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e cannot discuss too much or
focus in too much detail on
the issues when it comes to
the historic transition of power and inﬂuence post-election. Much has been said
about radically changing the government,
and health care has been in the crosshairs
throughout the election and in planning
for transition. Governance and policy will
be all important in 2017. Although there
is limited detailed conversation about how
change will occur, there surely will be new
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policy and rules.
The clearest promise has been that the
Affordable Care Act (ACA) would be dismantled and fully repealed. Soon after the
election, it appeared clear that not all of
the ACA would be discarded, with continued coverage for children under their
parents’ policies until age 26 and likely
extended coverage for preexisting conditions. However, how to ensure access to
the millions of Americans covered under
present ACA policies has not been clarified.

There have been broad statements about
entitlements by the incoming congressional
majority. What this will mean to Medicare,
its coverage system (at what age, how
costly the premiums, and how extensive
the benefits will be), and whether Medicare
will soon be allowed to negotiate pharmaceutical and device prices remain to be
seen. How the federal government administers Medicaid programs will also be up
for grabs, with discussions leaning toward
allowing states to have even more respon-
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a greater mean (SE) increase in serum calcium (P<0.001) than patients
randomized to placebo [i.e., 0.2 (0.02) mg/dL on RAYALDEE versus 0.1 (0.03)
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a greater mean (SE) increase in serum phosphorus than patients randomized
labor and delivery is not known.
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RAYALDEE® is a vitamin D3 analog indicated for the treatment of secondary
on placebo from baseline to trial end]. One subject (0.4%) in the RAYALDEE
poorly excreted in human milk. Caution should be exercised when RAYALDEE is
hyperparathyroidism in adult patients with stage 3 or 4 chronic kidney disease and
treatment group met protocol-defined hyperphosphatemia (two consecutive serum
administered to a nursing woman.
serum total 25-hydroxyvitamin D levels less than 30 ng/mL. RAYALDEE is not indiphosphorus values >5.5 mg/dL deemed to be study drug related) compared to
Pediatric Use: The safety and efficacy of RAYALDEE have not been established
cated for the treatment of secondary hyperparathyroidism in patients with stage 5
no subjects in the placebo group. A total of 45% of RAYALDEE treated subjects
in pediatric patients.
chronic kidney disease or in patients with end-stage renal disease on dialysis.
and 44% of placebo treated subjects experienced at least one elevation in serum
Geriatric Use: Of the total number of subjects in phase 3 placebo-controlled
phosphorus above the upper limit of normal (4.5 mg/dL).
clinical studies of RAYALDEE, 63% were ≥65 years of age and 22% were ≥75
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years of age. No overall differences in the safety or efficacy of RAYALDEE were
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Hypercalcemia may occur during RAYALDEE treatment. Acute hypercalcemia may
No difference in efficacy was observed between patients with stage 3 chronic
increase the risk of cardiac arrhythmias and seizures and may potentiate the effect
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kidney disease or those with stage 4 disease in subgroup analysis. Safety
of digitalis on the heart. Chronic hypercalcemia can lead to generalized vascular
outcomes were similar in these subgroups. The safety and efficacy of RAYALDEE in CYP3A Inhibitors
calcification and other soft-tissue calcification. Severe hypercalcemia may require
the treatment of secondary hyperparathyroidism in patients with stage 2 or stage Cytochrome P450 inhibitors, such as ketoconazole, atazanavir, clarithromycin,
emergency attention.
5 chronic kidney disease and patients with end-stage renal disease on dialysis
indinavir, itraconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin or
Hypercalcemia may be exacerbated by concomitant administration of high
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voriconazole, may inhibit enzymes involved in vitamin D metabolism (CYP24A1
doses of calcium containing preparations, thiazide diuretics, or other vitamin D
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Excessive administration of RAYALDEE can cause hypercalciuria, hypercalcemia,
RAYALDEE may be required, and serum 25-hydroxyvitamin D, intact PTH and
with vitamin D compounds may lead to hypercalciuria and hyperphosphatemia.
hyperphosphatemia, or oversuppression of intact PTH. Common symptoms of
serum calcium concentrations should be closely monitored if a patient initiates or
In these circumstances, frequent serum calcium monitoring and RAYALDEE dose
vitamin D overdosage may include constipation, decreased appetite, dehydration, discontinues therapy with a strong CYP3A4 inhibitor.
adjustments may be required. Patients with a history of hypercalcemia prior to
fatigue, irritability, muscle weakness, or vomiting.
initiating therapy with RAYALDEE should be monitored more frequently for possible
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Treatment of acute accidental overdosage with RAYALDEE should consist of general
hypercalcemia during therapy.
Thiazides are known to induce hypercalcemia by reducing excretion of calcium in
supportive measures. If the overdosage is discovered within a short time, induce
Patients should be informed about the symptoms of elevated serum calcium,
the urine.
emesis or perform gastric lavage to prevent further absorption. Obtain serial
which include feeling tired, difficulty thinking clearly, loss of appetite, nausea,
Concomitant administration of thiazides with RAYALDEE may cause hypercalcemia.
serum and urine calcium measurements, and assess any electrocardiographic
vomiting, constipation, increased thirst, increased urination, and weight loss.
