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Background: Genz-644470 is a new, nonabsorbed phosphate binding polymer. In an in vitro 

competitive phosphate binding assay, Genz-644470 bound significantly more phosphate per gram 

than sevelamer. As a consequence, this clinical study evaluated the ability of Genz-644470 to 

lower serum phosphorus in patients on hemodialysis and compared serum phosphorus lowering 

of Genz-644470 with sevelamer carbonate and placebo. Because three different fixed doses of 

Genz-644470 and sevelamer carbonate were used, phosphate-lowering dose-responses of each 

agent were also analyzed.

Methods: A randomized, double-blind, dose-ranging study was conducted. After a 2-week phos-

phate binder washout, 349 hyperphosphatemic (serum phosphorus .5.5 mg/dL) hemodialysis 

patients were randomized to one of seven fixed-dose groups: placebo, Genz-644470 2.4 g/day, 

Genz-644470 4.8 g/day, Genz-644470 7.2 g/day, sevelamer carbonate 2.4 g/day, sevelamer 

carbonate 4.8 g/day, or sevelamer carbonate 7.2 g/day. Indicated total daily doses were admin-

istered in fixed divided doses three times a day with meals for 3 weeks. The change in serum 

phosphorus during the treatment period and its dose-response patterns were assessed.

Results: Dose-dependent reductions in serum phosphorus were observed with both Genz-644470 

and sevelamer carbonate. Serum phosphorus-lowering responses to fixed doses of sevelamer 

carbonate and Genz-644470 were enhanced in a roughly linear fashion with increasing doses 

over a threefold range after 3 weeks of treatment. Genz-644470 did not show any advantage 

in phosphorus lowering per gram of binder compared with sevelamer carbonate. Overall toler-

ability was similar between active treatment groups. The tolerability of sevelamer carbonate 

was consistent with prior studies and with the established safety profile of sevelamer.

Conclusion: Both Genz-644470 and sevelamer carbonate effectively lowered serum phosphate 

levels in a dose-dependent fashion in patients with chronic kidney disease on hemodialysis. 

However, Genz-644470 did not provide any advantage over sevelamer carbonate in phosphate 

lowering in vivo, as had been demonstrated in vitro.

Keywords: sevelamer carbonate, clinical trial, serum phosphorus, hemodialysis

Introduction
Sevelamer carbonate is a nonabsorbed, metal-free phosphate-binding polymer that 

effectively controls serum phosphorus levels in adherent patients with chronic kidney 

disease (CKD).1–3 Sevelamer is indicated in the United States and European Union for 

the control of hyperphosphatemia in dialysis patients; in Europe, it is also indicated 

for predialysis patients with serum phosphorus levels higher than 1.78 mmol/L 

(5.5 mg/dL). Nonadherence to phosphate binders, including sevelamer carbonate, 
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is very common because of multiple factors, including dose 

frequency, resulting in a continued need for better phosphate 

control in the dialysis population.4,5

Sevelamer’s in vitro phosphate binding capacity in non-

competitive tests markedly exceeds its in vivo phosphate 

binding capacity in animals,6 healthy volunteers in the first-

in-humans sevelamer study,7 or patients with end-stage renal 

disease (ESRD).8 One hypothesis to explain this discordance 

is that noncompetitive in vitro assays have no organic anions 

present, whereas in the human gastrointestinal tract, organic 

anions (eg, bile acids and fatty acids) may diminish phos-

phate binding by competing for phosphate-binding sites. 

The search for more potent phosphate binding polymers 

to improve therapy of hyperphosphatemic dialysis patients 

thus requires better simulation of physiologic conditions. We 

developed an in vitro competitive phosphate binding assay 

in which binding of phosphate by sevelamer carbonate was 

greatly reduced to levels more in line with those observed 

clinically.7 Results from this assay were used to identify 

a new binder, Genz-644470, with potential for improved 

potency and reduced pill burden, which is evaluated in ESRD 

patients in the present study.

Genz-644470 is a structurally optimized new physical 

form of sevelamer carbonate that was designed to bind 

phosphate more selectively. The physical form comprises 

large aggregates of smaller particles that help deter the 

entry of large competing ions into the interior of the 

particles while allowing access by phosphate. Sevelamer 

carbonate and Genz-644470 showed an equivalent ability to 

bind phosphate in the noncompetitive binding assay without 

bile acids or fatty acids present. In the competitive phos-

phate binding assay, however, Genz-644470 bound 1.5 to 3 

times as much phosphate in the anticipated, physiologically 

relevant binding time of 60–120 minutes compared with 

sevelamer carbonate (Figure 1; Sanofi, data on file, 2007). 

