e1244

CLASS OF EVIDENCE

Nine-year prospective efficacy and safety of brain-
responsive neurostimulation for focal epilepsy

Dileep R. Nair, MD, Kenneth D. Laxer, MD, Peter B. Weber, MD, Anthony M. Murro, MD, Yong D. Park, MD,
Gregory L. Barkley, MD, Brien J. Smith, MD, Ryder P. Gwinn, MD, Michael J. Doherty, MD,

Katherine H. Noe, MD, PhD, Richard S. Zimmerman, MD, Gregory K. Bergey, MD, William S. Anderson, MD, PhD,
Christianne Heck, MD, Charles Y. Liu, MD, PhD, Ricky W. Lee, MD, Toni Sadler, PA-C, Robert B. Duckrow, MD,
Lawrence J. Hirsch, MD, Robert E. Wharen, Jr., MD, William Tatum, DO, Shraddha Srinivasan, MD,

Guy M. McKhann, MD, Mark A. Agostini, MD, Andreas V. Alexopoulos, MD, MPH, Barbara C. Jobst, MD,

David W. Roberts, MD, Vicenta Salanova, MD, Thomas C. Witt, MD, Sydney S. Cash, MD, PhD, Andrew J. Cole, MD,
Gregory A. Worrell, MD, PhD, Brian N. Lundstrom, MD, PhD, Jonathan C. Edwards, MD, Jonathan J. Halford, MD,
David C. Spencer, MD, Lia Ernst, MD, Christopher T. Skidmore, MD, Michael R. Sperling, MD, lan Miller, MD,

Eric B. Geller, MD, Michel J. Berg, MD, A. James Fessler, MD, Paul Rutecki, MD, Alica M. Goldman, MD, PhD,

Eli M. Mizrahi, MD, Robert E. Gross, MD, PhD, Donald C. Shields, MD, Theodore H. Schwartz, MD,

Douglas R. Labar, MD, PhD, Nathan B. Fountain, MD, W. Jeff Elias, MD, Piotr W. Olejniczak, MD, PhD,

Nicole R. Villemarette-Pittman, PhD, Stephan Eisenschenk, MD, Steven N. Roper, MD, Jane G. Boggs, MD,

Tracy A. Courtney, BS, Felice T. Sun, PhD, Cairn G. Seale, MS, Kathy L. Miller, BS, Tara L. Skarpaas, PhD, and
Martha J. Morrell, MD, on behalf of the RNS System LTT Study

Neurolagy® 2020;95:e1244-e1256. doi:10.1212/WNL.0000000000010154

Abstract
Objective

To prospectively evaluate safety and efficacy of brain-responsive neurostimulation in adults
with medically intractable focal onset seizures (FOS) over 9 years.

Methods

Adults treated with brain-responsive neurostimulation in 2-year feasibility or randomized
controlled trials were enrolled in a long-term prospective open label trial (LTT) to assess safety,
efficacy, and quality of life (QOL) over an additional 7 years. Safety was assessed as adverse
events (AEs), efficacy as median percent change in seizure frequency and responder rate, and

QOL with the Quality of Life in Epilepsy (QOLIE-89) inventory.

Results

Of 256 patients treated in the initial trials, 230 participated in the LTT. At 9 years, the median
percent reduction in seizure frequency was 75% (p < 0.0001, Wilcoxon signed rank), responder
rate was 73%, and 35% had a >90% reduction in seizure frequency. We found that 18.4% (47 of
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256) experienced >1 year of seizure freedom, with 62% (29 of 47) seizure-free at the last follow-up
and an average seizure-free period of 3.2 years (range 1.04-9.6 years). Overall QOL and epilepsy-
targeted and cognitive domains of QOLIE-89 remained significantly improved (p < 0.05). There
were no serious AEs related to stimulation, and the sudden unexplained death in epilepsy
(SUDEP) rate was significantly lower than predefined comparators (p < 0.0S, 1-tailed XZ).
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Glossary

AE = adverse event; CI = confidence interval; DBS = deep brain stimulation; ECoG = electrocorticographic; FDA = Food and
Drug Administration; GEE = generalized estimating equation; IQR = interquartile range; LOCF = last observation carried
forward; LTT = long-term treatment; QOL = quality of life; QOLIE-89 = Quality of Life in Epilepsy; SAE = serious AE;
SUDEP = sudden unexplained death in epilepsy; VNS = vagus nerve stimulation.

Conclusions
Adjunctive brain-responsive neurostimulation provides significant and sustained reductions in the frequency of FOS with
improved QOL. Stimulation was well tolerated; implantation-related AEs were typical of other neurostimulation devices; and

SUDEDP rates were low.

ClinicalTrials.gov identifier
NCTO0057219S.

Classification of evidence

This study provides Class IV evidence that brain-responsive neurostimulation significantly reduces focal seizures with acceptable

safety over 9 years.