Patients may require more frequent serum calcium monitoring in this setting.
abnormalities due to hypercalcemia. Discontinue supplemental calcium. Treat
Hypercalcemia of any cause, including RAYALDEE, increases the risk of digitalis
with standard medical care if persistent and markedly elevated serum calcium
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toxicity. In patients using RAYALDEE concomitantly with digitalis compounds,
levels occur.
Cholestyramine has been reported to reduce intestinal absorption of fat-soluble
monitor both serum calcium and patients for signs and symptoms of digitalis
Calcifediol is not significantly removed by dialysis.
vitamins and may impair the absorption of calcifediol, the active ingredient in
toxicity and increase the frequency of monitoring when initiating or adjusting the
RAYALDEE. Dose adjustment of RAYALDEE may be required, and serum total
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dose of RAYALDEE.
25-hydroxyvitamin D, intact PTH and serum calcium concentrations should be
Adynamic bone disease with subsequent increased risk of fractures may develop if The data in Table 1 are derived from two pivotal studies described below. These
closely monitored if a patient initiates or discontinues therapy with cholestyramine.
data reflect exposure of 285 subjects to RAYALDEE 30 or 60 mcg daily for up to
intact PTH levels are suppressed by RAYALDEE to abnormally low levels. Monitor
6 months (mean 24 weeks, range 1 to 31 weeks). The mean age of the study Other Agents
intact PTH levels and adjust RAYALDEE dose, if needed.
population was 66 years old (range 25-85 years). Half of the subjects were
Phenobarbital or other anticonvulsants or other compounds that stimulate
DOSAGE AND ADMINISTRATION
male, 65% were White, and 32% were African-American or Black. At baseline,
microsomal hydroxylation reduce the half-life of calcifediol, the active ingredient
Important Dosage and Administration Information
subjects had secondary hyperparathyroidism, stage 3 (52%) or 4 (48%) chronic in RAYALDEE. Dose adjustment of RAYALDEE may be required, and serum total
• Ensure serum calcium is below 9.8 mg/dL before initiating treatment.
kidney disease without macroalbuminuria and serum total 25-hydroxyvitamin D
25-hydroxyvitamin D, intact PTH and serum calcium concentrations should be
• Instruct patients to swallow RAYALDEE capsules whole.
levels less than 30 ng/mL. The most common causes of chronic kidney disease
closely monitored if a patient initiates or discontinues therapy with phenobarbital
• Instruct patients to skip a missed dose and to resume taking the medicine at
were diabetes and hypertension and the mean estimated GFR at baseline was 31 or other anticonvulsants.
the next regularly scheduled time. Do not administer an extra dose.
mL/min/1.73 m2. At baseline, mean plasma intact PTH was 148 pg/mL, mean
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serum calcium was 9.2 mg/dL, mean serum phosphorus was 3.7 mg/dL and
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mean serum 25-hydroxyvitamin D was 20 ng/mL.
RAYALDEE is supplied as 30 mcg calcifediol in blue, oval extended-release
• The initial dose of RAYALDEE is 30 mcg administered orally once daily at
Table 1 shows common adverse reactions associated with the use of RAYALDEE in capsules, imprinted O:
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levels within the desired therapeutic range, serum calcium (corrected for low
albumin) within the normal range and serum phosphorus below 5.5 mg/dL.
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and intact PTH levels at a minimum of 3 months after initiation of therapy or
[see USP Controlled Room Temperature].
dose adjustment, and subsequently at least every 6 to 12 months.
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sibility and decision-making authority for
running the programs for the financially
most vulnerable part of our population.
Block grants will limit federal exposure to
rising costs but will likely limit benefits to
those mired in poverty.
There have been few indications about
the new administration’s views about support for research and innovation, areas that
bear watching in 2017. In a conversation
last year, President Trump suggested NIH
is a mess, yet he has also voiced his commitment to the nation’s health and vowed
to make American health care great again.
We will see how this pushes policy toward
the budget and priorities of the NIH, its
intramural and extramural programs, and
toward the support of industry initiatives
to advance.
There has been little specific discussion
of kidney health. Because ESRD care is
mandated by the 1973 Social Security Act
as a federal entitlement, it is not beyond the
reach of change in the new leadership environment. Those not covered by Medicare
often need help from Medicaid. Whether
investments will be made to ensure the
highest levels of care and to maintain the
present focus on high-quality, cost-effective
care is yet to be seen. Recent inroads
into predialysis care that have blossomed
with Medicare support may be revisited.
Furthermore, new developments with payments of care through the Quality Payment
Program legislated by MACRA may also
be on the table for further revisions as the
new administration makes its approaches to
health care known.
As nephrologists, health care workers,
and citizens of this country, we will need to
work to stay at the table to let our opinions
be known. I hope we can continue to move
toward fairness and equity for our profession, for our patients, and for the diverse
population that we care for. We must
ensure that our nation maintains its commitment to access to health care, prevention of illness, and the most effective, sincere commitment to advancing knowledge
in nephrology through continued support
of education and research.

—Richard Lafayette, MD, Editor-inChief, ASN Kidney News
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