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I wanted to set the record straight regarding all the phone calls and questions 1 have receivkd 
regarding one minute of a 25 minute presentation at a CME sylnposium sponsod by Lilly at which I 
was asked to present a talk on new therapies in diabetes by Dr. Alain Baron on behalf of Indiana 
University Office of CME. In case you have not heard, I have signed a statement 'To whom it may 
concern'' clarifying my presentation and sent it to James Huang out of respect to your coropany's 
''equity interest?. In iight of the nature of your communication with my chairman, I hope that you 
will do me thd courtesy of reading this letter m its entirety at some point. I know you are busy and 
thus an "'executive summary" is provided in the next to the last paragraph 

First, 1 want you to know that 1 went to extraordinary ends to try to understand the class of drugs and 
the available data prior to my presentation. I reviewed every paper published (and available in our 
library) on the thiamlidinedione class in humans (and many of the animal studies). I reviewed all the 
data s1P;des presented at the FDA in-the March an& April meetings on the el& of drugs. 1 reviewed 
the abstracts on the human trials at the ADA meeting and the Endocrine Society in detail. I spoke 
with the principals (inves2igators and marketing directors) at SB, Takeda and Parke-Davis. (Lilly was 
out of the loop in this process entirely as they do not primarily hold the pioglitazone data set.) In fsct 
I discussed with James Huang and Elizabeth Rappaport of SB ( as well as local and regional SB 
representatives) my impressions and concerns in the context of upcoming presentations at the 
Endocrine Society and ADA meetings by phone two weeks befbre the presentation in question and in 
person a week later in two separate meetings in San Diego to make sure that I understood the issues. 
I showed the slides that I had prepared to multiple colleagues and modified them several times over a 
period of about a week based on their suggestions. The slides that the SB sales representatives who 
attended this symposium apparently found offensive were made by me at my own expensc without 
any assistance. f did substitute some professionally made data slides provided by Takeda for the ones 
that I had made on Powerpoint the night befbre the presentation based purely on aesthetics ,md not on 
content. I spent at least 40 hours (nights and weekends) preparing for this one lecture at the ADA 
meeting. In preparing a talk to be presented at a national meeting'of my peers 1 agonize over how 1 
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can tell them something that they cannot easily find out by reading an abstract or listening to so-I~C: 
else's presentation People want to hear me (or any other "opinion leader") because of the 
information digested and assimilated not because I am capable of regurgitating it with excell-. I 
may over compensate as I do not think that I am a particularly good public speaker. I took the task of 
m a k k ~  that presentation and the other six presenri.ations (sponsored by the Endocrine Sockty, ~ilily 
gmiix gwi i;., ;<oechst Marina ROW! all undci Cl4E j+ldeli;les) that 1 a i , a  askc4 to .a,*r: &"&-; 

ADA and the Endocrine Society very saiousiy and received gt, .I rc7,ieu ; I beikvc kuase 1 & by 
to think ahead of the curve. 

Now, 1 may have not explained the issues at that presentation as well as I could have if I had m o ~ e  
time, but that may not be the good news. I would like you to know exactly what my co- are 
regarding rosiglitazone as a clinical scientist and my approach as a clinician. On the h i s  of tee 
increase in LDL concentration seen in the clinical trial program (whether the number we aooept as the 
truth is the 18.6% at 4 mg bid in the package insert or the "average of 12%" now being discussed) 
one would expect an increase in cardiovascular events. lf there had been a decrease in trigl-& 
or convincing-evidence that it is was associated with an inmeme m particle size. axno change in 
particle number, as is the case with fibrates (and arguably the other thiazolidinediones) it would have 
been an open question (as raised by many when tmglitazone was launched). Based on this m n i n &  
I believe as a clinical scientist that the null hypothesis should be that r o s i g l i n e  has the po-1 to 
increase cardiovascular events. Based on studies with statins and plasmapheresis, changes in LDL 
concentration can be associated with substantial changes in vascular reactivity and endothelial 
hnction over a time course of days to weeks. The increase in cardiovascular deaths and ischemic 
heart events are the relevant endpints to be exam& in the clinical trial program if one were to look 
for those kinds of changes in endothelial function. The event rate among all comparators is arguably 
the most relevant comparison group available &om the data presented at the FDA hearing. (The 
event rate in the period of active comparison in both groups 14-6 months] would have been even 
better.) I know and hlly agree that the effects seen are not even close to statistically significant (as I 
stated) and not different fiom effects seen with other anti-diabetic drugs (as I also stated). It may 
have been imprudent of me to say that they were increased 50% (which they are) instead of 
presenting the actual numbers and letting people do the math in their head, but I was trying to fit i t 0  