About 30% to 40% of patients with epilepsy are refractory to
medications. While resective or ablative procedures provide the best
likelihood of seizure freedom,'~ these approaches are not an option
for many patients due to the potential for neurologic risk or in-
sufficient likelihood of benefit. Neuromodulation approaches, in-
cluding vagus nerve stimulation** (VNS), deep brain stimulation®”
(DBS), and brain-responsive neurostimulation® ' (RNS System,
NeuroPace, Inc), have been demonstrated to be safe and effective
treatments to reduce seizure frequency for these patients. In con-
trast to DBS, brain-responsive neurostimulation delivers stimulation
only in response to changes in ongoing neural activity at the seizure
focus.* '® While this approach requires the identification of the
seizure focus, it limits the amount of stimulation delivered per
day® 10

The RNS System is approved by the US Food and Drug Ad-
ministration (FDA) as an adjunctive treatment for adults with
medically refractory focal onset seizures arising from 1 or 2 seizure
foci.* '* An initial 2-year feasibility study (n = 65) demonstrated
safety and provided preliminary evidence of effectiveness, and
a 2-year double-blinded randomized controlled trial (n = 191)
demonstrated safety and effectiveness. Final results are provided
from an FDA-requested and -approved prospective open-label
long-term treatment (LTT) clinical study intended to collect an
additional 7 years of prospective data on the safety and effective-
ness of the RNS System. This report of 9 years of patient follow-up
supplements and extends the experience and observations pre-
sented in an interim analysis® and represents the largest multicenter
prospective trial in the field of neuromodulation to date.

Methods

The RNS System (NeuroPace, Inc, Mountain View, CA)
provides brain-responsive (closed-loop) neurostimulation
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when abnormal electrocorticographic (ECoG) activity is
detected, typically epileptiform activity that is observed at the
onset of electrographic seizures. As described in a prior publi-
cation,"" a cranially implanted programmable neurostimulator
is connected to depth or subdural cortical strip leads that are
placed according to the patient’s previously identified seizure
focus or foci. Each lead contains 4 electrode contacts (figure 1).
Two leads can be connected to the neurostimulator at a time,
and as many as 4 leads could be implanted in the clinical trials
(no more than 2 depth leads). The neurostimulator continually
senses ECoG activity through the electrodes and is pro-
grammed by the physician to detect specific ECoG patterns
and to deliver stimulus pulses in response to detections. The
physician adjusts detection and stimulation parameters for each
patient as needed for seizure reduction.®

The LTT study was open to patients who participated in the
2-year feasibility or pivotal studies beginning in 2004 and
completed in 2018. Patients were followed up for an addi-
tional 7 years. Adverse event (AE) and daily seizure diary data
were collected every 6 months at a minimum. Quality of life
(QOL) was assessed yearly by the Quality of Life in Epilepsy
(QOLIE-89)." Safety was assessed as spontaneously repor-
ted AEs, which were categorized by the investigator as mild or
serious and as device related, of uncertain device relation, or
not device related. An independent data monitoring com-
mittee reviewed all AEs. All deaths were also evaluated by
a sudden unexplained death in epilepsy (SUDEP) analysis
committee that adjudicated whether the death was possibly,
probably, or definitely related to SUDEP or not SUDEP.

Efficacy was assessed as median percent change in seizure
frequency and as responder rate (the percentage of patients
with a >50% reduction in seizure frequency) for each 6-month
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Figure 1 RNS System
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Left, RNS neurostimulator and NeuroPace cortical strip and depth leads. Top
right, record of the number of electrographic events detected by the neu-
rostimulator over time for an individual patient. Bottom right, snapshots of
electrographic activity recorded by the RNS System for an individual patient.
Copyright © 2020 NeuroPace, Inc.

period compared to the prospective preimplantation baseline
for patients with a minimum diary requirement of 91 recorded
days per 182-day period (291 days diary requirement). The
significance of the reduction in seizure frequency at each time
point was assessed with the Wilcoxon signed rank test (a <
0.05). The robustness of the efficacy outcome was tested with
several different analysis approaches, including a constant
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cohort (data at each time point from all patients who com-
pleted the trial) analysis and a last observation carried forward
(LOCEF) analysis. If improvements in seizure frequency over
time were driven primarily by patient dropout, then the median
percent reduction for the constant cohort, LOCF populations,
or both would be expected to remain similar at all time points.

To test whether there was continued improvement in seizure
frequency over time, the percent change in seizure frequency for
each 6-month period was modeled with a generalized estimating
equation (GEE) model with time (defined as 0, 1,2, 3...for each
consecutive 6-month period beginning with months 6-12 as the
first period). For each participant, only periods with at least 91 of
182 days of seizure diary data were included; the remaining
periods were considered missing data. The GEE model used
a compound symmetry correlation structure to account for re-
peated measurements per participant over the course of the
study. In this model, the estimated value of the intercept was
interpreted as the estimated percent change in the first 6-month
period (months 6-12). The estimated value of the slope was
then interpreted as the estimated linear change in the percent
change in seizure frequency over the remaining periods (a <
0.05). Additional GEE models were performed on subgroups to
assess whether clinical covariates such as age at enrollment (by
median split), age at onset (by median split), prior surgery for
epilepsy (yes/no), prior intracranial monitoring (yes/no), prior
VNS (yes/no), abnormality on brain MRI (yes/no), number of
seizure onset zones (1/2), and seizure onset location (mesial
temporal lobe/neocortical/both) were predictive of outcome.

Antiseizure medications could be adjusted as medically neces-
sary. The impact of changing antiseizure medications on the
clinical outcomes at the last follow-up was compared to baseline.
An increase in antiseizure medications was defined as a >25%
increase in dose, the addition of a medication not taken at
baseline, or both. A decrease was defined as a >25% reduction in
dose, the discontinuation of an antiseizure medication, or both.
Patients in the mixed category had both a qualifying increase in
>1 medications and a qualifying decrease in >1 medications.
Patients in the no change category were on the same medications
and doses (£<25%) at the last follow-up as at baseline. The
reduction in clinical seizure frequency during the last 6 months
of follow-up using the LOCF population was then compared
between the patients in the 4 groups (increase, decrease, mixed,
or no change) with the Wilcoxon rank sum tests (a < 0.05).

