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treated with Ketek have better c l in ical  outcome 

than treated with the older comparator drug wi l l  

real ly provide substant ia l  evidence. 

 What about r isk?  Can r isk be managed?  

The sudden and rapid nature of  the c l in ical  

toxic i ty over and beyond any of  the numbers that  we  

have been discussing real ly makes mit igat ion of  

r isk very di f f icul t .  

 We have heard,  and I  th ink the FDA agrees, 

that  c l in ical  c lear communicat ion of  r isk to the 

pat ient  over and above clear r isk communicat ion to 

the prescr iber is extremely important precisely 

because of  th is c l in ical  manifestat ion.  

 Pat ients taking oral  ant ib iot ics do not 

th ink that  they are going to get these sudden 

onsets of  v is ion loss or sudden loss such as 

disturbance of  consciousness.  This is something 

that we need to real ly educate the pat ient  as wel l  

as the prescr iber.  

 [Sl ide. ]  

 So, in total ,  we talked a lot  about how we 

look at  evidence for safety,  the evidence for 
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safety,  because we real ly cannot do hypothesis 

test ing for  the most part .   I t  is  real ly looking at  

the total i ty of  the evidence.  The total i ty of  the 

evidence shows that there is a lot  of  concern 

regarding these highl ighted safety events 

part icular ly because of  the c l in ical  nature of  the 

toxic i ty,  the rapid,  sudden onset for  th is 

br ief-durat ion drug, a 5-day drug real ly makes 

mit igat ion of  r isk very di f f icul t .  

 So what we need to do is to real ly def ine 

the populat ion that would actual ly benef i t  f rom 

taking this drug r ight  up f ront so that  we can 

just i fy the r isk.  

 On the benef i t  s ide,  we talked about,  by 

law, we need to provide substant ia l  evidence of  

benef i t .   We have learned this now and we need to 

move forward.  Based on noninfer ior i ty t r ia ls 

wi thout quant i f icat ion of  the control  for  the 

indicat ions of  AECB and ABS, i t  is  uncertain as to 

what the drug ef fect  is  over and above the natural  

h istory of  d isease resolut ion.  

 For CAP, I  th ink we al l  agree that there 
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is drug ef fect  over and above the natural  h istory 

of  d isease resolut ion but we st i l l  need 

demonstrat ion of  c l in ical  outcome super ior i ty over 

the older drug, not "no worse than,"  i f  we real ly 

want to show that th is drug is better for  

resistance diseases caused by resistance pathogens.  

 [Sl ide. ]  

 So does Ketek's benef i t  outweigh the r isks 

for  each of  these indicat ions.   I  would l ike to 

acknowledge the people up here on this s l ide that  

have helped me to put th is overal l  summary for  you 

today.  Thank you. 

 DR. EDWARDS:  Thank you very much.  We 

have gotten substant ia l ly  behind in our schedule.   

At  th is t ime, I  am going to move to the Open Publ ic  

Hear ing.  I  do not want to t runcate that  so I  am 

ant ic ipat ing that we are going to have to delay the  

luncht ime probably approximately by a hal f  hour,  

the t ime we go to lunch.  We may also need to 

somewhat shorten the lunch t ime al lotment.  

 So, I  th ink we are going to move r ight  

ahead now into the Open Publ ic Hear ing. 
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 Open Public Hearing  

 DR. EDWARDS:  I t  is  necessary for  me to 

read a statement before we begin that .  

 "Both the Food and Drug Administrat ion and 

the publ ic bel ieve in a t ransparent process for 

informat ion gather ing and decis ion making.  To 

ensure such transparency at  the Open Publ ic Hear ing  

session of  the Advisory Commit tee meet ing,  FDA 

bel ieves that i t  is  important to understand the 

context  of  an indiv idual 's presentat ion.  

 "For th is reason, FDA encourages you, the 

Open Publ ic Hear ing speaker,  at  the beginning of  

your wr i t ten or oral  statement,  to advise the 

commit tee of  any f inancial  re lat ionship that  you 

may have with the sponsor,  i ts  product and, i f  

known, i ts direct  compet i tors.  

 "For example,  th is f inancial  informat ion 

may include the sponsor 's payment of  your t ravel ,  

lodging or other expenses in connect ion wi th your 

audience at tendance at  the meet ing.   L ikewise, FDA 

encourages you, at  the beginning of  your statement,  

to advise the commit tee i f  you do not have any such  
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f inancial  re lat ionships.  

 " I f  you choose not to address this issue 

of  f inancial  re lat ionships at  the beginning of  your  

statement,  i t  wi l l  not  preclude you from speaking."  

 We have a total  of  seven speakers.   They 

have been assigned by random in order.   I  want to 

begin wi th Dr.  David Ross. 

 David Ross, M.D., Ph.D.  

 DR. ROSS:  Thank you, Dr.  Edwards. 

 [Sl ide. ]  

 Good morning.  My name is David Ross.  I  

am a board-cert i f ied infect ious-disease physic ian 

and an act ive c l in ic ian.   I  served as the pr imary 

safety reviewer for  Ketek dur ing the f i rst  review 

cycle and was the Safety Team Leader dur ing the 

second review cycle.  

 [Sl ide. ]  

 I  wi l l  present data showing that there was 

substant ia l  evidence of  f raud in th is appl icat ion.  

 Avent is knew that there were problems but did not 

te l l  FDA reviewers.   FDA managers knew but fa i led 

to te l l  th is commit tee.   FDA managers used the same  
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data to approve Ketek despi te warnings from 

cr iminal  invest igators and reviewers about 

suspected systemic f raud. 

 Management was so bent on approval  that  I  

was pressured to "sof ten" my review by the review 

div is ion director.   Other reviewers were also 

pressured. 

 [Sl ide. ]  

 In Apr i l ,  2001, th is commit tee requested a 

large Ketek safety study.  Af ter  Study 3014 was 

submit ted,  FDA reviewers discovered ser ious issues 

point ing at  f raud.  Despi te their  concerns,  FDA 

managers ordered 3014 presented to th is commit tee 

omit t ing the problems.  As a resul t ,  the commit tee 

recommended approval .  

 [Sl ide. ]  

 Every 3014 si te inspected by FDA before 

the invest igat ion was dropped had major problems.  

By December,  2002, FDA managers knew of ser ious 

data integr i ty issues.  They could have postponed 

the advisory commit tee or not al lowed presentat ion 

of  Study 3014.  Instead, they ordered i t  presented 
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publ ic ly.  

 Two months later,  they to ld A.C. members 

about data- integr i ty issues in a c losed session 

according to FDA managers.   I  was there.    

Pert inent data known to FDA managers was not 

presented to th is advisory commit tee.   A Senate 

Finance Commit tee report  conf i rms that most of  the 

2003 A.C. members were unaware of  these issues. 

 [Sl ide. ]  

 Was this just  a matter of  a few bad 

apples?  Dur ing the course of  3014, Avent is 

received warning af ter  warning from i ts contract  

research organizat ion about ser ious data integr i ty 

concerns including with i ts lead enrol ler .   I t  d id 

nothing. 

 Avent is fa i led to report  these problems to 

FDA which found out only through i ts own 

inspect ions.   Avent is f inal ly admit ted to FDA f ive 

months af ter  submission of  3014 that i t  had known 

of  problems at  i ts  lead enrol led but denied there 

were any other problems with the study. 

 [Sl ide. ]  
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 Avent is did not te l l  FDA reviewers what i t  

knew.  Six days before the 2003 meet ing,  I  e-mai led  

the FDA manager responsible for  Ketek about 

extremely ser ious data- integr i ty concerns known to 

the Review Divis ion,  Div is ion of  Scient i f ic  

Invest igat ions and Off ice of  Cr iminal  

Invest igat ions and copied the Review Divis ion 

Director.  

 I  asked about present ing these possible 

f raud issues to th is commit tee.   His response, " I t  

wouldn' t  be product ive to present the 

data- integr i ty issues.  What would be useful ,"  he 

said,  "would be for Avent is to make their  best  

presentat ion possible using postmarket ing data."  

 [Sl ide. ]  

 FDA managers instructed a reviewer to 

publ ic ly present 3014.  When the reviewer 

protested, he was ordered to disregard 

data- integr i ty issues and present the study. 

 [Sl ide. ]  

 As a resul t ,  FDA managers l is tened as 

Avent is to ld th is commit tee that they had obtained 
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vir tual ly complete fo l low-up safety informat ion on 

24,000 pat ients,  many of  whom never existed.  So 

misinformed, th is commit tee voted to approve Ketek 

and Study 3014 is now being ci ted in the medical  

l i terature.  

 [Sl ide. ]  

 The reviewers knew the real  story.   Pr ior  

to the meet ing,  an FDA safety reviewer wrote,  " I  

just  wish we could f ind even a s ingle credible 

large enrol l ing s i te in 3014."   CDER's Div is ion of  

Scient i f ic  Invest igat ions concluded that 3014 was 

useless.   Thus, the quest ions asked by th is 

commit tee in 2001 have never been answered.  But 

Ketek is on the market.  

 [Sl ide. ]  

 The cr iminal  invest igators knew the real  

story,  too.   In July,  2003, FDA's Off ice of  

Cr iminal  Invest igat ions to ld FDA managers that  they  

needed to expand the invest igat ion to determine 

Avent is '  possible role in the f raud.  An e-mai l  

document ing this br ief ing has been turned over to 

the Senate Finance Commit tee. 
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 [Sl ide. ]  

 Despi te these warnings, FDA managers used 

Study 3014.  A senior FDA manager wrote that  the 

Review Divis ion used the data saying that they 

assessed those AEs that were ident i f ied to 

qual i tat ively assess patterns of  toxic i ty.  

 I  have two quest ions.   First ,  what does 

this mean?  Second, why does the FDA br ief ing 

package state f ive t imes that FDA did not rely on 

3014? 

 [Sl ide. ]  

 FDA managers even ci ted Study 3014 in 

January,  2006 in a Publ ic Heal th Advisory,  brushing  

aside reviewer protests.  

 [Sl ide. ]  

 In July,  2003, FDA managers were warned by 

OCI about f raud with Ketek.   They did nothing.  In 

February,  2005, they received the f i rst  report  of  

fatal  Ketek-related l iver fa i lure.   They did 

nothing.  In February,  2006, they received wri t ten 

warnings from reviewers about f raud with Ketek and 

about pressure to change reviews.  They did 
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nothing. 

 They received new OCI warnings two weeks 

later.   They did nothing.  Only af ter  Congressional  

subpoenas and stor ies about 3014 fraud in major 

media,  d id FDA f inal ly do anything.  They reworded 

the label .  

 [Sl ide. ]  

 In late June of  th is year,  FDA reviewers,  

including mysel f ,  were summoned to a meet ing wi th 

Commissioner Von Eschenbach in which he compared 

the FDA to a footbal l  team and told reviewers that  

i f  they publ ic ly contradicted management about 

Ketek,  they would be " t raded from the team." 

 [Sl ide. ]  

 In summary,  ser ious f raud issues in th is 

NDA remain unresolved.  FDA has al lowed fraudulent 

data to be presented publ ic ly and has used i t .   The  

scope of  the f raud remains undetermined and the 

Ketek team has been pressured to remain s i lent .   At  

the same t ime, a number of  pat ients have died af ter  

ingest ing Ketek.  

 The study that was supposed to answer 
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cr i t ical  safety quest ions was fatal ly corrupted.  

The postmarket ing reports submit ted in i ts place 

are no subst i tute for  r igorous safety evaluat ion.   

I t  is  up to th is commit tee to demand that the 

appl icant and the FDA provide real  evidence of  

safety.  

 Thank you.  The views presented here are 

my own.  I  have no conf l ic ts to disclose.  Your 

packets contain source documents for  th is 

presentat ion.   I  wi l l  be happy to answer any 

quest ions.  

 Thank you. 

 DR. EDWARDS:  Thank you.  We are going to 

move on to our next speaker,  Mark Cohen. 

 Mark P. Cohen  

 MR. COHEN:  Good af ternoon.  My name is 

Mark Cohen.  I  am the Food and Drug Safety Director  

for  the Government Accountabi l i ty  Project .   GAP is 

a 29-year-old nonprof i t  publ ic- interest  group that 

promotes government and corporate accountabi l i ty  by  

advancing occupat ional  f ree speech, defending 

whist le blowers,  somet imes lampl ighters,  and 
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empowering ci t izen act iv ists.  

 Our c l ients include current and former FDA 

employees as wel l  as employees of  other government 

agencies and drug companies.   I  have no 

relat ionship to the sponsor of  th is drug. 

 Just  so there is no mistake, I  am a 

lawyer.   I  am not and M.D. or a scient ist .   Whi le I  

have been fol lowing Ketek very c losely for  the last  

year,  I  st i l l  have found mysel f  at  sea over the 

last  couple of  days parsing some of the more 

technical  detai ls.   So, i f  I  make some mistakes in 

detai ls,  let  me apologize.  

 But,  that  said,  let  me summarize what I  

th ink is the big-picture message of  th is meet ing.   

3014 extensive data- integr i ty issues mean that that  

study can' t  be rel ied upon to just i fy Ketek's 

approval .   The foreign postmarket data on Ketek are  

hopelessly uncontrol led and inconsistent and can' t  

be rel ied on. 

