D&\/Zm The Effect of Oral Ferric Citrate on Intravenous Iron Dose and Serum Iron Markers
Clinical Research. T Christopher Bond, PhD;" Tracy J Mayne, PhD;' Jamie P Dwyer, MD;2 Mohammed Sika, PhD;2 Robert M Niecestro, PhD?

1. DaVita Clinical Research, Minneapolis, MN, USA; 2. Vanderbilt University, Nashville, TN, USA; 3. Keryx Biopharmaceuticals, New York, NY, USA

Introduction Results Findings/Conclusions

* Treatment with iron and erythropoietin are necessary to promote red Table 1. Demographics, Total Population (N=55) and Subset (n=5) Table 3. Change From Baseline in Iron Measures (n=95) » In this short-term study, subjects who did not receive IV iron
blood cell growth and development in patients with end-stage renal experienced an increase in mean serum iron, suggesting that they
disease (ESRD) who are typically anemic. In healthy patients, N = 55 Subject Ferritin TIBC Iron TSAT had some absorption of iron from treatment with oral ferric citrate.
approximately 30 mg of transferrin-bound iron is recycled each day ng/mL ng/mL ng/mL % Their mean increase in serum iron combined with the slight
irom senescent red blood cells through the reticuloendothelial Age (years) Mean (SD) 53.46 (11.48) decrease in TIBC resulted in an increase in TSAT. In these
system.” Another 1 mg of dietary iron is absorbed each day through Gender Male (n) 32 991 Visit 0 341 208 4 36 subjects, however, TSAT values remained within normal range.
spemallzed enterocytes. _I-_Iowever, patients with chromp Kidney Race (n) visit 4 020 293 o 29 » Some subjects were able to discontinue |V iron while maintaining
disease have reduced ability to use these pathways ofllronz Black/Atrican American 36 A 185 £ i i adequate iron measures with oral ferric citrate. At the end of the
metabolism, possibly due to hepcidin hormonal disruption. White/Caucasian 14 . study, there were no meaningful changes in iron parameters for

* Ferric citrate is a phosphate binder currently in Phase 3 clinical All other 5 T V!S!t y 950 241 12 40 the 5 subjects who discontinued |V iron at the begining of the
development to treat hyperphoshatemia in patients with ESRD. In \A/ISIt ) iazs 212 Z i(; ?;51 study. Ferric citrate was their only source of iron for 4 weeks.
addiftion to managing patients Serum phosphor.us, earlier clinical n=5. . * [n this short study with a small population, subjects receiving IV
stud|e§ havg shovyn that some iron in the drug S absorbed Subject Gender Age Eth“'c'_ty | | 985 Visit O 046 187 46 25 iIron and subjects who did not receive |V iron performed similarly,
gas.tromtestlnally, increasing saturated transferrin (TSAT) and serum 051 Female 69 Not Lat!no or H!span!c Visit 4 1005 197 Wy Yy suggesting that IV iron may not be be needed in all subjects
territin levels. o | | 35732 Ma:e g; EOI ta’?no o ﬂ!Span!C A +59 +10 5 4 receiving ferric citrate for hyperphosphatemia.

. Stud_y 201 was a ferric citrate open-label trial (N = 59) allowing dose -~ Do oA » Results from a long-term, Phase 3 clinical study of ferric citrate
titrations from 3 to 12 g/day, dependent upon serum phosphorus 2 -emale > ot Latino or Hispanic 997 Visit 0 132 200 27 14 will be available in late 2012. Study results will provide greater
level ® In this 4-week study, some subjects received treatment with [V 1001 Male 48 Not Latino or Hispanic Visit 4 190 39 40 17 U e > P v

. . . . . . IS insight into the need for IV iron therapy when the phosphate
ron while other subjects received none. Of particular interest are 5 A -12 +32 13 +3 binder ferric citrate is administered to hemodialysis patients to
subjects who did not receive |V iron during the study who had treat hyperphosphatemia.
received It Immediately prior to study participation. Iron storage 1001 Visit O 960 195 54 28
measures of these subjects may provide insight into how ferric Visit 4 919 173 64 37
citrate might influence patients need for IV iron therapy. Table 2. Mean Iron Measures A 41 99 +10 +O
o

Ferritin TIBC  lIron  TSAT — - -

- The objective of the present analysis was to compare iron ng/mL  ng/mL  ng/mL 70 o Ao Row Nutr 2004 auut05 ot oo e TS o oate, viamin 512, and
storage measures between subjects receiving |V iron prior to IV Iron at Baseline (h=30) 2. Babit J, Lin H. Molecular mechanisms of hepcidin regulation: implications for the anemia of
participating in ferric citrate Study 201 and those who did not. . chronic kidney disease. Am J Kidney Dis. 2010. 55(4): 726-r41.

Our analysis emphasizes measures from the 5 subjects who had 'Vlron During the _SF”dy 3. Sika M, Koury M, Smith M, Greene T, Sinsakul M, Korbet S, Lewis J. Evaluation of ferric
received IV iron immediately prior to starting the study but did not (N=29) et g;gg gggg %g gg; Table 4. Mean Change From Baseline in Iron Measures for All Subjects T T 00 oo fents requiring high doses of phosphate
receive |V iron during the study. A'S' +79 8 61 49,3 57 Not Receiving IV Iron During the Study (n=30) | | -

No IV Iron During the Study : o o i

Methods B v Oy Visito Visit4  Pvalue

* A 28-day, Phase 2, multicenter open-label study was conducted to assess drug Visit 4 674.4 212.4 58.4 27.8 We extend our sincere appreciation to the teammates in more than 1,800 DaVita clinics who
safety and tolerability in study subjects receiving hemodialysis. Subjects A +34.6 +9.6 2.8 -1.6 Iron, ng/mL 69.8 74.1 0.35 work every day to take care of patients and also to ensure the extensive data collection on
received starting doses of 4.5 or 6.0 g/day ferric citrate, titrated until serum which our work is based. We thank DaVita Clinical Research® (DCR®), and specifically
phosphate was in-range (3.5 to 5.5 mg/dL). IV iron therapy was allowed in No Iron at Baseline (n=25) Ferritin, ng/mL 613.6 627.2 0.63 acknowledge Donna Jensen, PhD, of DCR for contributions in preparing this poster. DCR is
patients whose ferritin was < 500 ng/mL and TSAT was < 30% at the discretion | committed to advancing the knowledge and practice of kidney care.
of the investigator. No IV Iron During the Study TIBC, ng/mL 229 .2 214.0 < 0.01 This study was funded by Keryx Biopharmaceuticals, Inc.

» Subjects discontinued phosphate binder therapy without a washout, and began (n=25) x:z:ig 2(1)32 2?22 ;;g ggg i “Correspondence: T.Christopher.Bond@davita.com
ferric citrate treatmenft at Visit 0 (baseline) continuing through Visit 4 fpr a total N +14.6 y 9'5 +6. 5 +5'7 %o TSAT 30.7 35.0 0.04 Poster available at www.davitaclinicalresearch.com/directory.asp
of 28 days. Blood for iron measures and other lab tests was drawn prior to ' ' ' ' American Society of Nephrology Kidney Week, 30 October - 4 November 2012; San Diego, CA
d iaIySiS _ Abbreviations: TIBC, total iron binding capacity; TSAT, saturated transferrin.
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