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ABSTRACT

Although hyperphosphatemia is a risk factor for mortality, there are limited data on whether therapy with
phosphorus binders affects survival. We analyzed a prospective cohort study of 10,044 incident hemo-
dialysis patients using Cox proportional hazards analyses to compare 1-yr all-cause mortality among
patients who were or were not treated with phosphorus binders. We performed intention-to-treat
analyses to compare patients who began treatment with phosphorus binders during the first 90 d after
initiating hemodialysis (n = 3555) with those who remained untreated during that period (n = 5055). We
also performed as-treated analyses that modeled phosphorus binder treatment as a time-dependent
exposure. We compared survival in a subcohort of treated (n = 3186) and untreated (n = 3186) patients
matched by their baseline serum phosphate levels and propensity score of receiving phosphorus binders
during the first 90 d. One-year mortality was 191 deaths/1000 patient-years at risk. Treatment with
phosphorus binders was independently associated with decreased mortality compared with no treat-
ment in the intention-to-treat, as-treated, and matched analyses. The results were independent of
baseline and follow-up serum phosphate levels and persisted in analyses that excluded deaths during the
first 90 d of hemodialysis. In summary, treatment with phosphorus binders is independently associated
with improved survival among incident hemodialysis patients. Although confirmatory studies are needed
in the dialysis setting, future placebo-controlled, randomized trials of phosphorus binders might focus on
predialysis patients with chronic kidney disease and normal serum phosphate levels.
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Hyperphosphatemia is among the most common
metabolic complications of ESRD."? Large obser-
vational studies have identified hyperphos-
phatemia as an independent risk factor for cardio-
vascular disease and mortality on dialysis,'-> and
subsequent studies found that subtle increases in
serum phosphate levels within the normal range are
also associated with increased risk for death in pre-
dialysis and even non-kidney disease popula-
tions.~8 On the basis of these results, current na-
tional practice guidelines advocate more aggressive
treatment of hyperphosphatemia to lower serum
phosphate targets than in the past.® Restricting di-
etary phosphorus intake is recommended, but be-
cause it is difficult to maintain and can exacerbate
protein malnutrition, administration of dietary
phosphorus binders to block intestinal phosphorus
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absorption is the cornerstone of therapy for hyper-
phosphatemia. Indeed, the majority of dialysis pa-
tients are eventually prescribed phosphorus binders
with an estimated annual cost that is expected to
exceed $1 billion worldwide.!?

The evidence linking hyperphosphatemia with
adverse outcomes suggests that lowering serum
phosphate levels in individual dialysis patients will
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improve their clinical outcomes, but no interventional or even
observational studies have examined the impact of serum
phosphate reduction on survival. Furthermore, all of the phos-
phorus binders used in clinical practice were approved by the
Food and Drug Administration on the basis of their efficacy in
lowering serum phosphate levels in short-term studies of dial-
ysis patients.!'-'* No placebo-controlled studies have exam-
ined the impact of treatment with phosphorus binders on hard
clinical end points, including survival. Indeed, although sev-
eral studies aimed to determine which specific phosphorus
binder is best for dialysis patients,'>!¢ there are no data on
whether any phosphorus binder treatment versus none alters
clinical outcomes. We analyzed a prospective cohort study of
incident hemodialysis patients to test the hypothesis that ther-
apy with any phosphorus binder versus none is associated with
a survival benefit.

RESULTS

Baseline Characteristics

Comparisons of baseline characteristics of patients who were
treated versus those who were untreated with phosphorus
binders during the first 90 d after initiating outpatient hemo-
dialysis are presented in Table 1. In the unmatched cohort,

Table 1.

treated patients were younger; had higher BP, body mass in-
dex, serum phosphate, parathyroid hormone (PTH), and cre-
atinine levels; and were more likely to have a fistula for vascular
access. There were no differences in gender; race; or albumin,
creatinine, or hemoglobin levels. With the exception of small
residual differences in age, all other differences in baseline
characteristics among treated and untreated patients were
eliminated in the propensity score—matched cohort (Table 1).