 The sponsor 's 11th hour epidemiological  

studies lack val idat ion or are not powered, so they  

can' t  be rel ied upon.  Ketek has yet to be proven 
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more ef fect ive than doing nothing in t reat ing 

s inusi t is  and bronchi t is .  

 How did th is drug ever get on the market 

to begin wi th?  In 2001, your predecessor advisory 

commit tee was so disturbed by Ketek's safety 

prof i le that  i t  recommended that addi t ional  studies  

be done.  That led to the major c l in ical  t r ia l ,  

Study 3014.  But,  as we have heard,  that  t r ia l  was 

r i fe wi th f raud and data- integr i ty issues. 

 FDA's Div is ion of  Scient i f ic  

Invest igat ions concluded the none of  the data f rom 

3014 could be rel ied upon with any degree of  

conf idence.  FDA's br ief ing document here is,  at  

t imes, less categor ical ,  cal l ing 3014 "di f f icul t  to  

rely on."   But we know that FDA did rely on 3014 

even publ ic ly c i t ing i t  as late as January of  th is 

year in a Publ ic Heal th Advisory in support  of  

Ketek safety.  

 I  can' t  say why Study 3014 got so out of  

control .   How much was lax FDA oversight?  How much  

was the faul t  of  the contract  research 

organizat ion?  What are we to make of  a l legat ions 
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that Avent is turned a bl ind eye or even coaxed the 

fraud?  These are quest ions that need answers and 

they are c lear s igns that Congress intends to get 

to the bottom of th is.  

 Now, I  don' t  mean to sound dismissive or 

rude.  But no one should be surpr ised when a 

sponsor spins data to promote approval  of  a drug.  

FDA's job is qui te di f ferent.   To weigh accurate 

data to ensure that the approval  of  drugs is based 

on good science consider ing both safety and 

ef f icacy.   That wasn' t  done with Ketek.  

 The Food, Drug and Cosmetic Act makes 

clear the drug manufacturers must provide 

scient i f ic  proof that  their  drugs can be safely 

used before putt ing on the market.   That didn' t  

happen with Ketek.  

 FDA's br ief ing document acknowledges that 

your predecessor advisory commit tee in 2003 was not  

to ld about the ser ious data- integr i ty issues with 

3014 even though those issues were dai ly being 

revealed to the agency. 

 FDA could have told you in a c losed 
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session or not presented 3014 at  a l l  or  postponed 

the meet ing.   Instead, FDA managers concealed the 

evidence and, wi th no knowledge of  3014, your 

predecessor panel  recommended approval  of  Ketek.  

 In my world,  the lawyer 's wor ld,  th is is 

cal led f raud in the inducement;  that  is ,  f raud 

going to the very making of  the understanding.  I t  

is  "bai t  and switch."   That makes the ent i re 

contract  voidable by the v ict im and you, the 

advisory commit tee,  and the American publ ic are the  

v ict ims. 

 FDA managers knew at the t ime, the 2003 

advisory commit tee,  that  3014 couldn' t  wi thstand 

scrut iny.   So they turned to foreign postmarket 

data in the language of  the br ief ing document to 

augment 3014 and f ind a just i f icat ion for  Ketek's 

approval .  

 Yet,  i f  the pre-3014 data was insuff ic ient  

to prove safety and 3014, i tsel f ,  was useless,  as 

DSI concluded, then the foreign postmarket ing data 

served pret ty much as the sole basis for  approving 

Ketek.   As Dr.  Graham asked yesterday, when has FDA  
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ever before approved a drug based exclusively on 

foreign postmarket data.  

 There are compel l ing reasons not to go 

down that road.  As every speaker here has 

acknowledged, voluntary adverse-events report ing is  

a crapshoot.   Gross under-report ing is the norm 

everywhere.  So i t  is ,  in countr ies rel ied upon in 

the Ketek reports.  

 50 percent,  I  th ink i t  was, of  the 

postmarket data,  came from France.  Did you know 

that a peer-reviewed study found that doctors in 

the Bordeaux region of  France report  only 1 out 

every 24,433 adverse drug react ions.   What is more,  

the European data on Ketek at  the t ime of  i ts  

approval  were eye-poppingly inconsistent.   I ta ly 

reported one-fourth the rate of  adverse events as 

Germany and the overal l  rate of  adverse events in 

Europe was reported to be higher among people 

taking no drug at  a l l  than those taking Ketek.  

 Avent is c la imed that,  based on 2 mi l l ion 

exposures to Ketek,  not one single case of  

drug-related l iver fa i lure had been detected.  This  
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al l  f lunks the smel l  test .  

 Here is what we know from the U.S. 

exper ience.  FDA's Div is ion of  Drug Risk Evaluat ion  

found in May that report ing rate for  acute l iver 

fa i lure f rom Ketek was three to 10 t imes that of  

i ts  three comparator drugs.  That doesn' t  sound 

l ike a s imi lar  rate to me. The DDRE also noted a 

steady and worr isome increase in the rate of  

reported Ketek-associated ALF. 

 So here is where we are.   The major safety 

study on Ketek your predecessor advisory commit tee 

requested was a sham.  I t  is  as i f  i t  was never 

done.  The foreign postmarket data are ut ter ly 

unrel iable.   The sponsor showed up last  week with 

two as-yet unreviewed studies.  

 I t  fa l ls  on this commit tee to send Avent is 

and FDA a message that you won' t  be played the 

fool .   You never did get the proper ly conducted 

Study 3014.  You should insist  on i t  and, th is 

t ime, make i t  a super ior i ty t r ia l .   Without i t  and 

proof of  Ketek safety,  th is drug has no business 

being on the market.  
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 Thank you for your t ime and at tent ion.  

 DR. EDWARDS:  Thank you.  The next speaker 

is Dr.  Helen Boucher.  

 Helen W. Boucher  

 DR. BOUCHER:  Good af ternoon. 

 [Sl ide. ]  

 My name is Helen Boucher.   I  am a member 

of  the Div is ion of  Infect ious Diseases and 

Geographic Medicine at  Tufts Universi ty,  New 

England Medical  Center in Boston.  I  pract ice 

c l in ical  infect ious disease focusing on 

transplant-related infect ions and I  run our 

fe l lowship t ra in ing program. 

 Today, I  am here on behal f  of  the over 

8,400 members of  the Infect ious Disease Society of  

America.   We are most ly physic ians and scient ists 

interested in infect ious disease, many of  us,  most 

of  us,  taking care of  pat ients on a day-to-day 

basis.  

 [Sl ide. ]  

 First  of  a l l ,  I  wi l l  just  d isclose that I  

do have an interest  in ant i - infect ive development 



 

 
 

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

  220  

and I  provide advice and consul tat ion to the 

companies l is ted here and in your handout.  

 [Sl ide. ]  

 The reason we are here to ta lk to you 

today is more about a problem that involves al l  

ant i - infect ives than the part icular drug we are 

discussing today. 

 As we have talked about for  the last  two 

days, advances in c l in ical- t r ia l  design and our 

understanding of  how to study and develop 

ant ib iot ics has advanced a lot  in the past 15 

years.   That is real ly good news.  I t  has led to 

quest ions about what the best t r ia l  design is,  what  

the best c l in ical  development program is,  not  just  

any part icular indicat ion but how best to develop 

an ant ib iot ic,  how many studies would be required, 

how much PK/PD could be involved, and a number of  

quest ions have ar isen.  I  th ink we al l  th ink that  

is  a very good thing. 

 I  th ink perhaps an unwanted side ef fect  of  

th is has been that there has been a growing 

uncertainty in the area of  ant i - infect ive 
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development especial ly among the sponsors who plan 

and execute these development programs. 

 A part icular area I  would l ike to focus 

your at tent ion on is the lack of  wr i t ten guidance. 

 I  th ink that  has been an issue that has been 

discussed for a long t ime and that contr ibutes to 

what is the No. 1 reason we hear that  companies are  

gett ing out of  the ant i - infect ive business. 

 We cal led i t  a "chi l l ing" ef fect  here on 

ant i - infect ive drug development and some would say 

i t  is  stagger ing.  

 [Sl ide. ]  

 This agency, back in 2004, as part  of  the 

cr i t ical  path,  ident i f ied that  we have a problem 

with "no drugs" in ant i - infect ives,  part icular ly in  

ant ib iot ics.  

 [Sl ide. ]  

 I  th ink that  is  ref lected very graphical ly 

here in these bars that  show the total  number of  

ant ibacter ia ls,  now ant ib iot ics,  approved.  This is  

f rom Brad Spel lberg's paper in CID a couple of  

years ago showing what real ly ref lects a drying up 
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pipel ine,  that  the number of  ant i - infect ives that  

are being developed and are being submit ted to the 

agency is going down at  a very alarming pace. 

 The data have been extended out to 2006 

and we hope wi l l  be publ ished soon.  But what we 

see is that  th is steep decl ine cont inues.  We are 

aware of  more and more companies that  are choosing 

to leave the ant i - infect ive business despi te the 

growing problems of  resistance that I  encounter 

every day in my pract ice whether i t  is  pat ients 

wi th MRSA infect ions and the problem of 

community-acquired disease that Dr.  Bart let t  

h ighl ighted yesterday. 

 Our rate of  community-acquired MRSA is 

going up by 50-- that  is  50--percent every s ix 

months r ight  now, or mult i -drug-resistant 

Acinetobacter infect ions where I  have had two 

pat ients die in the last  s ix months af ter  g iv ing 

them inhaled and I .V.  Chol ist in which is real ly a 

poison, an old drug but al l  we have in some of 

these cases. 

 [Sl ide. ]  
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 So a lot  has been done about th is and i t  

has been a very good col laborat ion.   Back in 2002, 

IDSA leadership worked with agency of f ic ia ls and 

the plan was to quickly move and publ ish adequate 

guidance for industry in ant i - infect ive 

development.  

 I  th ink i t  is  important to emphasize what 

we mean by adequate.   I t  is  adequate advice that 

industry sponsors can fol low but i t  is  a lso 

adequate in terms of  scient i f ic  basis for  

determining safety and ef fect iveness.  I  th ink we 

have heard a lot  of  that  today and yesterday and 

that is great.  

 [Sl ide. ]  

 In the meet ing that was talked about 

ear l ier  in November of  2002 at  a col laborat ive 

workshop between the FDA, IDSA, PhRMA, f ive 

guidance documents were ident i f ied.   They are shown  

here.   They are for  resistant pathogens, bacter ia l  

meningi t is ,  acute bacter ia l  s inusi t is ,  ot i t is  media  

and AECB.  They were ident i f ied as sort  of  the top 

f ive in addressing industry 's need for c lar i ty.  
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 [Sl ide. ]  

 Since that t ime, there have been a number 

of  very product ive workshops in col laborat ion wi th 

agency, as I  ment ioned before.   There have been 

meet ings between IDSA and others in the agency as 

wel l  as involvement of  legis lat ion at  both the 

Senate and House level  a l l  of  which led to an 

increase in commitment to publ ish these guidance 

documents to address our pressing need. 

 [Sl ide. ]  

 Unfortunately,  we st i l l  haven' t  seen these 

and that has led to what we are cal l ing our 

concern,  that ,  in the absence of  these publ ished 

guidel ines,  dur ing the per iod of  evolut ion,  i t  

could be seen that the agency appears not to have 

adopted a uni form approach for communicat ing or 

consistent t ime l ines for  implement ing their  new 

thinking. 

 We have talked about the recent events in 

the past two days meet ings that are examples of  

th is,  I  th ink.  

 [Sl ide. ]  
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 So, overal l ,  there are a number of  

barr iers to the development of  safe and ef fect ive 

ant ib iot ics.   We just  chose to focus on one today 

and that is the absence of  c lear FDA guidance on 

tr ia l  design that has been ci ted as the major 

barr ier ,  the one reason, companies are giv ing up 

their  ant i - infect ive programs. 

 That means stopping discovery programs, 

gett ing out,  going towards smoking, obesi ty,  other 

drugs that we have heard about again and again.   So  

we think i t  is  the major barr ier .  

 We, at  IDSA, f ind the delay in the release 

of  these guidance documents that  we hear are 

completely myster ious,  potent ia l ly  detr imental  to 

fur ther drug discovery and, ul t imately,  harmful  to 

our pat ients and our pat ients '  chi ldren who so need  

and wi l l  need new ant ib iot ics.  

 Final ly,  I  would just  l ike to emphasize 

our commitment to work wi th the agency in any way 

we can to help faci l i tate th is process in any way 

that the agency would f ind helpful .  

 Thank you very much. 
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 DR. EDWARDS:  Thank you, Dr.  Boucher.    We 

wi l l  now move to Wi l l iam DuMouchel .  

 William DuMouchel  

 MR. DuMOUCHEL:  Good af ternoon.  My name 

is Wi l l iam DuMouchel .   I  am a stat ist ic ian by 

t ra ining, have been on the facul ty of  stat ist ics 

departments at  several  major universi t ies.   My most  

recent academic appointment was as a professor of  

b iostat ist ics and medical  informat ics at  Columbia 

Universi ty.  

 For about the past decade, my research has 

focused on data mining and stat ist ical  analysis in 

the area of  drug adverse events,  both wi th 

spontaneous-reports data and cl in ical  data.  

