
2013 Jan 20  update from original 2012 03 14 
 
Report of 91 yr old 70kg Caucasian male veteran suffering from Iron Overload, 
secondary to transfusion of over 100 units during 2010 Mar 12  -  2013 Jan 17.  Persisting doctors’ theory is 
that anemia is caused by Leukemia, which has remained indolent since its first evidence in 2000.  On the 
other hand, anemia only arose after 127 days of iron loading, beginning with 2009 Oct 26 hospitalization, 
from which incorrect 2009 October 29 diagnosis of pernicious anemia was treated by dietary iron 
supplementation. 
 
Dr. Lutes, albeit transfusion dependent, is otherwise currently free of any complaints, and enjoys the benefit 
of genes from his father who died at 103, and a lifetime of purposeful work, including dentistry, building, 
boating, and mechanics.  He is an example of virtuous living that is increasingly important to his growing 
family, his patients, and friends. 
 
Review of history, beginning 2000, indicates indolent lymphocytosis, with diagnosis CD3+T-cell Large 
Granulocytic Leukemia (LGL) achieved by Dr. Christy Sapp in 2010 March, on referral from Dr. Stephen 
Brook, 144 days following 4 day St. Elizabeth Hospitalization 2009 October 26-29.  Diagnosed on 3rd day 
was rupture of right Sartorius muscle vasculature with effusion that resulted in precipitous loss of pressure 
and syncope at noon on 2009 10 26.  Longstanding practice of one aspirin per day excacerbated resolution 
of the rupture while anxious transfusions to achieve normal hemoglobin contributed to initial iron loading.   
 
Based on records of generally annual checkups during 2000 – 2006, the LGL syndrome remained 
consistently indolent and not accompanied by anemia.  The first Complete Blood Count upon emergency 
admittance, while evidencing said loss in decreased Red Blood Cells, is entirely normal with regard to White 
Blood Cells (i.e. not Leukemic).  On day 3 of his 4-day hospitalization, the basis for said loss, said rupture,  
was diagnosed (sort of).  More attention was incorrectly attributed to “pernicious anemia”, albeit inconsistent 
with B12 level 296 (low in normal range).  Subsequent treatment with B12 was inconsequential to the 
emerging anemia. 
   
Dr. Lutes apparently lost at least 4 units of his own blood to extravasation and consequential iron loading, 
which impact, subject to macrophage life cycle, may not have been fully evident 2 weeks later in the serum 
iron value of 51 obtained on 2009 11 13 by Dr. Brook’s order.  Beyond the anxious efforts of 4 transfusions 
raising total body iron 25% over normal, achieving discharge hemoglobin 11.4, daily iron supplementation 
was ordered for the subsequent 3 months until, on 2010 Mar 03 “He is asking if he still needs to be on 
iron” is noted by Dr. Richard Grover F.A.C.C, who ordered report of elevated serum iron at 193.  Normal 
range (45 – 150).  At this point hemoglobin is 8.8 and the long evident lymphocytosis directs the 
hematologic consult.  Hemoglobin was 10.3 both on 2009 Nov 13 and Dec 2. 
 
Concern for iron toxicity was progressively noted by Dr. Sapp, however neglecting treatment for one year, 
evidently in defiant defense of Novartis patent9 on its experimental drug Exjade, which has records of 
Adverse Reactions10-13 that most recently “may lead to drug discontinuation” [New Drug Application 21-825, 
September 14, 2011 FDA Briefing Document for The Oncologic Drugs Advisory Committee; pg 4 of 37]12. 
 

 
After review of options, Dr. Lutes indicated preference for deferoxamine, (Novartis brand name Desferal).  
In 2011 March/April deferoxamine was administered by way of electric pump infusion method until he was 
advised the pump “broke”, and no replacement was offered.  Dr. Lutes reported dark urine consistent with 
expected urinary output of chelated iron and decrease of serum ferritin:  [Mar 10: 2244 ] [ Mar 24: 1957 ]. 
 
Beginning 2011 June 23 under supervision of Cincinnati VA Oncology/hematology Dr. Pancoast, Dr. Lutes 
self-injected subCu 500mg Hospira deferoxamine 2-4 times/day.  Ferritn: [Jul 8: 1651].  Subsequent reports 
consistent with non-darkened urine led to suspicion of counterfeit Hospira drug while continuing 
transfusions unaccompanied (per Novartis recommendation) by IV deferoxamine and abandonment of 
Hospira injections 2012 Jan.  Desferel was begun IV 3g 2012 Mar 23, then by i-flo beginning Apr 5, at 
which point ferritin was 3171.  Subsequent progress is noted at http://ncad.net/health/FeOver/Patient.htm. 