On the basis of these results, we hypothesized that the 

optimized binding characteristics of Genz-644470 would 

lead to an increase in potency compared with sevelamer 

carbonate with regard to lowering serum phosphorus levels 

in dialysis patients.

This clinical study evaluated the efficacy of three clini-

cally relevant fixed doses of Genz-644470 and the same 

fixed doses of sevelamer carbonate compared with placebo 

in CKD patients on hemodialysis. The primary objective was 

to compare Genz-644470 with placebo with regard to effi-

cacy in serum phosphorus reduction, safety, and tolerability. 

 Secondary objectives compared Genz-644470 with sevelamer 

carbonate regarding efficacy in reducing serum phosphorus, 

serum lipids (total cholesterol and low-density lipoprotein 

[LDL]-cholesterol), and serum calcium-phosphorus product, 

as well as safety and tolerability. The dose-response relation-

ships of each agent were also examined.
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Figure 1 competitive phosphate binding of sevelamer carbonate and genz-644470 in vitro.
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Methods
Patient selection
Hemodialysis patients aged 18 years or older at 62  centers 

in the United States were enrolled in this study from 

 February 11, 2009, to August 20, 2009. Patients were eli-

gible for inclusion if they had been on hemodialysis three 

times per week for at least 3 months, were currently taking 

a phosphate binder, and had an intact parathyroid hormone 

(iPTH) 800 pg/mL or lower at screening and a serum phos-

phorus level higher than 5.5 mg/dL after a 2-week phosphate 

binder washout. Patients were excluded from the study 

if they had active dysphagia or swallowing disorder or a 

predisposition to, or current, bowel obstruction, ileus, or 

severe gastrointestinal motility disorders including severe 

constipation or any other clinically significant unstable 

medical condition.

The protocol and informed consent were reviewed and 

approved by the appropriate institutional review boards/

independent ethics committees. Schulman Associates IRB 

Inc. (Fort Lauderdale, FL, USA), provided ethics review and 

approval for the majority of sites. The Albert Einstein Health-

care Network institutional review board, Doylestown Hospital 

institutional review board,  Indiana University-Purdue Univer-

sity Indianapolis/ Clarian institutional review board, Lancaster 

General  Hospital institutional review board, Medical College 

of Wisconsin Human Research Review Committee, Medical 

University of South Carolina Office of Research Integrity, 

University of Cincinnati institutional review board, and 

 Washington University in St Louis Human Research Protection 

Office approved their investigators’ participation. All patients 

provided written, informed consent before the initiation of any 

study-related activities. This research was carried out in accor-

dance with good clinical practice guidelines, the Declaration 

of Helsinki, and applicable regulations. The study was regis-

tered with http://www.clinicaltrials.gov (NCT00853242).

study objectives
The primary objectives were to test the hypothesis of supe-

riority of Genz-644470 to placebo (both dosed three times 

daily with meals) in reducing serum phosphorus in hyper-

phosphatemic dialysis recipients and to compare the safety 

and tolerability of Genz-644470 with placebo. Secondary 

objectives were to compare Genz-644470 with placebo 

regarding the reduction of serum calcium-phosphorus prod-

uct and serum lipids (total and LDL-cholesterol); to com-

pare the relative potencies of Genz-644470 and sevelamer 

carbonate for reduction of serum phosphorus, serum lipids, 

and serum calcium-phosphorus product; and to compare the 

safety and tolerability of Genz-644470 with that of sevelamer 

carbonate.

The dose responses of both Genz-644470 and sevelamer 

carbonate were also examined to compare effects of the 

three fixed doses of each agent on serum phosphorus and 

LDL-cholesterol.

study design
This was a multicenter, randomized, double-blind, dose-

ranging study. After a 2-week phosphate binder washout, 

patients were randomized (stratified by serum phosphorus 

levels $7.0 mg/dL and ,7.0 mg/dL) to one of seven fixed-

dose treatment groups: placebo tablets (three times a day 

with meals), Genz-644470 tablets 2.4 g/day (0.8 g three 

times a day with meals), Genz-644470 tablets 4.8 g/day 

(1.6 g three times a day with meals), Genz-644470 tablets 

7.2 g/day (2.4 g three times a day with meals), Sevelamer 

carbonate tablets 2.4 g/day (0.8 g three times a day with 

meals), Sevelamer carbonate tablets 4.8 g/day (1.6 g three 

times a day with meals), and Sevelamer carbonate tablets 

7.2 g/day (2.4 g three times a day with meals).