 I  am now the chief  scient ist  at  L incoln 

Technologies which is a sof tware and services f i rm 

headquartered in Massachusetts focusing on 

pharmacovigi lance.  We have suppl ied methodology 

and software environments to regulators such as the  

FDA and, in the U.K,,  the MHRA. 

 These regulators and also several  of  the 

large pharmaceut ical  companies have adopted our 
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software for  var ious pharmacovigi lance purposes. 

 I  have also been on two recent and 

somewhat relevant Nat ional  Academy or Inst i tute of  

Medicine commit tees.   I  was a member of  the 

commit tee that was studying the postmarket adverse 

events for  pediatr ic devices and another ongoing 

study r ight  now on the pr ivacy impl icat ions of  

datamining for counter- terror ism. 

 In terms of  conf l ic t  of  interest ,  our 

company does sel l  sof tware and services to the FDA 

and to other regulators and to many pharmaceut ical  

companies al though, as far  as I  know, 

Sanof i -Avent is is not a user of  our sof tware.  

 Since the presentat ion by Dr.  Levine 

yesterday rel ied heavi ly on the methodology and the  

software that we developed, I  was asked to make 

mysel f  avai lable for  quest ions and discussions in 

the use and interpretat ion of  the 

disproport ional i ty analysis of  the AERS database.  

However,  our company--we are not being paid for  

th is appearance and the expenses of  th is t r ip--we 

are not being reimbursed. 
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 In terms of  the Levine and Szarfman 

analysis that  was presented yesterday, i t  focuses 

on the relat ive f requency of  reports of  16 drugs 

and 11 categor ies of  reported medical  events in the  

AERS database.  This has to be studied in the 

context  of  about 33 mi l l ion reports of  about 3,000 

medical  ingredients and 10,000 MEDdra preferred 

terms. 

 So the analysis of  so many frequencies 

certainly requires caut ion not only as the 

wel l -known fact  that  these reports do not real ly 

have a qual i ty of  scient i f ic  data,  fo l low up is 

certainly necessary.   The associat ions of  

d isproport ional i ty are certainly not necessar i ly  

causal  and there is much confusion with indicat ions  

for  the drug and for compl icat ions of  the disease 

in terms of  these associat ions.  

 Another issue that is qui te important is 

that  fact  that ,  as the data comes in,  the drug 

names contain many mis-spel l ings and to process 

them automat ical ly wi thout human invest igat ion for  

al l  3 mi l l ion reports is qui te t r icky.   There are 
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also many dupl icate reports that  get submit ted 

because the same incident can lead to reports 

coming from many sources. 

 However,  our company has been working for 

going on to a decade with such data and we feel  

that  we have a pret ty good handle on the 

data-cleaning problem. 

 Final ly,  in terms of  the stat ist ical  

uncertaint ies,  the rat ios observed to expected in 

th is k ind of  data are incredibly var iable,  

especial ly when the counts and the expected values 

are smal l .   Because of  th is excess var iabi l i ty ,  the  

problem of mult ip le comparisons is especial ly a 

worr isome because, i f  you start  looking for the 

largest rat ios when you are ta lk ing about thousands  

or mi l l ions of  them, c lear ly,  the var iabi l i ty  can 

lead you astray.  

 In that  regard,  my main scient i f ic  

contr ibut ion to th is l i terature has been to develop  

Bayesian smoothing methods which help al leviate 

th is mult ip le-comparisons issue.  These methods 

have been reviewed in the peer-reviewed l i terature 
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and general ly accepted. 

 The fact  that  th is t radeoff ,  then, between 

the unrel iabi l i ty  of  indiv idual  values and the need  

to focus on the largest values is qui te a bi t  

a l leviated by the smoothing methods that we have 

introduced in our methodology. 

 You saw the summary prof i les of  these 

di f ferent drugs across these major medical-event 

histor ies.   I  th ink that  the fact  that  these 

methodologies have improved the stat ist ical  

re l iabi l i ty  does enable the big picture to be shown  

in terms of  Dr.  Levine's presentat ion.  

 I t  is  a lso somewhat interest ing that one 

of  the MEDdra preferred terms is "drug infect ive" 

which was one of  the th ings l is ted.   Al though, of  

course, that  is  nothing l ike a real  study of  

ef f icacy,  i t  is  interest ing that there is an 

internal-- to the same database, k ind of  at  least  a 

hint  as to the t radeoff  between ef f icacy and the 

adverse events in that  part icular analysis.  

 I  would be happy to answer any quest ions 

that anyone has about the methodology. 
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 DR. EDWARDS:  Thank you very much.  We are 

going to move on to our next speaker now who is Dr.  

John Powers.  

 John H. Powers, M.D., FACP, FIDSA  

 DR. POWERS:  Thanks, Dr.  Edwards. 

 [Sl ide. ]  

 Good af ternoon.  My name is John Powers.   

I  was a medical  scient ist  at  FDA for the last  e ight  

years.   The last  f ive of  those, I  was the lead 

medical  of f icer for  the ant imicrobial  drug 

development and resistance in i t iat ive.  

 I  am appear ing here today as a pr ivate 

c i t izen.  I  am also a pract ic ing c l in ic ian who sees  

pat ients and, pr ior  to my t ime at  FDA, I  was an 

invest igator on over 50 cl in ical  t r ia ls.   I  a lso 

have publ ished in the f ie ld of  c l in ical  t r ia ls in 

infect ious diseases and I  have wri t ten the chapter 

in Mandel l 's  textbook on infect ious diseases on 

interpret ing the resul ts of  ant imicrobial  c l in ical  

t r ia ls.  

 Before my remarks,  I  would l ike to 

disclose that I  am a consul tant  for  MethylGene, 
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Cerexa and Takeda Pharmaceut icals.  

 [Sl ide. ]  

 Since 1962, the law has required 

substant ia l  evidence of  ef fect iveness for drugs 

pr ior  to l icensure in the Uni ted States.   Without 

substant ia l  evidence of  ef fect iveness, any adverse 

events in pat ients,  no matter how rare,  are not 

just i f iable.  

 Congress,  in court  cases, also pointed out 

that  the appropr iate scient i f ic  standards out l ined 

in the law are not meant to be appl ied 

prospect ively only,  a very important issue for 

today's discussion.  There is no basis for  previous  

agreements obviat ing appropr iate analysis based on 

current understanding. 

 The standards in Europe are not the same 

as those in the Uni ted States and approval  by other  

regulatory agencies does not obviate FDA from 

apply ing standards out l ined in U.S. law. 

 [Sl ide. ]  

 As Dr.  Johann-Liang did not discuss, 

noninfer ior i ty t r ia ls do not show that two drugs 
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are equivalent or as ef fect ive as each other which 

makes conclusions l ike th is one, on this s l ide,  

inappropr iate.   These tr ia ls are designed to rule 

out how much less ef fect ive a new drug might be 

compared to an old drug. 

 The amount by which the old drug is 

super ior  to placebo must be rel iably known and must  

be reproducible f rom tr ia l  to t r ia l .   Point ing to a  

s ingle placebo-control led t r ia l  out  of  a body of  

evidence shows a fundamental  misunderstanding of  

the data necessary to design and analyzes 

noninfer ior i ty t r ia ls.   Reproducibi l i ty  of  resul ts 

is a fundamental  part  of  the scient i f ic  method even  

though we may choose to want to bel ieve one out of  

a body of  p lacebo-control led t r ia ls.  

 This is nei ther stat ist ical  pur ism nor 

perfect ion but the basic informat ion one needs to 

know i f  a drug is any more ef fect ive than no 

treatment at  a l l .   Without i t ,  comparing a new drug  

to an old drug is meaningless.   Meet ing the 

def in i t ion of  noninfer ior i ty for  a t r ia l  does not 

necessar i ly  mean the drug is ef fect ive.  
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 Regulat ions s ince 1985 and the recent 

guidance ICHE-10 in 2000 out l ines these issues.  

The advisory commit tee just  d iscussed these issues 

three months ago. 

 [Sl ide. ]  

 The issues with noninfer ior i ty t r ia ls go 

far beyond just  p icking a margin of  noninfer ior i ty.  

 I f  one enrol ls pat ients in the disease who do not 

have the tr ia l ,  as in the recent publ ished 

tel i thromycin t r ia l  in s inusi t is  versus cefuroxime 

in which only 38.7 percent of  the total  enrol led 

pat ients were included in the bacter io logic 

per-protocol  analysis and the European pat ients in 

that  study actual ly had nasal  endoscopies which we 

discussed at  the previous advisory commit tee is not  

a val id way to determine that someone has the 

disease. 

 This data do not ensure that ei ther the 

old drug or the new drug is any more ef fect ive than  

a placebo.  Since noninfer ior i ty t r ia ls must be 

designed as s imi lar ly as possible to the 

placebo-control led t r ia ls on which they are based 
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to ensure the constancy of  the ef fect  of  the 

control ,  noninfer ior i ty t r ia ls also l imi t  the 

abi l i ty  to evaluate novel  t r ia l  designs and 

endpoints.  

 IDSA's Bad Bugs, No Drugs white paper 

cal ls for  FDA to evaluate novel  t r ia l  designs but 

th is cannot be done in the sett ing of  

noninfer ior i ty t r ia ls.  

 [Sl ide. ]  

 Noninfer ior i ty t r ia ls are ent i re ly 

appropr iate in ser ious and l i fe- threatening 

diseases where the benef i ts ant imicrobials show on 

endpoints l ike decreased mortal i ty are large and 

reproducible.   Penic i l l in would be approved today 

for ser ious diseases and histor ical  evidence shows 

a large decrease in mortal i ty in diseases l ike 

severe pneumonia.  

 On the other hand, the resul ts of  previous 

placebo-control led t r ia ls in acute bacter ia l  

s inusi t is  shows 12 of  17 t r ia ls fa i led to 

demonstrate a benef i t  of  ant imicrobials compared to  

placebo.  In acute exacerbat ions of  chronic 
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bronchi t is ,  9 of  14 t r ia ls fa i led to show a benef i t  

of  ant imicrobials.  

 The placebo success rates in these tr ia ls 

vary widely f rom 19 to 95 percent.   These vast 

di f ferences in the t r ia ls mean that their  resul ts 

cannot be pooled. 

 You heard Dr.  Bart let t  yesterday discuss 

the issues with pr ior  meta-analyses in these 

diseases.  The percept ion that ant imicrobials are 

already proven ef fect ive in these disease is based 

on the resul ts f rom publ ished meta-analyses that do  

not evaluate al l  of  the c l in ical- t r ia l  pooled data 

across vast ly di f ferent studies or evaluate only 

subgroups from these placebo-control led t r ia ls.  

 For instance, the of ten-quoted Saint  

meta-analysis in AECB only evaluated nine of  the 14  

placebo-control led t r ia ls ignor ing over a th i rd of  

the avai lable data.   One cannot calculate any 

number needed to t reat  f rom this data.  

 [Sl ide. ]  

 Cl in ic ians have already become aware that 

noninfer ior i ty t r ia ls do not provide the kind of  
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evidence that they need to make decis ions for their  

pat ients.   In a recent ly publ ished tr ia l  of  

cefdi toren compared to cefuroxime in AECB, a drug 

that was approved before te l i thromycin,  the authors  

even note in the abstract  of  their  publ icat ion that  

the t r ia l  does not ensure that ei ther drug was any 

more ef fect ive than placebo. 

 [Sl ide. ]  

 This graph shows that the resul ts of  

noninfer ior i ty t r ia ls wi th te l i thromycin in 

s inusi t is  completely over lap wi th the ef fect  of  

p lacebo in placebo-control led t r ia ls.   In fact ,  the  

Lindbaek tr ia l  that  Dr.  Ferguson talked about today  

st i l l  does not show that a 15 percent margin is 

just i f iable as the conf idence intervals cross that.  

 [Sl ide. ]  

 The same appl ies to the three tr ia ls that  

were done with te l i thromycin in acute exacerbat ions  

of  chronic bronchi t is  where the ef fect  of  the drug 

over laps wi th that  of  p lacebo. 

 [Sl ide. ]  

 At  an advisory commit tee in September 
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related to acute bacter ia l  s inusi t is ,  some advisors  

fe l t  that  a drug that is being used in pract ice 

must be granted an indicat ion so the cl in ic ians 

wi l l  know about i ts adverse events.  

 However,  FDA regulat ions already note that  

when a drug is previously bel ieved to be ef fect ive 

but there is a lack of  substant ia l  evidence of  

ef fect iveness, the drug may be labeled as such 

whi le st i l l  descr ib ing the adverse events in 

label ing.  

 [Sl ide. ]  

 I  would l ike to now move on to ta lk about 

the ethics of  c l in ical  t r ia ls which seems to be a 

major object ion to doing placebo-control led t r ia ls.  

 One of  the fundamental  pr inciples in the ethics of  

c l in ical  t r ia ls is equipoise;  that  is ,  is  there 

uncertainty about the research quest ion to just i fy 

putt ing pat ients at  r isk in a t r ia l .  

 I t  is  c lear that  there is st i l l  

substant ia l  uncertainty regarding the ef fect  of  

ant imicrobials in sel f - resolv ing respiratory-tract  

infect ions.   I t  a lso seems incongruous to argue 
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that pat ients cannot provide informed consent to 

receive a placebo plus symptomat ic therapies for  

d iseases in which pat ients rout inely decl ine to 

seek medical  care.   Not every pat ient  wi th 

s inusi t is  goes to the doctor.  

