Findings
In Dialysis Patients, Mortality Differs Between Beta-Blockers
One-year mortality is higher for hemodialysis
patients starting carvedilol compared to those
starting metoprolol, suggests a study in the
American Journal of Kidney Diseases.
The retrospective analysis included
27,064 Medicare patients starting hemodialysis in a large US dialysis organization from
2007 through 2012. All included patients
who initiated beta-blocker therapy with metoprolol (64.7% of patients) or carvedilol
(35.3%). These two groups were compared
for the 1-year outcomes of all-cause mortality,
cardiovascular mortality, and intradialytic hy-

potension, with adjustment for demographic, clinical, laboratory, and dialysis treatment
covariates.
Propensity score analysis suggested that
the two groups were highly comparable. Allcause mortality per 1000 person-years was
225.1 for patients initiating carvedilol versus
195.8 for those initiating metoprolol: adjusted hazard ratio (HR) 1.08. Cardiovascular mortality was also higher with carvedilol:
108.3 versus 85.1 per 1000 person-years, adjusted HR 1.18.
Subgroup analyses suggested similar mor-
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INDICATION AND USAGE
VELTASSA is indicated for the treatment of hyperkalemia.
Limitation of Use: VELTASSA should not be used as an emergency
treatment for life-threatening hyperkalemia because of its delayed onset
of action.
CONTRAINDICATIONS
VELTASSA is contraindicated in patients with a history of a hypersensitivity
reaction to VELTASSA or any of its components [see Adverse Reactions].
WARNINGS AND PRECAUTIONS
Worsening of Gastrointestinal Motility Avoid use of VELTASSA in
patients with severe constipation, bowel obstruction or impaction,
including abnormal post-operative bowel motility disorders, because
VELTASSA may be ineffective and may worsen gastrointestinal
conditions. Patients with a history of bowel obstruction or major
gastrointestinal surgery, severe gastrointestinal disorders, or swallowing
disorders were not included in the clinical studies.
Hypomagnesemia VELTASSA binds to magnesium in the colon, which
can lead to hypomagnesemia. In clinical studies, hypomagnesemia
was reported as an adverse reaction in 5.3% of patients treated with
VELTASSA [see Adverse Reactions]. Monitor serum magnesium.
Consider magnesium supplementation in patients who develop low
serum magnesium levels on VELTASSA.
ADVERSE REACTIONS
The following adverse reaction is discussed in greater detail elsewhere
in the label:
• Hypomagnesemia [see Warnings and Precautions]
Clinical Trials Experience Because clinical trials are conducted under
widely varying conditions, adverse reaction rates observed in the clinical
trials of VELTASSA cannot be directly compared to rates in the clinical
trials of other drugs and may not reflect the rates observed in practice.
In the safety and efficacy clinical trials, 666 adult patients received at
least one dose of VELTASSA, including 219 exposed for at least 6 months
and 149 exposed for at least one year. Table 1 provides a summary of
the most common adverse reactions (occurring in ≥ 2% of patients) in
patients treated with VELTASSA in these clinical trials. Most adverse
reactions were mild to moderate. Constipation generally resolved during
the course of treatment.
Table 1: Adverse Reactions Reported in ≥ 2% of Patients

Adverse Reactions
Constipation
Hypomagnesemia
Diarrhea
Nausea
Abdominal discomfort
Flatulence

Patients treated with VELTASSA
(N=666)
7.2%
5.3%
4.8%
2.3%
2.0%
2.0%

During the clinical studies, the most commonly reported adverse
reactions leading to discontinuation of VELTASSA were gastrointestinal
adverse reactions (2.7%), including vomiting (0.8%), diarrhea
(0.6%), constipation (0.5%) and flatulence (0.5%). Mild to moderate
hypersensitivity reactions were reported in 0.3% of patients treated with
VELTASSA in clinical trials. Reactions have included edema of the lips.
Laboratory Abnormalities Approximately 4.7% of patients in clinical
trials developed hypokalemia with a serum potassium value < 3.5
mEq/L. Approximately 9% of patients in clinical trials developed
hypomagnesemia with a serum magnesium value < 1.4 mg/dL.

tality differences across major indications for
beta-blocker therapy: hypertension, atrial
fibrillation, heart failure, and recent myocardial infarction. Carvedilol was also associated
with a higher rate of intradialytic hypotension: 57.5 versus 55.2 episodes per 1000
person-treatments, adjusted incidence rate
ratio 1.10.
About 80% of beta-blocker prescriptions
to US dialysis patients are metoprolol and
carvedilol. Despite their recognized pharmacologic and pharmacokinetic differences,
there are few data on the comparative safety

DRUG INTERACTIONS
In clinical studies, VELTASSA decreased systemic exposure of some
coadministered oral medications. Binding of VELTASSA to other oral
medications could cause decreased gastrointestinal absorption and
loss of efficacy when taken close to the time VELTASSA is
administered. Administer other oral medications at least 3 hours
before or 3 hours after VELTASSA.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
VELTASSA is not absorbed systemically following oral administration and
maternal use is not expected to result in fetal risk.
Lactation
Risk Summary
VELTASSA is not absorbed systemically by the mother, so breastfeeding
is not expected to result in risk to the infant.
Pediatric Use Safety and efficacy in pediatric patients have not been
established.
Geriatric Use Of the 666 patients treated with VELTASSA in clinical
studies, 59.8% were age 65 and over, and 19.8% were age 75 and over.
No overall differences in effectiveness were observed between these
patients and younger patients. Patients age 65 and older reported more
gastrointestinal adverse reactions than younger patients.
Renal Impairment Of the 666 patients treated with VELTASSA in clinical
studies, 93% had chronic kidney disease (CKD). No special dosing
adjustments are needed for patients with renal impairment.
OVERDOSAGE
Doses of VELTASSA in excess of 50.4 grams per day have not been
tested. Excessive doses of VELTASSA may result in hypokalemia.
Restore serum potassium if hypokalemia occurs.
PATIENT COUNSELING INFORMATION
Drug Interactions Advise patients who are taking other oral medication
to separate the dosing of VELTASSA by at least 3 hours (before or
after) [see Drug Interactions].
Dosing Recommendations Inform patients to take VELTASSA as directed
with food and adhere to their prescribed diets. Inform patients that
VELTASSA should not be heated (e.g., microwaved) or added to heated
foods or liquids and should not be taken in its dry form.
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and efficacy of these two medications.
This large retrospective study suggests
higher overall and cardiovascular mortality
in hemodialysis patients initiating carvedilol
versus metoprolol. Pending definitive randomized trials, the authors suggest that possible adverse hemodynamic effects of carvedilol should be considered when starting
beta-blockers in hemodialysis patients [Assimon MM, et al. A comparative study of
carvedilol versus metoprolol initiation and
1-year mortality among individuals receiving maintenance hemodialysis. Am J Kidney
Dis 2018; DOI: https://doi.org/10.1053/j.
ajkd.2018.02.350].

