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Introduction

The vagus nerve starts in the brain stem and runs down the neck, into the chest, and then down
to the stomach area. Stimulating this nerve has been studied as a way to treat several different
types of conditions. A small device that generates electricity is surgically placed in a person’s
chest. A thin wire leads from the device to the vagus nerve. Vagus nerve stimulation may be
used to treat seizures that don't respond to medication. However, for other conditionsiit's
considered investigational (unproven). There is not yet enough information in published medical
studies to show how well it works for other conditions. Similarly, non-implanted devices to
stimulate the vagus nerve for treatment of any condition are also investigational due to lack of
evidence that they improve one’s health.

Note: The Introduction section is for your general knowledge and is not to be taken as policy coverage criteria. The
rest of the policy uses specific words and concepts familiar to medical professionals. It is intended for
providers. A provider can be a person, such as a doctor, nurse, psychologist, or dentist. A provider also can
be a place where medical care is given, like a hospital, clinic, or lab. This policy informs them about when a
service may be covered.
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Policy Coverage Criteria

‘ Service | Medical Necessity
Vagus nerve stimulation Vagus nerve stimulation may be considered medically
e.g., NeuroCybernetic necessary as a treatment of medically refractory seizures*.
Prosthesis (NCP®)
(Cyberonics) Note: *Medically refractory seizures are defined as seizures that occur despite

therapeutic levels of antiepileptic drugs or seizures that cannot be
treated with therapeutic levels of antiepileptic drugs because of
intolerable adverse events of these drugs. This indication is applicable for
both pediatric and adult individuals.

Service Investigational

Vagus nerve stimulation Vagus nerve stimulation is considered investigational as a
treatment of other conditions, including but not limited to:
e Depression

e Essential tremor

e Fibromyalgia

e Headaches

e Heart failure

e Obesity (see Related Policy 7.01.516)

e Tinnitus

e Traumatic brain injury

e Upper-limb impairment due to stroke

Non-implantable vagus Non-implantable (transcutaneous) vagus nerve stimulation
nerve stimulation devices devices are considered investigational for all indications.
eg, gammaCore®
(ElectroCore)

Documentation Requirements

The medical records submitted for review should document that medical necessity criteria

are met. The record should include documentation that member has medically refractory
seizures as evidenced by:

e Persistent seizures in spite of therapeutic levels of antiepileptic medications

OR
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Documentation Requirements

e Member has intolerable side effects of drug therapy

Vagus nerve stimulation has been evaluated for the treatment of obesity. This indication is

addressed in a separate policy (see Related Policies).

Description

61885 Insertion or replacement of cranial neurostimulator pulse generator or receiver, direct
or inductive coupling; with connection to a single electrode array

61886 Insertion or replacement of cranial neurostimulator pulse generator or receiver, direct
or inductive coupling; with connection to 2 or more electrode arrays

64553 Percutaneous implantation of neurostimulator electrodes; cranial nerve

64568 Open implantation of cranial nerve (eg, vagus nerve) neurostimulator electrode array
and pulse generator

64569 Revision or replacement of cranial nerve (eg, vagus nerve) neurostimulator electrode

array, including connection to existing pulse generator

c1767 Generator, neurostimulator (implantable), nonrechargeable

C1778 Lead, neurostimulator (implantable)

E0735 Noninvasive vagus nerve stimulator (new code effective 1/1/2024)

K1020 Non-invasive vagus nerve stimulator (code termed 1/1/2024)

L8680 Implantable neurostimulator electrode, each

L8681 Patient programmer (external) for use with implantable programmable
neurostimulator pulse generator

L8682 Implantable neurostimulator radiofrequency receiver

L8683 Radiofrequency transmitter (external) for use with implantable neurostimulator
radiofrequency receiver

L8684 Radiofrequency transmitter (external) for use with implantable sacral root

neurostimulator receiver for bowel and bladder management, replacement
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‘ Code | Description

L8685 Implantable neurostimulator pulse generator, single array, rechargeable, includes
extension

L8686 Implantable neurostimulator pulse generator, single array, non-rechargeable, includes
extension

L8687 Implantable neurostimulator pulse generator, dual array, rechargeable, includes
extension

L8688 Implantable neurostimulator pulse generator, dual array, non-rechargeable, includes
extension

L8689 External recharging system for battery (internal) for use with implantable
neurostimulator

Note: CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). HCPCS
codes, descriptions and materials are copyrighted by Centers for Medicare Services (CMS).