 Several  t r ia ls over the last  year have 

shown that wi thholding therapy for a few days in 

acute ot i t is  media did not resul t  in increased 

adverse outcomes for chi ldren.  The Declarat ion of  

Hels inki  a lso out l ines that placebo-control led 

t r ia ls are ethical  when, one, there are 

scient i f ical ly sound methodological  reasons for 

their  use in order to determine the safety or 

ef f icacy of  a drug and, two, subjects wi l l  not  be 

exposed to addi t ional  r isk of  ser ious harm. 

 Both of  these condi t ions are met in 

sel f - resolv ing respiratory-tract  infect ions and the  

i r reversible harm, such as l iver fa i lure,  may occur  

more commonly in the pat ients who receive act ive 

therapy, not placebo.  Therefore,  there may be 

benef i ts to pat ients who are enrol led in the 

placebo group. 
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 Placebo-control led t r ia ls do not mean that 

no t reatment is given to subjects.   Subjects can 

and should st i l l  receive appropr iate 

non-ant imicrobial  symptomat ic therapies.   The 

proposed benef i ts of  ant imicrobials in prevent ing 

rare consequences of  these diseases, l ike brain 

abscesses, has never been shown. 

 Even i f  ant imicrobials do prevent these 

rare events,  i t  is  important to know the magnitude 

of  th is benef i t  to compare i t  to the magnitude of  

the adverse events.   I f  an ant imicrobial  presents 1  

in a mi l l ion cases of  brain abscess but 1 in 

100,000 people die of  adverse events related to the  

drug, then there is an overal l  negat ive ef fect  f rom  

administer ing that drug. 

 This r isk/benef i t  obviously does not apply 

in disease l ike severe pneumonia where there is a 

30 percent decrease in mortal i ty,  therefore rare 

adverse events are just i f iable.  

 However,  using drugs in minor diseases 

where there is substant ia l  harm from the drug 

violates the basic medical  pr incipal  of ,  First  Do 
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No Harm. 

 The noted medical  ethic ist  Benjamin 

Fr iedman wrote in IRB in 1987 that,  " for  research 

in humans to be ethical ,  i t  must be scient i f ical ly 

worthy.   A poor ly or improper ly designed tr ia l  that  

cannot possibly y ie ld useful  resul ts related to the  

pr imary hypothesis is,  by def in i t ion,  unethical ."  

 Fr iedman noted that,  "A worthless study 

cannot benef i t  anyone, least  of  a l l  the subject ,  

h imsel f .   Any r isk to the pat ient ,  no matter how 

smal l ,  cannot be just i f ied."   This concept is 

already incorporated in FDA's c l in ical  hold 

regulat ions.  

 [Sl ide. ]  

 Therefore,  i t  is  actual ly,  as noted by 

these authors,  inappropr iate noninfer ior i ty t r ia ls 

that ,  themselves, are unethical  s ince they expose 

subjects to harms without providing evidence of  

ef fect iveness.  Inst i tut ional  review boards are not  

protect ing subject  by al lowing enrol lment in 

inappropr iate non- infer ior i ty t r ia ls.   This is an 

area for which educat ion of  IRBs is sorely needed. 



 

 
 

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

  242  

 [Sl ide. ]  

 I  would also l ike to address quickly the 

issues of  resistance.  There is a lack of  c lar i ty 

on the impact in humans of  macrol ide and penic i l l in  

resistance in the test  tube as i t  is  current ly 

def ined, even in diseases l ike pneumonia.  

 Since 10 to 15 percent of  subjects in 

pneumonia t r ia ls wi l l  fa i l  therapy even when are 

infected with suscept ib le organisms, case reports 

of  fa i lure are not evidence of  lack of  

ef fect iveness of  a drug.  Even young heal thy people  

die of  pneumonia even though that rate is smal l .  

 In a recent t r ia l  by Fine in 1997, 

0.1 percent of  people who were young and heal thy 

died of  pneumonia.   Several  observat ional  t r ia ls 

show no ef fect  on outcomes in pat ients who are 

infected with macrol ide-resistant or 

penic i l l in-resistant strains compared to pat ients 

infected with macrol ide or penic i l l in-suscept ib le 

strains.  

 The mortal i ty rate for  pneumonia has not 

increased in recent years despi te the emergency of  
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resistance in the test  tube.  This raises the issue  

that the def in i t ion of  resistance in the test  tube 

is most l ikely incorrect  for  both macrol ides and 

penic i l l ins s ince i t  does not accurately predict  

c l in ical  fa i lures in pat ients and overest imates the  

impact of  resistance. 

 In fact ,  an art ic le in the Journal  of  

Cl in ical  Microbiology in 1996 recommended lowering 

the break points for  erythromycin based on no 

cl in ical  data.  

 DR. EDWARDS:  Excuse me, Dr.  Powers.   I  am 

going to have to ask you to ei ther stop here or 

br ief ly sum up to give t ime to the other speakers.  

 DR. POWERS:  Thanks.  We can and must do 

better c l in ical  t r ia ls.   Inappropr iate t r ia ls 

expose pat ients to harm and approval  of  inef fect ive  

drugs actual ly compounds the problem of 

ant imicrobial  resistance.  Also,  taxpayers should 

not have to pay for drugs that have not been shown 

to be more ef fect ive than no therapy at  a l l .  

 FDA managers should be leaders in 

advancing publ ic heal th but leadership takes the 
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courage to do what is r ight  even when i t  is  

d i f f icul t .   The FDA reviewers I  have had a honor 

and pleasure of  working with are some of the most 

courageous publ ic servants I  know and I  know that 

they can get out guidance that wi l l  help drug 

sponsors to develop drugs more ef fect ively in the 

future.  

 DR. EDWARDS:  Thank you very much.  I  

would l ike to move now quickly to Dr.  David Shlaes.  

 David M. Shlaes  

 DR. SHLAES:  Thanks very much for the 

opportuni ty to speak to you today. 

 [Sl ide. ]  

 I  am highly ta inted since I  have been 

working in industry for  the last  ten years.   Two 

companies have sponsored my tr ip.   I  don' t  have any  

speci f ic  re lat ionship wi th Sanof i -Avent is.   I  might  

ment ion that before I  worked in industry for  the 

last  ten years,  I  was an academic pract ic ing 

infect ious-disease physic ian.   I  st i l l  consider 

mysel f  an infect ious-disease physic ian.   My area of  

research interest  was ant imicrobial  resistance. 
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 [Sl ide. ]  

 What I  would l ike to do is provide us 

today with a l i t t le perspect ive which I  th ink is 

sorely lacking.  I  th ink just  a few thoughts in 

terms of  perspect ives.   Actual ly,  my comments are 

actual ly going to be reminiscent of  some of  the 

th ings Dr.  Bradley said yesterday and go back to 

the quest ion Dr.  Soreth asked at  the very beginning  

of  th is meet ing which is,  compared to what,  which I  

th ink is probably the most important quest ion that 

anybody has yet asked. 

 So, in considerat ion of  the r isk/benef i t  

for  ant ibacter ia ls,  the agency could and probably 

should ref lect  on drugs approved previously 

including gener ic drugs based on ef f icacy data 

which they bel ieve, in retrospect,  are 

quest ionable.  

 Ant ib iot ics wi th relat ively low r isk,  in 

addi t ion,  but  for  which prescr ipt ion volume is 

high, which includes many of  the gener ic 

ant ib iot ics,  may be associated with higher absolute  

r isk.   I f  you looked at  the prescr ipt ion numbers 
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presented by the last  FDA speaker,  you wi l l  get  an 

idea of  that .  

 Then, as you already know, severe 

hepatotoxic i ty is not the only potent ia l ly  

l i fe- threatening adverse ef fect  in the ant ib iot ic 

wor ld.   What I  th ink would be more useful  than 

looking at  these adverse ef fects one at  a t ime, in 

a way, would be to have some kind of  a ser ious 

overal l  adverse ef fect  index to better judge r isk.  

 [Sl ide. ]  

 Now, of  course, there is a di lemma.  This 

meet ing actual ly poses a di lemma for both 

physic ians and pat ients because, essent ia l ly ,  no 

ant ib iot ic,  as far  as I  know, has been approved by 

the FDA for acute bacter ia l  s inusi t is  based both on  

bacter io logy and with a placebo control .  

 That includes the f i rst-choice ant ib iot ics 

that  people ta lk about in var ious guidel ines,  

Augment in or amoxic i l l in.   The second- l ine 

ant ib iot ics,  in most guidel ines,  a l l  have issues.  

Macrol ides,  and I  bel ieve there is accumulat ing 

evidence within the macrol ide l i terature that  
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resistance leads to c l in ical  fa i lure.  

 There is very widespread resistance among 

tetracycl ines.   Same thing with Bactr im plus 

Bactr im is associated with common al lergaic 

react ions.   Then there are f luoroquinolones and 

others.   The quest ion I  pose to the commit tee is do  

we no longer need other opt ions.   I  would say the 

answer to that  is  no-- that  is ,  we do need other 

opt ions.  

 [Sl ide. ]  

 Again,  as part  of  my campaign of  

perspect ive,  i f  you look at  the 10 mi l l ion,  and 

actual ly th is wasn' t  a survey.  This was actual ly 

the rate,  I  bel ieve i t  is  23 now cases per 

10 mi l l ion prescr ipt ions for  Ketek resul t ing in 

ser ious l iver toxic i ty and sometimes fatal i ty.   

This included, as I  said,  the four deaths.  

 I f  you look at  fatal  anaphylaxis f rom 

penic i l l in,  those rates vary f rom 1 to 35,000 to 1 

in 100,000.  So, in a rate for  10 mi l l ion,  i t  would  

be something l ike 100 to 285 deaths f rom 

anaphylaxis for  the penic i l l in drugs. 
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 Anaphylaxis is a toxic i ty that  occurs 

suddenly.   I t  is  not  predictable.   I t  at tacks young  

people,  f requent ly.   So I  would suggest that  th is 

is a more dramat ic,  or  as dramat ic,  an event as the  

acute l iver toxic i ty and other toxic i t ies you have 

been discussing for Ketek.  

 Even i f  you reduce the anaphylaxis numbers 

by tenfold to account for  poor report ing,  the event  

is st i l l  more common than hepatotoxic i ty,  severe 

hepatotoxic i ty or fatal  hepatotoxic i ty caused by 

Ketek.  

 [Sl ide. ]  

 I  d id l is t  prescr ipt ion data in the U.S. 

but you have already seen that.   So I  wi l l  sk ip 

over that .  

 [Sl ide. ]  

 The logical  conclusion from my thoughts 

are that  the FDA should wi thdraw approval  of  the 

penic i l l ins as therapy at  least  for  acute bacter ia l  

s inusi t is .   Congress should now inquire as to why 

the FDA did not move more expedi t iously against  the  

penic i l l ins.  
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 I  say th is recogniz ing that the problem 

with argumentum ad absurdum, which I  bel ieve is 

what th is is,  is  that  somet imes one f inds the 

absurdi ty val id.  

 In conclusion, i f  we want ef f icacious new 

ant ib iot ics for  infect ions caused by resistance 

bacter ia,  we must be real ist ic and, I  would say,  

consistent across al l  ant ib iot ics about the r isks 

we are wi l l ing to take and the standards we impose.  

 Thanks very much for the opportuni ty to 

address you today. 

 DR. EDWARDS:  Thank you very much.  Our 

last  speaker is Dr.  Prabhavathi  Fernandes. 

 Prabhavathi Fernandes  

 DR. FERNANDES:  Good af ternoon, everyone. 

 I  have had over 30 years in ant ibacter ia l  

research.  I  worked in three major Pharma and now 

the fourth biotech company.  I  an not represent ing 

Avent is,  have no relat ionship wi th Avent is-Sanof i .  

 But I  am interested in developing new 

ant ibacter ia ls and my company does develop new 

ant ibacter ia ls.  
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 [Sl ide. ]  

 So, in general ,  a l l  of  us here do have the 

same goals.   We al l  want af fordable--and nobody 

talked about the af fordabi l i ty  of  some of  these 

cl in ical  t r ia ls we are ta lk ing.   Very few biotech 

companies could ever do a study with 24,000 

people--af fordable ant ib iot ics that  are safe and 

ef fect ive against ,  a lso,  resistant bacter ia.   

Success requires that  we are al l  on th is tablet .  

 [Sl ide. ]  

 This tablet  is  current ly broken.  Pat ients 

and physic ians say there are not enough safe and 

ef fect ive ant ib iot ics.   Pharma and biotech face 

lack of  c lear guidel ines to develop ant ibacter ia ls 

that  make this f inancial  r isk too high.  The 

returns on the investment for  ant ibacter ia l  

development is too low.  My investors te l l  me that.  

 FDA says we need extraordinar i ly  safe 

ant ib iot ics that  are more ef fect ive than placebo 

and so does Congress. 

 [Sl ide. ]  

 So let 's  look at  Ketek as an example only.  
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 I t  is  not  the only problem, th is part icular drug, 

and see what is the cause of  th is problem.  

Ant ib iot ics were developed for ser ious infect ions.  