Phosphorus Binders and Outcomes

The 1-yr mortality rate was 191 deaths/1000 patient-years at
risk in the unmatched cohort. The phosphorus binder—treated
group had a significantly lower mortality rate than the un-
treated group in the unmatched cohort (136 versus 235 deaths/
1000 patient-years at risk; relative risk 0.58; 95% confidence
interval [CI] 0.52 to 0.66; P < 0.0001).

The results of the univariate and multivariable-adjusted
survival analyses are presented in Table 2. In both the inten-
tion-to-treat and the as-treated analyses, phosphorus binders
were independently associated with a significant survival ben-
efit, the magnitude of which ranged between 18 and 30% in
multivariable models and were unaltered by further adjust-
ment for administration of intravenous active vitamin D dur-
ing the follow-up period or in facility-specific stratified analy-
ses. The results were qualitatively unchanged in a prespecified

Baseline characteristics of patients who were treated with phosphorus binders versus those who were untreated

in the overall unmatched cohort and the propensity score-matched cohort®

Unmatched Cohort

Propensity Score-Matched Cohort

Characteristic Treated Untreated P Treated Untreated P
(n = 3555) (n = 5055) (n = 3186) (n = 3186)
Age (yr; mean [SD)) 60 (16) 65 (15) <0.0001 61 (16) 62 (15) 0.01
Female (%) 45.4 45.6 0.89 46.7 451 0.21
Race/ethnicity (%)
black 32.7 31.7 0.31 334 33.1 0.83
Hispanic 12.2 13.8 0.03 12.0 12.7 0.36
Cause of renal failure (%)
diabetes 42.7 44.0 0.01 43.1 43.7 0.98
hypertension 357 35.1 357 35.0
glomerulonephritis 10.4 8.5 10.1 10.0
other 11.3 12.4 11.1 11.2
Systolic BP (mmHg; mean [SD]) 146 (22) 143 (23) <0.0001 146 (22) 146 (23) 0.63
BMI (kg/m?; mean [SD]) 28 (8) 27 (9) <0.0001 28 (8) 28 (9) 0.41
Initial vascular access (%)
fistula 26.7 22.6 <0.0001 26.9 25.5 0.39
graft 10.1 11.3 10.6 10.8
catheter 58.9 62.8 58.5 60.1
Laboratory tests (mean [SD])
albumin (g/dl) 3.5(0.5) 3.4(0.5) 0.14 5(0.5) 3.5(0.5) 0.36
creatinine (mg/dl) 6.8 (2.8) 5.9 (2.6) <0.0001 6(2.8) 6.5(2.6) 0.09
calcium (mg/dl) 8.4(0.9) 8.4 (0.8) 0.30 4(0.9) 8.4(0.9) 0.59
phosphate (mg/dl) 5.0(1.7) 4.5(1.4) <0.0001 8 (1.6) 4.8 (1.5) 0.15
PTH (pg/ml; median [IQR]) 223 (123 to 384) 195 (105 to 331) 0.009 216 (1 19 to 375) 210 (115to 355) 0.13
hemoglobin (g/dl) 10.3 (1.4) 10.4 (1.4) 0.003 10.3(1.4) 10.3(1.4) 0.84
Vitamin D therapy (% treated at initiation) 11.8 11.1 0.33 11.8 12.0 0.82

“The treated group included patients who began treatment during the first 90 d on hemodialysis, whereas the untreated group included those who were not

treated during the first 90 d. IQR, interquartile range. BMI, body mass index.
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Table 2. HRs for mortality comparing patients who were
treated with phosphorus binders (n = 3555) with those
who were untreated (n = 5055)

Parameter HR 95% ClI 2

Intention-to-treat analyses®

no adjustment 0.58 0.52to 0.66 <0.0001

multivariable-adjusted® 0.70 0.62t0 0.79  <0.0001

vitamin D-adjusted® 0.70  0.62t0 0.79  <0.0001

facility-specific SMR-stratified®  0.71  0.62t0 0.81  <0.0001
As-treated analyses®

no adjustment 0.70 0.61t0 0.78 <0.0001

multivariable-adjusted® 0.82 0.72t0 0.93 0.001

vitamin D-adjusted® 0.82 0.72t0 0.93 0.002

facility-specific SMR-stratified®  0.71  0.63 to 0.81  <0.0001

*The treated group included patients who began treatment during the first
90 d on hemodialysis, whereas the untreated group included those who were
not treated during the first 90 d.

bAdjusted for age; gender; race; ethnicity; cause of renal failure; systolic BP;
BMI; SMR (standardized mortality rate); initial vascular access; coronary artery
disease; congestive heart failure; laboratory variables including albumin,
creatinine, calcium, phosphate, PTH, and hemoglobin; and vitamin D therapy
at baseline.