Definition of Terms

Medically refractory seizures are defined as:
e Seizures that occur in spite of therapeutic levels of antiepileptic drugs or

e Seizures that cannot be treated with therapeutic levels of antiepileptic drugs because of
intolerable adverse effects of these drugs.

Evidence Review

Description

Stimulation of the vagus nerve can be performed by using a pulsed electrical stimulator
implanted within the carotid artery sheath. This technique has been proposed as a treatment for
refractory seizures, depression, and other disorders. There are also devices available that are
implanted at different areas of the vagus nerve. This policy also addresses devices that stimulate
the vagus nerve transcutaneously.

oo
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Background

Vagus nerve stimulation (VNS) was initially investigated as a treatment alternative in individuals
with medically refractory partial-onset seizures for whom surgery is not recommended or for
whom surgery has failed. Over time, the use of VNS has expanded to include generalized
seizures, and it has been investigated for a range of other conditions.

While the mechanisms for the therapeutic effects of VNS are not fully understood, the basic
premise of VNS in the treatment of various conditions is that vagal visceral afferents have a
diffuse central nervous system projection, and activation of these pathways has a widespread
effect on neuronal excitability. An electrical stimulus is applied to axons of the vagus nerve,
which have their cell bodies in the nodose and junctional ganglia and synapse on the nucleus of
the solitary tract in the brainstem. From the solitary tract nucleus, vagal afferent pathways
project to multiple areas of the brain. VNS may also stimulate vagal efferent pathways that
innervate the heart, vocal cords, and other laryngeal and pharyngeal muscles, and provide
parasympathetic innervation to the gastrointestinal tract.

Other types of implantable vagus nerve stimulators that are placed in contact with the trunks of
the vagus nerve at the gastroesophageal junction are not addressed in this policy.

Summary of Evidence

Vagus Nerve Stimulation

For individuals who have seizures refractory to medical treatment who receive VNS, the evidence
includes randomized controlled trials (RCTs) and multiple observational studies. The relevant
outcomes are symptoms, change in disease status, and functional outcomes. The RCTs have
reported significant reductions in seizure frequency for individuals with partial-onset seizures.
The uncontrolled studies have consistently reported large reductions in a broader range of
seizure types in both adults and children. The evidence is sufficient to determine that the
technology results in an improvement in the net health outcome.

For individuals who have treatment-resistant depression who receive VNS, the evidence includes
two RCTs evaluating the efficacy of implanted VNS for treatment-resistant depression compared
to sham, one RCT comparing therapeutic to low-dose implanted VNS, nonrandomized
comparative studies, and case series. The relevant outcomes are symptoms, change in disease
status, and functional outcomes. The sham-controlled RCTs only reported short-term results and

00
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found no significant improvement in the primary outcome. The low-dose VNS controlled trial
reported no statistically significant differences between the dose groups for change in
depression symptom score from baseline. Other available studies are limited by small sample
sizes, potential selection bias, and confounding biases, and lack of a control group in the case
series. The evidence is insufficient to determine that the technology results in an improvement
in the net health outcome.

For individuals who have chronic heart failure who receive VNS, the evidence includes a
systematic review including four RCTs and case series. The relevant outcomes are symptoms,
change in disease status, and functional outcomes. Meta-analyses of the RCTs evaluating
chronic heart failure found significant improvements in New York Heart Association functional
class, quality of life, 6-minute walk-test, and N-terminal-pro brain natriuretic peptide levels in
individuals treated with VNS compared to control. An analysis of the ANTHEM-HF uncontrolled
trial evaluated longer-term outcomes of VNS use in chronic heart failure. They found that left
ventricular (LV) ejection fraction improved by 18.7%, 19.3%, and 34.4% at 12, 24, and 36 months,
respectively, with high-intensity VNS. Individuals with low-intensity VNS only had significant
improvement in LV ejection fraction at 24 months (12.3%). Although this data is promising, a
lack of a no-VNS comparator group precludes drawing conclusions based on findings from the
uncontrolled studies. The evidence is insufficient to determine that the technology results in an
improvement in the net health outcome.