 However,  they turned out to be pret ty safe.   

Pat ients then demanded these ant ib iot ics so 

pat ients are also at  faul t .   They demanded these 

ant ib iot ics for  s imple infect ions such as what we 

have heard,  s inusi t is ,  et  cetera,  and there are 

increased prof i ts f rom ant ib iot ic sales for  s imple 

infect ions which Pharma agreed, as wel l  as pat ient  

demand, actual ly confounded. 

 Pharma then markets very aggressively for  

these simple infect ions,  much more aggressively 

than for compl icated because there is much more 

money in s imple infect ions.   There is increased 

pat ient  exposure immediately af ter  approval  and 

increased report ing of  adverse events and mi l l ions 

of  pat ients are exposed immediately af ter  approval .  

 This has now resul ted wi th FDA, pat ients 

and Congress quest ioning use and safety of  

ant ib iot ics and the quest ion is where are the magic  

bul lets.  
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 [Sl ide. ]  

 So thoughts which have ar isen since Ketek 

was approved are should widespread use be 

discouraged to prevent select ion of  resistance 

bacter ia.   We are actual ly k i l l ing the goose which 

is laying the golden egg. 

 Should FDA protect  the publ ic f rom 

unnecessary exposure to ant ibodies that  can resul t  

in harm?  Should pat ients be using so many 

ant ib iot ics for  s imple infect ions?  Should 

physic ians be wri t ing so many ant ib iot ic 

prescr ipt ions? 

 Should Pharma sales reps promote 

ant ib iot ics for  s imple infect ions?  We are al l  at  

faul t .  

 [Sl ide. ]  

 There are unreal ist ic expectat ions.   No 

drug, no ant ib iot ic,  is  completely safe.   

Risk/benef i t  analysis is easier when you are 

t reat ing compl icated infect ions.   I t  is  impossible 

to detect  every rare s ide ef fect  in any size t r ia l  

so there is no point  in increasing the size of  the 
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cl in ical  t r ia ls and increasing, then, the cost  of  

the drug. 

 We need precl in ical  toxic i ty,  c l in ical  

safety in about a thousand pat ients but we also 

need mandatory--mandatory--submission of  Phase IV 

data.   I  d id l ike what I  heard about Europe where 

they have to resubmit  for  approval .  

 There must be a ban on promot ion for 

s imple infect ions.   I  don' t  th ink I  wi l l  be popular  

in Pharma for saying that,  but  there should be a 

ban on promot ion for s imple infect ions.  

 Wait ing to get suf f ic ient  pat ients wi th 

resistant bacter ia l  infect ions to prove ef f icacy in  

c l in ical  t r ia ls is l ike wai t ing for  insurance when 

your house is on f i re.   I t  is  too late when you 

have a whole lot  of  resistance. 

 [Sl ide. ]  

 So here is a proposal  for  c l in ical- t r ia l  

design to demonstrate ef f icacy.   I  agree that,  for  

s imple infect ions,  p lacebo-control led t r ia ls are 

the only way to demonstrate that  the drug is 

ef fect ive.   Comparator control led t r ia ls should be 
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used for ser ious or compl icated infect ions to 

demonstrate ef f icacy.  

 About 200 cases per study for your drug 

should be used and the top two standard-of-care 

ant ib iot ics should be used, not the worst-case 

ant ib iot ic which has been previously approved. 

 Noninfer ior i ty studies for  these compounds 

should be approved.  An approval  for  organ systems 

of  infect ions,  such as respiratory,  skin and 

skin-structure infect ions,  should be used, using 

special  areas l ike s inusi t is ,  bronchi t is  and others  

when they are s imple cases.  I f  i t  works for  

compl icated disease, i t  wi l l  work for  the s imple 

diseases and would reduce the cost of  drug 

development.  

 In infect ious diseases, the biomarker,  

which we have heard so much about,  is  isolat ion of  

the pathogen or PCR ident i f icat ion of  the pathogen 

to demonstrate the pathogen and clearance.  We have  

al l  forgotten COG's postulates.  

 A new ant ib iot ic that  has act iv i ty in 

v i t ro and in animal models against  resistant 
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bacter ia but is equal  to or even sl ight ly less 

act ive than a comparator,  a proven ef f icacy 

comparator,  could be then approved for the 

resistance bacter ia.  

 [Sl ide. ]  

 Now, encouragement for  developing new 

ant ib iot ics;  c lear FDA guidel ines,  which you have 

already heard about,  to make drug development 

feasible is necessary.   Two adequate,  400 pat ients 

each, perhaps, in comparator-control led 

noninfer ior i ty studies for  ser ious infect ions 

should al low a drug to be approved. 

 Approval  on an organ-system basis to 

decrease costs of  mult ip le c l in ical  studies would 

be essent ia l  to get development of  new ant ib iot ics 

in place.  Some diseases are rare.   For example,  

endocardi t is  and guidel ines should combine many 

rare deep-t issue organ infect ions into one claim. 

 The government should provide incent ives 

to smal l  companies who are addressing publ ic-heal th  

needs for new ant ib iot ics such as matching grants,  

et  cetera.  
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 With that ,  I  thank you for your at tent ion.  

 DR. EDWARDS:  Thank you very much. 

 I  would l ike to thank al l  the publ ic 

speakers for  making some very important comments.   

I  am sure I  speak for the ent i re commission here by  

saying that I  don' t  th ink these important comments 

are going to s impl i fy our del iberat ions th is 

af ternoon. 

 To that note,  I  want to preserve as much 

t ime as possible for  the del iberat ions th is 

af ternoon and I  am going to ask you to shorten your  

designated lunch per iod a bi t .  

 I  would l ike to resume the meet ing at  1:40 

this af ternoon.  So we wi l l  break now and return at  

1:40. 

 [Whereupon, at  12:52 p.m.,  the meet ing was 

recessed to be resumed at  1:40 p.m.]  
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 A  F  T  E  R  N  O  O  N   P  R  O  C  E  E  D  I  N  G  S  

 [1:45 p.m.]  

 DR. EDWARDS:  I  want to resume with the 

f inal  port ion of  our meet ing.   I  would l ike to 

begin that  wi th the summary comments and charge to 

the commit tee which Dr.  Cox wi l l  begin.  

 Summary Comments and Charge to the Committee 

 DR. COX:  Good af ternoon, everybody.  I  

wi l l  just  be making some br ief  comments before Dr.  

Dal  Pan gives the charge to the commit tee.  

 [Sl ide. ]  

 What I  want to do is just  br ief ly review 

where we have been over the last  day and a hal f  

wi th regards to the topics we have covered. 

 [Sl ide. ]  

 First ,  just  to start  out ,  we heard a ta lk 

about respiratory-tract  infect ions,  t reatment and 

epidemiology, f rom Dr.  Bart let t  and then reviewed 

premarket ing data wi th regards to ef f icacy,  that  

which was avai lable that  supported the approval  of  

the indicat ions of  CAP, ABS and ABECB. 

 [Sl ide. ]  



 

 
 

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

  258  

 Then we went on and talked about the 

premarket safety database which included the 

controls and data f rom control led and uncontrol led 

studies,  data f rom Phase I  studies and also we 

heard about the issues with regards to data f rom 

3014 which was data that  could not rel ied upon. 

 We also heard about the foreign 

postmarket ing data that  was part  of  the NDA 

approval .   Then the Ketek NDA was approved in Apr i l  

of  2004. 

 Also,  today, we have had some discussions 

about noninfer ior i ty t r ia ls,  noninfer ior i ty 

designs, and started out by descr ib ing some of the 

ear l ier  ant ib iot ics and how the types of  t r ia ls 

that  we see submit ted have changed over t ime. 

 We also ta lked the previous advisory 

commit tees and meet ings that have talked and 

discussed the issue of  noninfer ior i ty- t r ia l  

designs, speci f ical ly in the indicat ions of  acute 

bacter ia l  s inusi t is  and acute bacter ia l  

exacerbat ions of  chronic bronchi t is  beginning with 

an advisory commit tee in 2002, in subsequent 
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commit tee meet ing in 2003 and then, most recent ly,  

in the 2006 Ant i - Infect ive Drugs Advisory Commit tee  

along with the regulatory br ief ing in 2005 such 

that,  f rom the data that  we have looked at ,  we 

haven' t  been able to rel iably determine a margin 

for  noninfer ior i ty studies in ABS and ABECB. 

 [Sl ide. ]  

 We then moved on and started on the 

af ternoon of  the f i rst  day ta lk ing about 

postmarket ing data.   We heard f rom the European 

Medicines Agency with regard to their  reassessment.  

 We also heard about data mining, hepat ic adverse 

events and then addi t ional  d iscussions, beginning 

this morning, wi th regards to disturbances of  

consciousness, exacerbat ions of  myasthenia gravis 

and also the v isual  d isturbances.  Then we heard 

some summary comments on overal l  r isk/benef i t  

considerat ions.  

 Now we seek the commit tee's advice wi th 

regards to the overal l  assessment of  the r isks and 

benef i ts of  Ketek for  each of  i ts  approved 

indicat ions based upon what we know today. 
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 With that ,  wi th the Chairman's permission, 

I  wi l l  turn the podium over to Dr.  Dal  Pan to read 

the quest ions and discussion points.  

 Thank you. 

 DR. DAL PAN:  We have f in ished al l  the 

presentat ions now.  I  am going to go over what we 

would l ike the commit tee to discuss.  I t  is  real ly 

a recap of  what I  said in my opening remarks 

yesterday morning. 

 [Sl ide. ]  

 The discussion we are asking you to focus 

on is the fo l lowing.  Please discuss whether the 

benef i ts outweigh the r isks for  each of  the 

approved indicat ions for  Ketek,  those indicat ions 

being community-acquired pneumonia,  acute 

exacerbat ions of  chronic bronchi t is  and acute 

bacter ia l  s inusi t is .  

 We wi l l  ask you to please take into 

considerat ion the current safety informat ion 

speci f ical ly including the hepat ic,  v isual ,  loss of  

consciousness and exacerbat ion of  myasthenia gravis  

adverse react ions that we have spoken about over 
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the past two days. 

 We would ask you also to please consider 

the informat ion support ing ef f icacy for  these 

indicat ions as wel l  as the recent ef f icacy 

discussions on the use of  noninfer ior i ty t r ia ls.  

 Based on these discussions we would l ike 

you to answer a number of  quest ions.  

 [Sl ide. ]  

 First ,  based on your discussions 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 approved 

indicat ions?  We would l ike you to vote on this 

quest ion and we would l ike you to vote separately 

for  each of  the indicat ions,  those being 

community-acquired pneumonia,  acute exacerbat ions 

of  chronic bronchi t is  and acute bacter ia l  

s inusi t is .  

 [Sl ide. ]  

 Fol lowing that,  our second quest ion is,  i f  

cont inued market ing is recommended for any of  the 

indicat ions,  p lease address the fol lowing.  Should 
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any of  the indicat ions for  which cont inued 

market ing is recommended be modif ied or l imi ted?  

Does the product label  adequately descr ibe the 

adverse react ions?  Again,  we would l ike you to 

please speci f ical ly address hepat ic,  v isual ,  loss 

of  consciousness and exacerbat ion of  myasthenia 

gravis adverse react ions.  

 Next,  should any addi t ional  communicat ion 

strategies or r isk-management programs be 

implemented to assure the safe use of  Ketek?  I f  

you think so,  we would l ike to know what 

speci f ical ly you are th inking. 

 Next,  p lease recommend any addi t ional  

studies to fur ther def ine the benef i ts of  Ketek for  

each indicat ion.   Final ly,  p lease recommend any 

addi t ional  studies to fur ther def ine the r isks of  

Ketek for  each indicat ion.  

 [Sl ide. ]  

 Our th i rd quest ion,  i f  cont inued market ing 

is not recommended for any of  the indicat ions,  

p lease address what evidence is needed to show that  

the benef i ts of  Ketek outweigh the r isks for  those 
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indicat ions.  

 Thank you. 

 DR. EDWARDS:  Thank you. Before we 

actual ly begin the open discussion, because of  the 

complexi t ies of  the issues we are facing today, I  

just  wanted to let  Sanof i -Avent is and the FDA in 

only a br ief  two-minute comment i f  they so choose 

to take a moment to respond to any points that  have  

been brought up which they might want to address.  

 DR. GERRELL:  Thank you very much, Mr.  

Chairman .   My name is Richard Gerrel l .   I  am the 

global  head of  Regulatory Affairs Development.  I  

would l ike to take this opportuni ty to re-stress 

that  Sanof i -Avent is takes very ser iously pat ient  

safety.   I t  is  our highest pr ior i ty.  

 We also take our ethical  and regulatory 

responsibi l i t ies very ser iously in al l  our act ions 

including the conduct of  c l in ical  t r ia ls.  

 We have heard,  over the last  two days, 

some character izat ions of  Study 3014.  We strongly 

object  to the character izat ion that the company 

turned a bl ind eye or coaxed invest igators or,  even  
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worse yet,  induced them to conduct f raud in the 

support  of  one of  our studies.  

 This is s imply fa lse.   We acted in good 

fai th in the conduct of  Study 3014.  First ,  we did 

not ignore,  we did not coax and we did not do 

anything unethical  wi th our invest igators.   We do 

seek, as part  of  our rout ine c l in ical  good cl in ical  

pract ices to exclude such invest igators f rom our 

studies.  