“Multivariable-adjusted for all factors listed in © and time-dependent
treatment with intravenous active vitamin D during the follow-up period.
9Multivariable-adjusted for the factors listed in ® and stratified according to
facility-specific SMR.

°Phosphorus binder therapy was modeled as a time-dependent covariate.

analysis that excluded patients who died during the first 90 d
after initiating hemodialysis (hazard ratio [HR] 0.82; 95% CI
0.70 to 0.95; P = 0.01) and in analyses that incrementally ex-
cluded patients who died during consecutive 15-d intervals
between days 0 and 90 (HR ranging between 0.74 and 0.85; all
P <0.05).

In analogous models, no significant survival effect was as-
sociated with aspirin (HR 0.98; 95% CI 0.78 to 1.23; P = 0.86)
or angiotensin-converting enzyme inhibitors (HR 0.84; 95%
CI 0.68 to 1.04; P = 0.11), whereas the association between
phosphorus binders and survival persisted unchanged in a
model that adjusted for these comparator medications (HR
0.71; 95% CI 0.60 to 0.85; P < 0.0001). Phosphorus binder
therapy was associated with a significant survival benefit in
many but not all strata, whereas lack of treatment was favored
in no stratum (Figure 1). Formal testing for interaction re-
vealed effect modification only by Hispanic ethnicity (P =
0.01), which was associated with a greater benefit from binders
than non-Hispanic ethnicity. The multivariable-adjusted ben-
efit of phosphorus binders was somewhat greater for cardio-
vascular-specific mortality (HR 0.67; 95% CI 0.57 to 0.79; P <
0.0001) than for death from other causes (HR 0.73; 95% CI 0.60 to
0.89; P = 0.002), but there was significant overlap in the Cls.

Propensity Score Matching

Phosphorus binder treatment was associated with a significant
survival advantage in the propensity score—matched cohort
(HR 0.75; 95% CI 0.66 to 0.87; P < 0.0001; Figure 2A); the
results were unchanged when adjusted for the residual differ-
ence in age (Table 3). In addition, phosphorus binder treat-
ment was associated with a significant survival advantage in
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each quartile of baseline serum phosphate except the lowest
(Figure 2, B through E; Table 3). Furthermore, the magnitude
of the point estimate of phosphorus binders was minimally
attenuated when the results were further adjusted for fol-
low-up serum phosphate levels (Table 3).

Treatment before Hemodialysis Initiation

Finally, we examined the outcomes of the 1434 patients who
had begun treatment with phosphorus binders before the ini-
tiation of hemodialysis and were excluded from the previous
analyses. These patients demonstrated a significant survival
advantage compared with the 5055 patients who were un-
treated in the first 90 d (the control group in previous analyses;
HR 0.74; 95% CI 0.61 to 0.88; P = 0.0008), and even when
compared with all 8610 patients used in the intention-to-treat
analyses (HR 0.83; 95% CI 0.70 to 0.98; P = 0.03), which in-
cluded the 3555 who were treated during the first 90 d.

DISCUSSION

In this 1-yr prospective observational study of incident hemo-
dialysis patients, treatment with phosphorus binders was asso-
ciated with a significant survival advantage compared with no
treatment. The benefit of phosphorus binders was indepen-
dent of established risk factors, consistent across a variety of
subgroups, and robust to different analytic strategies. Interest-
ingly, we observed a survival benefit of phosphorus binders in
each of the three upper quartiles of baseline serum phosphate,
a group that spanned many patients for whom therapy is not
currently recommended because their phosphate levels were
not above the target range for dialysis patients.® Furthermore,
although phosphorus binders are approved for lowering serum
phosphate levels, the survival benefit of therapy was only min-
imally attenuated when adjusted for follow-up phosphate lev-
els. Collectively, these results suggest potential benefits of
phosphorus binders beyond reduction of serum phosphate
levels that, if verified by other studies, would justify further
exploration into potential mechanisms and perhaps support a
broader role for phosphorus binder therapy in patients with
chronic kidney disease.