Patients continued into the treatment period and main-

tained this fixed dose for 3 weeks. During the treatment 

period, patients continued with their three times per week 

dialysis schedule. Samples for laboratory measurements 

were collected before dialysis. For patients on a Monday-

Wednesday-Friday hemodialysis schedule, blood sampling 

took place on either a Wednesday or a Friday. For patients on 

a Tuesday-Thursday-Saturday schedule, blood sampling took 

place on either a Thursday or Saturday. Precedent exists for 

brief study designs (or per agent crossover treatment periods) 

of a few weeks in phosphate binder studies2,9 especially in 

Phase II10 or dose-ranging designs. In addition, the majority 

of the phosphate-binding effect by a given dose of sevelamer 

hydrochloride,11 sevelamer carbonate,2,12 and other agents13 

has been observed to occur within 1 week, with a smaller, 

incremental effect observed at 2 weeks. A steady-state effect 

has been observed at 3 weeks, using lanthanum.14

Efficacy and tolerability analyses
The primary efficacy analysis was a comparison of the change 

in serum phosphorus from baseline to end of treatment or 

early termination (day 22/ET) between the Genz-644470 

treatment groups and placebo, using Wilcoxon rank sum tests. 

Type 1 error rate was contained at 5% by using a sequential 

closed testing procedure.

Other efficacy analyses included a comparison of the 

change from baseline to day 22/ET between the Genz-644470 
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treatment groups and placebo with regard to LDL-cholesterol, 

total cholesterol, and serum calcium (albumin-adjusted)-

phosphorus product. In addition, a comparison of the change 

from baseline, to day 22/ET between Genz-644470 and 

sevelamer carbonate at each dose was conducted with regard 

to serum phosphorus, LDL-cholesterol, total cholesterol, 

and serum calcium (albumin-adjusted)-phosphorus product. 

All of these efficacy parameters were compared using Wil-

coxon rank sum tests. The sevelamer carbonate groups were 

used as an active control in this study, and the mean difference 

and 95% confidence interval between sevelamer carbonate 

and placebo were reported for each dose level. Dose-response 

relationships within each agent were observed graphically 

and descriptively.

Percentage adherence to study drug and median treatment 

duration were summarized by treatment group. Percentage 

adherence was calculated as the number of tablets taken 

divided by the total number of tablets prescribed, multiplied 

by 100. Tolerability was evaluated on the basis of adverse 

events (reported or observed) and changes in laboratory 

values. Corrected (albumin-adjusted) serum calcium and 

iPTH were measured as part of routine serum chemistry 

analysis.

The full analysis set (FAS) population included all 

patients with a baseline phosphorus measure and at least one 

postbaseline phosphorus measure 3 or fewer days after the 

date of the last study drug. Efficacy analyses were conducted 

using the FAS. Tolerability was assessed in all patients who 

received at least one dose of the randomized study drug 

(safety set).

The sample size was planned with respect to the primary 

efficacy parameter of the study, change from baseline to day 

22/ET in serum phosphorus. A total of 266 evaluable patients 

(38 patients per dose group) were required to achieve 80% 

power based on a two-group Student’s t-test with a two-sided 

5% type 1 error rate to detect a 1.00 mg/dL difference in 

change from baseline between placebo and Genz-644470, 

assuming a standard deviation of 1.52 mg/dL. Approximately 

315 patients (45 per dose group) were to be randomized to 

allow for withdrawals.

Results
Patients
Three hundred forty-nine hemodialysis patients were 

randomized in the study, and 93% completed this study 

(Figure 2). Overall, the demographics and baseline char-

acteristics of the patients were similar between treatment 

groups (Table 1).

Medication adherence  
and treatment duration
Treatment adherence was generally well balanced between 

treatment groups. During the randomized treatment period, 

mean percentage adherence in the safety set and the FAS 

Total patients randomized
(n=349)

Placebo
(n=50)

Treated
n=50

(100.0%)

Treated
n=49

(98.0%)

Treated
n=48

(98.0%)
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n=47

(94.0%)
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n=47

(94.0%)
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n=46

(93.9%)
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Figure 2 cONsORT diagram of patient disposition, all randomized patients.