Average changes in the QOLIE-89 overall T score and 4
subdomains of QOL were compared to the preimplantation
baseline with a paired f test.

Neurostimulator battery longevity

A Kaplan-Meier survival analysis was used to estimate the
median survival of the RNS-300M (the neurostimulator
model primarily used in the LTT study). The analysis in-
cluded all RNS-300M devices implanted through April 2019
and excluded devices explanted for reasons other than battery
depletion (e.g., infection or lead revision).
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Standard protocol approvals, registrations,
and patient consents

All study protocols were approved by the FDA and the in-
stitutional review boards of the participating investigation
sites. All participants gave written informed consent. The
LTT study is registered on clinicaltrials.gov (NCT00572195).

Classification of evidence

This prospective open-label study provides Class IV evidence
that brain-responsive neurostimulation is acceptably safe,
reduces seizure frequency, and improves QOL in adults with
medically refractory focal onset seizures over a mean follow-
up of 7.5 years (range S weeks—11.2 years; median follow-up
8.97 years). One hundred seventy-three of the participants
were part of the original randomized double-blinded trial that
provided Class I evidence for safety and effectiveness.

Data availability
No data are available.

Results

Two hundred fifty-six participants were initially implanted
with the RNS Neurostimulator and NeuroPace leads within
the feasibility and pivotal studies combined; 230 enrolled in
the LTT study, and 162 completed all 9 years of follow-up.
This provides an accumulated experience of 1,895 patient-
implantation years and 1,788 years over which brain-
responsive neurostimulation was enabled. The mean follow-
up period was 7.5 years (SD 2.9 years, range S weeks-11.2
years), and the median follow-up was 8.97 years. Subject ac-
countability is provided in figure 2.

Subject demographics and clinical characteristics for all
implanted participants are provided in table 1. The partic-
ipants had experienced frequent seizures (mean + SD seizure
frequency per month 50.7 + 177.4) for many years (mean *
SD duration of epilepsy 19.7 + 11.4 years). One-third had
been treated with VNS and one-third with epilepsy surgery.

Efficacy

Device settings

Over the 9 years of follow-up, patients received an average of
1,028 detections per day (range 5-3,091). The most common
stimulation therapy settings were 2 bursts of stimulation at 100
to 200 Hz, 160-microsecond pulse width, and 100-millisecond
burst duration with the majority of detections resulting in the
delivery of a single therapy. Thus, for this cohort, the maximum
amount of stimulation delivered per day was 10.3 minutes with
patients receiving on average 3.4 minutes of stimulation per day.

Seizure reduction

Seizure reductions in 6 months intervals were statistically signifi-
cant over the entire 9 years of follow-up compared to baseline.
Figure 3A shows the median seizure frequency change from
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baseline during the LT T study (3-9 years after implantation). The
reduction in sejzures is displayed for the population who met the
91-day minimum diary requirement, a constant cohort, and an
LOCF population. The reduction in seizures improved over the
additional 7 years of follow-up. Based on the 91-day minimum
diary requirement population, the median percent reduction at the
end of year 3 was 58%. This improved steadily, reaching 75% by
the end of 9 years of treatment (p < 0.0001, Wilcoxon signed
rank). Similar results were observed with the other analysis
approaches, suggesting that the improvement over time was not
due to enrichment in the patient population (figure 3A). In the 91-
day seizure diary requirement population, the GEE estimated
a statistically significant continued reduction in seizures of 1.2%
per 6-month period over time (p < 0.001). Figure 3B shows the
distribution of individual responses to treatment at 9 years for
participants with at least 91 days of seizure diary data; the re-
sponder rate was 73%; 35% had a >90% reduction in their seiz-
ures; and 21% were seizure-free in the last 6 months of follow-up.

Seizure reductions and clinical covariates

The slope of the median percent reduction in seizure fre-
quency over time was not influenced by any of the clinical
covariates. The improvement in the median percent reduction
in seizure frequency was similar for participants with and
without prior epilepsy surgery (p = 0.33), VNS (p = 0.70), or
intracranial monitoring (p = 0.39). In addition, the reduction
in seizure frequency over time was not influenced by the
participant’s age at enrollment (p = 0.26), age at seizure onset
(p = 0.24), the presence or absence of any brain abnormality
on imaging (p = 0.51), the seizure onset location (p = 0.34), or
the number of seizure foci (p = 0.20).

Figure 2 RNS System studies, participant accountability

Feasibility study Pivotal study

Implanted Implanted
(N =65?) (N =191)
LTT study
Enrolled
(n =230)

Lost to follow-up (n = 5):
|_,|* Withdrawn (509

Discontinued

(n=68) + Emergent explant (4)
v + Deceased (9)
Completed
(n=162)

@Feasibility study: 6 participants discontinued before completing the study; 2
participants completed the study but elected not to enroll in the long-term
treatment (LTT) study. Thus, 57 participants in the feasibility study enrolled
in the LTT study. ®Pivotal study: 16 participants discontinued before com-
pleting the study; 4 participants completed the study but elected not to
enroll in the LTT study. Two participants who discontinued early were
granted waivers and were allowed to enroll, resulting in 173 pivotal partic-
ipants enrolling into LTT. A total of 230 participants chose to enroll in the LTT
study, and 162 participants completed the study. “Reasons for early with-
drawal from the LTT study included the following: chose not to replace
neurostimulator (n = 20); to pursue other treatment options (n = 10); in-
sufficient efficacy (n = 8); study noncompliance (n = 7); and to receive medical
care at a nonstudy center (n = 5).
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Table 1 Demographics and characteristics of all
participants with implantations (n = 256)

