .   So that is just  

a supposi t ion.   Some of my col leagues think that  

maybe i t  is  good enough to get i t  approved or to 

keep i t  labeled for th is indicat ion.  

 I  don' t  real ly know but I  wi l l  accept that  

the benef i t  outweighs the r isk for  th is indicat ion.  

 DR. EDWARDS:  Dr.  Gut ierrez.  

 DR. GUTIERREZ:  I  vote yes and the reasons 

I  vote yes is tempered by my recogni t ion that  we 

have a real  need for new ant ib iot ics that  can cover  

mult i -drug-resistant organisms.  I t  is  at  least  not  

infer ior  to the other ant ib iot ics that  we use to 

t reat  community-acquired pneumonia and i t  does have  

a theoret ic potent ia l  for  benef i t  in mult i -drug 

resistant Strep pneumoniae even though I  am not 

total ly convinced that that  is  proven at  th is 

point .  

 I  do want to just  say a couple of  th ings.  

 First  is  there have been comments that  maybe this 

should be a second- l ine or th i rd- l ine agent.   I  do 
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agree with that  but I  do worry that ,  as a second- 

or a th i rd- l ine agent,  i t  wi l l  be used af ter  

another macrol ide.   I  th ink that  we real ly need to 

sort  out  the issues of  using sequent ia l  macrol ides.  

 So that would be my concern.  

 Then my last  concern is that ,  in terms of  

how physic ians are educated, I  th ink the educat ion 

has to be very broad.  I t  can' t  be only to certain 

groups-- for  example,  the myasthenia groups--because  

I  th ink the people that  do prescr ibe th is drug are 

community physic ians.   They are pulmonologists.   

They are al lergy immunologists and they may be 

prescr ib ing for longer per iods of  t ime than are 

recommended. 

 So those are my comments.  

 DR. EDWARDS:  Thank you.  Dr.  Bradley.  

 DR. BRADLEY:  I  vote yes.   I  agree with 

Dr.  Edwards and Dr.  Gut ierrez that  the in v i t ro 

act iv i ty of  th is drug is unique and part icular ly 

unique among the macrol ides.   The lack of  c l in ical  

microbiologic ef f icacy in mult ip le-drug-resistant 

Strep pneumo is,  I  th ink,  more a funct ion of  study 
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design and di f f icul ty in gett ing appropr iate 

pat ients enrol led and evaluated accurately.  

 For many other ant ib iot ics in v i t ro,  

act iv i ty predicts c l in ical  ef f icacy and even in 

many of  the package labels which,  I  bel ieve, 

actual ly are qui te excel lent  just  as a 

parenthet ical  comment.  

 So, two years ago, when companies were 

coming for label  changes to al low them to market 

their  drugs for erythro-resistant and then 

penic i l l in-resistant and mult ip le-drug-resistant,  

we discussed the fact  that  a l l  you need to do is 

look in v i t ro at  what is suscept ib le and that 

giv ing a drug al l  of  these new claims actual ly was 

misleading. 

 Some of that  came up in our discussion 

that i t  is  not  better than other drugs which are 

act ive in v i t ro against  the same organism.  So I  

wouldn' t  change the package label  wi th respect to 

mult ip le-drug resistance unless you took everyone's  

mult ip le-drug resistance claims away which I  

bel ieve, actual ly,  would be a more fair  th ing to 
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do. 

 With respect to toxic i ty,  I  very much 

appreciate Dr.  Br inker 's analysis.   When he 

ment ioned that they are keeping an eye on this 

acute l iver- fa i lure rate and, i f  i t  jumps from 23 

per 10 mi l l ion to 58 per 10 mi l l ion,  that  they 

would do the same thing that they did wi th 

t rovof loxacin.   I  thought that  was excel lent  and I  

very much appreciate him keeping an eye on acute 

l iver- fa i lure rates.  

 Thank you. 

 DR. EDWARDS:  Dr.  Leggett .  

 DR. LEGGETT:  John, were you just  t ry ing 

to be invi ted back with that  label ing stuf f?  For 

th is k ind of  meet ing,  I  don' t  th ink I  would want to  

be necessar i ly .  

 I  vote yes.   My comments about a second or 

th i rd l ine,  those were my personal  prescr ib ing 

habi ts.   I  don' t  hardly ever use a new drug unt i l  

af ter  i t  has been on the market for  s ix or 12 

months or I  have had exper ience. 

 I  assumed several  th ings about ef f icacy.   
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I  assumed clar i thro was as ef fect ive as other 

t reatment as was suggested.  I  don' t  th ink we need 

to wi thdraw i ts approval  for  community-acquired 

pneumonia because we have already, at  the last  

meet ing,  recommended that i t  was ef f icacious where 

we had much more data than we were able to go 

through here.  

 I  th ink one could make an argument for  

consistency going forward for the FDA as much for 

their  own abi l i ty  to get th ings done as for  

anything else.   I  was persuaded by the 

going-forward legal  example given dur ing the talks.  

 In terms of  toxic i ty,  I  am not impressed 

with the uniqueness of  the hepatotoxic i ty for  the 

fo l lowing reasons.  The DDRE example about having 

not met the bar,  I  agree with.   I f  a l l  drugs such 

as ant ib iot ics are given for f ive days, which is 

the pract ice now for community-acquired pneumonia,  

or  seven, then using person-t ime analysis doesn' t  

make any sense.  I t  is  superf luous because 

everybody has got the same t ime.  So I  d idn' t  

real ly buy that switch in the New England Journal  
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art ic le.  

 Then the comment was made by the 

hepatologist  that  a drug hepatotoxic i ty can mimic 

any other type of  hepatotoxic i ty.   Wel l ,  then, the 

 v ice-versa is t rue that al l  the other types of  

hepatotoxic i ty can possibly mimic te l i thromycin or 

at  least  some of  the t ime.  So I  wasn' t  convinced 

that al l  of  these episodes are c lear ly 

te l i thromycin.  

 I  am not part icular ly worr ied about the 

blurred vis ion because we have already had 60,000 

cases in the Uni ted States given the 6 mi l l ion 

prescr ipt ions and I  haven' t  heard a lot  about 

th ings going on. 

