Findings
Which Oral
Anticoagulant
Is Best in CKD?

Veverimer Is Effective for Metabolic Acidosis in CKD
The selective hydrochloric acid binder
veverimer is a safe and efficacious treatment for metabolic acidosis in patients with
CKD, according to a randomized trial report in the Lancet.
The study was a 40-week extension of
a previous international industry-sponsored
trial comparing veverimer with placebo for
patients with CKD (estimated GFR 20–40
mL/min per 1.73 m2) and metabolic acido-

sis (serum bicarbonate 10–20 mmol/L). In
that study (Lancet 2019; 393:1417–1427),
59% of patients in the veverimer group met
a composite primary endpoint of increased
sodium bicarbonate, compared with 22%
of the placebo group.
In the extension phase, 196 patients
who completed the parent trial continued
to receive their assigned blinded treatment
for 40 weeks. Safety was the primary out-

come; secondary outcomes addressed the
long-term effects of veverimer on serum
bicarbonate level and physical functioning.
During the extension, the premature
treatment discontinuation rate was 3% in
the veverimer group, in no case because of
an adverse event, compared with 10% in
the placebo group. The rates of serious adverse events were 2% and 5%, respectively.
Veverimer was also associated with a lower
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For patients with early CKD, non–vitamin
K oral anticoagulants (NOACs) have a
better risk-to-benefit profile than vitamin
K antagonists (VKAs), concludes a metaanalysis in Annals of Internal Medicine.
In a systematic review of the literature,
the researchers identified 45 randomized
controlled trials that evaluated the two
types of oral anticoagulants for any indication and included data on efficacy or
bleeding outcomes. The studies included a
total of 34,082 patients with early-stage or
advanced CKD or with ESKD.
The most frequent indications were
atrial fibrillation (AF) and venous thromboembolism (VTE), 11 trials each. Other
indications included cardiovascular disease other than AF, 9 trials; prevention of
thrombosis in dialysis access, 8 trials; and
thromboprophylaxis, 6 trials. Except for 8
trials enrolling ESKD patients, the studies
excluded patients with creatinine clearance
less than 20 mL/min or estimated GFR
less than 15 mL/min per 1.73 m2. Most
of the data came from subgroups of large
trials; there was sparse evidence about patients with advanced CKD or ESKD.
On meta-analysis, NOACs were associated with a reduced risk of stroke or systemic embolism in patients with AF, compared with VKAs: risk ratio (RR) 0.79,
based on high-quality evidence. Non–vitamin K oral anticoagulants were also associated with a lower risk of hemorrhagic
stroke: RR 0.48, based on moderate-quality evidence.
There was no clear difference between
the two types of oral anticoagulants for
prevention of recurrent VTE or VTE-related mortality. Across all trials, major bleeding risk appeared lower with NOACs: RR
0.75, based on low-quality evidence.
CKD is a prothrombotic state, associated with several indications for oral anticoagulants. However, there are limited data
to guide clinical decisions regarding anticoagulant therapy in CKD.
Available evidence suggests that
NOACs are preferable to VKAs for patients with early CKD. The review finds
scant evidence to determine the benefits
or harms of these oral anticoagulants for
patients with advanced CKD or ESKD.
The authors emphasize the need for further
adequately powered randomized trials [Ha
JT, et al. Benefits and harms of oral anticoagulant therapy in chronic kidney disease:
A systematic review and meta-analysis.
Ann Intern Med 2019; 171:181–189].

IMPORTANT SAFETY INFORMATION
CONTRAINDICATION: AURYXIA® (ferric citrate) is contraindicated in patients with iron
overload syndromes
WARNINGS AND PRECAUTIONS:
• Iron Overload: Monitor ferritin and transferrin saturation (TSAT). Patients may require a reduction
in dose or discontinuation of concomitant intravenous (IV) iron
• Risk of Overdosage in Children Due to Accidental Ingestion: Accidental ingestion and resulting
overdose of iron-containing products is a leading cause of fatal poisoning in children under
6 years of age. Advise patients to keep AURYXIA out of the reach of children

FS:7.125”
F:8.125”

October/November 2019 | ASN Kidney News |

rate of renal system adverse events: 8% versus 15%.
At 52 weeks, sodium bicarbonate
had normalized or increased by at least 4
mmol/L in 63% of patients assigned to
veverimer, compared with 38% of the placebo group. At all times, bicarbonate concentrations were higher in the veverimer
group. Veverimer was also associated with a
relative 12-point improvement in the Kidney Disease and Quality of Life–Physical
Function Domain and also with a 3-second

difference in mean time to perform the repeat chair stand test.
Metabolic acidosis is a common and
serious complication of CKD, for which
there are limited approved therapies. Veverimer is an oral nonabsorbed polymer that
selectively binds and eliminates hydrochloric acid from the gastrointestinal tract.
This extension study, including an
analysis of 52-week outcomes, supports
the safety and efficacy of veverimer in correcting metabolic acidosis in patients with

CKD. In addition to lasting increases in sodium bicarbonate, this treatment produces
lasting improvements in measures of physical functioning. Further studies are needed
to evaluate the effects of veverimer on CKD
progression and mortality [Wesson DE, et
al. Long-term safety and efficacy of veverimer in patients with metabolic acidosis
in chronic kidney disease: A multicentre,
randomised, blinded, placebo-controlled,
40-week extension. Lancet 2019; 394:396–
406].
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For the control of serum phosphorus levels in adult
patients with chronic kidney disease on dialysis

CONSIDER AURYXIA FIRST
A non-calcium, non-chewable choice for clinically
proven control of hyperphosphatemia

• Demonstrated safety and tolerability profile over 52 weeks

®
IS AURYXIA A PHOSPHATE BINDER
YOUR PATIENTS WILL TAKE?

PREGNANCY AND LACTATION: Overdosing of iron in pregnant women may carry a risk for
spontaneous abortion, gestational diabetes and fetal malformation. Rat studies have shown the transfer
of iron into milk. There is possible infant exposure when AURYXIA is taken by a nursing woman
ADVERSE REACTIONS The most common adverse reactions reported with AURYXIA in clinical trials were:
• Hyperphosphatemia in CKD on Dialysis: Diarrhea (21%), discolored feces (19%), nausea (11%),
constipation (8%), vomiting (7%) and cough (6%)
To report suspected adverse reactions, contact Akebia Therapeutics at 1-844-445-3799
Please see the Brief Summary including patient counseling information on the following page
Reference: 1. Data on File 24, Akebia Therapeutics.
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• Starting dose of 2 tablets 3 times per day with meals
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• Reduced mean serum phosphorus to 4.88 mg/dL in the pivotal study
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