Female, % (n) 49 (125/256)
Age,” mean = SD (range), y 340+11.3
(18-66)
Duration of epilepsy,” mean = SD (range), y 19.7+11.4
(2-58)
AEDs,” mean + SD (range), n 2.9+ 1.1(0-8)
Preimplantation disabling seizures per month, mean  50.7 + 177.4
+ SD (median), n (10.2)
Prior intracranial monitoring, % (n) 65 (166/256)
Prior epilepsy surgery, % (n) 34 (86/256)
Prior VNS, % (n) 32 (82/256)
Two seizure foci (vs one), % (n) 48 (124/256)

Mesial temporal lobe only onsets (vs other), % (n) 43 (111/256)

Abbreviation: AED = antiepileptic drug; VNS = vagus nerve stimulation.
2 At enrollment in initial study (feasibility or pivotal).
Copyright © 2020 NeuroPace, Inc.

Seizure reductions and antiseizure medications

Antiseizure medications were adjusted in many patients over
the open-label follow-up, as was allowed in the protocol (table
2). There were no statistically significant differences in the
efficacy endpoints at last follow-up between patients who had
an addition or increase in antiseizure medications, patients
who had a decrease, and those who had no change (p > 0.05).

Seizure reductions and lobe of seizure onset

In addition, median percent seizure reductions at 9 years were
similar for participants with seizure onsets in the mesial temporal
lobe, unilateral or bilateral (73%; interquartile range [IQR]
58%-96%; n = 66), or in the neocortex (81%; IQR 34%—-100%;
n = 70), including frontal lobe (93%; IQR 31%-100%; n = 21),
and other regions of the neocortex (79%; IQR 52%-93%; n =
30). Seizure reductions for each onset region are provided in

table 3.

Seizure freedom

Over the 9 years of follow-up, many patients experienced pro-
longed seizure-free periods (figure 3C); 28.1% (72 of 256) had at
least 1 seizure-free period of >6 months, while 18.4% (47 of 256)
had at least 1 seizure-free period of >1 year. For patients with at
least 1 year of seizure freedom, the average duration of their longest
consecutive period of seizure-free days was 3.2 years (range
1.04-9.6 years). At the completion of the study, 62% (29 of 47) of
patients with >1 year of seizure freedom were also seizure-free
during the last year of follow-up.

Quality of life

Overall QOLIE-89 scores improved at 1 year (n = 212, mean
3.2, SD 8.6, p < 0.0001), and improvements were maintained
through year 9 of treatment (n = 145, mean 1.9, SD 11.1,
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p < 0.05), as were statistically significant improvements in
epilepsy targeted (n = 145, mean 4.5, SD 10.4, p < 0.001) and
cognitive (n = 145, mean 2.5, SD 10.5, p = 0.005) domains.

Safety

Device-related serious AEs

Over the entire follow-up, the only device-related serious AEs
(SAEs) that were reported in >5% of patients cumulatively were
implantation site infection and elective explantation of the neuro-
stimulator, leads, or both. The risk of infection per procedure (initial
implantation, replacement, or revision) was 4.1%. Over the cu-
mulative 1,895 patient-implantation years, serious device-related
implantation site infection was reported in 12.1% of participants.
The events were typically reported shortly after a surgical procedure
(median 36 days; range 0~1,261 days), and 16 of the 35 infections
led to a device explantation. All but 1 of the infections involved only
soft tissue, and cultures most often indicated skin flora; there were
no instances of meningitis or brain parenchymal infection."***

Other device-related SAEs included non-seizure-related hemor-
thage in 7 patients (2.7%), 4 of which occurred within a few days of
an implantation procedure and had no neurologic sequelae. Status
epilepticus occurred in 8.2% of participants during the study; 52%
(15 of 29) of the events were nonconvulsive status epilepticus. The
majority of these events were not device related (26 of 29) and
were considered serious (27 of 29) due to hospitalization.

Depression and suicidality

At enrollment in the RNS System studies, 60% of all participants
reported a medical history of depression, suicidality, or both.
Cumulatively, 1.6% (4 of 256) of participants reported an SAE
related to depression, and 23.4% (60 of 256) reported a mild AF;
the majority of these participants (71%) had a medical history of
depression. The majority of AEs associated with depression
(82%) were not considered to be device related.

AFs related to suicidality (suicidal depression, suicidal idea-
tion, suicidal behavior, and suicide attempts) were reported in
9.8% of participants over the 9 years; 68% of the events were
considered serious, and the majority of these participants
(86%) had a history of depression. In addition, 2 patients
completed suicide, 1 of whom was being treated with brain-
responsive neurostimulation at the time. Both had a history of
depression, and 1 also had a history of suicidality.

Memory

Only 1 participant reported an SAE related to memory. Cu-
mulatively, 12.5% of patients had a non-device-related AE
(typically mild) related to memory impairment over the 9
years. AEs related to memory impairment occurred most of-
ten in patients who reported memory impairment before
enrollment (69%).