 Then, in terms of  the 

loss-of-consciousness issue, i t  was noted here that  

i t  was very heterogenous.  I  don' t  know what to 

make about a very heterogenous toxic i ty that  could 

have many, many causes al l  of  which,  in terms of  

those part icular reasons, are much lower than is 

the aggregate.   So I  th ink i t  probably just  needs 

to be studied more. 
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 The toxic i ty that  worr ied me personal ly 

the most is the myasthenia gravis.   I  don' t  th ink I  

am qual i f ied to te l l  the FDA what to do about 

label ing or moving up and down or those sorts of  

th ings because we aren' t  supposed to do that,  I  

don' t  th ink.   But I  would sort  of  consider doing 

something about l imi t ing the amount of  t ime that 

people are exposed to ketol ides plus macrol ides.   

 We have already done that in the past for  

l imi t ing the t ime to l inazol id just  in terms of  

hopeful ly t ry ing to be proact ively-- t ry ing to help 

people.  

 DR. EDWARDS:  Dr.  Hi l ton.  

 DR. HILTON:  I  wi l l  vote in favor 

caut iously and hope that,  in two years,  we don' t  

meet again about th is.   But I  th ink that  a lot  of  

real ly important quest ions have been raised l ike 

drug interact ions and durat ion of  exposure.   I  do 

th ink that ,  i f  you don' t  take some r isks,  you don' t  

make any advances. 

 So, in th is case, I  am going to vote in 

favor of  taking a r isk and count on FDA staying on 
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top of  i t  and guarding the publ ic.  

 DR. EDWARDS:  Dr.  Proschan. 

 DR. PROSCHAN:  I  would vote yes also.   As 

I  said,  I  am not convinced that,  in terms of  l iver 

toxic i ty,  that  that  is  real ly out of  l ine compared 

to other ant ib iot ics.   I  def in i te ly disagree with 

the per-person-year analysis.   For example,  i f  one 

drug you have to take for a year and another drug 

you have to take for only one day, then the 

per-year event rate is not what is relevant i f  I  

only have to take i t  for  one day. 

 So I  def in i te ly disagree with that  

analysis which is the one that showed the biggest 

di f ference.  So I  am not convinced about the l iver 

toxic i ty.  

 I  am convinced about the myasthenia gravis 

and I  am not sure exact ly what to do about that  

because I  th ink strengthening the label  is  not 

going to have that much of  an ef fect .   I  heard 

people say that the Dear Doctor let ters are not 

read by doctors anyway.  So maybe what you have to 

do is serve something l ike a subpoena so i t  looks 
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l ike they are being sued and then, inside, i t  would  

say,  "Do not give th is to a pat ient  wi th myasthenia  

gravis."   Now, I  am not sure exact ly to do about 

that  but I  do bel ieve that one. 

 To me, the one that there is the strongest 

incontrovert ib le evidence for the eye problems, 

that  I  th ink everyone agrees that there is that  

s ide ef fect .   I  guess people,  though, wi th 

pneumonia are probably not going to be doing a lot  

of  dr iv ing.   So I  am wi l l ing to l ive wi th that .  

 So, based on al l  those reasons, I  would 

vote yes.  

 DR. EDWARDS:  Thank you. 

 DR. MORRIS:  Are you sure you don' t  want 

Ed McMahon to del iver i t  personal ly? 

 I  would vote yes as wel l .   I  th ink the 

physic ians on the panel  have come up with a lot  of  

reasons about the need for another drug in th is 

area.  Clear ly,  for  th is disease, there is a need. 

  In terms of  safety,  I  agree with FDA that 

you do have this rapid-onset problem.  One of  the 

th ings that the sponsor of fered up was a packaging 
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solut ion.   Of al l  the of fers,  that  was the one that  

appeals to me in terms of  being able to intercept 

the pat ient  in a way that they wi l l  see i t ,  at  

least .  

 We wi l l  get  into th is I  am sure in terms 

of  the r isk management.   I  would th ink,  a long with 

a black box, having a design package and an insert  

in i t  to fur ther explain i t  would be an 

interest ing,  probably under-ut i l ized, remedy but I  

would l ike to see some discussion of  that .  

 DR. TOWNSEND:  I  would,  wi th t repidat ion,  

as wi th other panel  members,  a lso vote yes.   I  

th ink the ef f icacy data is adequate to assure me 

that th is drug is at  least  as good as what we are 

already using for t reat ing pneumonia.  

 The safety data is concerning.  I  am st i l l  

unsure about whether or not the r isk for  

hepatotoxic i ty is s igni f icant ly greater than for 

other drugs in the c lass which is the toxic i ty that  

worr ies me most.  

 I  th ink we can at  least  make ef for ts to 

obviate the r isks wi th the other toxic i t ies,  
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warnings about myasthenia and warnings about 

dr iv ing,  et  cetera,  for  the v is ion and 

loss-of-consciousness problems.  The 

hepatotoxic i ty,  I  am not sure that  we can do a 

whole heck of  a lot  i f  i t  is  real ly a s igni f icant ly  

increased r isk.   That worr ies me. 

 But I  th ink I  am wi l l ing to r isk the l ives 

of  the American publ ic and see what happens over 

the next couple of  years.   As Dr.  Hi l ton says,  I  

hope we are not here discussing this again in a 

couple of  years.  

 DR. EDWARDS:  Thank you.  Dr.  Heckbert .  

 DR. HECKBERT:  I  found the data on the 

safety problems reasonably compel l ing.   I  th ink i f  

the hepatotoxic i ty were the only considerat ion or 

the only problem that had surfaced and appeared to 

be val id,  I  would have a harder decis ion.   But I  

would vote no.  The reason is because we have not 

only the hepatotoxic i ty but the other problems that  

the other panels have discussed so wel l .   I  th ink,  

g iven the whole picture,  that  the benef i ts,  even 

for the community-acquired pneumonia indicat ion,  do  
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not outweigh the r isks.  

 As I  ment ioned, I  found the data f rom AERS 

which is not perfect ,  i t  has many problems that 

have been wel l -d iscussed, but I  d id f ind i t  

compel l ing and I  have to say that the epidemiologic  

studies that  were presented by the sponsor,  

a l though I  th ink they were very wel l  done and of  

h igh qual i ty,  they were not big enough to 

give-- they were underpowered to give us a c lear 

statement on whether one agent has a higher r isk 

than another.  

