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Journal View
Would you trade life
expectancy to avoid
dialysis?
Many patients approaching end stage renal disease (ESRD) are willing to accept
significant reductions in survival to avoid
some of the burdens and limitations associated with dialysis, suggests a study in the
Canadian Medical Association Journal.
The researchers performed a “discrete
choice” experiment including 105 adult
patients with stage 3 to 5 kidney disease at
Australian renal clinics. The study looked
at how various treatment characteristics affected patients’ preferences for dialysis versus conservative care for progressive kidney
disease. Variables included life expectancy,
number of visits to the hospital per week,
ability to travel, time spent undergoing dialysis, and other factors.
Patients were more likely to opt for
dialysis if it increased their average life
expectancy: odds ratio (OR) 1.84. Other
factors affecting the preference for dialysis
were the availability of dialysis during the
evening as well as during daytime hours,
OR 8.95; and the availability of subsidized
transportation, OR 1.55. By contrast, patients were less likely to choose dialysis if it
involved more hospital visits, OR 0.70; or
if it placed more limits on their ability to
travel, OR 0.47.
Patients would accept a 7-month reduction in life expectancy to avoid one extra
hospital visit per week, and a 15-month reduction to decrease their travel restrictions.
Patient age was not a significant influencing factor.
The results suggest that, even if dialysis means longer survival, many patients
with ESRD would prefer conservative care
under certain circumstances. Patients are
“willing to trade considerable life expectancy to reduce the burdens and restrictions
of dialysis,” the researchers write. They call
for further study of decision making in
older patients with ESRD, and of patient
preferences regarding the type and location
of dialysis [Morton RL, et al. Factors influencing patient choice of dialysis versus conservative care to treated end-stage kidney
disease. CMAJ 2012; 184:E277–E283].

Mesenchymal stem cells
as induction therapy for
kidney transplant
For living-related donor kidney recipients,
induction therapy with autologous mesenchymal stem cells (MSCs) can improve
transplant outcomes, reports a study in the
Journal of the American Medical Association.
The trial included 159 patients who
were scheduled for living-related donor
kidney transplantation from an ABOcompatible, cross match–negative donor.
In a 2:1 ratio, patients were randomly
assigned to induction therapy with marrow-derived autologous MSCs or anti–
interleukin-2 antibody (basiliximab).
Autologous MSCs were given at a con-

centration of 1 to 2 x 106/kg at the time
of kidney reperfusion, repeated at 2 weeks.
All patients also received calcineurin inhibitors (CNIs); one-half of the MSC
group received CNIs at 80 percent of the
standard dose.
At 13 and 30 months, there were no
significant differences in patient or graft
survival. The 6-month rates of biopsyconfirmed graft rejection were lower in
patients receiving autologous MSCs: 7.5
percent with standard-dose CNI and 7.7

percent with low-dose CNI, compared
with 21.6 percent in the basiliximab group.
Induction therapy with MSCs also led to
faster recovery of renal function during the
first month after transplant in comparison
with control individuals: mean difference
6.2–10.0 mL/min per 1.73 m2. At 1 year,
patients in the MSC groups had a significantly lower rate of opportunistic infections: hazard ratio 0.42.
Autologous MSCs are a possible alternative to induction therapy with anti–in-