SUDEP findings
There were 16 deaths in the 256 patients over the 9 years of
follow-up: 2 due to suicide; 1 each due to status epilepticus,
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Figure 3 RNS System long term clinical response
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Plot showing the median percent reduction + IQR in seizure frequency for the last 6 months of each year in the long-term treatment study (years 3 through 9
of treatment) compared to baseline for the 91-day minimum diary requirement population, the constant cohort population, and the last observation carried
forward (LOCF) population. (A) Median percent reduction + interquartile range (IQR) over time. (B) Individual changes in clinical seizure frequency. Changesin
clinical seizure frequency during the last 6 months of follow-up before the year 9 visit for each participant who had at least 91 days of seizure diary data.
Negative values indicate a seizure frequency reduction compared with baseline. (C) Bar graph showing the percent of all participants (All) and participants
with onsets in the mesial temporal lobe (MTL) or neocortex (Neo) with at least 1 period of seizure freedom lasting at least 3, 6, and 12 months.

herpes encephalitis, sepsis, lung/colon cancer, and lym-
phoma; 4 due to definite SUDEP; 2 due to probable SUDEP;
and 3 due to possible SUDEP. Two of the patients who had
SUDEP were not being treated with brain-responsive neu-
rostimulation at the time of death. The rate of probable or

Neurology.org/N

definite SUDEP combined was 2.8 per 1,000 patient-
stimulation years (95% confidence interval [CI] 1.2-6.7)
and 3.2 per 1,000 patient-implantation years (95% CI
1.4-7.0). This is lower than the prespecified comparator of 9.3
per 1,000 patient-years for patients who are epilepsy surgery
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Table 2 LOCF seizure frequency reduction and responder rates based on antiseizure medication changes

Changes in antiseizure medications No. Median change® (IQR), % Responder rate,? % (n/N)
No change 22 =71 (=35 to -92) 64 (14/22)

Increase 52 -68 (-12 to -82) 63 (33/52)

Mixed (increase and decrease) 139 -73 (-32to -97) 68 (94/139)

Decrease 16 -96 (=61 to —=100) 75 (12/16)

Abbreviations: IQR = interquartile range; LOCF = last observation carried forward.

2 LOCF most recent 6 months of follow-up.
Copyright © 2020 NeuroPace, Inc.

candidates and statistically significantly lower than the com-
parator of 6.9 per 1,000 patient-years for patients with med-
ically intractable epilepsy in the placebo arm of randomized
controlled medication trials (p < 0.05, 1-tailed x*)."

Neurostimulator battery longevity

The Kaplan-Meier survival analysis of the RNS-300M neuro-
stimulator model found the median time to replacement to be
=1,284 days or 3.5 years. For the RNS-300M neurostimulator,
there were no device malfunctions related to the battery.

Discussion

Treatment with the RNS System significantly and progressively
improved seizures over 9 years of prospective follow-up. At the
completion of 9 years of treatment, the median percent seizure
reduction was 75%, the responder rate was 73%, and more than
one-third of patients had a >90% reduction in seizures. Unlike
antiepileptic medications,'® the clinical response to brain-
responsive neurostimulation improved over time. The analysis
of the completed study showed a progressive improvement in
seizure frequency through the end of 9 years of treatment. This
contrasts with the previously published interim analysis® that
found improvement in seizure frequency through the first 2

years followed by a plateau in response. The discrepancy is
likely due to the smaller sample size at later time points in the
interim analysis while the study was ongoing. The progressive
improvement through 9 years of follow-up is consistent with
other neuromodulation modalities’ and suggests that there
could be longer-term neuromodulatory effects of neuro-
stimulation that result in continued improvement in outcomes.

Many patients had long seizure-free periods. At the comple-
tion of the study, 21% of patients were seizure-free. Over the
course of the study, 28% of patients were seizure-free for at
least 1 period of >6 months, and 18% had at least 1 period of
>12 months without seizures. In addition, patients with at
least 1 year of seizure freedom experienced an average period
of 3.2 years without a seizure. These results are especially
meaningful when we consider that these patients had a nearly
20-year history of epilepsy, had >10 disabling seizures
amonth at baseline, and had failed multiple epilepsy therapies.

Significant seizure reductions were similarly likely in patients
with and without prior brain resective surgery, VNS, or in-
tracranial monitoring; in patients with seizures arising from
the mesial temporal lobe or neocortex; for those with 1 or 2
foci; and for those with and without a lesion on brain MRI.

Table 3 Seizure frequency reduction and responder rates at 9 years according to region of seizure onset

Region of seizure onset

Median reduction (IQR), % Responder rate, %

All MTL (n = 66) 73 (58-96) 77
MTL bilateral (n = 48) 71.9 (56-90) 77
MTL unilateral (n = 18) 94 (64-100) 78

All temporal (n = 95) MTL, lateral, MTL + lateral 73 (47-93) 72
All neocortical (n =70) 81 (34-100) 70

Lateral temporal (n = 19) 81 (33-99) 58
Frontal (n = 21) 93 (31-100) 71
Other (n =30) 79 (52-93) 77

Abbreviations: IQR = interquartile range; MTL = mesial temporal lobe.
Copyright © 2020 NeuroPace, Inc.
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The reduction in seizures with RNS System treatment was
not significantly associated with changes in antiseizure
medications. While there were no apparent differences in
seizure frequency reductions for these different subgroups in
the clinical study, it should be noted that the study was not
powered for subgroup comparisons. As a result, larger
sample sizes may be needed to identify the characteristics of
patients who are most likely to benefit from brain-responsive
neurostimulation.