 DR. EDWARDS:  Thank you.  Dr.  

Wong-Beringer.  

 DR. WONG-BERINGER:  Thank you.  I  would 

say,  for  the community-acquired pneumonia 

indicat ion,  I  would vote yes.   My reason for that  

is  that  I  th ink we need a broader opt ion,  oral  

t reatment opt ion,  for  community-acquired pneumonia,  

part icular ly in the cases where there is 

mult i -drug-resistant pneumococci  involved, not that  

i t  is  proven to be ef fect ive based on the studies 

or any data shown.  But I  th ink there is that  
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potent ia l  and we do need a broader array of  

oral- t reatment opt ions and also to reduce an 

over-rel iance on the f luoroquinolones which now are  

over ly used and have created qui te a bi t  of  

problems in the resistance arena not only in 

gram-posi t ive but mainly in the gram-negat ive 

bacter ia.  

 I  am concerned and I  need to acknowledge 

my concerns for  the r isk involved with th is wi th 

the toxic i t ies.   I  would l ike to see, in some way, 

perhaps, that  the label  can ref lect  maybe a th i rd 

or fourth t ier  of  where this drug f i ts,  to be 

mindful  of  i ts  toxic i t ies,  not  so much as in an 

ef f icacy standpoint ,  so ei ther in the form of a 

black box or whatnot.  

 I  am concerned that the mechanism that 

current ly exists in terms of  get t ing th is 

informat ion out to prescr ibers and pat ients,  i t  

sounds l ike nothing real ly works that  wel l ,  the  

Dear Doctor let ter  or  whatnot.  

 I  would l ike to put on the table as a 

suggest ion perhaps to explore other ways such as 
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partner ing wi th the pharmacy professional  societ ies  

 as wel l .   I  th ink,  speci f ical ly,  the Society of  

Infect ious Disease Pharmacists and also the 

pharmacy at  the point  of  d ispensing can also do a 

whole lot  wi th pat ient  educat ion as wel l .  

 Thank you. 

 DR. EDWARDS:  Thank you.  Dr.  Shapiro.  

 MS. SHAPIRO:  I  am going to vote yes 

provided there are condi t ions that we wi l l  get  to 

i t  looks l ike f rom the l ikely vote ta l ly  here.   I f  

we can go back to previous quest ions and change our  

vote i f  we don' t  have those condi t ions,  that  is  

what I  am going to do. 

 But,  in l ight  of  what my medical  

col leagues have taught me and part icular ly given 

the non-sel f - resolv ing and ser ious nature of  th is 

indicat ion,  that  is  my vote.  

 DR. EDWARDS:  Dr.  Smith.  

 DR. J.  SMITH:  I  vote yes wi th the 

caveats,  that  I  see that the drug is comparably 

ef fect ive based on noninfer ior i ty t r ia ls to other 

th ings that we are using.  I  am concerned about the  



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  370  

overal l  safety prof i le and how we might educate 

everyone better about that  and how we wi l l  look at  

that  in the future.   But I  th ink,  at  th is point ,  

for  community-acquired pneumonia,  the benef i ts 

outweigh the r isks.  

 DR. EDWARDS:  Thank you.  Could I  have the 

f inal  ta l ly .   I t  is  yeses 16 and no's 3 at  th is 

point .  

 Now, having heard al l  the rat ionale,  at  

th is point  I  am going to ask i f  anyone would l ike 

to change their  vote.   At  th is point ,  Dr.  Cox, by 

the comments that  were made, I  th ink now is the 

t ime we should explore label ing issues.  Several  

ment ions were made of  the black-box warning. 

 Would you l ike us to take a ta l ly  on that 

issue or how would you l ike us to convey 

informat ion regarding the black box. 

 DR. COX:  I  th ink i t  would be reasonable 

to go through and get fo lks '  thoughts on that.   We 

can take a ta l ly .   I t  is  certainly your 

prerogat ive.   The other th ing,  too,  is  we heard 

some folks ta lk ing about modif ied indicat ion or 
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l imi ts to the indicat ion.   I t  would be interest ing 

to hear more about that  and perhaps that would be 

another area where you might i t  might be helpful  

just  to hear a ta l ly .  

 DR. EDWARDS:  Okay. 

 DR. JENKINS:  I t  would be nice for  

reference i f  maybe you could fo l low the quest ions 

in Quest ion 2 for  CAP because they go through any 

changes to the indicat ion and they go through any 

product label ing changes.  They go through 

r isk-management strategies.   So i t  would be nice i f  

you could categor ize them into those so we can keep  

the records pret ty straight.  

 DR. EDWARDS:  Okay.  Regarding the 

black-box warning, could I  see a show of hands of  

those indiv iduals who are f i rmly advocat ing a black  

box. 

 [Show of hands.]  

 DR. LEGGETT:  Is th is for  everything? 

 DR. EDWARDS:  No; th is is just  for  

pneumonia.  

 DR. LEGGETT:  I  mean, which A.E.  You 
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could have a black box for myasthenia but not for  

others.  

 DR. EDWARDS:  Okay.  So this gets pret ty 

compl icated. 

 DR. LEGGETT:  Ed, I  don' t  know that we are 

going to be help you before tomorrow about 6:00 

p.m.,  i f  we do that.  

 DR. COX:  I t  does get compl icated because 

i t  gets into the issues--we are hear ing that i t  is  

important to communicate the safety informat ion.   I  

th ink what we are seeing from some of the hands 

that were up around the room that there is a level  

of  concern here,  so we should consider as we think 

about label ing safety informat ion for  the product.  

 DR. JENKINS:  Dr.  Edwards, i t  might be 

simpler i f  you f in ish the indicat ions because, for  

example,  b lack-box warning wi l l  be on the label  for  

whatever is in the indicat ions.   I f  you decide or 

recommend that one or more of  the indicat ions be 

removed, then you are not real ly ta lk ing about a 

box for that  indicat ion.  

