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No Benefit of Tamsulosin for ED Patients with Small Ureteral Stones
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Compared to metformin, second-line
sulfonylurea therapy for type 2 diabetes was
found to be associated with an increased risk
of cardiovascular and hypoglycemic events,
the authors said.
“Continuing metformin when introducing sulfonylureas appears to be safer
than switching,” the researchers write
[Douros A, et al. Sulfonylureas as second
line drugs in type 2 diabetes and the risk of
cardiovascular and hypoglycaemic events:
population based cohort study. BMJ 2018;
362: k2693.

The α-adrenergic receptor blocker tamsulosin does not increase passage of small,
symptomatic ureteral stones, reports a
randomized clinical trial in JAMA Internal Medicine.
The two-phase trial included 512
adults seen in the emergency department
with symptomatic ureteral stones. All patients had a symptomatic ureteral stone
measuring less than 9 mm in diameter
(mean 3.8 mm) on computed tomography. About three-fourths of patents were
male and one-fourth were non-white; the

mean age was 40.6 years.
Patients were assigned to 28 days of
treatment with tamsulosin, 0.4 mg, or
placebo. The main outcome of interest
was stone passage by 28 days, determined
by the patient’s visualization or capture of
the stone.
In 497 patients evaluated, there was
no significant difference in stone passage
rates: 50% with tamsulosin and 47%
with placebo. The two groups were also
similar in terms of secondary outcomes,
including crossover to tamsulosin, time

to stone passage, hospitalization, surgery, and repeated ED visits. Exploratory
analysis showed no benefit of tamsulosin
in patient subgroups according to stone
location, size, or location.
Tamsulosin is widely used as “medical expulsive therapy” for patients with
urinary stones seen in the ED. Some
studies suggest that this treatment is effective mainly for larger stones, reﬂecting
the high rate of spontaneous passage for
smaller stones.
Continued on page 22
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For the control of serum phosphorus levels in adult
patients with chronic kidney disease on dialysis

AURYXIA® (ferric citrate), A NON-CALCIUM,
NON-CHEWABLE CHOICE FOR CONTROL
OF HYPERPHOSPHATEMIA
• Reduced mean serum phosphorus to 4.88 mg/dL in the pivotal study

®

es

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

e

ADVERSE REACTIONS: In clinical trials, likely adverse reactions occurring in ≥ 5% of patients treated
with AURYXIA were discolored feces, diarrhea, constipation, nausea, vomiting, cough, abdominal pain
and hyperkalemia
To report suspected adverse reactions, contact Keryx Biopharmaceuticals at 1-844-445-3799
Please see the Brief Summary including patient counseling information on the following page

©2017 Keryx Biopharmaceuticals, Inc.
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• Demonstrated safety and tolerability over 52 weeks
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• Starting dose of 2 tablets 3 times per day with meals
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Findings

continued from page 21

This placebo-controlled trial finds no
increase in stone passage rate with tamsulosin prescribed to ED patients with
symptomatic ureteral stones smaller than
9 mm. The investigators conclude: “Although tamsulosin may still play a role
in medical expulsive therapy for larger
stones, guidelines that recommend tamsulosin for ureteral stones may need to
be revised” [Meltzer AC, et al. Effect of
Tamsulosin on Passage of Symptomatic
Ureteral Stones: A randomized clinical trial. JAMA Intern Med 2018; 178:
1051–1057].

Levosimendan Improves GFR in Cardiorenal
Syndrome
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There are no empirical data on avoiding drug interactions between
AURYXIA and most concomitant oral drugs. For oral medications
where a reduction in the bioavailability of that medication would
have a clinically significant effect on its safety or efficacy, consider
separation of the timing of the administration of the two drugs. The
duration of separation depends upon the absorption characteristics
of the medication concomitantly administered, such as the time to
reach peak systemic levels and whether the drug is an immediate
release or an extended release product. Consider monitoring clinical
responses or blood levels of concomitant medications that have a
narrow therapeutic range.