For individuals who have upper-limb impairment due to stroke who receive VNS, the evidence
includes three pilot RCTs. The relevant outcomes are symptoms, change in disease status, and
functional outcomes. Two RCTs compared VNS plus rehabilitation to rehabilitation alone; one
failed to show significant improvements for the VNS group on response and function outcomes,
but the other, which had a larger patient population, found a significant difference in response
and function outcomes. The other RCT compared VNS to sham and found that although VNS
significantly improved response rate, there were three serious adverse events related to surgery.
A systematic review pooling these data found that implanted VNS improved upper limb motor
function based on Fugl-Meyer Assessment-Upper Extremity score when compared to control.
Longer-term follow-up studies are needed to evaluate long-term efficacy and safety. The
evidence is insufficient to determine that the technology results in an improvement in the net
health outcome.

For individuals who have other neurologic conditions (e.g., essential tremor, headache,
fibromyalgia, tinnitus, or autism) who receive VNS, the evidence includes case series. The
relevant outcomes are symptoms, change in disease status, and functional outcomes. Case
series are insufficient to draw conclusions regarding efficacy. The evidence is insufficient to
determine that the technology results in an improvement in the net health outcome.
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Transcutaneous Vagus Nerve Stimulation

For individuals with cluster headaches who receive transcutaneous VNS (tVNS; also referred to
as noninvasive VNS [nVNS]) to prevent cluster headache, the evidence includes one RCT. The
relevant outcomes are symptoms, change in disease status, quality of life, and functional
outcomes. One RCT for prevention of cluster headache showed a reduction in headache
frequency but did not include a sham treatment group. The evidence is insufficient to determine
that the technology results in an improvement in the net health outcome.

For individuals with cluster headache who receive nVNS to treat acute cluster headache, the
evidence includes RCTs. The relevant outcomes are symptoms, change in disease status, quality
of life and functional outcomes. The Non-invasive Neurostimulation of the Vagus Nerve With
the GammaCore Device for the Treatment of Cluster Headache (ACT1) and A Randomized,
Multicentre, Double-blind, Parallel, Sham-controlled Study of GammaCore®, a Non-invasive
Neurostimulator Device for the Acute Relief of Episodic and Chronic Cluster Headache (ACT2)
RCTs compared nVNS to sham for treatment of acute cluster headache in individuals including
both chronic and episodic cluster headache. In ACT1, there was no statistically significant
difference in the overall population in the proportion of individuals with pain score of 0 or 1 at
15 minutes into the first attack and no difference in the proportion of individuals who were
pain-free at 15 minutes in 50% or more of the attacks. In the episodic cluster headache
subgroup (n=85) both outcomes were statistically significant favoring nVNS although the
interaction p-value was not reported. In ACT2, the proportion of attacks with pain intensity score
of 0 or 1 at 30 minutes was higher for nVNS in the overall population (43% vs. 28%, p=0.05)
while the proportion of attacks that were pain-free at 15 minutes was similar in the 2 treatment
groups in the overall population (14% vs. 12%). However, a statistically significantly higher
proportion of attacks in the episodic subgroup (n=27) were pain-free at 15 minutes in the nNVS
group compared to sham (48% vs. 6%, p<0.01). These studies suggest that people with episodic
and chronic cluster headaches may respond differently to acute treatment with nVNS. Studies
designed to focus on episodic cluster headache are needed. Quality of life and functional
outcomes have not been reported. Treatment periods ranged from only two weeks to one
month with extended open-label follow-up of up to three months. There are few adverse events
of nVNS and they are mild and transient. The evidence is insufficient to determine that the
technology results in an improvement in the net health outcome.