 So i t  might be good for you to know what 
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the sense of  the commit tee is for  what the 

indicat ions might be your recommendat ions and then 

you could descr ibe,  g iven those recommendat ions on 

indicat ions,  what you would propose for modify ing 

those indicat ions for  f i rst ,  second, th i rd l ine,  

whatever status,  boxes, medicat ion guides, et  

cetera,  knowing what the package would be 

 DR. EDWARDS:  Actual ly,  I  th ink that  is  a 

very good suggest ion,  Dr.  Jenkins.   Can I  get  a 

sense from the group about that?  Shal l  we go on to  

the other?  Great.  

 Acute Exacerbations of Chronic Bronchitis 

 DR. EDWARDS:  We are now going to go to 

the bronchi t is  indicat ion.   Again,  i f  you would 

please state your rat ionale.   Dr.  Smith,  we wi l l  

begin wi th you. 

 DR. J.  SMITH:  For AECB, I  vote no, that  I  

don' t  bel ieve that the benef i ts outweigh the r isks 

because this is a di f ferent type of  condi t ion.   I t  

is  more commonly sel f - l imi ted and I  th ink that  I  

need to know more about the r isks to balance with 

benef i t  in th is part icular c l in ical  indicat ion 
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which is di f ferent.  

 DR. EDWARDS:  Dr.  Shapiro.  

 MS. SHAPIRO:  I  vote the same way for the 

same reason. 

 DR. EDWARDS:  Dr.  Wong-Beringer.  

 DR. WONG-BERINGER:  I  a lso vote the same 

way with the same reasons. 

 DR. EDWARDS:  Dr.  Heckbert .  

 DR. HECKBERT;  I  vote no because I  a l ready 

voted no for pneumonia.   The reasons are even more 

compel l ing here.  

 DR. EDWARDS:  Dr.  Townsend. 

 DR. TOWNSEND:  I  a lso vote no.  Again,  I  

th ink I  am saying what everybody else is saying or 

int imat ing.   But I  don' t  th ink there is compel l ing 

evidence that the drug is any better than placebo 

in the t reatment of  exacerbat ion of  chronic 

bronchi t is .   I  had a discussion with Dr.  Powers 

about th is and the phrase, putt ing the O r ing back 

on the space shutt le,  came up, 

 I  th ink that  is  fa i r ly  apt.   I  th ink to 

put an indicat ion for  the t reatment of  chronic 
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bronchi t is  for  a disease we don' t  even know any 

ant ib iot ic is necessary is at  least  not benef ic ia l  

and potent ia l ly  harmful .  

 DR. EDWARDS:  Thank you.  Dr.  Morr is? 

 DR. MORRIS:  I  vote no as wel l ,  but  I  

guess my reasons go back to the--wel l ,  I  guess what  

Dr.  Townsend said.   I  am just  not  convinced that 

the drug is ef f icacious given the cl in ical  t r ia ls 

and given the issues of  p lacebo response rates in 

th is part icular disease. 

 I  th ink th is is maybe one of  the instances 

where I  guess there is going to be some kind of  

change in infer ior i ty and super ior i ty t r ia ls.   They  

just  d idn' t  make i t  through the hoop fast  enough. 

 DR. EDWARDS:  Dr.  Proschan. 

 DR. PROSCHAN:  This one I  don' t  know 

enough about the disease, real ly,  to know how often  

this resolves on i ts own.  I  p lan to vote no for 

the ABS and I  am sort  of  on the fence here because 

I  don' t  know, relat ive to pneumonia,  pneumonia is 

very ser ious.   I  don' t  know where this f i ts .  

 I  take i t  f rom al l  the comments that  th is 
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is somewhere between the other two and exact ly how 

far between i t ,  I  don' t  know.  So I  am sort  of  on 

the fence but I  would say I  probably would vote no 

and, again,  for  me, the concern is not l iver but 

al l  the v isual  s ide ef fects and possible loss of  

consciousness.  So I  would vote no overal l .  

 DR. EDWARDS:  Thank you.  Dr.  Hi l ton.  

 DR. GUTIERREZ:  I  vote no.  I  th ink the 

r isks outweigh the benef i ts.  

 DR. EDWARDS:  Dr.  Leggett .  

 DR. LEGGETT:  I  am going to play devi l 's  

advocate.   I  am going to vote yes.   You can' t  

record a qual i f ied yes so I  am just  going to keep 

i t  as a yes.   The reason is that  I  am assuming the 

same eff icacy as al l  the other drugs that are not 

on the market and I  am assuming the fact  that  we 

had already approved i t .   I t  is  unfair  to s ingle 

out a s ingle drug company because we have shi f ted 

the playing grounds. 

 But my caveats are I  would love to have 

the company do, i f  they have not already started, 

and i t  appears that  they have, super ior i ty t r ia ls 
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and they do mandatory event report ing for  some 

reassessment i f  that  is  possible f rom your 

regulatory standpoint .  

 I  would also l ike to add, in terms of  the 

toxic i ty,  remember that  these are st i l l  hypotheses 

on the part  of  the FDA. 

 DR. EDWARDS:  Thank you.  Dr.  Bradley.  

 DR. BRADLEY:  Start ing th is out wi th 

repeat ing my previous observat ion that,  wi th these 

sorts of  d iseases, wi th AECB and bacter ia l  

s inusi t is ,  that  super ior i ty t r ia ls need to be done 

before we can assess ef f icacy and then, going back 

to Dr.  Jenkins'  comments yesterday morning, that ,  

at  th is point  in t ime, we look at  a l l  of  the older 

drugs. 

  Unt i l  they can be re-studied and brought 

up to snuff ,  we should look at  them as they were 

approved based on our previous understanding.  So I  

thought I  was going to be the f i rst  one vot ing yes,  

but i t  looks l ike I  wi l l  be the second one to vote 

yes.   But I  am going to put a sunset c lause on my 

yes and, in 24 months,  i f  I  don' t  see data for  
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super ior i ty,  then i t  would automat ical ly revert  to 

a no. 

 DR. EDWARDS:  I  am not sure that  is legal ,  

Dr.  Bradley.   Dr.  Gut ierrez.  

 DR. GUTIERREZ:  I  th ink,  just  g iven the 

nature of  th is ent i ty and in comparison to 

community-acquired pneumonia,  I  am going to vote no  

just  because I  don' t  th ink that  we qui te have 

enough understanding of  the r isks associated with 

i t .   I  guess I  am not as opt imist ic as John is that  

we are going to see a lot  of  informat ion.  