 As the court  found in the sentencing of  

the one invest igator in quest ion,  that  th is 

invest igator commit ted "sophist icated fraud" to 

perpetuate her f raud against  Avent is,  the FDA and 

the publ ic.   At  the t ime of  the second advisory 

commit tee meet ing,  we bel ieved that the GCP 

violat ions and deviat ions that had been conducted 

at  th is one study invest igat ional  s i te were to be 

remediated and that the data was going to be 

sat isfactory.  

 I t  is  important to note that  the tools 

that  we have at  our disposal  as a sponsor are 

di f ferent than the tools that  the FDA and the 
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Criminal  Invest igat ion Branch has at  their  d isposal  

to detect  f raud. 

 To this point ,  we trust  that  the FDA and 

the Criminal  Invest igat ions Uni t  are cont inuing to 

do their  invest igat ions of  Study 3014. 

 As you are aware, the FDA used ex-U.S. 

spontaneous report ing data as part  of  their  review 

and approval  process.  Spontaneous reports that  

come from ex.U.S. have provided extremely valuable 

informat ion for  the safety prof i le of  Ketek in 

detect ing rare events as evidenced by the fact  that  

myasthenia gravis exacerbat ions were noted pr ior  to  

the approval  in the Uni ted States through the 

Pharmacovigi lance Report ing System in France. 

 Sanof i -Avent is takes pat ient  safety very 

ser iously.   I t  is  indeed our f i rst  pr ior i ty.   We 

have welcomed the opportuni ty over th is last  day 

and a hal f  to present to you, to the FDA and to the  

publ ic,  the informat ion that we know about Ketek,  

not only i ts safety but also i ts ef fect iveness. 

 Thank you very much. 

 DR. EDWARDS:  Thank you very much. 
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 Dr.  Jenkins,  do you care to make comments 

f rom the FDA? 

 DR. JENKINS:  Yes.  Thank you, Dr.  

Edwards.  I  th ink Dr.  Cox got us started yesterday 

morning by reminding us that  the review of  the 

appl icat ion for  Ketek was very long and very 

compl icated and raised very many complex issues. 

 Reminding you, there were three review 

cycles.   There were two advisory-commit tee 

meet ings.   There was a request for  the large safety  

study that was done af ter  the f i rst  review cycle.   

There were the data- integr i ty issues, the f raud 

issues, the cr iminal  convict ions.  

 There was involvement not only of  DSI who 

is a regular partner in helping us to assess 

cl in ical  t r ia ls but also the Off ice of  Cr iminal  

Invest igat ions and others outside the agency that 

we don' t  deal  wi th on such a regular basis.  

 Then, f inal ly,  there was the use of  

postmarket ing safety data f rom Europe and other 

countr ies as part  of  the package to reach the 

decis ion that the product could be approved as 



 

 
 

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

  267  

being safe and ef fect ive for  i ts  intended use. 

 So there is no doubt ing that th is was a 

very complex review.  Very many di f f icul t  and 

complex issues came up in real  t ime over the course  

of  that  review.  FDA was chal lenged with facing 

those issues with the informat ion we had at  hand as  

t ime evolved, which is very di f ferent,  I  th ink,  and  

i t  is  important to keep in perspect ive,  than 

looking back at  the ent i re total i ty of  the 

informat ion that is avai lable to us today to raise 

quest ions.  

 You have heard one or more perspect ives 

shared dur ing the Open Publ ic Hear ing about what 

happened over the course of  the review of  the 

appl icat ion.   I  would emphasize that is one 

perspect ive.   There are many other perspect ives 

wi th in the FDA.  There are documents and data that  

were not shared dur ing that perspect ive.  

 So I  don' t  want you to go away with the 

v iew that that  is  the only perspect ive about what 

happened dur ing the review of  the Ketek 

appl icat ion.  
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 The issue about whether to discuss the 

ongoing DSI invest igat ions at  the second advisory 

commit tee meet ing has come up qui te a bi t .   That 

was the subject  of  qui te a bi t  of  d iscussion within  

the agency in real  t ime as we were prepar ing for 

that  second advisory commit tee meet ing in January 

of  2003. 

 There were reasons why the agency fel t  

that  we could not discuss that informat ion at  that  

January meet ing and they certainly were not 

intended to be a means of  deceiv ing the commit tee 

or deceiv ing the publ ic.   I t  was related to the 

fact  that  these were ear ly resul ts of  the 

invest igat ions.  

 The invest igat ions were ongoing.  At  that  

t ime, we had no way of  knowing what the eventual  

outcome of the invest igat ions would be, going back 

to my comment ear l ier  about i t  is  easy now in 

hindsight knowing that we later decided that we 

could not ut i l ize those data to quest ion why didn' t  

you know that in January of  2003. 

 Wel l ,  you may recal l  f rom the t ime l ine 
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that Dr.  Soreth shared, we got the f inal  memo from 

the Divis ion of  Scient i f ic  Invest igat ions 

recommending that we not ut i l ize Study 3014 over a 

year af ter  that  January,  2003 advisory commit tee.   

So there was a lot  of  ongoing work to evaluate the 

integr i ty of  that  data.  

 We are for tunate today in having Dr.  

Joanne Rhoads who is the former Director of  the 

Div is ion of  Scient i f ic  Invest igat ions at  FDA who 

was in that  posi t ion dur ing the t ime that the Ketek  

was present wi th us.   She was referenced in the 

Senate Finance Commit tee report  and she would be 

wi l l ing to provide a br ief  overview from her 

perspect ive of  the issues that were in play at  that  

t ime i f  the commit tee would l ike to hear that .  

 FDA wi l l  formal ly respond to the Senate 

Finance Commit tee report .   We received that on 

Wednesday,  I t  involves the need to develop the 

response across mult ip le parts of  the agency and to  

address issues about what we can say about 

invest igat ions that may or may not be cont inuing. 

 So i t  wi l l  take, obviously,  more t ime than 
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we have had to date to make that formal response. 

 I  do th ink i t  is  important for  the 

commit tee to focus on the task at  hand today that 

we are asking you, given everything you know today 

about the benef i ts and the r isk of  Ketek,  what is 

your advice to us on how we should regulate th is 

product going forward. 

 With that ,  I  wi l l  s top.   Again,  i f  you 

would l ike for  Dr.  Rhoads to make a br ief  comment 

about her role and her thoughts about the decis ion 

not to present the data- integr i ty issues to the 

second advisory commit tee,  she is here and happy to  

do that.  

 DR. EDWARDS:  Thank you very much.  Could 

I  get  a sense from the commit tee about whether they  

feel  i t  would be of  value for Dr.  Rhoads to comment  

before we begin our del iberat ions.  

 Please, Dr.  Rhoads. 

 DR. RHOADS:  Hi .   I  am Joanne Rhoads.  I  

am current ly at  the NIH but I  was the Director of  

the Div is ion of  Scient i f ic  Invest igat ion and was 

ul t imately responsible for  the contents of  the 
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memoradum we sent to the Review Divis ion about the 

3014 study. 

 I  can probably c lar i fy for  you two things. 

 One is the context  of  the inspect ions and the 

l imi tat ions that we face, that  we al l  face.  One is  

that  th is was a large simple t r ia l  which was 

di f f icul t .   These are di f f icul t  studies to do and 

to monitor and to inspect.  

 As I  recal l ,  there were almost 25,000 

subjects over almost 2000 si tes.   The sponsor had 

made an agreement wi th the Review Divis ion to 

monitor on si te certain--a percentage of  s i tes.   I  

th ink,  u l t imately,  i t  was about 50 percent of  the 

s i tes were monitored on si te.  

 Part  of  the di f f icul ty wi th these studies 

is,  because you want to see what is happening in 

the real  wor ld,  the invest igators who were enrol led  

are real-wor ld physic ians who were not 

sophist icated in doing cl in ical  t r ia ls.   So you 

have a wide var iat ion in the abi l i ty  of  the 

physic ians to do the t r ia l .  

 Just  to make a point  about the monitor ing,  
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this was done by a fa i r ly  wel l -known group who does  

monitor ing as a-- i t  was contracted to them.  

Monitor ing is highly var iable.   In my exper ience, 

even when fraud exists,  monitors of ten don' t  f ind 

i t .   Even when ser ious programs exist ,  monitors 

of ten don' t  f ind i t .  

 And there were problems def in i te ly 

ident i f ied.   But,  consider ing the nature of  the 

t r ia l  and the extent of  the problem, we did not see  

direct  evidence that th is informat ion was ignored 

by the company. 

 Having said that ,  I  want to explain to you 

also the l imi tat ions of  what the Div is ion of  

Scient i f ic  Invest igat ion can and cannot to.   On 

average, we inspected, I  th ink,  two to three si tes 

for  large pivotal  studies even for NDA 

appl icat ions.   This was not in that  category.   Yet 

we ul t imately,  at  the request of  the Review 

Divis ion,  inspected eight s i tes.  

 The f i rst  three, we found signi f icant 

problems.  We referred those to the Off ice of  

Cr iminal  Invest igat ion.   They, themselves, elected 
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to fo l low up on only one of  those si tes and the 

woman was subsequent ly convicted.  The other two 

si tes,  they elected not to fo l low up on. 

 As a resul t  of  our analysis of  the eight 

s i tes that  we did in-depth inspect ions,  we had to 

make an extrapolat ion of  what th is mean.  Total ,  I  

th ink the number of  subjects was about 1600.  I t  

was less than 10 percent of  the number of  subjects 

in the t r ia l .  

 What we saw, though, was that the data at  

each si te could not real ly be ver i f ied.   We had one  

episode where we thought i t  looked l ike f raud and 

ul t imately i t  was proven to be fraud.  The others 

were not pursued by cr iminal  invest igat ion and 

fraud is a very,  very high bar to prove.  So we did  

not have conclusive evidence from any other s i te.  

 That is the s i tuat ion we were lef t  wi th 

having looked at  what we saw, looking at  c l in ical  

t r ia ls in general ,  i f  i t  is  the qual i ty of  data 

that  we normal ly see in a t r ia l ,  we came to the 

conclusion that,  look,  out of  four or f ive,  because  

one study could not be completed, of  the s i tes we 
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looked at ,  there were big problems. 

 That doesn' t  mean that we found adverse 

events speci f ical ly that  haven' t  been reported.  I t  

was sloppiness.  I t  was couldn' t  ver i fy subjects 

when they came, i f  they were there.   There were 

lots of  problems that seemed suff ic ient  to say,  we 

can' t  re ly on this informat ion.  

 From that,  we extrapolated.  We said,  

look,  i f  we can' t  ver i fy--we have done as many 

inspect ions as we logist ical ly could do.  I f  we 

cannot have any conf idence in th is data,  what can 

we say about the rest  of  the data?  We can make no 

statement of  conf idence. 

 So that was the nature of  the informat ion 

we have the Review Divis ion and the Review Divis ion  

accepted our recommendat ion not to include the 

study in the label .  

 The other th ing I  would just  l ike to say,  

in terms of  what was revealed or not revealed to 

the advisory commit tee,  al l  the t ime I  was at  DSI,  

Off ice of  Chief  Counsel  was adamant,  we could never  

reveal  outs ide internal  FDA communicat ions in any 
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case that was not c losed.  As far  as I  know, even 

the disqual i f icat ion let ter  to the woman who was in  

pr ison had not gone out and gone through the 

process by the t ime I  lef t  FDA last  March. 

 So I  th ink there were s igni f icant legal  

quest ions about what informat ion could and could 

not be released. 

 I f  you have any quest ions,  I  am happy to 

answer them.  But,  f rom my perspect ive,  i t  was a 

very di f f icul t  cal l .   We made the most conservat ive  

cal l  we could to say the data did not look robust.  

 I t  d id not look rel iable.   The Review Divis ion 

accepted that recommendat ion.  

 DR. EDWARDS:  Dr.  Shapiro? 

 MS. SHAPIRO:  I  guess I  am feel ing 

ent i re ly comfortable wi th how the FDA proceeded on 

this.   I  am struggl ing to get my arms around the 

relevance of  th is for  our task at  hand.  To that 

end, I  just  have a-- I  have some assumptions that I  

would l ike conf i rmat ion of  f rom the company and 

that is that  the s i te invest igators were not 

employees, that  they were receiv ing only fa i r  
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market value, i f  anything, for  what they were doing  

in promot ing the study and that,  when evidence came  

out about problems with them, there was no at tempt 

on the part  of  the company to somehow hide that or 

keep them there or cont inue with the f raud, or 

whatever you want to cal l  i t .  

 DR. RHOADS:  I  wi l l  just  say,  f rom my 

perspect ive,  I  th ink f rom the evidence that you 

have heard here,  is  the study, i tsel f ,  was never 

powered to f ind problems in the magnitude that i t  

looks l ike they occur.   So, even with a perfect ly 

wel l -done study, wi th that  design and everything 

else,  wi th what you know now, i t  probably is not 

relevant.  

 But I  th ink the main points are that  we 

did not f ind del iberate hiding of  ser ious adverse 

events.   I  th ink that  is  important to know.  We 

just  don' t  know what the qual i ty of  the informat ion  

is.  