Powered by TCPDF (www.tcpdf.org)

www.dovepress.com
www.dovepress.com
www.dovepress.com


International Journal of Nephrology and Renovascular Disease 2014:7 submit your manuscript | www.dovepress.com

Dovepress 

Dovepress

145

genz-644470 versus sevelamer carbonate in hemodialysis patients 

Table 1 Patient demographics and renal history, safety set

Placebo  
(N=50)

Genz-644470 Sevelamer carbonate Total 
(N=346)2.4 g/day  

(N=49)
4.8 g/day  
(N=48)

7.2 g/day  
(N=50)

2.4 g/day  
(N=50)

4.8 g/day  
(N=51)

7.2 g/day  
(N=48)

sex, n (%)
 Male 30 (60.0) 25 (51.0) 25 (52.1) 31 (62.0) 28 (56.0) 30 (58.8) 33 (68.8) 202 (58.4)
 Female 20 (40.0) 24 (49.0) 23 (47.9) 19 (38.0) 22 (44.0) 21 (41.2) 15 (31.3) 144 (41.6)
Race, n (%)
 asian 0 2 (4.1) 1 (2.1) 1 (2.0) 2 (4.0) 0 2 (4.2) 8 (2.3)
 Black or african american 21 (42.0) 20 (40.8) 25 (52.1) 25 (50.0) 23 (46.0) 25 (49.0) 22 (45.8) 161 (46.5)
 White 29 (58.0) 27 (55.1) 22 (45.8) 22 (44.0) 25 (50.0) 25 (49.0) 23 (47.9) 173 (50.0)
 Other 0 0 0 2 (4.0) 0 1 (2.0) 1 (2.1) 4 (1.2)

age, years (mean ± sD) 59.1±13.6 58.3±12.0 54.7±11.3 56.7±13.3 54.6±13.4 56.6±11.9 53.6±13.1 56.2±12.7
Visit three, serum phosphorus group, n (%)

 ,7.0 mg/dl 22 (44.0) 22 (44.9) 21 (43.8) 31 (42.0) 22 (44.0) 20 (39.2) 17 (35.4) 145 (41.9)

 $7.0 mg/dl 28 (56.0) 27 (55.1) 27 (56.3) 29 (58.0) 28 (56.0) 31 (60.8) 31 (64.6) 201 (58.1)

Primary cause of chronic kidney disease, n (%)
 hypertension 19 (38.0) 17 (34.7) 15 (31.3) 22 (44.0) 17 (34.0) 13 (25.5) 14 (29.2) 117 (33.8)
 Diabetes 21 (42.0) 20 (40.8) 19 (39.6) 17 (34.0) 20 (40.0) 24 (47.1) 24 (50.0) 145 (41.9)
 Other 10 (20.0) 12 (24.5) 14 (29.1) 11 (22.0) 13 (26.0) 14 (27.4) 10 (20.8) 84 (24.3)

Dialysis duration, years (mean ± sD) 3.3±3.3 3.3±3.7 3.9±3.3 4.6±4.1 4.2±4.2 4.0±3.6 3.7±3.5 3.9±3.7
Diabetes history, n (%) 30 (60.0) 31 (63.3) 26 (54.2) 25 (50.0) 31 (62.0) 36 (70.6) 30 (62.5) 209 (60.4)

Abbreviation: sD, standard deviation.

was 90%. The median duration of treatment was 22.0 days 

for all groups.

Efficacy
Dose-dependent reductions in mean serum phosphorus from 

baseline to day 22/ET were seen with both Genz-644470 

(−0.58, −1.22, and −1.78 mg/dL for 2.4, 4.8, and 7.2 g/day, 

respectively) and sevelamer carbonate (−0.89, −1.29, 

and −2.03 mg/dL for 2.4, 4.8, and 7.2 g/day, respectively); 