 So, I  th ink unt i l  we do see more 

informat ion or have a better understanding of  the 

r isks,  I  vote no. 

 DR. EDWARDS:  Dr.  Fol lman. 

 DR. FOLLMAN:  I  am going to vote no on 

this based on the comments other people have had 

and made.  I  th ink the r isk exceeds benef i t .  

 DR. EDWARDS:  I  am going to vote no, also.  

 I  must say th is was an agoniz ing decis ion for  me. 

 However,  I  am very aware of  a l l  of  the issues that  

have been brought up regarding the noninfer ior i ty 
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tr ia ls and bel ieve that we have learned a great 

deal  about that  t r ia l  design. 

 So the vote is consistent wi th a not ion 

that we don' t  have a c lear v is ion of  the ef f icacy 

in th is part icular indicat ion across the board.  

 I  do bel ieve there is certainly a subset 

of  pat ients wi th bronchi t is  who would benef i t  by 

th is drug.  Again,  I  don' t  know exact ly what the 

benef i t  would be related to the resistance issue.  

But I  do ant ic ipate increasing resistance problems 

in the future.  

 However,  I  don' t  th ink we can def ine that 

subset at  the present t ime and I  don' t  th ink that  

that  subset would necessar i ly  be the only group of  

people wi th bronchi t is  who would get th is drug. 

 The decis ion is also in concert  wi th the 

Kefauver-Harr is Amendment stat ing that ef f icacy 

must be demonstrated for approval  of  a drug.  In 

that  context ,  the toxic i ty issue is real ly pret ty 

much i r re levant.   However,  I  d id take the toxic i ty 

issue into considerat ion,  again th inking about that  

subgroup of  pat ients who might benef i t  by th is 
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drug. 

 I  am concerned about the toxic i t ies and I  

am concerned about the possibi l i ty  that  the level  

of  toxic i t ies we see r ight  now may herald an 

increasing prevalence that may occur in the future.  

 I  would just  l ike to add that I  th ink th is 

decis ion is consistent wi th the decis ions that were  

made at  the last  advisory board last  September.   I  

bel ieve this commit tee has di f f icul ty--wel l ,  let  me  

put i t  th is way-- is chal lenged to be consistent for  

the reason that we do not have a wr i t ten updated 

guidance in th is area. 

 I  do bel ieve that the fact  that  we don' t  

have guidance is real ly impact ing three di f ferent 

groups here.   One is industry.   The other is the 

FDA, as we have seen that there has even been some 

controversy wi th in the FDA.  The third is th is 

group.  I t  is  d i f f icul t  for  us to come to these 

decis ions wi thout some sort  of  guidance that we can  

use to maintain a consistency and a rat ionale of  

thought.  

 So those are my reasons for a no vote on 
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this indicat ion.  

 Dr.  Marco. 

 MR. MARCO:  Again,  I  wi l l  vote no.  

Simi lar  to Dr.  Heckbert ,  th is was an easier vote 

than my previous vote because the scales-- in that  

or ig inal  vote I  thought that  the r isks s l ight ly 

outweighed the benef i ts.   Now the scales are 

t ipping and I  am sure you wi l l  be able to guess 

what my next vote wi l l  be.  

 DR. NORDEN:  I  am going to vote no.  I  

th ink the r isks outweigh the benef i ts.  

 DR. EDWARDS:  Dr.  Koski? 

 DR. KOSKI:   I  would agree with that ,  so,  

no.  

 DR. EDWARDS:  Dr.  Smith.  

 DR. M. SMITH:  I  am going to vote no as 

wel l  more so because I  don' t  know that anybody is 

going to benef i t  at  th is point  f rom this drug for 

th is part icular indicat ion.  

 DR. EDWARDS:  Dr.  Wiederman. 

 DR. WIEDERMAN:  I  vote no.  Nothing 

substant ia l  to add to the discussion. 
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 DR. EDWARDS:  Dr.  Levin.  

 MR. LEVIN:  I  vote no for al l  the reasons 

that have been wel l -ar t iculated around the table.  

 DR. EDWARDS:  Having l is tened to the 

rat ionales,  are there any voters who would l ike to 

change their  vote?  Okay.  That is 17 no's and 2 

yeses. 

 Acute Bacterial Sinusitis  

 We wi l l  move on, then, to the s inusi t is  

indicat ion.   Dr.  Levin,  let  me start  wi th you. 

 MR. LEVIN:  Again,  I  vote no and, again,  

for  the reasons that I  bel ieve the r isks outweigh 

the benef i ts.  

 DR. EDWARDS:  Dr.  Wiederman. 

 DR. WIEDERMAN:  I  vote no also for  s imi lar  

reasons al though, at  least  wi th th is condi t ion,  I  

have, as a pediatr ic ian,  a l i t t le better handle,  

personal  exper ience, wi th s imi lar  d isorders.   But,  

no.  

 DR. EDWARDS:  Dr.  Smith.  

 DR. M. SMITH:  I  vote no for al l  of  the 

above. 
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 DR. KOSKI:   No, sel f - l imi t ing disease and 

too much toxic i ty.  

 DR. EDWARDS:  Dr.  Norden. 

 DR. NORDEN:  I  vote no, same reasons. 

 DR. EDWARDS:  Dr.  Marco, we know how you 

vote.  

 MR. MARCO:  No.  Right on.  Right on. 

 DR. EDWARDS:  My vote is also no for the 

reasons that I  stated regarding the bronchi t is  

indicat ion.   Dr.  Fol lman. 

 DR. FOLLMAN:  I  vote no for the reasons 

that have been given. 

 DR. EDWARDS:  Dr.  Gut ierrez.  

 DR. GUTIERREZ:  I  vote no for the 

previously stated reasons. 

 DR. EDWARDS:  Dr.  Bradley.  

 DR. BRADLEY:  Wel l ,  I  am going to vote yes 

again.   The reason has to do with the fact  that ,  as  

we look at  the graphs that were shown by a couple 

of  people today on del ta creep and or ig inal  studies  

compared to placebo, and then subsequent studies 

compared to those drugs, compared to those drugs, 
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everyone is focusing on how the lower l imi t  of  the 

del ta eventual ly can cross zero and the drug can be  

no better than placebo. 

