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From:
Sent: Friday, August 26, 201112:05 PM

Hello my name is & I am definitely for the use of LI in north america. I have had the privilege of using
this drug several times in my life. During each time, I found it helpful, convenient & an asselto use in my lifestyle. I
have not experienced any adverse side effects or reactions. Unlike deferral-which has left me with pennanent scars
(thai I've had plastic surgery on to try to correct), LI has yet to leave my anns or legs in any altered condition. J am
someone who travels often which made deferral cumbersome to use. In addition when I was using desferal via port I
ended up with lone sepsis, & a pulmonary embolism. Both of these issues are potentially life threatening. Currently I
use exjade, though also convenient the price is astronomical. I am lucky to have medical coverage from my husbands
work however, ifhe were to lose his job I should not be able to afford exjade. I hope the use ofLI is reconsidered. It
makes no sense that a drug can be used world wide but is not accessible here, makes one speculate the politics behind
the pharmaceutical industry. Kind regards,

8/26/2011



 

 

August 22, 2011 
 
Caleb Briggs, Pharm.D. 
Division of Advisory Committee and Consultant Management 
Center for Drug Evaluation and Research 
Food and Drug Administration 
10903 New Hampshire Avenue 
WO31-2428 
Silver Spring, MD 20993-0002 
 
Dear Dr. Briggs, 
 
The following are the comments I plan to make at the September 14, 
2011 FDA meeting on deferiprone. 
 
My name is Dr Thomas Coates.  I have been the Section Head for 
Hematology and Director of the Hemoglobinopathy Program at the 
Children's Center for Cancer and Blood Diseases at the Children's 
Hospital Los Angeles since 1991.  We have over 120 children and adults 
with on chronic transfusion for thalassemia, sickle cell disease and other 
red cell disorders.  All are on iron chelation therapy. We established 
measurement of cardiac and liver iron by MRI in 2002 and currently 
monitor about 200 sickle cell and thalassemia and patients per year from 
our own program and other programs throughout the United States.   
  
By way of disclosure, I am currently on the Novartis speakers bureau and 
have consulted for them. I have had funding in the past from 
ApoPharma.   
 
I am speaking here today on behalf of my patients with severe iron 
overload and am not representing any organization or entity. 
   
We have eight patients in Los Angeles on deferiprone through the 
ApoPharma compassionate use program. Three of these patients have 
life-threatening iron cardiomyopathy.  Because of the difficulty in 
obtaining the medication, we have restricted its use only to patients that 
have evidence of cardiac dysfunction secondary to iron overload. 
   
There are three concerns that I wish to discuss today: 
 
1. In my opinion, it is critical that deferiprone be approved for use in 
the United States for the following reasons:  1) it is clear from the 
literature and the substantial experience with the use of this drug in the 
other parts of the world over many years that deferiprone is the drug of 
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choice for patients with iron related cardiac disease. Deferiprone protects cardiac function in the face of 
severe cardiac iron loading to a much greater extent than desferrioxamine or deferasirox. It is also clear 
that the safety profile of this drug is acceptable when drug is properly monitored and prescribed by 
physicians who are familiar with its toxicities.   2) It is critical that the patients in the United States have 
more options for iron chelation. The biggest obstacle to proper chelation is poor adherence to 
treatment. Exjade and desferrioxamine are not well tolerated.  We must have additional treatment 
options so that we can properly tailor chelation regimens to the patient's lifestyle, maximize effect and 
minimize toxicity. 
 
2 I would like to relate three very brief case histories:  The first patient is a chronically transfused 
27-year-old woman with sickle cell anemia. She developed severe iron cardiomyopathy with a cardiac 
T2* less than 7.8 ms indicating severe cardiac iron loading. Her ejection fraction by MRI was only 45%, 
consistent with significant cardiac left ventricular dysfunction.  She had signs of overt clinical heart 
failure, in spite of combination treatment with ExJade and desferrioxamine. She could not lie flat on the 
exam table for more than a minute, had bilateral pedal edema, rales, and hepatosplenomegaly. Within 
four weeks of starting deferiprone, she was completely asymptomatic and was taken off of all cardiac 
medications. Within 7 months, her cardiac T2* had improved significantly to 11.8 ms and her ejection 
fraction had normalized to 56%.  She remains in good health with no cardiac symptoms.  The second 
patient is a transfused 32-year-old sickle cell patient with severe cardiac iron overload. Her cardiac 
T2*was less than 4.8 ms and she had iron-induced arrhythmias. She was not compliant with Exjade or 
desferrioxamine. She has been intermittently compliant with deferiprone for about a year. Since she 
has been on deferiprone, her cardiac arrhythmias have stopped and her ejection fraction remains 
normal at 72%.  The third patient has beta thalassemia and had anaphylaxis to desferrioxamine.  He 
has severe cardiac iron loading as evidenced by a cardiac T2* between 2.8 and 7.8 ms on 8 
measurements since 2003.  He has been intermittently compliant with chelation with deferiprone since 
2004.  Kirk’s data, published in Circulation in 2009, predicts heart failure in 47% of patients within 1 
year of a T2* < 10 ms.  This patient’s cardiac function has remained normal in spite of persistent severe 
cardiac iron loading.  
 
In my opinion, these three patients, two of whom have sickle cell disease, are alive today solely 
because they are on deferiprone.  The drug has been well tolerated in all eight of our patients and we 
have seen no neutropenia, although, the number of patients we have followed is small. The limited 
experience I have recounted here is entirely consistent with the more extensive European experience.  
 
3 Lastly I would like to comment on toxicity. Agranulocytosis is a serious complication that occurs 
in 1-2% of patients on deferiprone.  In my opinion, the danger from neutropenia and agranulocytosis 
with this medication has been exaggerated.  Hematologists use many drugs that predictably cause 
profound and prolonged neutropenia, yet we use them safely.  There is no reason whatsoever that 
there should be any deaths from agranulocytosis long as the patients seek medical attention the 
moment they develop any kind of fever or mouth ulcers. Hematologists have far more experience 
managing neutropenia than they do severe iron overload and protocols for management of fever and 
neutropenia are standard practice. 
 



 

 

Frequent monitoring of blood counts is essential. However, the treating physician should be the one 
who decides whether or not the drug should be continued in the face of noncompliance with safety 
monitoring.   I again point out that poor adherence to chelation is the major cause of life threatening 
cardiac iron overload and death in thalassemia. The patients with life-threatening iron cardiomyopathy 
are in fact the most non-adherent patients. Having to obtain blood counts on a weekly basis is a 
significant impediment to taking this drug.  At a minimum, blood counts are being obtained every two to 
four weeks at the time of their transfusions. 
 
Withholding deferiprone because of lapse in CBC monitoring is more likely to be fatal for this subset of 
patients than sepsis from agranulocytosis.  
 
In summary, there is extensive evidence showing the efficacy and safety of Deferiprone in humans 
based on years of use and many published results from outside the United States.  Because of its 
proven efficacy, its ability to protect the heart from iron related dysfunction, and an acceptable toxicity 
profile that differs from existing chelators, we feel it is a critical medication for the management of iron 
overload.   
 
Sincerely,  
 

 
 
Thomas D. Coates, MD 
Section Head for Hematology 
Director, Sickle/Hemoglobinopathy Program 
Childrens Center for Cancer and Blood Diseases 
Childrens Hospital Los Angeles 
 
Professor of Pediatrics & Pathology 
Keck School of Medicine 
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