Elevated serum phosphate levels are independently associ-
ated with mortality in hemodialysis, predialysis, and non—kid-
ney disease populations.'~7 Although the mechanisms are in-
completely understood, hyperphosphatemia is linked to
nonatherosclerotic arterial calcification, increased arterial
stiffness, and left ventricular hypertrophy, each of which is an
independent risk factor for death.'7-2! Calcium acetate and
carbonate are phosphorus binders that are widely used to treat
hyperphosphatemia on dialysis, but some experts have ques-
tioned their long-term safety because excessive calcium load-
ing may exacerbate arterial calcification.? As a result, a number
of studies explored differences in outcomes according to
whether patients were treated with calcium- or newer non—
calcium-based binders. Although the results of these studies
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survival advantage, but the benefit we ob-
served was independent of baseline and fol-
low-up serum phosphate levels, suggesting
additional protective mechanisms. An in-
triguing possibility is the effect of phospho-
rus binders on circulating levels of fibro-
blast growth factor 23 (FGF-23). FGF-23 is
a hormone that regulates serum phosphate
levels by modulating urinary phosphate ex-

cretion and 1,25-dihydroxyvitamin D syn-
thesis in the kidney.2¢ Patients with chronic
kidney disease develop progressive in-
creases in FGF-23 levels that often reach

100-fold above normal once they initiate
dialysis.?” Although increased FGF-23 lev-
els are thought to represent a compensa-
tory mechanism to maintain normophos-
phatemia in the face of declining nephron
mass, increased FGF-23 levels were inde-
pendently associated with increased risk for
mortality in a dosage-dependent manner in
a recent prospective study of incident he-
modialysis patients.?” Importantly, the as-
sociation between increased FGF-23 levels
and mortality was independent of serum

— phosphate levels, paralleling the results in

this study. Given that phosphorus binders
lower FGF-23 levels,?®2? it is interesting to
speculate that the benefit of binders that we
observed might be mediated by attenuating
potential toxicity of markedly increased
FGEF-23 levels in patients with only mild or
even no increase in serum phosphate levels.

Serum phosphate levels increase with
duration of dialysis.! Thus, a strength of

Characteristic N Deaths %
Age (years)
<51 1899 135 7 ey m—
51-60 1676 164 10 — .
61-70 2014 285 14 ——
71-80 2029 414 20 —
=81 992 265 27 —a—
Sex
Women 3917 575 15 ——
Men 4693 688 15 —a—
Race
White 5240 832 16 — .
Black 2762 350 13 ——
Other 608 81 13 L ]
Ethnicity
Hispanic 1129 151 13 ——
Non-Hispanic 7480 1112 15 ——
Vascular access
Fistula 2090 204 10 —
Graft 932 116 12 .
Catheter 5266 896 17 —a—
Diabetes
Yes 3737 558 15 R
No 4860 703 14 ——
SMR*
<0.78 2109 242 1" B E——
0.78-0.98 2111 305 14 ——
0.99-1.25 2185 320 15 ' ]
21.26 2205 396 18 ——
Creatinine (mg/dl)
<44 2322 503 22 ——
44-58 2207 334 15 ——
59-76 2034 248 12 —a—
277 2047 178 9 [ E—
Albumin (g/dl)
<31 1880 396 21 —a—
3.1-34 2102 379 18 —a—
35-37 1997 243 12 —
238 2631 245 9 [
Calcium (mg/dl)
<8.0 2249 337 15 —
8.0-84 1929 325 17 .
85-8.9 2371 329 14 R E—
29 2061 272 13 ——
Phosphate (mg/dl)
<38 1743 352 20 R E—
3.8-46 2385 375 16 —a—
47-57 2068 236 11 —a—
258 2127 254 12 —.—
PTH (pg/ml)
<75 2242 375 17 R —
75— 149 1556 249 16 -
2150 4812 639 13 —a—
T T
0.6 0.8