 Whi le I  absolutely recognize that,  there 

is also the potent ia l  that  the del ta creep doesn' t  

go down but stays the same or goes up.  I  f ind no 

inherent reason in the pharmacokinet ics or the in 

v i t ro act iv i ty of  th is drug that i t  shouldn' t  work 

as wel l  as the or ig inal  drugs that were studied for  

s inusi t is .  

 The company showed noninfer ior i ty based on 

this c l in ical- t r ia l  design that was shared with the  

FDA so that they fo l lowed the rules as best they 

could.  

 So, as I  d id last  t ime, I  wi l l  vote yes 

wi th the qual i f icat ion that,  wi th th is as wi th al l  

the other s inus-approved drugs, go back into some 

sort  of  c l in ical  t r ia l  to document their  ef f icacy 

over placebo.  So I  am going to vote yes again.  

 DR. EDWARDS:  Dr.  Leggett .  

 DR. LEGGETT:  Birds of  a feather.   I  am 

going to vote yes.   Despi te my comment about 
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pol lyanna, taking the ent i re col lect ion of  k ids or 

adul ts in one cl in ical  t r ia l  and then saying that 

ant ib iot ics don' t  work does not get you to the 

subgroup, subsect ion,  of  where somebody has had 

rhinosinusi t is  for  a week and then gets worse. 

 The drug has act iv i ty and I  th ink there is 

a place for i t .   I  wouldn' t  throw ant ib iot ics at  

anybody.  Whenever I  would go to work af ter  te l l ing  

my wife not to give our k ids ant ib iot ics for  

ot i t is ,  of  course, she cal led the pediatr ic and 

they were immediately on ant ib iot ics wi th in 24 

hours.   So I  know how that works.  

 But I  th ink that  there is a place for i t .  

 However,  g iven the pol lyanna reference, I  would 

very much l ike the company to t ry to get a 

super ior i ty t r ia l .  

 DR. EDWARDS:  Dr.  Hi l ton.  

 DR. HILTON:  I  vote no because I  th ink the 

r isks outweigh the benef i ts.   I  hope the company 

wi l l  focus i ts money on CAP, instead. 

 DR. EDWARDS:  Dr.  Proschan, we know how 

you are going to vote,  a lso.  



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  386  

 DR. PROSCHAN:  Right;  you do.  I  just  

wanted to add one other th ing which is that ,  when I  

take medicine, I  of ten take i t  and forget that  I  

have taken i t .   So I  have to ask my wife,  d id I  

take that,  or  not .   Sometimes, she knows the 

answer.   Sometimes she doesn' t .  

 So I  th ink i t  is  not  unl ikely that  there 

are other people l ike me who are going to end up 

taking twice as much as they are supposed to 

because they can' t  remember that  they took i t .   

Then we saw some of the smal ler  studies that  showed  

much worse blurr ing,  much more frequent,  or  many 

more people wi th the blurr ing on twice the dose. 

 So I  th ink th is is the condi t ion that  

resolves the most by i tsel f .   So I  would vote no. 

 DR. EDWARDS:  Dr.  Morr is.  

 DR. MORRIS:  I  vote no as wel l ,  but  I  do 

have a concern and that is that  I  th ink many of  us 

are vot ing no because we don' t  th ink that  the drug 

has real ly proven i ts ef fect iveness.  I  th ink that ,  

for  these condi t ions,  we probably have simi lar  

caveats or concerns that other drugs may not have 
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been proven to be ef f icacious. 

 I  th ink,  as a commit tee,  we would send a 

s ignal  to IRBs that we have concerns about the 

ef f icacy for  many drugs because, unless IRBs 

bel ieve that there are ethical  reasons to use a 

placebo, gett ing these placebo-control led t r ia ls 

done is going to be a real  problem. 

 So I  do th ink,  even though I  th ink part  of  

my vote would be, as long as we also make a general  

statement about other drugs and the need for 

placebo-control led t r ia ls and the ethics of  

p lacebo-control led t r ia ls because we doubt the--we 

don' t  have good evidence of  ef f icacy for  any drug. 

 DR. EDWARDS:  Dr.  Townsend. 

 DR. TOWNSEND:  I  vote no for the reasons 

everybody else has already stated.  I  won' t  

e laborate on those, but just  as an edi tor ia l  

comment,  I  th ink i t  was Dr.  Bradley said,  the genie  

is out of  the bott le,  and actual ly i t  has been out 

s ince September,  as far  as looking more r igorously 

at  t r ia l  design and holding new tr ia ls to higher 

standards.  
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 The quest ion of  whether or not th is is 

going to go retroact ively back in ef fect  drugs that  

are current ly indicated.  I  th ink that  i t  is  

pract ical  to th ink that  al l  those drugs wi l l  be 

reviewed.  But,  f rankly,  nothing would please me 

more than i f  we went back and looked at  a l l  the 

drugs that current ly have indicat ions for  s inusi t is  

and chronic bronchi t is  and found out whether or not  

they actual ly are any better than placebo.  I  

suspect most of  them aren' t  because I  th ink that  

most of  these infect ions,  as has been discussed 

already, probably don' t  need ant ib iot ics.  

 So, i f  that  is  the end resul t  of  these 

discussions, I  th ink we have done a very good job 

here today. 

 DR. EDWARDS:  Dr.  Heckbert .  

 DR. HECKBERT:  Yes.  I  agree with Dr.  

Townsend's remarks and I  am also concerned about 

safety,  as you know, so I  would vote no. 

 DR. EDWARDS:  Dr.  Wong-Beringer.  

 DR. WONG-BERINGER:  I  would also agree 

with Dr.  Townsend's remark and my vote is no. 
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 DR. EDWARDS:  Dr.  Shapiro.  

 MS. SHAPIRO:  No for al l  of  the above. 

 DR. EDWARDS:  Dr.  Smith.  

 DR. J.  SMITH:  No for al l  of  the reasons 

already stated. 

 DR. EDWARDS:  Having heard the rat ionales,  

would anyone l ike to change their  vote?  Then the 

tal ly on that is 17 no's and 2 yeses. 

 Now we wi l l  return to the quest ions as we 

have had them submit ted to us.  