The response to treatment with the RNS System is supported
by significant and sustained improvements in overall QOL
and in individual domains of QOL that indicate less vulner-
ability to seizures and a more positive perception of cognitive
function. These are areas of function that are often profoundly
affected in persons with intractable seizures.'”"®

Responsive neurostimulation was well tolerated and safe over
time. AEs related to the implanted device, including infection,
were anticipated, and the rates were not higher than reported
with implantation of intracranial electrodes to localize the sei-
1921 with resective epilepsy surgery,'”**** or with
DBS devices for treatment of movement disorders™* or for
epilepsy.6’7

zure focus,

Deaths, including deaths by SUDEP, were not more fre-
quent than is expected in patients with medically intractable
focal onset seizures,”>*® and the SUDEP rate was signifi-
cantly lower than the prespecified comparator estimate of
9.3 per 1,000 patient years. An analysis of SUDEP events in
a larger population of patients treated with the RNS System
(n=707) provides a more confident estimate of the SUDEP
risk, with a rate of probable and definite SUDEP of 2.0 per
1,000 patient-stimulation years (95% CI 0.9-5.4).”

The risk for infection is 4.1% with each RNS Neurostimulator
procedure and was previously shown not to increase with
subsequent routine neurostimulator replacements."> This
compares favorably to other neurostimulation therapies that
use a pectorally implanted pulse generator such as VNS*® and
DBS for Parkinson disease** or epilepsy.®”

Depression comorbidity in patients with medically intractable
focal onset seizures reaches 66%.”° Validated inventories of
depression (Beck Depression Inventory, Center for Epide-
miologic Studies Depression) showed that there was no de-
terioration in mood in patients treated with the RNS System
during the randomized controlled trial,'® and there were
modest group improvements.*® Patients in the RNS System
trials who had a history of depression, suicidality, or both were
more likely to experience AEs related to depression or

suicidality.

AEs related to memory impairment were infrequent in
patients treated with brain-responsive neurostimulation, were
almost all mild, and were predominantly from patients with
a history of memory impairment.

Neurology.org/N

In the RNS System randomized controlled trial, there was no
deterioration in any of 14 cognitive domains over 2 years.
Verbal fluency improved significantly in patients with seizure
onsets in neocortical regions. In addition, there were small but
statistically significant improvements in verbal memory that
were specific to patients with seizures arising from the mesial
temporal lobe.>" These results contrast sharply with memory
outcomes after temporal lobectomy or selective amygdalo-
hippocampectomy, after which significant declines in verbal
memory may occur, particularly following dominant hemi-
sphere procedures.’>** Small but statistically significant cog-
nitive declines in verbal and narrative memory have also been
reported after laser interstitial thermal therapy for mesial
temporal lobe epilepsy, particularly in the dominant
hemisphere.

The neurostimulator battery longevity for the RNS-300M
model observed in the clinical trial was consistent with that
anticipated by the battery longevity estimates provided in the
user manual, which indicates a time to end of service of 2.6 to
4.2 years, depending on the device settings.*® This is shorter
than observed for the Kinetra and Activa-PC DBS neuro-
stimulators on the basis of experience in Parkinson disease for
which the median survival was 6.5 and 4.6 years, re-
spectively.36 However, the newest neurostimulator model
(RNS-320) is anticipated to increase battery longevity to 8
years at moderate stimulation use.

While the RNS System provides a considerable amount of
ambulatory ECoG data that necessitate interpretation by the
physician, these ECoG data may provide insights relevant to
the clinical care of persons with epilepsy. For example, RNS
System long-term ECoG data have been used to refine lo-
calization of the seizure onset and to inform decisions about
resective or ablative surgery.”’ > ECoG data may provide an
early indication of the clinical response to antiseizure medi-
cations** and to changes in lifestyle.*" In addition, recent
studies have shown that features in the ECoG data may
provide objective biomarkers that can be used to assess the
clinical response to stimulation.*”** In addition, it may be
possible to use an individual patient’s ECoG data to identify
periods of heightened seizure risk."* In the future, these
data may be used to supplement the patient’s clinical report.
However, these potential biomarkers require further research
and validation before they can be widely used in the RNS
System patient population.

The results are provided from an open-label long-term study
and may be influenced by selection bias, expectation bias,
a prolonged placebo response, or regression to the mean.
However, a signiﬁcant improvement was evident in treated
patients compared to sham-stimulated patients in the blinded
portion of a randomized controlled trial, and an improvement in
the sham-stimulated patients was evident when stimulation was
first provided, despite maintenance of the randomization blind.
In addition, these patients had a 20-year history of intractable
epilepsy on average, so it is unlikely that sustained and
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significant 9-year reductions would be observed. Finally, such
long-term experience could not be feasibly obtained in a blinded
and randomized trial.

The long-term efficacy and safety of brain-responsive neuro-
stimulation for the treatment of medically intractable focal
seizures are established on the basis of results in 256 patients
who were followed up prospectively for a median of 9 years. As
with all other epilepsy therapies, there was a range of patient
responses. However, this study provides substantial evidence
that adjunctive treatment with brain-responsive neuro-
stimulation is safe and provides persons with medically in-
tractable focal epilepsy an opportunity for significant and
sustained reductions in disabling seizures with enduring
improvements in QOL, as well as SUDEP rates that were lower
than anticipated for similar patient populations. The safety of
the surgical procedure and the implanted device compares fa-
vorably to other brain stimulation devices used for the treat-
ment of movement disorders”* and epilepsy.”

Future research will explore methods by which brain-
responsive neurostimulation can be optimized for individual
patients with medically intractable epilepsy. With ma-
chine and deep learning techniques, clinical and ECoG data
features may be identified that can direct personalized neu-
rostimulator detection and stimulation programming. Ad-
ditional work to define the short- and long-term
mechanism(s) of action may help to determine the optimal
application of these devices.
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Appendix 2 Coinvestigators

Coinvestigators are listed at links.lww.com/WNL/B153

References

1.

10.
11.
12.

13.

14.

15.

16.
17.
18.
19.