""Hazard Ratio

Figure 1. Stratified HRs for mortality in the unmatched subcohort (n = 8610) com-
paring patients who began treatment with phosphorus binders during the first 90 d on
hemodialysis versus those who were not treated during the first 90 d. Models within
individual strata were adjusted for all other covariates, including age; gender; race;
ethnicity; cause of renal failure; systolic BP; body mass index; standardized mortality
rate; initial vascular access; coronary artery disease; congestive heart failure; laboratory
variables including albumin, creatinine, calcium, phosphate, PTH, and hemoglobin;
and vitamin D therapy at baseline. Percentages represent the proportion of deaths
within each stratum, squares represent the HR point estimates, and horizontal lines
represent 95% Cls. Point estimates to the left of unity (vertical line) favor a survival

benefit of phosphorus binders.

have been mostly inconsistent with some but not all suggesting
differences in cardiovascular surrogates and mortality accord-
ing to specific binder classes,?>2> until now, no studies exam-
ined the more fundamental question of whether treatment
with any phosphorus binders versus none affects survival.
Lowering serum phosphate levels is an obvious mechanism
through which phosphorus binders might be associated with a

4 Journal of the American Society of Nephrology

12 1.4 this study was the large sample of incident

hemodialysis patients that enabled us to
study those with relatively low serum phos-
phate levels, many of whom were and were
not treated with phosphorus binders. Had
we studied prevalent patients, higher se-
rum phosphate levels would have resulted
in fewer untreated patients and increased
the likelihood of selection bias. Further-
more, combining incident and prevalent
patients would have introduced immortal
time bias®® given that prevalent patients
would have had greater opportunity to sur-
vive long enough to receive phosphorus binders than incident
patients because early mortality on dialysis is common.?' An-
other benefit of the large sample of incident patients with de-
tailed covariate data were the ability to perform well-powered
propensity score—matched analyses, which minimize selection
bias and confounding by indication by matching treated and
untreated patients on their probability of being treated as a

J Am Soc Nephrol ee : —, 2009



www.jasn.org | CLINICAL EPIDEMIOLOGY

A B
100 100
95+ 95+
& 90 < 90
3 g
e 2 o |
a 85 a 85
80- 80
754 754
“ =
T T T T T T T T T T
0 90 180 270 365 0 90 180 270 365
Days Days

Phosphorus Binder

Phosphorus Binder

No Phosphorus Binder \ ’ No Phosphorus Binder

c D
100 100
95+ 954
& 904 & 90
g g
>
S 85 S g5
] 2]
80 80
754 754
el g
T T T T T T T T T T
0 90 180 270 365 0 90 180 270 365
Days Days

Phosphorus Binder

No Phosphorus Binder

Phosphorus Binder No Phosphorus Binder

100+

T T T T
0 90 180 270 365
Days

Figure 2. (A through E) Survival of treated and untreated patients in the overall propensity score-matched cohort (A) and according
to quartiles of baseline serum phosphate: <3.7 mg/dl (B), 3.7 to 4.5 mg/dl (C), 4.6 to 5.5 mg/dl (D), and =5.6 mg/d| (E).

Phosphorus Binder No Phosphorus Binder ‘

function of their baseline characteristics.>? The effect of phos-
phorus binders on survival was consistent in these analyses,
which suggests that the results were unlikely to be due to selec-

tion bias. We must be cautious, however, because, unlike ran-
domized trials, propensity score matching can balance only
known confounders; we cannot exclude residual confounding
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Table 3. HRs for mortality in the serum phosphate and
propensity score-matched subcohort comparing patients
who were treated with phosphorus binders (n = 3186) with
those who were untreated (n = 3186)

Parameter HR 95% ClI P

Entire subcohort®

no adjustment 0.75 0.66t0 0.87 <0.0001

age-adjusted 0.78 0.68 to 0.89 0.0003

time varying serum phosphate® 0.78  0.68 to 0.90 0.0004
Phosphate quartiles (mg/dl)

<3.7 0.90 0.71 to 1.15 0.40

3.7 to 4.5 0.72  0.54 to 0.97 0.03

4.6 t0 5.5 0.70 0.52t0 0.94 0.02

=56 0.63 0.47 t0 0.84 0.002

*The treated group included patients who began treatment during the first
90 d on hemodialysis, whereas the untreated group included those who were
not treated during the first 90 d.