BRIEF SUMMARY
VOTRIENT (pazopanib) tablets
The following is a brief summary only; see full prescribing information for
complete product information.
WARNING: HEPATOTOXICITY
Severe and fatal hepatotoxicity has been observed in clinical studies.
Monitor hepatic function and interrupt, reduce, or discontinue dosing
as recommended. [See Warnings and Precautions (5.1).]
1 INDICATIONS AND USAGE
VOTRIENT® is indicated for the treatment of patients with advanced renal cell
carcinoma (RCC).
2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosing: The recommended dose of VOTRIENT is
800 mg orally once daily without food (at least 1 hour before or 2 hours after
a meal) [see Clinical Pharmacology (12.3) of full prescribing information]. The
dose of VOTRIENT should not exceed 800 mg. Do not crush tablets due to the
potential for increased rate of absorption which may affect systemic exposure.
[See Clinical Pharmacology (12.3) of full prescribing information.] If a dose is
missed, it should not be taken if it is less than 12 hours until the next dose.
2.2 Dose Modification Guidelines: Initial dose reduction should be 400 mg,
and additional dose decrease or increase should be in 200 mg steps based on
individual tolerability. The dose of VOTRIENT should not exceed 800 mg.
Hepatic Impairment: No dose adjustment is required in patients with mild
hepatic impairment. In patients with moderate hepatic impairment, alternatives
to VOTRIENT should be considered. If VOTRIENT is used in patients with
moderate hepatic impairment, the dose should be reduced to 200 mg per day.
VOTRIENT is not recommended in patients with severe hepatic impairment.
[See Use in Specific Populations (8.6) and Clinical Pharmacology (12.3) of
full prescribing information.] Concomitant Strong CYP3A4 Inhibitors: The
concomitant use of strong CYP3A4 inhibitors (e.g., ketoconazole, ritonavir,
clarithromycin) may increase pazopanib concentrations and should be avoided.
If coadministration of a strong CYP3A4 inhibitor is warranted, reduce the dose
of VOTRIENT to 400 mg. Further dose reductions may be needed if adverse
effects occur during therapy. This dose is predicted to adjust the pazopanib
AUC to the range observed without inhibitors. However, there are no clinical
data with this dose adjustment in patients receiving strong CYP3A4 inhibitors.
[See Drug Interactions (7.1).] Concomitant Strong CYP3A4 Inducer: The
concomitant use of strong CYP3A4 inducers (e.g., rifampin) may decrease
pazopanib concentrations and should be avoided. VOTRIENT should not be
used in patients who can not avoid chronic use of strong CYP3A4 inducers.
[See Drug Interactions (7.1).]
4 CONTRAINDICATIONS
None.
5 WARNINGS AND PRECAUTIONS
5.1 Hepatic Effects: In clinical trials with VOTRIENT, hepatotoxicity, manifested
as increases in serum transaminases (ALT, AST) and bilirubin, was observed
[see Adverse Reactions (6.1)]. This hepatotoxicity can be severe and fatal.
Transaminase elevations occur early in the course of treatment (92.5% of all
transaminase elevations of any grade occurred in the first 18 weeks). Across all
monotherapy studies with VOTRIENT, ALT >3 X upper limit of normal (ULN) was
reported in 138/977 (14%) and ALT >8 X ULN was reported in 40/977 (4%) of
patients who received VOTRIENT. Concurrent elevations in ALT >3 X ULN and
bilirubin >2 X ULN regardless of alkaline phosphatase levels were detected in
13/977 (1%) of patients. Four of the 13 patients had no other explanation for these
elevations. Two of 977 (0.2%) patients died with disease progression and hepatic
failure. Monitor serum liver tests before initiation of treatment with VOTRIENT
and at least once every 4 weeks for at least the first 4 months of treatment or as
clinically indicated. Periodic monitoring should then continue after this time
period. Patients with isolated ALT elevations between 3 X ULN and 8 X ULN may
be continued on VOTRIENT with weekly monitoring of liver function until ALT
return to Grade 1 or baseline. Patients with isolated ALT elevations of >8 X ULN
should have VOTRIENT interrupted until they return to Grade 1 or baseline. If the
potential benefit for reinitiating treatment with VOTRIENT is considered to
outweigh the risk for hepatotoxicity, then reintroduce VOTRIENT at a reduced
dose of no more than 400 mg once daily and measure serum liver tests weekly
for 8 weeks [see Dosage and Administration (2.2)]. Following reintroduction of
VOTRIENT, if ALT elevations >3 X ULN recur, then VOTRIENT should be
permanently discontinued. If ALT elevations >3 X ULN occur concurrently with
bilirubin elevations >2 X ULN, VOTRIENT should be permanently discontinued.
Patients should be monitored until resolution. VOTRIENT is a UGT1A1 inhibitor.
Mild, indirect (unconjugated) hyperbilirubinemia may occur in patients with
Gilbert’s syndrome [see Clinical Pharmacology (12.5) of full prescribing
information]. Patients with only a mild indirect hyperbilirubinemia, known
Gilbert’s syndrome, and elevation in ALT >3 X ULN should be managed as per
the recommendations outlined for isolated ALT elevations. Concomitant use of
VOTRIENT and simvastatin increases the risk of ALT elevations and should be
undertaken with caution and close monitoring [see Drug Interactions (7.3)].
Insufficient data are available to assess the risk of concomitant administration
of alternative statins and VOTRIENT. In patients with pre-existing moderate

terleukin-2 antibody, with the potential
to lower rejection risk. This open-label
trial finds several advantages of MSC induction therapy, including a lower acute
rejection rate, more rapid return of kidney function, and a lower rate of opportunistic infections. Long-term follow-up
studies are planned [Tan J, et al. Induction therapy with autologous mesenchymal stem cells in living-related kidney
transplants: a randomized controlled
trial. JAMA 2012; 307:1169–1177].