 MS. SHAPIRO:  I  don' t  mean even the 

relevance of  the data that  was discarded.  I  mean 

the relevance of  the issue of  th is al legat ion of  



 

 
 

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

  277  

pursui t  of  f raud.  So, could I  have my assumptions 

conf i rmed by the company? 

 DR. EDWARDS:  Sure.  

 MR. GERRELL:  You can have your quest ions 

conf i rmed.  They were not employees of  the company 

and they were, indeed, paid fa i r  market value. 

 DR. EDWARDS:  Thank you very much. 

 Committee Discussion of Overall Risk/Benefit 

 DR. EDWARDS:  Now we are beginning our 

open discussion.  I  wanted to descr ibe the format 

which I  bel ieve we wi l l  be fo l lowing.  I t  is  

basical ly going to be div ided into two parts.   We 

are going to have an open discussion, let  each of  

us give our opinions and contemplat ions about the 

issues we have been asked to focus on. 

 We wi l l  take a break and then we are going 

to al low at  least  an hour-- i t  wi l l  probably take a 

bi t  more than that-- for  us to actual ly do the 

vot ing.  

 Now, we have been asked to vote on three 

separate issues.  So we wi l l  do that  and wi l l  

consider the community-acquired pneumonia,  
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bronchi t is  and sinusi t is  indiv idual ly.   We wi l l  

take a vote on those three ent i t ies in an 

indiv idual  way. 

 Unless there are any object ions,  and I  am 

certainly open to suggest ion on this,  I  am going to  

use a s l ight ly di f ferent format.   My rat ionale for  

using the format,  which I  wi l l  descr ibe in just  a 

minute,  is  that  th is is a mixed commit tee of  two 

di f ferent basical ly discipl ines.   We are the 

Ant i - Infect ive Advisory Commit tee and then the Drug  

Safety Commit tee.  So, for  th is part icular vot ing 

per iod,  we have got th is combinat ion of  expert ise.  

 What I  would l ike to do is th is;  for  each 

of  the indiv idual  ent i t ies,  have each one of  us 

indiv idual ly give our vote and then def in i te ly give  

our rat ionale for  that  vote.  

 Af ter  we have heard everyone's vote and 

rat ionale,  I  am going to of fer  the opportuni ty for  

anyone who wants to to change their  vote to a f inal  

vote.   This wi l l  a l low each of  us to hear the 

th inking processes of  each of  the indiv iduals.   So,  

at  the end, we wi l l  then have a f inal  vote.  
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 One of  the reasons I  am interested in 

pursuing this is to el iminate,  as much as possible,  

the sort  of  herd ef fect  that  can occur wi th vot ing 

in th is k ind of  a structure and, secondly,  to al low  

our cross-discipl ines,  i f  you wi l l ,  to have an 

opportuni ty to have the rat ionales displayed. 

 So, i f  there are no object ions to that  

mode of  procedure,  that  is  the way we wi l l  fo l low. 

 MR. LEVIN:  This is not an object ion,  just  

a point  of  informat ion.   There are real ly three 

categor ies here of  vot ing members.   There are the 

Ant i - Infect ives,  the Drug Safety and Risk 

Management and the consul tants to FDA that are 

vot ing.   So i t  is  an amalgam of three di f ferent 

const i tuencies.  

 DR. EDWARDS:  Thank you.  The quest ions 

that we see on our agenda af ter  the three 

ent i t ies-- that  is ,  " I f  cont inued market ing is 

recommended for any indicat ions,  p lease address the  

fol lowing."   Those issues we are going to address 

in a more or less open-discussion fashion al though,  

i f  we ident i fy areas where a ta l ly  needs to be 
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taken-- that  is regarding a speci f ic  change in 

packaging or something l ike that-- then we wi l l  have  

a vote to give the FDA a sense for the commit tee's 

incl inat ion to go in a part icular direct ion on a 

part icular issue there.  

 I  wi l l  be asking them to guide us to cal l  

for  those types of  ta l l ies.   So that means, when 

you vote,  i f  you, for  instance, vote "yes" for  

community-acquired pneumonia,  we are not going to 

have you give speci f ic  recommendat ions about each 

of  the points under there.   So, again,  that  wi l l  be  

more in the discussion format.  

 Are there any quest ions about the general  

p lan to proceed here?  Then I  th ink we wi l l - -yes,  

Dr.  Norden. 

 DR. NORDEN:  I  guess I  have one other 

quest ion for  the FDA, I  th ink.   We are ta lk ing only  

about Ketek today.  Whatever act ions we proposed, 

Ketek should or should not be inf luenced by 

potent ia l  act ions or other drugs in the same class 

or other c lasses. 

 DR. COX:  You are correct ,  Dr.  Norden.  
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The subject  of  today's meet ing is to discuss Ketek.  

 DR. EDWARDS:  Thank you.  I  a lso did want 

to add that we do have the opportuni ty to ask 

quest ions fur ther i f  fur ther points of  

c lar i f icat ion need to be made from both the FDA and  

Sanof i -Avent is.   So we have that f lexibi l i ty .  

 Again,  I  wi l l  emphasize what I  th ink has 

been brought out on many occasions so far,  that  our  

focus real ly is on determining whether the benef i ts  

outweigh the r isks for  these indicat ions,  the 

process of  the FDA and the ent i re process of  

drug-safety evaluat ion are not the focus of  th is 

meet ing today.  I t  is  th is speci f ic  quest ion,  

issue, that  has been raised about th is speci f ic  

drug. 

 Would anyone l ike to begin.   Dr.  Leggett? 

 We are on community-acquired pneumonia for  the 

most part .  

 DR. LEGGETT:  I  have of fered to go f i rst  

even though I  d idn' t  want to because I  was the 

Chairman of  that  infamous 2003 meet ing.   So I  

should get what I  deserve. 
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 For the f i rst  t ime even in one of  these 

meet ings I  actual ly spent some t ime wri t ing down 

things so I  would at  least  t ry to get them a l i t t le  

bi t  r ight .  

 As far  as I  can tel l  f rom outside the FDA, 

an advisory commit tee never hears the whole of  any 

story about any drug.  We are asked to comment on 

parts of  the puzzle.   The FDA is the one that makes  

the f inal  drug approval  and of tent imes receives 

other informat ion f rom the company af ter  the 

meet ings.   So I  d idn' t  f ind that  very unusual .  

 The major issues underpinning the 

convening of  th is jo int  advisory commit tee remain 

the same as in 2001 and 2003 and much of  the 

discussion of  these has fol lowed a s imi lar  pat tern 

even though the speci f ic  data have evolved. 

 Benef i t / r isk has been the major theme in 

al l  of  these three meet ings.   I f  ef f icacy had not 

been shown in 2003, then any r isk now is too much. 

 However,  i t  was the FDA's opinion at  that  t ime 

that the drug was ef fect ive in a noninfer ior i ty 

t r ia l  dur ing a t ime of  t ransi t ion to recommending 
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super ior i ty t r ia ls.  

 I t  has been my anecdotal  observat ion that 

advisory meet ings are always more di f f icul t  when 

there are safety issues because, in good part ,  

easi ly detectable toxic i t ies such as what would be 

seen in a normal-s ize c l in ical  t r ia l  dooms a drug 

long before we would see i t  and we don' t  have the 

same rel iable stat ist ical  methods or surrogate 

markers for  rare toxic ef fects to help guide our 

recommendat ions to the FDA. 

 We are working in an imperfect ,  

resource- l imi ted wor ld where we need new 

ant ib iot ics that  are,  in turn,  among, i f  not  the 

least ,  prof i table products for  the pharmaceut ical  

industry that  current ly produces these agents in 

less and less fashion. 

 The advisory commit tee in 2003 recommended 

approval  and I  have not seen data presented in 

these two days that contradict  our commit tee's 2003  

ef f icacy opinion.  We have heard that the EMEA did 

grant a f ive-year renewal which I  found interest ing  

and should be, hopeful ly,  prof i table for  the FDA 
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going forward. 

 The FDA has been evolv ing i ts t r ia l -design 

guidance for some t ime and has been holding 

advisory meet ings wel l  before Dr.  Woods'  New 

England Journal  of  Medicine proposal  for  radical  

changes in the drug-approval  process publ ished this  

year.  

 However,  I  don' t  bel ieve that an FDA 

advisory commit tee should recommend a new standard 

for  a previously approved drug using a new standard  

i f  the FDA cannot do i t  anyway which is what I  had 

been told in the past when I  was so brash as to 

suggest that .  

 I  th ink,  for  the indicat ions wi th no clear 

hard endpoint  or  wi th a relat ively high 

spontaneous-remission rate such as AECB, which is 

not the most severe type, or ABS certainly would 

benef i t  f rom super ior i ty placebo tr ia ls.   I f  these 

 t r ia ls can be requested, I  would favor that  both 

of  these lat ter  t r ia ls be redone.  They would 

certainly not be as cost ly to the company as 3014 

was. 
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 I  am sure,  in th is regard,  that  the 

pol lyanna ef fect  that  we have discussed in the 

Ant i - Infect ive Commit tee several  t imes before for  

ot i t is  media is just  as t rue for these two lat ter  

indicat ions as i t  appears to be for acute ot i t is  

media.   Thus, to me, the major issue is whether new  

safety data is suf f ic ient ly disquiet ing to reverse 

or modify our previous 2003 recommendat ion.  

 So, what do I  see in conclusion here?  

There were hints of  rare toxic i ty that  surfaced at  

the 2001 meet ing that I  at tended.  There have been 

several  toxic i ty issues that appear to be fair ly 

wel l  c lar i f ied by the t ime of  the 2003 meet ing.   

There have, thus,  been postmarket ing--AERS has 

providing more informat ion about rare toxic i t ies 

f rom ini t ia l  data mining to detect ing s ignals to 

pharmacoepidemiology to focused case-by-case review  

to better quant i fy the r isks.  

 I  a lso wonder,  in th is regard,  whether 

there might not be some signi f icant c lass ef fect  or  

on top of  everything that was talked about up to 

th is point .  
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 Now, in terms of  the speci f ic  

toxic i t ies--do you want me to discuss that part  at  

th is point? 

 DR. EDWARDS:  Yes, J im. 

 DR. LEGGETT:  I  am done with that .  

 DR. EDWARDS:  I  real ly appreciate your 

start ing out.   You are br inging up an issue that I  

th ink al l  of  us on the Ant i - Infect ive s ide are 

going to want to hear the safety people ta lk about.  

 DR. LEGGETT:  Exact ly.  

 DR. EDWARDS:  I  am hoping they wi l l  

volunteer.   I f  not ,  I  am going to put them down. 

 DR. LEGGETT:  Great.   I  would l ike that .  

 DR. EDWARDS:  But i f  you wanted to express 

some thoughts about the toxic i ty now, that  would be  

f ine.  

 DR. LEGGETT:  Here is an ignorant I .D. 's 

version of  what is going on.  First  of  a l l ,  I  am 

nei ther a toxicologist  nor a 

pharmacoepidemiologist .   The commit tee meet ings I  

have at tended regarding safety issues have always 

been the most di f f icul t  ones I  have deal t  wi th.   On  
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the other hand, I  am a pract ic ing physic ian and a 

member of  the IDSA who has lectured in a s imi lar  

vein to the presentat ion by Dr.  Boucher.   I  do want  

to see drugs that wi l l  help me treat people.  

 Regarding hepatotoxic i ty,  speci f ical ly,  

the FDA's data mining shows a spike but I  wouldn' t  

consider any of  these toxic i t ies in isolat ion nor 

would I  l imi t  a comparison only to s imi lar  c lass.   

I  d idn' t  th ink that  was correct  because, in the 

presentat ion,  spikes showed in di f ferent c lasses at  

d i f ferent places. 

 We of ten prescr ibe f i rst ,  say,  a macrol ide 

and then a beta lactam and then maybe a 

f luoroquinolone to the same pat ient  over a br ief  

per iod of  t ime.  So I  th ink i t  is  important to not 

only compare within,  say,  ketol ides to macrol ides.  

 We need to include the toxic i t ies of  those other 

c lasses. 

 Moreover,  I  th ink that  t r imethapr im 

sul famethoxazole,  for  instance, and penic i l l in are 

also toxic such as wi th Stevens Johnson, 

anaphylaxis,  cytopenias,  et  cetera.   So, in terms 



 

 
 

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

  288  

of  the hepatotoxic i ty,  I  do not th ink that  that  

should modify our stance in community-acquired 

pneumonia.   But we can talk about other th ings to 

spruce i t  up as the next step. 

 DR. EDWARDS:  Thank you very much.  

Probably most of  us on the ant i - infect ive s ide 

l is tening to the toxic i ty discussions today feel  

that  there is somewhat of  a dispar i ty in the 

presentat ions and the qual i ty or the quant i ty of  

the toxic i ty.  

 I t  would be very helpful ,  I  th ink,  

certainly for  me personal ly but probably for  the 

rest  of  us,  i f  we could hear people f rom the safety  

s ide ref lect  on this somewhat di f ferent 

perspect ive.  

 Dr.  Morr is.  

 DR. MORRIS:  I  certainly have that same--I  

mean, that  is  my glowing issue r ight  now is what we  

heard about the--wel l ,  there are lots of  issues in 

safety.   Let  me just  def ine one and ask for  some 

discussion about i t  and that is the dispar i ty in 

the concept that  the r isks for  hepatotoxic i ty are 
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unique or not unique.  We have two very di f ferent 

v iews. 