 Iron Chelators              
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Deferoxamine (DFO), a siderophore, was introduced by Ciba in 1963, back when many antibiotics, like 
deferoxamine, were derived from the earth-ubiquitous (soil resident) Streptomyces genus.  Whereas some 
bugs have mutated to now commonly escape death by these old, natural remedies, the iron atom Fe+++ has 
no way to escape the unparalleled effective 1:1 hexadentate (6-way) grab by one molecule of 
deferoxamine, wrapping its target like a snake (figure below).   The result is then naturally excreted 
primarily in urine but also via bile to feces.  Novartis later acquired Ciba and the brand name for 
deferoxamine mesylate, currently available from 4 other producers as such, but only from Novartis as 
brand name Desferal. 
 

A classic system of microbial-metal interaction involves low molecular weight organic ligands (siderophores) 
which are excreted and used by plants and microbes to acquire iron.  All microorganisms, except the 
Lactobacilli, have nutritional requirements for Fe(III) that are not met in aqueous aerobic environments. Under 
those conditions, Fe(III) has a low solubility (at neutral pH, typical concentrations are about 10—18 molar) so 
that its bioavailability is limited. In order to acquire sufficient iron, bacteria synthesize and secrete siderophores 
that can chelate Fe(III) and carry it into the cell via specific high-affinity uptake receptors. The siderophores are 
typically multidentate, oxygen-donor ligands that usually have hydroxamate, catecholate, or carboxylate 
moieties.  http://pearl1.lanl.gov/external/Research/neu/la_science.htm 8  
 

 
While deferasirox (Exjade) was in development, a second, simpler oral agent was being tried, beginning 
2004, and was approved by the FDA on 2011 October 14, by 10-2 vote pursuant to the September 14 
Review previously cited.  [New Drug Application 21-825, September 14, 2011 FDA Briefing Document for The 
Oncologic Drugs Advisory Committee; pg 4 of 37]12 
 

Deferiprone (DFP) is a simple 5C1N pyridine ring molecule, the building block of hemoglobin.  If opened 
and concatenated by 5, it forms the non-ringed backbone of deferoxamine.  It acts as a bidentate 1/3-
chelator, requiring 3 molecules to grab one atom of iron.  With brand name Ferriprox, it was developed by 
ApoPharma, Toronto, a research division of The Aponte Group of Companies, the largest Canadian-owned 
pharmaceutical company.  http://www.apotex.com/ca/en/about/press/20110914.asp.  Notably, the smaller 
molecule more readily passes to intracellular locations, especially heart, attending heart failure, the primary 
cause of death by iron overload. 
 
Two main populations drive use of these chelators, both characterized by hereditary genetic aberrations 
afflicting young populations, sickle cell anemia and thalassemia.  The much smaller older population, 
including Dr. Lutes, often suffer from myelodysplastic syndromes.  Full reading of the 148 page report13 of 
2005 FDA Conference presenting the case to fast-track approve Exjade allows one to clearly appreciate 
that impetus for approval was due to difficulty of administration of the gold standard deferoxamine by 
predominantly youthful patients.  This case is less cogent for a retired dentist with excellent hands. 
 

Deferoxamine is produced by streptomyces pilosus utilizing 
hydroxamate entrapment of Fe+3 iron atom wrapped within 6-pointed 
octahedron of shared electrons from its 3  =O  and 3  -OH  prongs. 

Fe+++ 



This report is to inform treatment consideration that may avert the circumstance of heart failure by iron 
overload and reverse neurodegeneration by effective administration of deferoxamine before heart failure 
becomes so critical as to justify the more risky venture with deferiprone therapy for the heart.  After 
several trials with deferoxamine, we have learned the optimum method and rate by which to 
administer this natural and effective agent to gradually reduce the iron overload, potentially curing 
his anemia.    Meanwhile, OPCs are protective.  See below. 
 
Leukemia 
 
No clinical research has indicated a sure-fire cure of LGL, nor is there evidence of said cure to effect sure-
fire regeneration of insufficient erythropoiesis.  Nor is there evidence that said cure would not be subject to 
relapse.  Evidence of untoward side-effects of generally prescribed anti-cancer drugs is well-documented. 
 
The current diagnosis, LGL is the best effort at diagnosis of Dr. Lutes’ syndrome that however does not 
comply with all characteristics of said current diagnosis.  The primary basis for the diagnosis of CD3+ T-cell 
LGL obtains from analysis of bone marrow obtained 2010 March 15.  Initial report by Dr. Craig Isenhart of 
Cincinnati Children’s Hospital was confirmed 2011 Jun 10 by Dr. Hector A. Mesa of Minneapolis Veterans’. 
 