no change in serum phosphorus was seen in the placebo 

group (Figure 3). The change from baseline to day 22/ET 

in each Genz-644470 and sevelamer carbonate fixed-dose 

group was significant (all P-values ,0.05). Placebo-adjusted 

mean differences (95% confidence interval) for change from 

baseline to day 22/ET in serum phosphorus in the 2.4, 4.8, 

and 7.2 g/day Genz-644470 groups, respectively, were −0.57 

(−1.13 to 0.00), −1.21 (−1.80 to −0.61), and −1.76 (−2.42 

to −1.10), and in the 2.4, 4.8, and 7.2 g/day sevelamer carbon-

ate groups, they were −0.87 (−1.49 to −0.25), −1.27 (−1.92 

to −0.63), and −2.01 (−2.56 to −1.46), respectively. The mean 

decrease in serum phosphorus from baseline to day 22/ET 

was significantly greater for all three of the Genz-644470 

dose groups compared with the placebo group (Wilcoxon 

rank sum tests, all P-values ,0.05). The dose-response 

relationships of sevelamer carbonate and Genz-644470 for 

serum phosphate lowering at day 22 appeared roughly linear 

over the dose-range evaluated (Figure 3).

Serum phosphorus increased similarly for all treatment 

groups during the washout period (range of baseline values 

postwashout, 7.28–7.71 mg/dL; of note, the 7.2 g/day groups 

for both agents had slightly higher baseline phosphorus than 

the other dose groups or placebo group). Serum phosphorus 

reduction was greatest during the first week of active treat-

ment and reached a plateau value by the second or third week 

of measurements. The dose-response curves over time for 

sevelamer carbonate and Genz-644470 were almost sym-

metrical, with comparable reductions in serum phosphorus 

at each point for each fixed dose. Change from baseline 

in serum phosphorus is presented by treatment group in 

Figure 4. Serum phosphate was rapidly lowered between 

baseline and day 8; maximal phosphate lowering occurred 

by day 15 for the highest dose of each agent and by day 22 

for all dose groups.

Each dose of Genz-644470 and the 4.8 and 7.2 g/day 

doses of sevelamer carbonate significantly reduced LDL-

cholesterol from baseline to day 22/ET (all Genz-644470 

P-values ,0.05; 95% confidence interval for 4.8 and 

7.2 g/day doses of sevelamer carbonate did not cross zero). 

Placebo-adjusted mean differences (95% confidence interval) 

in change from baseline to day 22/ET in LDL-cholesterol 

were −14.1 mg/dL (−21.8 to −6.4), −11.9 mg/dL (−19.5 

to −4.3), and −20.6 mg/dL (−29.3 to −11.9) in the 2.4, 4.8, and 

7.2 g/day Genz-644470 groups, respectively, and −6.2 mg/dL 

(−12.6 to 0.2), −16.4 mg/dL (−23.2 to −9.6), and −21.3 mg/dL 
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Figure 3 Mean (± standard deviation) change in serum phosphorus from baseline to end of treatment (day 22). 
Note: Data for the placebo group are presented for comparison purposes.
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Figure 4 changes from baseline in serum phosphorus at each visit following treatment with genz-644470 (A) and sevelamer (B).
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(−30.1 to −12.4) in the 2.4, 4.8, and 7.2 g/day sevelamer 

carbonate groups, respectively (Table 2).

The mean decrease in LDL-cholesterol from baseline 

to day 22/ET was significantly greater for all three of the 

Genz-644470 dose groups compared with the placebo group 

(all P-values ,0.05). Genz-644470 did not show a significant 

improvement in LDL-cholesterol lowering compared with 

sevelamer carbonate at any dose (Table 2).

Dose-dependent and significant percentage reductions in 

LDL-cholesterol (95% confidence interval) were seen with 

sevelamer carbonate (−8% [−14.54 to −1.26], −21% [−26.88 

to −15.86] and −27% [−34.68 to −20.05] from baseline values of 

72, 76, and 85 mg/dL for 2.4, 4.8, and 7.2 g/day,  respectively). 

LDL-cholesterol reductions with Genz-644470 were also statis-

tically significant but showed less consistent dose- dependence 

(−17% [−23.53 to −11.37], −14% [−21.63 to −6.98], −24% 

[−33.21 to −15.03] from baseline values of 86, 84, and 

83 mg/dL for 2.4, 4.8, and 7.2 g/day, respectively; Table 2).

No clinically meaningful or dose-dependent changes 

occurred from baseline to day 22/ET in corrected (albumin-

adjusted) serum calcium within or between the Genz-644470 

or sevelamer groups. Serum iPTH did decrease from baseline 

to day 22/ET, as expected, in both treatment groups at each 

dose, with greater decreases seen at higher doses (Table 3).