 I  guess the way i t  occurs is when you look 

at  spontaneous reports,  you are supposed to th ink 

of  them generat ing hypotheses.  I  thought that  FDA 

did a real ly great job,  that  Dr.  Br inker did a 

terr i f ic  job,  and his col leagues, in def in ing the 

hypothesis much better than I  would have ever 

expected. 

 But i t  is  an hypothesis.   Then we looked 

to other studies and we had two from the sponsor 

one of  which I  th ink had problems in i ts narrowness  

of  i ts  def in i t ions whereas the PHARMet study 

actual ly did f ind a number of  r isk percent that  was  

somewhat s imi lar  to the percent we heard,  I  guess 

the 1 in 20,000 to 30,000.  I f  I  understand the 

PHARMet study, i t  is  l ike 1 in 137,000.  But even 

the PHARMet study is just  unique cases or 

unconfounded cases, I  th ink is the way i t  was 

explained. 

 So there is a s imi lar i ty but the dispar i ty 

exists as to whether i t  is  a unique problem or i t  
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is a very s imi lar  problem.  In the PHARMet study, 

we heard i t  is  about the same as other drugs.  But 

we just  heard f rom FDA that i t  is  a very unique 

problem.  Looking at  that  FDA data,  i t  looks as i f  

that  analysis comes from this controversial  issue 

of  d iv id ing by t ime and i t  is  an area I  have never 

seen before.  

 I  know the sponsor had some quest ions 

about i t .   FDA seemed to say that i t  was okay.  I  

mean, I  heard two things f rom FDA, one from Dr.  Dal  

Pan which said there are quest ions and one from the  

presenter who said that ,  th is is i t .   I  don' t  know 

what FDA's posi t ion is on this or i f  there is a 

s ingle posi t ion wi th in FDA.  So maybe f i rst  FDA can  

clar i fy what i t  bel ieves and then we can go talk 

about--some of  the epidemiologists and 

stat ist ic ians could ta lk about that  analysis.  

 DR. DAL PAN:  Let  me just  c lar i fy.   There 

are di f ferences of  opinion in FDA as to the s l ide 

Dr.  Johann-Liang showed this morning where the 

person-t ime method is used.  I  explained that 

yesterday.  So you have heard both posi t ions f rom 
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Dr.  Graham yesterday. 

 DR. MORRIS:  But that  was presented as 

FDA's posi t ion.   I  mean, that  was my understanding.  

 DR. DAL PAN:  I  th ink Dr.  Johann-Liang 

qual i f ied i t  by saying that there were di f ferences,  

there were methodologic issues in quant i fy ing 

th ings.  So I  th ink that  i t  is  not  my opinion that 

that  is  the r ight  method to base a comparison of  

te l i thromycin against  bromphenac or t r ig l idozone or  

a t rovof loxacin.  

 I  th ink her point  f rom that s l ide was 

real ly the rapid onset of  the syndrome which I  

th ink we al l  agree on.  I  th ink that  is  one of  our 

big concerns for  al l  of  us who are looking at--  

 DR. MORRIS:  That was a separate concern.  

 DR. DAL PAN:  Yes. 

 DR. MORRIS:  But just  that  one sl ide,  I  

thought you were saying this is unique and this is 

a unique ant ib iot ic that  is  only comparable to 

other ant ib iot ics that  were removed from the 

market.  

 DR. JOHANN-LIANG:  I  can respond.  The 
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point  of  th is s l ide,  just  l ike Dr.  Dal  Pan said,  

was an i l lustrat ion of  the c l in ical  manifestat ion 

that I  was talk ing about,  l ike you said,  the tempo,  

the rapidness, the suddenness, because what you are  

seeing there,  when you look at--when you factor in 

t ime and you are sort  of  looking at  those drugs and  

f i l l ing in the t ime factor to look at  them sort  in 

a consistent manner,  in a way. 

 What you are seeing is that  the 

numbers--even though Dr.  Br inker 's analysis which 

is just  looking at  exposure in the denominator 

shows that numberswise, i t  is  less than trovo, 

let 's  say.   When you account for  the t ime, you are 

seeing a number that  r ises for  Ketek.  

 Simply,  that  is  to i l lustrate-- f rom my 

perspect ive,  that  was just  a number demonstrat ion 

to show that that  r isk of  hepatotoxic i ty becomes 

r ight  up f ront for  the drug Ketek.   That was real ly  

i t .   I f  you need further--  

 DR. MORRIS:  But that  is  what I  am 

object ing to.   That analysis suggests that ,  i f  you 

div ide--because we are deal ing wi th an ant ib iot ic 
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relat ive to a chronic drug, is that  the way we 

assess r isk for  an ant ib iot ic?  I  had never heard 

that before.  

 DR. DAL PAN:  I  guess i t  was my point  

that ,  because of  the var iable durat ions that people  

take the drug for,  and the var iable occurrence of  

r isk over the t ime per iod,  which is an assumption 

of  the person-t ime method, that  the r isk is 

constant across the t ime which I  d idn' t  feel  was 

met for  the comparator drugs, that  that  method 

didn' t  work.  

 That was my point .   When you look at  the 

s imple report ing rates which are problemat ic as 

wel l ,  for  the four drugs posted on that s l ide,  in 

fact ,  Ketek was lower than al l  of  them.  So I  th ink  

that  those simple report ing rates were actual ly not  

on the sl ide.   But we have other data to show that.  

 I  th ink that  that  was my concern wi th that  

part icular analysis.   But i t  doesn' t  mit igate any 

concern I  have that Ketek is hepatotoxic or that  i t  

has a very rapid onset.  

 DR. AVIGAN:  Can I  just  add a l i t t le bi t  
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about th is.   I  d id part ic ipate in the expert  panel .  

 We are confusing, I  th ink,  apples and oranges.  

There real ly are two measures.   One is at  the 

populat ion level  which we have heard about f rom the  

epidemiologic studies.   But where there was some 

l imi tat ion,  perhaps, is in the careful  case review 

about causal i ty and learning more about the 

c l in ical  d i f ferent ia l  d iagnosis which is very 

important to know what you end up with which is 

l inked to the drug because the phenotypes of  these 

l iver events have to be excluded for other 

et io logies.  

 That is a very important point .   What we 

did,  I  th ink,  as you heard yesterday and we went 

through this step-by-step, is a case- level  or  

pat ient- level  analysis to show you what the nature 

of  th is c l in ical  syndrome is and to assign 

causal i ty.  

 The point  about al l  of  th is is a subset of  

the universe of  cases and i t  is  a spontaneous 

reported subset.   In that  subset,  we were struck by  

the c l in ical  character ist ics of  rapid onset in an 
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opportuni ty to actual ly r isk-manage this when this 

event occurs because these events are catastrophic 

and not predicable.   They are random.  So, at  least  

as far  as we can tel l ,  there is more to learn about  

suscept ib i l i ty  factors in pat ients in the future.  

 The outcomes in th is group were relat ively 

severe.   In th is group, there was about an over 

80 percent rate of  e i ther hospi ta l izat ion or death 

or t ransplant.   So we were struck by--so here the 

s ignal  real ly has more to do with the c l in ical  

phenotype when i t  occurs rather than the 

incidences. 

 Both measures are complementary.   With 

regards to an epidemiologic study, in my opinion, 

and I  th ink many would agree, that  the 

medical-record analysis and determinat ion of  what 

those ICD-9 codes, or those codes that are bi l l ing 

codes, how they translate to di f ferent ia l  d iagnosis  

to al low for a careful  assessment of  the cases and 

appropr iate exclusion and inclusion, is real ly 

cr i t ical .  

 So that is something we need to review.  
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We haven' t  actual ly looked at  that  data yet .   

Nonetheless,  there is c lear ly a r isk of  some kind 

of  a rare event where,  in certain suscept ib le 

pat ients--we don' t  know what those suscept ib i l i t ies  

are.   We know females,  perhaps more aged pat ients 

and maybe there are genet ic suscept ib i l i t ies,  who 

may be at  increased r isk above what we see in the 

gener ic background. 

 We have more to learn about th is and I  

th ink we heard about that  f rom Dr.  Seefe and Dr.  

Lee.  So there may be some indiv iduals out there in  

the real  wor ld who are at ,  perhaps, greater r isk 

than the 1 in 100,000 or whatever that  number is 

for  acute l iver fa i lure.  

 DR. MORRIS:  My quest ion is,  is  there a 

unique r isk to th is drug that is greater than other  

ant ib iot ics.  

 DR. JOHANN-LIANG:  In response to that ,  

the only other ant ib iot ic that  was restr icted or 

wi thdrawn that was on the table was trovof loxacin 

regarding the speci f ic  issue of  hepatotoxic i ty.   

So, in that  way, we were try ing to--s ince we are 
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looking at  Ketek r ight  now, we could look at  

across--we could look at  cefdi toren because there 

were already the other comparators.   We could look 

at  gemif loxacin wi th th is issue. 

 But we chose to present only those drugs 

in the past that  had an issue with th is regarding 

hepatotoxic i ty and trovof loxacin and ant ib iot ics.   

 The second point  that  is  important to 

remember-- i t  is  so hard for  us,  at  th is point ,  and 

we wi l l  review the epi  studies that  have come in 

f rom the FDA.  We haven' t  had a chance to do so. 

 But,  at  th is point  in t ime, again,  as I  

have said before,  t ry ing to quant i fy wi th numbers 

whether using this database is very di f f icul t .   So 

we st i l l  come down to,  what was the cl in ical  

p icture of  the hepatotoxic i ty which was discussed 

at  length.  

 The thing that is real ly important in 

addressing Ketek's benef i t  to r isk is that ,  of  

those 12 acute l iver- fa i lure pat ients,  only two 

took the drug according to the reports for  

pneumonia.   The rest  took i t  for  s inusi t is ,  
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bronchi t is ,  upper respiratory infect ions.   So you 

real ly need to keep that in mind; what was the 

indicat ion of  use that resul ted in the acute l iver 

fa i lure.  

 DR. AVIGAN:  I  wi l l  just  t ry to say one 

thing about that .   We don' t  have a s ide-by-side 

comparat ive analysis of  the incidence of  

catastrophic acute l iver fa i lure.   That is actual ly  

di f f icul t  to ascertain f rom the kind of  data sets 

that  you heard about that  we are using. 

 But one thing I  do want to point  out  to 

you is that ,  a l though the target organ may be the 

same for var ious k inds of  drugs, for  d i f ferent 

drugs for l iver toxic i ty,  the ranges of  in jur ies 

that  you get for  d i f ferent drugs actual ly are 

potent ia l ly  d ist inct .  

 The point  here,  again,  is  that ,  for  some 

ant ib iot ics,  you get th is immunoal lergic 

rapid-tempo sort  of  in jury which is dist inct ,  

perhaps, than some other ant ib iot ics.  

 DR. MORRIS:  Can I  t ry th is one more t ime? 

 The sponsor maintains that  the r isk of  
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hepatotoxic i ty is the same for Ketek as for  other 

drugs.  You can agree, disagree or I  don' t  know.  

Can I  have an answer? 

 DR. AVIGAN:  I  th ink that  we concluded 

from Al len's ta lk that  the report ing-rate 

di f ference that was seen between the comparators,  

which were the f loxacins,  and his analysis of  Ketek  

that  that  report ing rate of  23 versus 6 for  the 

other ant ib iot ics was within a range where we could  

not say that the incidence is di f ferent.   We 

couldn' t  conclude that because the data,  i tsel f ,  is  

too granular to make such a conclusion because of  

the secular report ing t rends. 

 So we are concerned but we don' t  have a 

precise enough measure to say that that  represents 

a t rue di f ference in incidence. 

 DR. EDWARDS:  Dr.  Fol lman. 

 DR. FOLLMAN:  I  had my mind made up a 

l i t t le more before I  came here today.  One of  the 

th ings I  am struggl ing wi th now is the level  of  

evidence for ef f icacy.   Dr.  Johann-Liang, in her 

ta lk,  d iscussed how the ground rules or the 
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landscape has shi f ted in terms of  c l in ical  t r ia ls 

and not noninfer ior i ty t r ia ls are not v iewed in the  

same way that they were when this compound was 

l icensed. 

 She provided some data that  

suggested--wel l ,  she provided some conclusions, I  

guess, that  panels had decided, that  the 

FDA-sponsored panels decided, that  the state of  a 

evidence now is that  ef f icacy t r ia ls are needed. 

 So my concern here now is whether th is 

should sort  of  be grandfathered in in terms of  

ef f icacy and say, wel l ,  the noninfer ior i ty t r ia ls 

that  they passed are good enough.  Should I  accept 

what the FDA seems to be saying for acute s inusi t is  

and acute exacerbat ions of  chronic bronchi t is  or  

should I  make a decis ion now about what I  real ly 

th ink about the noninfer ior i ty-  versus 

ef f icacy-tr ia l  quest ions.  

 So, in my mind, I  am not real  c lear about 

how I  v iew the ef f icacy of  th is product yet .   So I  

would l ike a l i t t le more comment on FDA's part  

about what is their  v iew about the state of  