 Question 2 

 DR. EDWARDS:  " I f  cont inued market ing is 

recommended for any of  the indicat ions,  should any 

of  the indicat ions for  which cont inued market ing is  

recommended be modif ied or l imi ted."  

 That returns us to the issue of  the 

black-box warning for the CAP.  Dr.  Cox. 

 DR. COX:  One other th ing,  here,  too,  

th inking about th is,  maybe we have heard some 

discussion about second- l ine therapy, th i rd- l ine 

therapy, those sorts of  boards that would--because 

of  reasons of  toxic i ty.   So that maybe something 
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that we could include under the discussion of  the 

a) part  of  the quest ion here.   And then the 

quest ion wi th regards to the black box, that  could 

also be considered under b),  too,  wi th regards to 

the product label ing and such. 

 DR. EDWARDS:  Is there fur ther discussion 

about the black-box issue? 

 DR. COX:  We certainly could handle i t  and 

then do the modif icat ion of  the indicat ion.  

 DR. EDWARDS:  Dr.  Wiederman. 

 DR. WIEDERMAN:  I  am general ly in favor of  

that .   But I  am also th inking today a black box may  

get someone's at tent ion more than a Dear Doctor 

let ter .   But,  as these become more common, i t  is  

going to be the Dear Doctor let ter  of  tomorrow.  So  

we also have to do some out-of- the-box unintended 

thinking to,  l ike Dr.  Wong-Beringer had ment ioned, 

some other ways to get at  th is to real ly inform the  

publ ic and the medical  profession. 

 DR. EDWARDS:  Yes, Dr.  Koski .  

 DR. KOSKI:   I  must admit ,  I  do not want 

pat ients in the community wi th myasthenia gravis 
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receiv ing this drug because they wi l l  not  be 

monitored in the way that they should be.  Al though  

we do think that  most of  th is happens over the 

f i rst  couple of  doses, the point  is  that  I  could 

honest ly see some circumstances where a myasthenic 

may have more di f f icul t ies fur ther into their  

c l in ical  course and then have a react ion when they 

get another dose of  the drug, maybe 3 to 4 days 

out.  

 So I  would actual ly prefer myasthenics not 

to receive th is drug in the community.   I  don' t  

have any reservat ions about them receiv ing i t  in 

the hospi ta l  set t ing,  a l though i t  is  an oral  drug, 

mainly because they wi l l  be monitored and, qui te 

f rankly,  when we are worr ied about v i ta l  capaci t ies  

and what not,  these pat ients are monitored on an 

hour ly basis.   So we can see trends actual ly as 

they develop. 

 I  th ink the other th ing which I  found very 

interest ing when I  was sort  of  reviewing this data 

was a lot  of  the v isual  c i rcumstances which we have  

been presented some informat ion that high doses, at  
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least ,  are associated with some di f f icul ty wi th 

accommodat ion.   That certainly would produce visual  

b lurr ing for  a per iod of  t ime. 

 I  th ink the t iming is very interest ing,  

part icular ly related to the myasthenia gravis.   I  

real ly wonder i f  some of  th is isn ' t  re lated to,  for  

instance, a di f f icul ty wi th acetylchol ine and the 

way i t  is  e i ther released or handled in the synapse  

in both the neuromuscular junct ion and possibly 

wi th the parasympathet ic f ibers that  are involved 

and use acetylchol ine,  obviously,  as a t ransmit ter  

in the accommodat ion react ion.  

 So, in terms of  the black box, and I  don' t  

know how extensive we want to do i t ,  I  real ly th ink  

that  the myasthenia has to be very c lear ly stated. 

 I  th ink that  that  wi l l  s igni f icant ly reduce some 

of the s ide ef fects.  

 Sure,  we are not going to pick up the ones 

that have not been adequately diagnosed, but then, 

that  a lso needs to be an educat ional  issue.  

Pharmacy, I  th ink,  is  a very good way to go at  

that .  
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 DR. EDWARDS:  Dr.  Morr is.  

 DR. MORRIS:  Just  some clar i f icat ion f rom 

FDA.  I f  th is drug is relabeled, wi l l  i t  be in the 

new format? 

 DR. JENKINS:  I  th ink so.   I  am hear ing 

f rom my expert  that  i t  needs to be an ef f icacy 

supplement that  t r iggers the new label ing format,  

a l though the company could voluntar i ly  choose to--  

 DR. MOYER:  We have already--  

 DR. MORRIS:  So the thing that is nice 

about the new format is i t  does have a sect ion 

about recent label ing changes.  One of  the th ings 

that I  would th ink,  because there wi l l  be a new 

label  and that may even be part  of  a black box, 

that  the company, in al l  i ts  promot ional  mater ia l ,  

would need to prominent ly display the recent label  

change. 

 So I  th ink that  one way of  communicat ing 

to doctors is to make sure that ,  because i t  is  

going to be reformatted in new label  informat ion,  

that  the fa i r  balance within al l  the promot ional  

mater ia l  would have to prominent ly display th is new  
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informat ion that we say. 

 So I  th ink that  we might be lucky in the 

sense of  being able to communicate to doctors in a 

much more complete way because-- just  by FDA 

enforcing that part  of  the label .  

 DR. JENKINS:  Could I  ask the sponsor-- I  

heard you make some comment about whether you were 

developing a PLR format.   I f  you could go to the 

microphone and just  c lar i fy what that  comment was. 

 For those of  you who are not c lear what we are 

ta lk ing about,  we are ta lk ing about the new format 

for  label ing,  the Physic ians Label ing Rule.  

 DR. MOYER:  Yes; we are developing that 

ear l ier  than what the requirement is for  the 

guidel ine and regulat ion.   So we are developing the  

new Physic ians Label ing Rule format of  the package 

insert .  

 DR. JENKINS:  I  would just  l ike to alert  

the commit tee that our review of  a label  that  comes  

in in the new Physic ians Label ing format is much 

more compl icated than our review of  a label  that  

comes in in the old format that  has been changed. 
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 So you might wel l  see changes in the old 

format in advance of  seeing this converted to the 

new format because i f  we try to convert  th is to the  

PLR format,  i t  would delay gett ing the changes done  

because there is a lot  of  work that  goes into 

developing the Highl ights Sect ion,  redoing some of 

the work.   So just  to alert  you that that  may be 

the course of  events.  