hepatic impairment, the starting dose of VOTRIENT should be reduced or
alternatives to VOTRIENT should be considered. Treatment with VOTRIENT is not
recommended in patients with pre-existing severe hepatic impairment, defined
as total bilirubin >3 X ULN with any level of ALT. [See Dosage and Administration
(2.2), Use in Specific Populations (8.6) and Clinical Pharmacology (12.3) of full
prescribing information.] 5.2 QT Prolongation and Torsades de Pointes: In
clinical RCC studies of VOTRIENT, QT prolongation (≥500 msec) was identified
on routine electrocardiogram monitoring in 11/558 (<2%) of patients. Torsades
de pointes occurred in 2/977 (<1%) of patients who received VOTRIENT in the
monotherapy studies. In the randomized clinical trial, 3 of the 290 patients
receiving VOTRIENT had post-baseline values between 500 to 549 msec. None
of the 145 patients receiving placebo had post-baseline QTc values ≥500 msec.
VOTRIENT should be used with caution in patients with a history of QT interval
prolongation, in patients taking antiarrhythmics or other medications that may
prolong QT interval, and those with relevant pre-existing cardiac disease. When
using VOTRIENT, baseline and periodic monitoring of electrocardiograms and
maintenance of electrolytes (e.g., calcium, magnesium, potassium) within the
normal range should be performed. 5.3 Hemorrhagic Events: In clinical RCC
studies of VOTRIENT, hemorrhagic events have been reported [all Grades (16%)
and Grades 3 to 5 (2%)]. Fatal hemorrhage has occurred in 5/586 (0.9%)
[see Adverse Reactions (6.1)]. VOTRIENT has not been studied in patients who
have a history of hemoptysis, cerebral, or clinically significant gastrointestinal
hemorrhage in the past 6 months and should not be used in those patients.
5.4 Arterial Thrombotic Events: In clinical RCC studies of VOTRIENT,
myocardial infarction, angina, ischemic stroke, and transient ischemic attack
[all Grades (3%) and Grades 3 to 5 (2%)] were observed. Fatal events have been
observed in 2/586 (0.3%). In the randomized study, these events were observed
more frequently with VOTRIENT compared to placebo [see Adverse Reactions
(6.1)]. VOTRIENT should be used with caution in patients who are at increased
risk for these events or who have had a history of these events. VOTRIENT has
not been studied in patients who have had an event within the previous 6
months and should not be used in those patients. 5.5 Gastrointestinal
Perforation and Fistula: In clinical RCC studies of VOTRIENT, gastrointestinal
perforation or fistula has been reported in 5 patients (0.9%). Fatal perforation
events have occurred in 2/586 (0.3%). Monitor for symptoms of gastrointestinal
perforation or fistula. 5.6 Hypertension : In clinical studies, events of
hypertension including hypertensive crisis have occurred. Blood pressure
should be well-controlled prior to initiating VOTRIENT. Patients should be
monitored for hypertension and treated as needed with anti-hypertensive
therapy. Hypertension (systolic blood pressure ≥150 or diastolic blood pressure
≥100 mm Hg) was observed in 47% of patients with RCC treated with
VOTRIENT. Hypertension occurs early in the course of treatment (39% of
cases occurred by Day 9 and 88% of cases occurred in the first 18 weeks).
[See Adverse Reactions (6.1).] In the case of persistent hypertension despite
anti-hypertensive therapy, the dose of VOTRIENT may be reduced [see Dosage
and Administration (2.2)]. VOTRIENT should be discontinued if there is evidence
of hypertensive crisis or if hypertension is severe and persistent despite
anti-hypertensive therapy and dose reduction of VOTRIENT. 5.7 Wound
Healing: No formal studies on the effect of VOTRIENT on wound healing have
been conducted. Since vascular endothelial growth factor receptor (VEGFR)
inhibitors such as pazopanib may impair wound healing, treatment with
VOTRIENT should be stopped at least 7 days prior to scheduled surgery.
The decision to resume VOTRIENT after surgery should be based on clinical
judgment of adequate wound healing. VOTRIENT should be discontinued in
patients with wound dehiscence. 5.8 Hypothyroidism: In clinical RCC studies
of VOTRIENT, hypothyroidism reported as an adverse reaction in 26/586 (4%)
[see Adverse Reactions (6.1)]. Proactive monitoring of thyroid function tests is
recommended. 5.9 Proteinuria: In clinical RCC studies with VOTRIENT,
proteinuria has been reported in 44/586 (8%) [Grade 3, 5/586 (<1%) and Grade
4, 1/586 (<1%)] [see Adverse Reactions (6.1)]. Baseline and periodic urinalysis
during treatment is recommended. VOTRIENT should be discontinued if the
patient develops Grade 4 proteinuria. 5.10 Pregnancy: VOTRIENT can cause
fetal harm when administered to a pregnant woman. Based on its mechanism
of action, VOTRIENT is expected to result in adverse reproductive effects. In
pre-clinical studies in rats and rabbits, pazopanib was teratogenic, embryotoxic,
fetotoxic, and abortifacient. There are no adequate and well-controlled studies
of VOTRIENT in pregnant women. If this drug is used during pregnancy, or if the
patient becomes pregnant while taking this drug, the patient should be apprised
of the potential hazard to the fetus. Women of childbearing potential should be
advised to avoid becoming pregnant while taking VOTRIENT. [See Use in
Specific Populations (8.1).]
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience: 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 rates in the clinical trials of another
drug and may not reflect the rates observed in practice. Potentially serious
adverse reactions with VOTRIENT included hepatotoxicity, QT prolongation
and torsades de pointes, hemorrhagic events, arterial thrombotic events,
gastrointestinal perforation and fistula, and hypertensive crisis [see Warnings
and Precautions (5.1-5.5)]. The safety of VOTRIENT has been evaluated in 977
patients in the monotherapy studies which included 586 patients with RCC
at the time of NDA submission. With a median duration of treatment of 7.4
months (range 0.1 to 27.6), the most commonly observed adverse reactions
(≥20%) in the 586 patients were diarrhea, hypertension, hair color change,
nausea, fatigue, anorexia, and vomiting. The data described below reflect
the safety profile of VOTRIENT in 290 RCC patients who participated in a