“Adjusted for age and follow-up serum phosphate levels.

by unmeasured confounders. Indeed, although our study de-
sign and multiple analytical approaches aimed to approximate
a randomized trial, no single analysis could eliminate all po-
tential sources of bias as an actual trial would. Thus, we must
rely on the totality of the results and their qualitative consis-
tency across different analytical strategies as the primary find-
ing of this observational study.

This study has additional limitations. Phosphorus binder
use was ascertained on the basis of its prescription, and al-
though the percentage of patients who were prescribed these
agents before and within 90 d of initiating dialysis was consis-
tent with previous reports,?* we did not have direct measures of
compliance, such as pill counts, and we were unable to study
dosage of therapy; however, noncompliance in the treated
group and underascertainment of binder use in the untreated
group would tend to bias the results to the null because the
treated group would include patients who were actually un-
treated and the untreated group would include some patients
who were. Furthermore, a benefit of binders was detectable
regardless of treatment status with other oral and intravenous
medications, suggesting that differential ascertainment did not
account for the results. Second, there was a relatively high rate
of censoring. Although this did not differ by binder treatment
group and informative censoring is unlikely, there may have
been potential differences between the comparison groups af-
ter loss of follow-up. Third, the duration of follow-up was
relatively short, which may be a limitation because clinical out-
comes related to certain binder types might be modified by
duration of treatment beyond the first year.?* Finally, like other
large dialysis cohorts, we did not have information on dietary
phosphorus intake, which would have been especially impor-
tant to explore the observation that Hispanic patients derived a
greater survival advantage than non-Hispanic patients. Fur-
ther studies are needed to determine whether differences in
phosphorus intake modify the survival benefit of phosphate
binders and whether the effect in Hispanic patients is repro-
ducible or an artifact of multiple subgroup analyses.

6 Journal of the American Society of Nephrology

Our findings may have important clinical implications. The
incidence of ESRD requiring dialysis is steadily growing while
mortality rates on dialysis remain high.3* Our results suggest
that phosphorus binders are one therapeutic intervention that
may improve outcomes, especially among patients who do not
have severe hyperphosphatemia and may not be routinely
treated. We acknowledge that, ideally, randomized trials rather
than observational studies should drive changes in clinical
practice; however, conducting a placebo-controlled, random-
ized trial of phosphorus binders on dialysis could be especially
challenging. Current national practice guidelines for dialysis
patients recommend that serum phosphate levels be main-
tained between 3.5 and 5.5 mg/dl.® This guideline is widely
accepted by clinicians because of the body of evidence linking
phosphorus excess and adverse outcomes; therefore, randomly
assigning patients with hyperphosphatemia to placebo would
likely be viewed as unethical. Indeed, this is an important rea-
son that most outcomes studies of binders focused on compar-
isons of different binder classes rather than any versus none.
Furthermore, whereas dialysis patients with normal serum
phosphate levels could be randomly assigned, most patients in
the placebo group would soon develop hyperphosphatemia
that would necessitate crossover to the treatment arm or with-
drawal from the trial, substantially limiting power. Although
replacing mortality with a surrogate marker as the end point
might offset attrition in the placebo arm (final assessments of
surrogates could be done immediately before crossover or
withdrawal), it is unclear which surrogate markers, if any,
would reliably track with mortality, a problem highlighted by
the disparate results of recent trials comparing specific binder
classes.?>-25

In contrast, a placebo-controlled, randomized trial would
be most feasible in the very population in whom the greatest
public health impact of phosphorus binders may be derived:
patients with predialysis chronic kidney disease and normal
serum phosphate levels. These patients number in the millions
in the United States alone,> have alarmingly high mortality
rates,>® and have abnormal phosphate metabolism marked by
high FGF-23 levels2¢; however, because >90% of these patients
maintain normal serum phosphate levels,?® they are rarely
treated with phosphorus binders on the basis of current indi-
cations. A randomized trial of binders versus placebo to de-
crease mortality in patients with stages 3 and 4 chronic kidney
disease and normal serum phosphate levels is feasible, would
validate or cast doubt on the results of this study, and, if posi-
tive, would dramatically alter the treatment of patients with
kidney disease worldwide.