 DR. MORRIS:  Regardless of  the format,  I  

guess one recommendat ion I  would have is that  FDA 

makes sure that  i t  considers the label  changes that  

are going to be made especial ly anything including 

the black box as essent ia l  informat ion for  the 

fa i r -balance sect ion of  promot ion.  I  th ink DDMAC 

has that prerogat ive and that we would highly 

endorse that.  

 DR. JOHANN-LIANG:  I  just  wanted to add 

about the new label ing,  there have been several  

s i tuat ions recent ly where we, f rom the Off ice of  

Survei l lance and Epidemiology, would recommend that  

label ing sort  of  be elevated due to certain 

reasons, especial ly to a box. 



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  396  

 We are encountered with th is response.  

The new label ing wi l l  take ef fect  which wi l l  

h ighl ight  these issues so, therefore,  we wi l l  wai t  

unt i l  the new label  goes into ef fect  which is f ine.  

 I  mean, we l ike the new label .   We wanted to go 

there but there is th is-- just  l ike Dr.  Jenkins was 

point ing out,  we are encounter ing that there is a 

t ime delay.   I f  the commit tee feels that  there is 

substant ia l  r isk here,  then you need to consider 

that  in your recommendat ions.  

 DR. EDWARDS:  Dr.  Shapiro,  d id you have a 

comment? 

 MS. SHAPIRO:  I  don' t  know i f  there is 

anything to do with th is,  but  I  was qui te disturbed  

with your stat ist ic about 50 percent of  ant ib iot ics  

being prescr ibed over the phone.  I f  th is is 

fa l l ing into that  category,  there are two levels of  

concern.  

 One is the doctor may not have important 

histor ical  informat ion about th is pat ient  l ike that  

they have myasthenia gravis and the pat ient  may not  

hear al l  the s ide ef fects that  he or she needs to 
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be on the alert  about.  

 I t  was said ear l ier  today, wel l ,  why 

wouldn' t  somebody who has blurred vis ion stop 

taking that drug.  They may very wel l  not  know, 

unless to ld,  that  the drug is responsible for  that .  

 So they may cont inue to take their  r isk.  

 So I  am concerned about that  lack of  

doctor/pat ient  physical  interact ion.   I  don' t  know 

i f  that  is  something that we could require.  

 DR. M. SMITH:  May I  just  make a comment 

toward that? 

 DR. EDWARDS:  Yes. 

 DR. M. SMITH:  Most of  the t ime, I  th ink 

most physic ians are referr ing to pat ients that  they  

are already establ ished in their  pract ice that  they  

might not have them in the of f ice.   This is 

somebody you think you know very wel l  and so you 

are doing this over the te lephone. 

 But there are occasions where I  know 

physic ians who prescr ibe ant ib iot ics for  a pat ient  

they don' t  know very wel l .   So i t  can be across the  

board.   I t  can be very compl icated. 
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 DR. EDWARDS:  I  just  want to make a 

comment.   I  don' t  know that we are in a posi t ion to  

cr i t ical ly analyze that study at  th is point  in t ime  

but i t  does raise an important issue about the 

usage of  ant ib iot ics.  

 MS. SHAPIRO:  And r isk communicat ion which 

is what we are on now; r ight?  That is the topic we  

are on now. 

 DR. EDWARDS:  I  was just  going to see--Dr.  

Cox, did you want to make a comment? 

 DR. COX:  I  was just  going to say i t  

sounds l ike we are deal ing wi th a couple of  th ings 

here at  once, which is f ine.   But,  yes,  Dr.  

Edwards? 

 DR. EDWARDS:  I  was going to t ry something 

to see i f  I  could expedi te the discussion a bi t .   

What I  wanted to do was pol l  the panel  and see how 

many people were in favor of  a black box of  any 

k ind and then we could look at--probably the best 

th ing to do would be to look at  just  the 

hepatotoxic i ty,  myasthenia gravis and the visual  

issues. 
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 Then we could ask for  anyone's propensi ty 

towards using a modif icat ion of  the label  such as a  

second- l ine drug or something l ike that  and get a 

feel ing for  the group incl inat ion in that  regard.  

 Does that sound al l  r ight  wi th you?  That 

might get us r ight  down to just  a few odds and ends  

that we have to take care of  very quickly.  

 DR. COX:  Yes.  That sounds l ike i t  wi l l  

be helpful .  

 DR. EDWARDS:  Could I  see, by hands--yes? 

 DR. HECKBERT:  Sorry.   Are we assuming we 

are doing this just  for  community-acquired 

pneumonia? 

 DR. EDWARDS:  Yes.  Could I  see a show of 

hands for a black box of  any k ind on the label .  

 [Show of hands.]  

 DR. EDWARDS:  Sohai l ,  I  am going to have 

you-- th is vote is changing as the moments go on.  

13? 

 LT. MOSADDEGH:  Dr.  Smith,  your hand was 

up? 

 DR. J.  SMITH:  Yes. 



 

 
 

 
 
 PAPER MILL REPORTING 
 Email:  atoigo1@verizon.net 
 (301) 495-5831 
  

  400  

 LT. MOSADDEGH:  Okay.  Dr.  Smith.    Dr.  

Shapiro,  2.   Heckbert ,  3.   Townsend, 4.   Dr.  

Morr is?  You are ei ther in or out.   Dr.  Morr is,  

yes? 

 DR. MORRIS:  Al l  r ight .  

 LT. MOSADDEGH:  Dr.  Proschan, yes.   Dr.  

Leggett? 

 DR. LEGGETT:  I  am going to say something 

af terwards. 

 LT. MOSADDEGH:  Yes? 

 DR. LEGGETT:  I  am not going to say yes.  

I  am going to say something di f ferent.  

 DR. EDWARDS:  Dr.  Bradley? 

 DR. BRADLEY:  Yes. 

 LT. MOSADDEGH:  Dr.  Gut ierrez,  8.   Dr.  

Fol lman? 

 DR. FOLLMAN:  No. 

 DR. EDWARDS:  Myasthenia.  

 MR. MARCO:  Yes. 

 DR. NORDEN:  Yes. 

 DR. KOSKI:   Yes. 

 DR. M. SMITH:  Yes. 