The primary features of said reports are:  increased CD3 and CD8; but “no co-expression of CD56 or 
CD57”.  Furthermore, confirmatory diagnostic evidence of this syndrome is absent; i.e. detection of clonal 
rearrangement of the T Cell Receptor γ (TCRγ) gene.  Rather: 
 
Clonal or oligoclonal T‐cell LGL expansions have been described in patients who may be minimally symptomatic or 
with only mild degrees of cytopenia.  Such patients may represent a more benign end of the spectrum of clonal T‐cell 
LGL expansions.  The term "T-cell clonopathy of unknown origin undetermined significance" has been applied to 
this group. {http://www.uptodate.com/online/content/topic.do?topicKey=leukemia/7549&view=print , pg 2 of 28} 
 
Review of Complete Blood Count data of all lymphocytes, including the presumed atypical 
population, indicate, overall, a decline in count and percentage over time since diagnosis: 
  
Date   Lym/μL  %  Gran      %  GLi 
2010 Mar 11   9,900       78.7  1,800  14.5    18 
2012 Feb 16   6,000       46.2  6,100  47.1  113 
2013 Jan  17  3,080       39.3  4,200  53.4  136 
 
Typically, the LGL syndrome is deemed particularly pathologic to the extent to which neutropenia occurs.  
Neutrophilic granulocytes are the predominant type in conjunction with basophils and eosinophils, together 
comprising the group granulocytes, which predominate over lymphocytes in the healthy normal state.  
Thus, a useful tracking index is the ratio of Granulocytes to Lymphocytes (assuming increased lymphocytes 
is largely driven by said atypical lymphocytes characterizing the LGL syndrome).  The GLi (Granulocyte to 
Lymphocyte ratio index) then is the ratio of Granulocytes to Lymphocytes, generally approximating 
greater than 1, multiplied by 100 to eliminate the floating decimal.  Thus, the healthy norm is GLi greater 
than 100, with medical concern to values below 100.  This index also has improved over time. 
 

In the more pathologic state of LGL, impaired production of (healthy) granulocytes represent an impaired 
defense of healthy tissue from pathogenic demise, such as by virus, bacteria, genetic aberration, or other 
biologic or chemical interference with normal tissue cell physiology.  Such impairment would become 
clinically evident in the form of disease.  Other than three occasions of boils on his back (typically, 
staphylococcus aureus skin infestations) which were well attended by granulocytic defense, and cleared 
without anti-biotics, Dr. Lutes has evidenced no impairment nor disease. 
 

Since the only and increasingly life-threatening complaint is iron overload, which onset was 
curiously coterminous with his only persisting anomaly, insufficient erythropoiesis, would it be prudent 
to resolve the primary imbalance of iron regulation implicated in the overall disease course?  After iron 
overload is resolved, Dr. Lutes has a cleaner slate on which to consider persisting problems.  
 



Moreover, it is well established that lymphoproliferation requires iron.  Several studies4,5 have 
demonstrated the antagonistic effect on lymphoproliferation by depriving suspicious colonies of over-
abundant iron.  Other studies indicate relief from iron overload may positively awaken erythropoiesis.3,4 
 
Dr. Lutes has enjoyed some benefit from deferoxamine administration, but would now benefit by 
more optimal delivery of this natural remedy, making use of elegant infusion technology (I-
FLOW® brochure) that requires no electricity, no motor, and no mechanical complexity; only the 
silent return to equilibrium of a distended elastomeric volume, relieved at a controlled rate, 
delivered directly to the target blood volume by way of absorption by venous capillaries and 
lymphatics into the systemic circulatory blood pool, readily controlled by simple tube clamp. 
 
OPCs 
 
Beginning 2010 September, Dr. Lutes added to twice-daily nutritional supplements the grape-seed 
extract Oligomeric ProanthoCyanidins OPCs developed by Jacques Masquelier (1922 – 2009),  
http://www.inc-opc.com/content/view/44/62/  {U.S. Patent 4,698,360 1987oct6} who dedicated his 
life to informing the alert, and providing this rarified essence in the form of reliable tablets.   
 
Otherwise enjoyed in the form of chocolate (highest concentration in foods catalogued by USDA), 
or by way of a Granny Smith apple (an apple a day….), OPCs selectively and effectively facilitate 
execution (apoptosis) of proliferating leukemic cells, well-reported and elaborated at the University 
of Kentucky1.  Remarkably, this same remedy increasingly is demonstrated to protect myocardial 
vasculature, to explain the French paradox – that drinking red wine leads to decreased morbidity.  
OPCs may well explain how it is Dr. Lutes, with already compromised heart, is alive today, having 
endured over three years of iron overload. 
 
Thank you for considering consultation with Dr. Lutes. 
 
Respectfully, 
 
john r schmidt, Master of Science 
president, NCAD Corporation          http://NCAD.net 
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