CONCISE METHODS

Study Population
Accelerated Mortality on Renal Replacement (ArMORR) is a pro-

spective cohort study of 10,044 patients who initiated long-term he-
modialysis at any of 1056 US hemodialysis centers operated by Frese-

J Am Soc Nephrol ee : —, 2009



nius Medical Care, North America (Lexington, MA) between July
2004 and June 2005. Data were collected prospectively by individual
patients’ practitioners at the point of care and included demograph-
ics; comorbidities; medications such as phosphorus binders, activated
vitamin D, and cardiovascular drugs; routine laboratory results per-
formed by a central laboratory (Spectra East, Rockland, NJ); and out-
comes. Longitudinal follow-up was continued through patients’ first
year on hemodialysis.

Home medications were ascertained at baseline and monthly
thereafter through patients’ verbal report; new prescriptions of dial-
ysis-related medications such as phosphorus binders and activated
vitamin D were entered into the database at the time of prescription.
For data quality assurance, patients brought their pill bottles to the
facility to verify the accuracy of the medication list in the database on
a quarterly basis. Laboratory results obtained at the initiation of he-
modialysis included albumin, creatinine, calcium, phosphate, and he-
moglobin, which were measured using standard multisample auto-
mated analyzers, and PTH, which was measured using Nichols Bio-
intact assay of full-length 1-84 PTH. The study was approved by the
institutional review board of the Massachusetts General Hospital,
which waived the need for informed consent because all clinical data
were stripped of personal identifiers before transfer to the investiga-
tors.

Outcomes and Exposures
The primary outcome was all-cause mortality during the first year of

hemodialysis, confirmed by mandatory discharge diagnosis reports
from individual hemodialysis centers. We also examined cardiovas-
cular and noncardiovascular mortality using International Classifica-
tion of Diseases, Ninth Revision mortality codes, as done previously.3”
The primary exposure was any therapy with dietary phosphorus bind-
ers. We chose not to study specific phosphorus binder types because
patients were often treated with different classes of binders at different
time points often in combinations and because comparisons of spe-
cific binders were the focus of previous randomized trials,2-25
whereas no studies have compared any therapy versus none. Certain
basic laboratory tests are performed monthly on all dialysis patients,
but serum phosphate levels can be measured more frequently when
medications such as phosphorus binders are being actively titrated;
therefore, we examined the frequency of additional testing of serum
phosphate levels beyond the standard monthly measures as a method
of validating the ascertainment of phosphorus binder therapy in
ArMORR. In support of the accuracy of the primary exposure, pa-
tients who were noted as being treated with phosphorus binders had a
50% higher number of extra serum phosphate measurements than
those who were noted to be untreated (P < 0.0001).

We classified patients into three groups according to their expo-
sure to phosphorus binders: (1) pretreated: those who had begun
therapy before initiating hemodialysis and, thus, before enrollment in
ArMORR (n = 1434); (2) treated: those who began treatment during
the first 90 d after initiating hemodialysis (n = 3555); and (3) un-
treated: those who were untreated during the first 90 d (n = 5055). In
an effort to mimic a randomized trial, we performed an intention-to-
treat analysis of the treated and untreated groups (n = 8610) in which
patients who did not take binders during the first 90 d were analyzed

J Am Soc Nephrol ee : —, 2009
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in the untreated group regardless of subsequent “crossover” to treat-
ment, whereas those who discontinued therapy at any time after it was
begun during the first 90 d remained in the treated group. We also
conducted as-treated analyses in which survival time before therapy
began was credited to the untreated group and only after therapy
began was subsequent survival time credited to the treated group. Like
the intention-to-treat analyses, once patients initiated phosphorus
binders, they remained in the treated group for the remainder of their
follow-up time until death or censoring. The pretreated group was
excluded from these analyses to reduce selection bias and because we
could not adjust for covariates measured at the time the decision was
made to initiate phosphorus binders in that group because this oc-
curred before the initiation of hemodialysis when ArMORR com-
menced.