20.

21.

22.

Neurology | Volume 95, Number9 |

Engel J Jr, Wiebe S, French J, et al. Practice parameter: temporal lobe and localized
neocortical resections for epilepsy. Epilepsia 2003;44:741-751.

Shimamoto S, Wu C, Sperling MR. Laser interstitial thermal therapy in drug-resistant
epilepsy. Curr Opin Neurol 2019;32:237-245.

West S, Nolan SJ, Cotton J, et al. Surgery for epilepsy. Cochrane Database Syst Rev
2015;7:CD010541.

DeGiorgio CM, Schachter SC, Handforth A, et al. Prospective long-term study of
vagus nerve stimulation for the treatment of refractory seizures. Epilepsia 2000;41:
1195-1200.

Ramsay RE, Uthman BM, Augustinsson LE, et al. Vagus nerve stimulation for
treatment of partial seizures, 2: safety, side effects, and tolerability: First International
Vagus Nerve Stimulation Study Group. Epilepsia 1994;35:627-636.

Fisher R, Salanova V, Witt T, et al. Electrical stimulation of the anterior nucleus of
thalamus for treatment of refractory epilepsy. Epilepsia 2010;51:899-908.

Salanova V, Witt T, Worth R, et al. Long-term efficacy and safety of thalamic stim-
ulation for drug-resistant partial epilepsy. Neurology 2015;84:1017-1025.

Bergey GK, Morrell MJ, Mizrahi EM, et al. Long-term treatment with responsive
brain stimulation in adults with refractory partial seizures. Neurology 2015;84:
810-817.

Heck CN, King-Stephens D, Massey AD, et al. Two-year seizure reduction in adults
with medically intractable partial onset epilepsy treated with responsive neuro-
stimulation: final results of the RNS System pivotal trial. Epilepsia 2014;55:432-441.
Morrell MJ. Responsive cortical stimulation for the treatment of medically intractable
partial epilepsy. Neurology 2011;77:1295-1304.

Sun FT, Morrell MJ. The RNS System: responsive cortical stimulation for the
treatment of refractory partial epilepsy. Expert Rev Med Devices 2014;11:563-572.
Devinsky O, Vickrey BG, Cramer J, et al. Development of the quality of life in epilepsy
inventory. Epilepsia 1995;36:1089-1104.

‘Weber PB, Kapur R, Gwinn RP, Zimmerman RS, Courtney TA, Morrell MJ. Infection
and erosion rates in trials of a cranially implanted neurostimulator do not increase with
subsequent neurostimulator placements. Stereotact Funct Neurosurg 2017;95:325-329.
Wei Z, Gordon CR, Bergey GK, Sacks JM, Anderson WS. Implant site infection and
bone flap osteomyelitis associated with the NeuroPace responsive neurostimulation
system. World Neurosurg 2016;88:687.e1-687.e6.

Ryvlin P, Cucherat M, Rheims S. Risk of sudden unexpected death in epilepsy in
patients given adjunctive antiepileptic treatment for refractory seizures: a meta-
analysis of placebo-controlled randomised trials. Lancet Neurol 2011;10:961-968.
Loscher W, Schmidt D. Experimental and clinical evidence for loss of effect (tolerance)
during prolonged treatment with antiepileptic drugs. Epilepsia 2006;47:1253—-1284.
Hessen E, Lossius MI, Gjerstad L. Health concerns predicts poor quality of life in well-
controlled epilepsy. Seizure 2009;18:487-491.

Loring DW, Meador KJ, Lee GP. Determinants of quality of life in epilepsy. Epilepsy
Behav 2004;5:976-980.

Behrens E, Schramm J, Zentner J, Konig R. Surgical and neurological complications in
a series of 708 epilepsy surgery procedures. Neurosurgery 1997;41:1-9.

Silberbusch MA, Rothman MI, Bergey GK, Zoarski GH, Zagardo MT. Subdural grid
implantation for intracranial EEG recording: CT and MR appearance. AJNR Am J
Neuroradiol 1998;19:1089-1093.

Wong CH, Birkett J, Byth K, et al. Risk factors for complications during intracranial
electrode recording in presurgical evaluation of drug resistant partial epilepsy. Acta
Neurochir (Wien) 2009;151:37-50.

Engel J Jr, Wiebe S, French J, et al. Practice parameter: temporal lobe and localized
neocortical resections for epilepsy: report of the Quality Standards Subcommittee of
the American Academy of Neurology, in association with the American Epilepsy

September 1, 2020

23.

24.

25.

26.

27.

28.

29.

30.

3L

32.

33.

34.

3S.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Society and the American Association of Neurological Surgeons. Neurology 2003;60:
538-547.

Wiebe S, Blume WT, Girvin JP, Eliasziw M. A randomized, controlled trial of surgery
for temporal-lobe epilepsy. N Engl ] Med 2001;345:311-318.

Weaver FM, Follett K, Stern M, et al. Bilateral deep brain stimulation vs best medical
therapy for patients with advanced Parkinson disease: a randomized controlled trial.
JAMA 2009;301:63-73.

Shorvon S, Tomson T. Sudden unexpected death in epilepsy. Lancet 2011;378:
2028-2038.

Dasheiff RM. Sudden unexpected death in epilepsy: a series from an epilepsy surgery
program and speculation on the relationship to sudden cardiac death. J Clin Neu-
rophysiol 1991;8:216-222.

Devinsky O, Friedman D, Duckrow RB, et al. Sudden unexpected death in
epilepsy in patients treated with brain-responsive neurostimulation. Epilepsia
2018;59:555-561.