hours worth of data into twenty minutes. That was a snap decision that I made realizing that I was 
going over the allotted 25 minutes and I regret that decision as it probably only saved me thirty 
secands&n and cost me ten hours since. Ipersonally have told myptients in whom I have 
prescr i i  rosigiitmne that we will need to treat their LDL to a target of <I00 n@dl and TG < 1SO 
mgkl (as we recommend and usually do fbr all patients) and that if they do not have at least a 0.5% 
reduction of hemoglobin A1 c at 4 4 bid, that I would reoornmend stopping the drug. I strongly 
bclievc that thc rosiglitazone data set supports this kind of clinical decision making. I beiieve that 
caution is required until additional data are available. 

. . . . 

Finally, before suggesting what 1 hope will be the nature of SB and my relationship in the fib%, J 
would like to convince you that you will never.meet a person who is more open minded and less . . .  '. .' 

. . . prone to being "bought". by anyow .than I. 1 have devoted my career to mt'only increasing my ' 
% 

. . personal understanding of the therapy of diabetes through both research and clinical'practice."I a& 
the son of two'diabetologists. My father w& the first endocrinologist &I the .state of south emha' 
'-and widely regarded as a consummate academic physician and teacher. My mother has had the same 
ROl jytant~for ovcr 40 years and is rumored to hive the. longest running grant at NlDDK I haw very . 

iaige shoes. to fill- and work very hard. to.fill.them. I spend. a great.dea1 of time trying to iumxx : 
public awareness' and provider competence in diabetes giving appro+mately 100 okl presentations a . . 

. . . . 
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~ ~ ~ r o x i & e l ~  60% of those are provided with min'hil hon~raria(<$lOO) including- in 
. which I do not even receiving reimbursement for .my @asonal expenses, despite mibstantiiil pkoml 

sacrifice. 1 do get paid anhonorarium of between $500 and$ZOOO for the 6 t h  400rso talks ]give a 
year. Themajority of thesepresentations a- sponsored by CME providers, Some are spoasod . .: 

: directly by the pharinac'eutical industry. To my knowledge, I have spoken fir evgr company that 
markets drugs for diabetes in jhe U.S. except SB. In ha, I have been oEae;Z many times to q@ 
fir SB but have only accepted one offer (as I am trying to get my partner who will .be the . .M author 
on the Jack Gerich rosiglitazone clamp studies to get out on the roadmogand as:'& has.rnuch: . - . '' 

greater experiencethan I dowiththe drug as a result of her study in.Rochester); 1 i  fact, inmycanrr 
. . I .hgve probably received less personally or for the UNC Diabetes Center from  ill^ or Taluxiathan 

any other mm@y in the United States. Tothis date;l ak sure that 1 have received more support . . 
' . from SB than Takeda and ~ill~mmbined. I havebeen to asmany o r m m  consultant me* &F . . 

- S.mithlUine. than for.Lilly or Takeda.. I was not upsetset.when .my chainnin..called .me into .his.office .to - 
. .  tell me that so&e in your cornpaoy perceive me as being "for sale" as he knows me ~ell.emu& to . . 

'doubt it. lwill take treinendous.offense to hear'about it h m  others who know me less well as it k . .. 
obvio~ls&~ not slrpportd by my reasonable understandipg of the. fscts:and wguati1y libbus. " 

,. 

