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ESC 2017: CASTLE AF, REVEAL AF Among
Noteworthy Device Trials To Be Presented
in Barcelona

by Reed Miller

Results of the CASTLE AF trial, comparing catheter ablation to conventional
treatment in patients with left-ventricular dysfunction and atrial fibrillation,
could boost demand for atrial fibrillation ablation devices. That data will be
presented at the European Society of Cardiology congress on August 27,
also featuring the results of REVEAL AF, a trial of minimally invasive
prolonged electrographic monitoring for AF. Also, results from the SPYRAL
HTN OFF-MED may show if renal denervation has a future as a treatment
for hypertension

Drug trials will likely dominate the news coming out of the European Society of Cardiology
Congress in Barcelona August 26-30, but the meeting will also feature presentations of data from
device trials that have the potential to change clinical practice.

One example is the CASTLE-AF trial, which is comparing catheter ablation to standard
conventional treatment in patients with left ventricular dysfunction and atrial fibrillation. Nassir
Marrouche of the University of Utah in Salt Lake City will present results from the 398-patient
Biotronik-sponsored studyduring a Late-Breaking Clinical Trials session August 27.

CASTLE-AF began nearly ten years ago, randomizing patients with left ventricular dysfunction
and atrial fibrillation to conventional medical treatment or pulmonary vein isolation ablation
with a radiofrequency ablation catheter. The primary endpoint of the trial is the composite of all-
cause mortality or worsening of heart failure such that it requires an unplanned hospitalization
using a "time to first event" analysis. The secondary endpoints include all-cause mortality,
cardiovascular mortality, cerebrovascular accidents, and worsening of heart failure requiring
unplanned hospitalization.
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"There’s a better than 50% chance CASTLE-AF is positive," Wells Fargo analyst Larry Biegelsen
wrote in an August 9 research note. He explained that results showing the superiority of AF
ablation to conventional therapy in this population could accelerate the growth of the AF
ablation device market, which would especially help Abbott Laboratories Inc., Boston Scientific
Corp. , Johnson & Johnson, and Medtronic PLC. AF device sales represent about 5% of Abbott's
revenues and between 2% and 3% for Boston Scientific, Johnson & Johnson, and Medtronic.

Biegelsen expects CASTLE-AF to show ablation is more effective than drug therapy in this
population because results from the single-center ARC-HF and CAMTAF trials showed that
ablation improved ejection fraction, symptoms, and exercise performance more effectively than
drug therapy in heart-failure patients. Also, results of the multicenter, 203-patient AATAC trial
published in 2016 showed that catheter ablation was significantly better than drug therapy for
reducing atrial-fibrillation recurrence, mortality, and hospitalization after two years.

"It’s worth noting that AATAC started in 2008 and completed in 2014, whereas Castle-AF started
in 2007 and completed in 2017. Some clinicians with whom we have spoken expressed concerned
that the ablation results in Castle-AF could suffer because ablation techniques have evolved
since 2007," Biegelsen notes. "Given this, it will be important to see how patients with a
successful ablation procedure in Castle-AF did compared to those who didn’t have a successful
procedure because this will shed light on whether technique played a role in the results."

REVEAL AF Reveals Need For More AF-Monitoring Trials

Rolf Wachter from Universitatsmedizin Gottingen in Germany will present results of the REVEAL
AF trial during a poster session at the ESC congress on August 26. The results will also be
simultaneously published in the Journal of the American Medical Association.

REVEAL AF, sponsored by Medtronic, enrolled 346 patients with risk factors for both atrial
fibrillation and stroke, but no history of atrial fibrillation, and monitored them with an insertable
cardiac monitor.

According to the study abstract on the ESC website, atrial fibrillation was detected in 6.5% of all
the patients within 30 days, and by the end of one year, more than 20% experienced atrial
fibrillation. Rates of detected atrial fibrillation were similar for patients who had symptoms of
arrhythmia before the trial and those that did not. Wachter and colleagues conclude that because
the absence or presence of symptoms in at-risk patients does not appear to predict which
patients will have atrial fibrillation, implantable monitors serve as an effective atrial fibrillation
detection strategy for primary stroke prevention in high-risk patients.

Return of Renal Denervation
On August 28, Michael Bohm of the Universitatskliniken des Saarlandes in Germany will present
results from the SPYRAL HTN OFF-MED trial, which is comparing renal denervation using
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Medtronic's Symplicity Spyral multi-electrode renal denervation system to a sham procedure in
patients with uncontrolled hypertension.

After several single-arm trials suggested renal denervation could reduce the blood pressure of
patients who failed to control it with medication, results of the first sham-controlled trial of
renal denervation in this population, SYMPLICITY HTN-3, failed to show a statistically
significant benefit. Although SYMPLICITY HTN-3 cast doubt on the efficacy of renal denervation
in general, Medtronic and Boston Scientific have continued to develop renal denervation
technologies, pointing out that SYMPLICITY HTN-3 may have failed to show a benefit for the
therapy because there was too much uncontrolled variability in the medication regiments of the
patients in the trial. (Also see "Renal Denervation Round 2: Medtronic, Boston Sci Move Ahead With
Studies" - Medtech Insight, 18 Feb, 2015.)

The purpose of the SPYRAL HTN OFF-MED is to assess of the efficacy and safety of renal
denervation in the absence of antihypertensive medications.

Biegelsen wrote, "We expect SPYRAL HTN OFF-MED to show the true biologic effect of renal
denervation." He expects the SPYRAL HTN OFF-MED results to show a benefit from renal
denervation because Medtronic has scheduled a satellite symposium and an investor event
following the presentation at ESC. Also, the trial investigators expanded the trial from 120 to 170
patients in June. "We doubt MDT would continue the study if the results from the initial 120
patients were negative and Medtronic has indicated that they are moving to a pivotal trial,"
Biegelsen points out.

He also notes that Boston Scientific is sponsoring the REDUCE HTN REINFORCE trial with of
itsVessix renal denervation device, with a similar trial design as SPYRAL HTN OFF-MED. That
trial is scheduled to be finished in about six months.
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