Kahlow H, Olivecrona M. Complications of vagal nerve stimulation for drug-
resistant epilepsy: a single center longitudinal study of 143 patients. Seizure
2013;22:827-833.

Lambert MV, Robertson MM. Depression in epilepsy: etiology, phenomenology, and
treatment. Epilepsia 1999;40(suppl 10):521-547.

Meador KJ, Kapur R, Loring DW, Kanner AM, Morrell MJ. Quality of life and mood
in patients with medically intractable epilepsy treated with targeted responsive neu-
rostimulation. Epilepsy Behav 2015;45:242-247.

Loring DW, Kapur R, Meador KJ, Morrell MJ. Differential neuropsychological out-
comes following targeted responsive neurostimulation for partial-onset epilepsy.
Epilepsia 2015;56:1836-1844.

Gleissner U, Helmstaedter C, Schramm J, Elger CE. Memory outcome after selective
amygdalohippocampectomy: a study in 140 patients with temporal lobe epilepsy.
Epilepsia 2002;43:87-95.

Helmstaedter C, Kurthen M, Lux S, Reuber M, Elger CE. Chronic epilepsy and
cognition: a longitudinal study in temporal lobe epilepsy. Ann Neurol 2003;54:
425-432.

Donos C, Breier J, Friedman E, et al. Laser ablation for mesial temporal lobe epilepsy:
surgical and cognitive outcomes with and without mesial temporal sclerosis. Epilepsia
2018;59:1421-1432.

RNS System User Manual (RNS-300M). Mountain View: NeuroPace, Inc; 2018.
Sette AL, Seigneuret E, Reymond F, et al. Battery longevity of neurostimulators in
Parkinson disease: a historic cohort study. Brain Stimul 2019;12:851-857.
DiLorenzo DJ, Mangubat EZ, Rossi MA, Byrne RW. Chronic unlimited recording
electrocorticography-guided resective epilepsy surgery: technology-enabled enhanced
fidelity in seizure focus localization with improved surgical efficacy. ] Neurosurg 2014;
120:1402-1414.

Enatsu R, Alexopoulos A, Bingaman W, Nair D. Complementary effect of surgical
resection and responsive brain stimulation in the treatment of bitemporal lobe epi-
lepsy: a case report. Epilepsy Behav 2012;24:513-516.

Ma BB, Rao VR. Responsive neurostimulation: candidates and considerations. Epi-
lepsy Behav 2018;88:388-395.

Skarpaas TL, Tcheng TK, Morrell MJ. Clinical and electrocorticographic response to
antiepileptic drugs in patients treated with responsive stimulation. Epilepsy Behav
2018;83:192-200.

Mackow M]J, Krishnan B, Bingaman WE, Najm IM, Alexopoulos AV, Nair DR. In-
creased caffeine intake leads to worsening of electrocorticographic epileptiform dis-
charges as recorded with a responsive neurostimulation device. Clin Neurophysiol
2016;127:2341-2342.

Arcot DS, Tcheng TK, Morrell MJ. Quantitative electrocorticographic biomarkers of
clinical outcomes in mesial temporal lobe epileptic patients treated with the RNS®
system. Clin Neurophysiol 2019;130:1364-1374.

Kokkinos V, Sisterson ND, Wozny TA, Richardson RM. Association of closed-loop
brain stimulation neurophysiological features with seizure control among patients
with focal epilepsy. JAMA Neurol 2019;76:800-808.

Baud MO, Rao VR. Gauging seizure risk. Neurology 2018;91:967-973.

Baud MO, Kleen JK, Mirro EA, et al. Multi-day rhythms modulate seizure risk in
epilepsy. Nat Commun 2018;9:88.

Neurology.org/N


http://lww.com/WNL/B153
http://neurology.org/n

Neurology

Nine-year prospective efficacy and safety of brain-responsive neur ostimulation for focal
epilepsy
Dileep R. Nair, Kenneth D. Laxer, Peter B. Weber, et a.
Neurology 2020;95;e1244-e1256 Published Online before print July 20, 2020
DOI 10.1212/WNL.0000000000010154

Thisinformation iscurrent as of July 20, 2020

Updated Information & including high resolution figures, can be found at:
Services http://n.neurol ogy.org/content/95/9/e1244.full
References This article cites 44 articles, 4 of which you can access for free at:

http://n.neurol ogy.org/content/95/9/e1244 ful l#ref-list-1

Citations This article has been cited by 5 HighWire-hosted articles:
http://n.neurol ogy.org/content/95/9/e1244.ful l##otherarticles

Permissions & Licensing Information about reproducing this article in parts (figures,tables) or in
its entirety can be found online at:
http://www.neurol ogy.org/about/about_the_journal#permissions

Reprints Information about ordering reprints can be found online:
http://n.neurol ogy.org/subscribers/advertise

Neurology ® isthe official journa of the American Academy of Neurology. Published continuously since
1951, it isnow aweekly with 48 issues per year. Copyright Copyright © 2020 The Author(s). Published by
Wolters Kluwer Health, Inc. on behalf of the American Academy of Neurology.. All rights reserved. Print
ISSN: 0028-3878. Online ISSN: 1526-632X.

AMERICAN ACADEMY OF

NEUROLOGY.



http://n.neurology.org/content/95/9/e1244.full
http://n.neurology.org/content/95/9/e1244.full#ref-list-1
http://n.neurology.org/content/95/9/e1244.full##otherarticles
http://www.neurology.org/about/about_the_journal#permissions
http://n.neurology.org/subscribers/advertise