. . . . .. . 
. . . . 

I assume that you can tell that I am angry. It is not because of what has been said or the implied 
threats of lawsuits that I have heard h m  my chairman and James Huang, but because of the m u n t  
of time I have spent txying to understand the issues, giving people every opportunity to explain to me 
why my perceptions are illogical, and then having to spend more hours trying to deal with the 
consequences of m y  understanding of the issues. The thing that really ti& me off is that I went 
through this when troglitazone was launched. I publicly stated on many occasions that I thought it 
was incredible that there was no LFT monitoring requirement Grom the FDA, that the drug was 
associated with weight gain and that it was only going to be modestly effective as 1nonother8py based 
on a similar detailed analysis of all available data (and I had more access fbr tmglitazone as I had 
conducted about 5 trials and written or reviewed two or three papers hr them). The same dance that 
we are now engaged in occurred with Parke-Davis in 1997. It took abut  a year fbr the marketing 
people to get over it and to realize that I was right. Mow I am their best &nd and I have not changed 
m y  belief that they have a lovely drug, warts and all, that can be used safely and effectively with 
certain stipulations. 

I hoje a similarprocess will play out with SB with regards to msiglitazone. I have offered to 
everyone that I have spoken to that I am happy to help me (and in that process hopefully SB and 
others) understand what is going on with regards to the vascular system in the setting of rosiglitazone 
therapy. There is a bunch of data out there that suggests that there are major differences in the genes 
activated between the drugs in this class. M y  strongest of all opinions is that head to head studies 
need to be done and that they will be done. I am afraid that if SB does not set the agenda in this 
regard, others will and it will hrther develop the case that this potential Achilles' heel is in fbct a real 
vulnerability of the drug. There are hints which can be read between the lines of presentations that I 
have heard at SB consultants' meetings which should raise questions and suggest studies if one were 
inclined to believe the null hypothesis I propose a few paragraphs above is relevant. I am happy and 
anxious to continue giving SB and your marketing partner BMS my five cents worth regarding these 
issues for fiee. I want a safe thiamlidinedione more than anyone does. To establish msiglitazone's 
safety will require studies designed to test the hypothesis and not innuendo and marketing "spin" on 
data. I am also very afiaid that if another drug in this class turns out to have a major issue which was 
in hindsight preventable, the call of people like Michael Stem to hold diabeteslobesity drugs to the 
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standard of $tatistically significant outmmes studies with hard endpoints may seem moreieasi,nak 
.., . . .  

to the detriment of us all and our c1ientslpatients.-. ' .. ;- . . . . . . . . . .  . . 
. . 

Executive Summary: 1 work very hard and am both serious and creative. 1 maydisagree with W s '  . . 

'2:.:~~&2!'.:>2 o'ditn. 1 ?&I not for sale: 1 am anxious tohelp in any way that I can to stiblish 
r:\>siglitmone as a salce ai;d effective antidiabetic agent with scrtain stip~~!atio:~s. I c3nmt change :Try 

. opinio'& in the absence of new data or understanding, in large part because I am not fbr d e .  I b k  . . 

forward toworking with SB in the future, but will understand and not take offmeif l  do not Please 
call off the dogs. I cannot remain civilized lnuih longer under this kind of heat. ~drtunatel~, 1 will . . . .  

.be out of the country for t.hree weeks on vacation starting on Friday. . . 
. . . . . . . .  . . .  . . . ,  . . 

. . . . . . . .  : .  . ... 
. :. . .  : r apologize for my lack of bievitY inwrittehcommunication ( F r d ~ p a r l i n ~  has mted that ~ e q u a t l ~ )  . . . .  

. , .zu~d thank'you fbr giving-me the chance to respond to your company's concern. :Feel free to-share. ' . 

. . .  this with &ane that:pu .Be. . . . . . .  . .  . . . . 

. . .  
. . Sincerely, . . , . . 

. . . .  . . .  

. . 

. . . . . . 
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, . . Associate Professor of Medicine . . .  
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Director, ~iabet&Care center 
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