Results for total cholesterol and serum calcium (albumin-

adjusted)-phosphorus product were similar to the LDL-

cholesterol and serum phosphorus results, respectively (data 

not shown).

Tolerability
Overall tolerability was similar among the active treatment 

groups. Table 4 presents the treatment-related adverse events 

occurring in three or more patients. All treatment-related 

adverse events were assessed as nonserious and mild or 

moderate in intensity.

There were no clinically meaningful mean changes in the 

safety laboratory parameters or vital signs during the study 

between the treatment groups.

Discussion
The purpose of this clinical study was to evaluate the 

phosphate-binding potential of a novel phosphate-binding 

polymer and its ability to lower serum phosphorus in 

patients with CKD on hemodialysis. Genz-644470 had been 

developed with the goal of being a nonabsorbed, metal-free 

phosphate binder that was at least as safe as and more potent 

than sevelamer carbonate.

In vitro competitive phosphate binding assays suggested 

that Genz-644470 was an effective phosphate binder and 

was more potent, on a gram per gram basis, compared with 

sevelamer carbonate. This clinical trial did demonstrate 

that Genz-644470 effectively lowered serum phosphorus 

levels in hyperphosphatemic CKD patients on hemodialysis. 

 However, the phosphate-lowering activity of Genz-644470 

was not superior to sevelamer carbonate.

Several factors may have contributed to the discrepancy 

between the in vitro and in vivo phosphate-binding efficacy 

of Genz-644470 compared with that of sevelamer carbonate. 

In vitro studies provide a very simplified model to predict 

binding kinetics that may be seen in the complex and changing 

composition of the human gastrointestinal tract. For example, 

factors that may have influenced the translation of in vitro 

results to in vivo correlates include time-dependent changes of 

organic anion composition, fluid and electrolyte composition, 

Table 2 low-density lipoprotein cholesterol (mg/dl) change from baseline to day 22 (end of treatment)

Low-density lipoprotein 
cholesterol (mg/dL)

Placebo  
(N=50)

Genz-644470 Sevelamer carbonate

2.4 g/day  
(N=48)

4.8 g/day  
(N=47)

7.2 g/day  
(N=46)

2.4 g/day  
(N=49)

4.8 g/day  
(N=48)

7.2 g/day  
(N=47)

Baseline, mean (sD) 85.3 (36.1) 86.1 (34.6) 84.4 (33.8) 83.8 (33.7) 71.5 (21.8) 75.5 (27.5) 84.9 (30.9)
Day 22/eT, mean (sD) 84.0 (36.3) 70.7 (32.5) 71.3 (34.9) 61.3 (29.6) 62.3 (17.8) 58.8 (23.7) 62.1 (33.1)
change from baseline  
to day 22/eT, mean (sD)

−1.3 (17.4) −15.4 (19.8) −13.2 (18.6) −21.9 (23.5) −7.5 (13.0) −17.7 (14.8) −22.6 (24.5)

Wilcoxon signed rank P-value 0.4472 ,0.0001 ,0.0001 ,0.0001 0.0003 ,0.0001 ,0.0001
Mean placebo-adjusted  
difference (95% cI)

– −14.1, (−21.8  
to −6.4)*

−11.9, (−19.5  
to −4.3)*

−20.6, (−29.3  
to −11.9)*

−6.2, (−12.6  
to 0.2)#

−16.4, (−23.2  
to −9.6)#

−21.3, (−30.1  
to −12.4)#

Mean percentage change  
from baseline to day 22/eT  
(sD), (95% cI)

−0.5 (24.7), 
(−7.87  
to 6.98)

−17.5 (20.7), 
(−23.53  
to −11.37)

−14.3 (23.8),  
(−21.63  
to −6.98)

−24.1 (29.9),  
(−33.21  
to −15.03)

−7.9 (22.1),  
(−14.54  
to −1.26)

−21.4 (18.4),  
(−26.88  
to −15.86)

−27.4 (24.6), 
(−34.68  
to −20.05)

Notes: 95% CI showed significant differences between sevelamer and placebo for the 4.8 and 7.2 g/day doses, although P-values were not formally developed. *P,0.05 
genz-644470 versus placebo; #differences between Genz-644470 versus sevelamer carbonate were nonsignificant.
Abbreviations: eT, end of treatment or early termination; SD, standard deviation; CI, confidence interval.
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changing gastrointestinal tract pH, and mechanical factors. 