In an effort to minimize potential selection bias and confounding
by indication in this observational study, we performed additional
analyses after calculating a propensity score of likelihood of receiving
phosphorus binders using logistic regression.>> Baseline predictors
that are clinically related to phosphorus binder use were used to esti-
mate the propensity score and included age, gender, race and ethnicity
(ascertained via self-report); BP; body mass index; cause of renal fail-
ure; albumin, creatinine, calcium, phosphate, PTH, and hemoglobin
levels; history of coronary artery disease and congestive heart failure;
hemodialysis access; and baseline use of activated vitamin D. To ac-
count for local differences in overall quality of care, we also included
individual hemodialysis units’ standardized mortality rates in the
propensity score estimation.*® An investigator (Y.C.) who was
blinded to outcomes used the propensity score to generate a subco-
hort of 3186 pairs of treated and untreated patients who were matched
one-to-one by propensity score =0.03, as has been done previously.3®
These patients were also matched by baseline serum phosphate quar-
tile to ensure that the propensity score—-matched pairs remained intact
for prespecified stratified analyses within each phosphate quartile.

Statistical Analysis
We used two-sample #, Wilcoxon rank sum, and X~ tests to compare

baseline characteristics and laboratory results according to the phos-
phorus binder treatment groups in both the unmatched and matched
cohorts. After confirming the proportionality assumption, we used
Cox proportional hazards analyses to examine the crude and multi-
variable-adjusted risk for mortality associated with phosphorus
binder therapy in the unmatched cohort, censoring at the time of
kidney transplantation (3%), spontaneous recovery of renal function
(4%), or transfer out of the Fresenius Medical Care system (12%) that
occurred before completing the 1-yr of follow-up. There was no dif-
ference in the frequency of censoring between the treated and un-
treated groups (18.6 versus 19.6%; P = 0.27). The multivariable anal-
yses included the same covariates used to calculate the propensity
score. We tested for interaction between phosphorus binder therapy
and demographic and laboratory characteristics and report stratum-
specific HRs in the unmatched cohort. Treatment with activated vi-
tamin D has been associated with improved survival on hemodialy-
sis,3” and phosphorus binders could alter serum levels of calcium,
phosphate, and PTH and thereby influence the decision to administer
vitamin D; therefore, we also adjusted for the use of vitamin D therapy

Phosphorus Binders and Survival on Hemodialysis 7



CLINICAL EPIDEMIOLOGY | www.jasn.org

during the follow-up period as a time-dependent covariate. To ac-
count for differences in quality of care at different dialysis units, we
analyzed models stratified by facility-specific standardized mortality
rate. Because the matching strategy eliminated virtually all differences
in baseline characteristics between the treated and untreated groups,
we compared their survival in the matched cohort using Kaplan-
Meier curves, as has been done previously,° with Cox models used to
adjust for residual differences in age.

To explore whether the effect of phosphorus binders on survival
was altered by changes in follow-up serum phosphate levels, we ex-
amined the change in point estimate for binder treatment in models
that included the quarterly mean of follow-up serum phosphate levels
modeled as time-varying covariates. To test whether the results were
robust to early mortality on dialysis, we repeated the intention-to-
treat analyses in the unmatched cohort after excluding patients who
died during the first 90 d of initiating hemodialysis in a prespecified
subgroup analysis and performed additional sensitivity analyses that
incrementally excluded deaths that occurred during the 15-d intervals
from the initiation of dialysis through day 90. In addition, we tested
the specificity of the phosphorus binder effect by examining the asso-
ciations between aspirin and angiotensin-converting enzyme inhibi-
tors and survival in multivariable models. Finally, we compared the
survival of the previously excluded pretreated patients (those who
began binders before initiating dialysis) with that of the treated and
untreated groups. Analyses were performed using SAS 9.1 (SAS Insti-
tute, Cary, NC). Two-sided P < 0.05 was considered statistically sig-
nificant.
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