USE IN SPECIFIC POPULATIONS
Pregnancy:
Risk Summary
There are no available data on AURYXIA use in pregnant women
to inform a drug-associated risk of major birth defects and
miscarriage. Animal reproduction studies have not been conducted
using AURYXIA. Skeletal and encephalic malformation was
observed in neonatal mice when ferric gluconate was administered
intraperitoneally to gravid dams on gestation days 7-9. However, oral
administration of other ferric or ferrous compounds to gravid CD1mice and Wistar-rats caused no fetal malformation.
An overdose of iron in pregnant women may carry a risk for
spontaneous abortion, gestational diabetes and fetal malformation.
The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. Adverse outcomes in
pregnancy occur regardless of the health of the mother or the
use of medications. In the U.S. general population, the estimated
background risks of major birth defects and miscarriage in clinically
recognized pregnancies are 2 to 4% and 15 to 20% respectively.
Clinical Considerations
The effect of AURYXIA on the absorption of vitamins and other
nutrients has not been studied in pregnant women. Requirements
for vitamins and other nutrients are increased in pregnancy.
Lactation:
Risk Summary
There are no human data regarding the effect of AURYXIA in
human milk, the effects on the breastfed child, or the effects on milk
production. Data from rat studies have shown the transfer of iron into
milk by divalent metal transporter-1 (DMT-1) and ferroportin-1 (FPN1). Hence, there is a possibility of infant exposure when AURYXIA
is administered to a nursing woman. The development and health
benefits of breastfeeding should be considered along with the
mother’s clinical need for AURYXIA and any potential adverse
effects on the breastfed child from AURYXIA or from the underlying
maternal condition.
Pediatric Use: The safety and efficacy of AURYXIA have not been
established in pediatric patients.
Geriatric Use: Clinical studies of AURYXIA included 292 subjects
aged 65 years and older (104 subjects aged 75 years and older).
Overall, the clinical study experience has not identified any obvious
differences in responses between the elderly and younger patients
in the tolerability or efficacy of AURYXIA.
OVERDOSAGE
No data are available regarding overdose of AURYXIA in patients. In
patients with chronic kidney disease, the maximum dose studied was
2,520 mg ferric iron (12 tablets of AURYXIA) per day. Iron absorption
from AURYXIA may lead to excessive elevations in iron stores,
especially when concomitant intravenous iron is used.
In clinical trials, one case of elevated iron in the liver as confirmed
by biopsy was reported in a patient on dialysis administered IV iron
and AURYXIA.
PATIENT COUNSELING INFORMATION
Dosing Recommendations: Instruct patients to take AURYXIA as
directed with meals and adhere to their prescribed diets. Instruct
patients on concomitant medications that should be dosed apart
from AURYXIA. Advise patients not to chew or crush AURYXIA
because tablets may cause discoloration of mouth and teeth.
Adverse Reactions: Advise patients that AURYXIA may cause
discolored (dark) stools, but this staining of the stool is considered
normal with oral medications containing iron.
AURYXIA may cause diarrhea, nausea, constipation, vomiting,
hyperkalemia, abdominal pain, and cough. Advise patients to report
severe or persistent gastrointestinal symptoms to their physician.
Accidental Ingestion: Advise patients to keep this product out of the
reach of children and to seek immediate medical attention in case of
accidental ingestion by a child.
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AURYXIA® (ferric citrate) tablets for oral use containing 210 mg of
ferric iron equivalent to 1 g AURYXIA for oral use.
INDICATION AND USAGE
AURYXIA is indicated for the control of serum phosphorus levels in
adult patients with chronic kidney disease on dialysis.
CONTRAINDICATIONS
AURYXIA is contraindicated in patients with iron overload syndromes
(e.g., hemochromatosis).
WARNINGS AND PRECAUTIONS
Iron Overload: Iron absorption from AURYXIA may lead to excessive
elevations in iron stores. Increases in serum ferritin and transferrin
saturation (TSAT) levels were observed in clinical trials. In a 56-week
safety and efficacy trial evaluating the control of serum phosphate
levels in patients with chronic kidney disease on dialysis in which
concomitant use of intravenous iron was permitted, 55 (19%) of
patients treated with AURYXIA had a ferritin level >1500 ng/mL
as compared with 13 (9%) of patients treated with active control.
Assess iron parameters (e.g., serum ferritin and TSAT) prior to
initiating AURYXIA and monitor iron parameters while on therapy.
Patients receiving intravenous iron may require a reduction in dose
or discontinuation of intravenous iron therapy.
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 of the risks to children and to keep AURYXIA
out of the reach of children.
ADVERSE REACTIONS
Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot
be directly compared to adverse reaction rates in the clinical trials of
another drug and may not reflect the rates observed in practice.
Hyperphosphatemia in Chronic Kidney Disease on Dialysis
A total of 289 patients were treated with AURYXIA and 149 patients
were treated with active control (sevelamer carbonate and/or calcium
acetate) during the 52-week, randomized, open-label, active control
phase of a trial in patients on dialysis. A total of 322 patients were
treated with AURYXIA for up to 28 days in three short-term trials.
Across these trials, 557 unique patients were treated with AURYXIA;
dosage regimens in these trials ranged from 210 mg to 2,520 mg of
ferric iron per day, equivalent to 1 to 12 tablets of AURYXIA.
Adverse reactions reported in more than 5% of patients treated with
AURYXIA in these trials included diarrhea (21%), discolored feces (19%),
nausea (11%), constipation (8%), vomiting (7%), and cough (6%).
During the 52-week, active-control period, 61 patients (21%) on
AURYXIA discontinued study drug because of an adverse reaction,
as compared to 21 patients (14%) in the active control arm. Patients
who were previously intolerant to any of the active control treatments
(calcium acetate and sevelamer carbonate) were not eligible to
enroll in the study. Gastrointestinal adverse reactions were the most
common reason for discontinuing AURYXIA (14%).
DRUG INTERACTIONS
Orally administered doxycycline has to be taken at least 1 hour before
AURYXIA. Orally administered ciprofloxacin should be taken at least 2
hours before or after AURYXIA. Oral drugs that can be administered
concomitantly with AURYXIA are: amlodipine, aspirin, atorvastatin,
calcitriol, clopidogrel, digoxin, diltiazem, doxercalciferol, enalapril,
fluvastatin, glimepiride, levofloxacin, losartan, metoprolol,
pravastatin, propranolol, sitagliptin, and warfarin.
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In patients with heart failure and renal
impairment, the calcium sensitizer levosimendan is associated with improved kidney
function, compared to no improvement
with dobutamine, reports a randomized trial in the open-access Journal of the American
Heart Association.
The double-blind trial included 32 patients with chronic heart failure, left ventricular ejection fraction (LVEF) less than
40%; and impaired renal function. Most
patients were men in New York Heart Association class III; the most common cause
of heart failure was dilated cardiomyopathy.
The mean age was 58 years.
Patients were randomly assigned to receive levosimendan, loading dose 12 µg/
kg plus 0.1 µg/kg/min; or dobutamine, 7.5
µg/kg/min) for 75 minutes. Mean LVEF
was 27.2% in the levosimendan group and
26.0% in the dobutamine group; mean
eGFR was 49.4 and 55.3 mL/min/1.73 m2,
respectively.
Both groups underwent measurement
of systemic hemodynamics via pulmonary
artery catheter. In addition, a renal artery
catheter was placed for measurement of
renal plasma ﬂow by the infusion clearance
technique for para-aminohippurate (PAH),
corrected by renal extraction of PAH. Renal
extraction of chromium ethylenediamine
tetraacetic acid was used to assess filtration
fraction. Changes in renal artery blood ﬂow,
GFR, and renal oxygenation were compared between groups.
The two treatments resulted in similar
increases in stroke volume index, cardiac
index, systemic oxygen delivery, and mixed
venous oxygen saturation. Renal blood ﬂow
also increased to a similar extent in both
groups: by 22% with levosimendan and
26% with dobutamine.
In contrast, levosimendan caused a 22%
increase in GFR, compared to no change in
the dobutamine group. There was no change
in filtration fraction with levosimendan, compared to a 17% decrease with dobutamine.
There were no serious adverse events.
Management of cardiorenal syndrome
in patients with advanced heart failure poses
difficult challenges. Inotropic drugs are an
option for selected patients with severely
reduced cardiac output with compromised
perfusion of the kidney and other organs. In
previous studies, levosimendan has shown
beneficial effects on renal function in acute
and chronic heart failure.
In this trial of short-term inotropic infusion for patients with heart failure and
renal impairment, levosimendan and dobutamine produce similar increases in renal
blood ﬂow. However, levosimendan increases GFR, which dobutamine does not.
The results suggest “a preferential dilation of preglomerular afferent arterioles,”
the researchers write. They conclude:
“Based on these findings, levosimendan
may be the preferred inotropic drug for
treatment of patients with the cardiorenal
syndrome” [Lannemyr L, et al. Differential
effects of levosimendan and dobutamine
on glomerular filtration rate in patients
with heart failure and renal impairment: A
randomized double-blind controlled trial.
J Am Heart Assoc 2018; DOI: 10.1161/
JAHA.117.008455].
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