The assumption of binding time also may have affected the 

predictability of the in vitro assay. Given small intestine transit 

and reabsorption times, it was believed that phosphate bind-

ing took place about 60–120 minutes after exposure to small 

intestinal tract contents. For this reason, phosphate binding 

at 60–120 minutes was selected for the key time in assess-

ing phosphate binding in the competitive assay. If the actual 

binding time in vivo was significantly shorter than 60 minutes, 

the relative potency of Genz-644470 compared with sevelamer 

carbonate is predicted to have approached unity.

Studies in rats were conducted to further examine the 

phosphate-binding properties of Genz-644470 before con-

ducting a clinical trial but were believed to be unreliable in 

predicting the relative potency of phosphate binders because 

of the time-dependent nature of phosphate binding and 

known differences in gastrointestinal transit times, between 

rats and people.

This is the first fixed-dose study of sevelamer carbonate 

and, thus, provides useful data regarding its effect on para-

meters of interest, weekly during a 3-week period. In contrast, 

the majority of studies investigating the efficacy and safety 

of phosphate binders have used dose titration to achieve 

optimal phosphorus lowering. Also novel is this study’s 

evaluation of the efficacy and safety of Genz-644470 in vivo 

in hemodialysis patients, which unexpectedly showed less 

difference from sevelamer carbonate than predicted from 

in vitro comparisons. The physiologic environment of the 

gastrointestinal tract is likely to influence phosphate binding 

capacity in vivo in contrast to in vitro studies.

In this study, the clinical benefit/risk profile of Genz-

644470 was not found to be superior to that seen with seve-

lamer carbonate. However, this study adds to the knowledge 

base regarding the dose-response effect of sevelamer carbon-

ate, which is of clinical interest. Previous explicit studies 

on sevelamer dose-response have generally used sevelamer 

hydrochloride, the first commercially available form of seve-

lamer, and have observed that the extent of serum phosphorus 

lowering and/or fecal phosphorus excretion is enhanced 

with increasing doses of sevelamer hydrochloride in rats6 

or healthy human volunteers.7 A subsequent dose-titration 

study in ESRD patients showed that the dose required to 

maintain serum phosphorus within goal varied with patients’ 

dietary phosphate intake.8 Previous studies in ESRD patients 

have established the equivalence of sevelamer carbonate 

tablets to sevelamer hydrochloride tablets with thrice-daily 

dosing1 and the ability of once-daily dosing of sevelamer 

carbonate powder for oral suspension to decrease serum T
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phosphate significantly.12 A recent Chinese study showed that 

dose-titration of sevelamer carbonate in patients with ESRD 

was well-tolerated, safe, and effective in reducing serum 

phosphorus over the course of 57 days of treatment.15

The fixed-dose design of the present study allowed 

evaluation of the dose-response of both phosphate binders. 

Dose-dependent reductions in serum phosphorus were observed 

with greater decreases seen at higher doses of sevelamer 

 carbonate. This study also allowed observation of the early 

time course of phosphorus reduction over 22 days of treatment. 

The vast majority of total serum phosphorus reduction per 

fixed dose occurred during the first week of active treatment. 

Previous studies of sevelamer have shown significant  phosphate 

lowering within 1 week with small, incremental lowering 

at 2 weeks.2,11,12 Therefore, the 3-week observation period 

employed in this study was considered of sufficient duration 

for an initial comparison of the efficacy of Genz-644470 and 

sevelamer carbonate in hemodialysis patients.

The tolerability of sevelamer carbonate was consistent 

with prior studies and the established safety profile of 

sevelamer.2,3

In summary, both Genz-644470 and sevelamer carbonate 

effectively lowered hemodialysis patients’ serum phosphorus 

levels in a dose-dependent fashion, but Genz-644470 did 

not show an advantage in phosphorus lowering in dialysis 

patients compared with sevelamer carbonate, as had been 

demonstrated by an in vitro assay.6–8
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Joseph lee, MD apex Research of Riverside, Riverside, ca
Rasib Raja, MD albert einstein Medical center, Philadelphia, Pa
adegbenga adetola, MD american Institute of Research, Whittier, ca
aamir Jamal, MD North america Research Institute, san Dimas, ca
Mohammad Ismail, MD Mohammad Ismail MD, Inc., Paramount, ca
Fahd al-saghir, MD Michigan Kidney consultants, Pontiac, MI
James Delmez, MD Washington University school of Medicine, chromalloy american Kidney center, st louis, MO
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Nicholas Krivenko, MD arkansas Nephrology services, ltd, hot springs, aR
edward himot, MD georgia Kidney associates, Inc., Marietta, ga
Warren shapiro, MD Kidney care associates, Pllc, Brooklyn, NY
lionel Mailloux, MD long Island hypertension and Nephrology, Pllc, Port Washington, NY
Nirupama Vemuri, MD sierra View Nephrology, sc, Porterville, ca
Mark smith, MD Kidney care associates, llc, augusta, ga
Peter Mccauley, MD National Institute of Clinical Research, Bakersfield, CA
suresh Kamath, MD University of cincinnati college of Medicine, cincinnati, Oh
Jay Ocuin, MD Dupont III, Pc, Washington, Dc
Freemu Varghese, MD Diagnostic clinic of houston, houston, TX
Jose cangiano-Rivera, MD Jose l cangiano-Rivera, MD, san Juan, PR
g edward Newman, MD g edward Newman, MD, Pllc, Knoxville, TN
ambrose Tsang, MD Whittier Dialysis center, Whittier, ca
Pusadee suchinda, MD carolina Diabetes and Kidney center, sumter, sc
Mohamed el-shahawy, MD academic Medical Research Institute, Inc., los angeles, ca
srinivas hariachar, MD Outcomes Research International, Inc., hudson, Fl
Melchiore Vernace, MD Nephrology-hypertension specialists, Doylestown, Pa
Marc Weiner, MD hypertension and Kidney specialists, lancaster, Pa
linda Francisco, MD Wichita Nephrology group, Wichita, Ks
lawrence lehrner, MD Kidney specialist of southern Nevada, las Vegas, NV
Moustafa Moustafa, MD south carolina Nephrology and hypertension center, Inc., Orangeburg, sc
Dimtcho Popov, MD alabama clinical Research Institute, Inc., alexander city, al
Robert lynn, MD Nephrology and hypertension associates, Pc, Bronx, NY
Danny Fischer, MD Kidney and hypertension center, cincinnati, Oh
David Ploth, MD Medical University of south carolina, charleston, sc
a Kaldun Nossuli, MD a Kaldun Nossuli, MD, FacP, Bethesda, MD
harold locay, MD Discovery Medical Research group, Inc., Ocala, Fl
Joseph aiello, MD Mountain Kidney and hypertension associates, Pa, asheville, Nc
cem harmanci, MD lewistown Dialysis center, lewistown, Pa
Khalil Rahman, MD Khalil Rahman, MD, lexington, KY
chika Oguagha, MD The Nephrology Foundation of Brooklyn, Inc., Brooklyn, NY
Walid ghantous, MD North suburban Nephrology, gurnee, Il
lisa Rich, MD Milwaukee Nephrologists, Pc, Milwaukee, WI
Theodore herman, MD hypertension and Renal Research group, Buffalo, NY
hany Rezk, MD Nephrology associates, Pc, columbia, TN
albert Matalon, MD lower Manhattan Dialysis clinic, New York, NY
Ralph caselnova, MD Nassua Nephrology, llP, Bellmore, NY
Wadi suki, MD Wadi suki, MD, houston, TX
Douglas lanier, MD south Mississippi Nephrology, gulfport, Ms
Matthew hanna, MD Milwaukee Nephrologists, sc, glendale, WI
Imtiaz Islam, MD Platte Valley Medical group, Pc, Kearney, Ne
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Table S1 (Continued)

Investigators US Institutions
Roman Brantley, MD Nephrology associates, Pc, Birmingham, al
Paul Dykes, MD southwest Mississippi Nephrology, Pllc, Brookhaven, Ms
geoffrey Block, MD Denver Nephrology Research Division, Denver, cO
Irfan Omar, MD Nephron Associates, PC, Southfield, MI
Roman Mendez, MD alexandria Kidney center, alexandria, Va
Donovan Polack, MD Donovan Polack, MD, st louis, MO
Jeffrey Ryu, MD Kantor Nephrology consultants, las Vegas, NV
Jesus Navarro, MD genesis clinical Research, Tampa, Fl
Investigators and sites that screened no patients
 Kerry cooper, MD aKDhc Medical Research services
 hector Rodriguez, MD, PhD hector Rodriguez, MD, PhD, a Professional corporation, Beverly hills, ca
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