For individuals with migraine headache who receive nVNS to treat acute migraine headache, the
evidence includes one RCT. The relevant outcomes are symptoms, change in disease status,
quality of life and functional outcomes. One RCT has evaluated nVNS for acute treatment of
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migraine with nVNS in 248 individuals with episodic migraine with/without aura. There was not a
statistically significant difference in the primary outcome of the proportion of participants who
were pain-free without using rescue medication at 120 minutes (30% vs 20%; p = 0.07).
However, the nVNS group had a higher proportion of individuals with decrease in pain from
moderate or severe to mild or no pain at 120 minutes (41% vs 28%; p=0.03) and a higher
proportion of individuals who were pain-free at 120 for 50% or more of their attacks (32% vs
18%; p=0.02). There are few adverse events of nVNS and they are mild and transient. Quality of
life and functional outcomes were not reported, and the double-blind treatment period was four
weeks with an additional four weeks of open-label treatment. The evidence is insufficient to
determine that the technology results in an improvement in the net health outcome.

For individuals with chronic migraine headache who receive nVNS to prevent migraine
headache, the evidence includes three RCTs. The relevant outcomes are symptoms, change in
disease status, quality of life and functional outcomes. The Non-Invasive Neurostimulation of
the Vagus Nerve With the GammaCore Device for the Prevention of Chronic Migraine; nVNS:
noninvasive transcutaneous vagus nerve stimulation (EVENT) RCT was a feasibility study of
prevention of migraine that was not powered to detect differences in efficacy outcomes. It does
not demonstrate the efficacy of nVNS for prevention of migraine. The Randomized, Multicentre,
Double-blind, Parallel, Sham-controlled Study of gammaCore®, a Non-invasive Vagal Nerve
Stimulator (nVNS), for Prevention of Episodic Migraine (PREMIUM) RCT was a phase 3,
multicenter, sham-controlled RCT including 341 randomized participants with a 12-week
double-blind treatment period. The results of PREMIUM demonstrated that nVNS was not
statistically significantly superior to sham with respect to the outcomes of reduction of at least
50% in migraine days from baseline to the last four weeks, reduction in number of migraine
days from baseline to the last four weeks, or acute medication days. The PREMIUM |l trial was a
multicenter, sham-controlled RCT including 231 randomized participants with a 12-week
double-blind treatment period. The trial was terminated early due to the COVID-19 pandemic
and results were based on a intention to treat (mITT) population that included 113 total
participants. Results demonstrated that treatment with nVNS was not statistically significantly
superior to sham with respect to the primary outcome of reduction in the number of migraine
days per month during weeks 9 through 12, nor other outcomes such as mean change in the
number of headache days or acute medication days. However, the percentage of individuals
with at least a 50% reduction in the number of migraine days was significantly greater in the
nVNS group than in the sham group. The evidence is insufficient to determine that the
technology results in an improvement in the net health outcome.

For individuals who have other neurologic, psychiatric, or metabolic disorders (e.g., epilepsy,
depression, schizophrenia, noncluster headache, impaired glucose tolerance, fibromyalgia,
stroke) who receive tVNS, the evidence includes RCTs and case series for some of the conditions.
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The relevant outcomes are symptoms, change in disease status, and functional outcomes. The
RCTs are all small and have various methodologic problems. None showed definitive efficacy of
tVNS in improving patient outcomes. The evidence is insufficient to determine that the
technology results in an improvement in the net health outcome.

Ongoing and Unpublished Clinical Trials

Some currently ongoing and unpublished trials that might influence this policy are listed in
Table 1.

Table 1. Summary of Key Trials

Trial Name

Planned

Enroliment

Completion
Date

NCT03320304°

NCT03887715

NCT04935567

NCT04777500

NCT04534556

NCT04448327

A Global Prospective, Multi-cEnter, ObServational Post-
market Study to Assess short, Mid and Long-term
Effectiveness and Efficiency of VNS Therapy® as
Adjunctive Therapy in real-world patients with difficult to
Treat dEpression

A Prospective, Multi-center, Randomized Controlled
Blinded Trial Demonstrating the Safety and Effectiveness
of VNS Therapy® System as Adjunctive Therapy Versus a
No Stimulation Control in Subjects With Treatment-
Resistant Depression (RECOVER)

PRediction of Vagal Nerve Stimulation EfficaCy In Drug-
reSistant Epilepsy: Prospective Study for Pre-implantation
Prediction

Applying Transcutaneous Auricular Vagus Nerve
Stimulation to Treat Fibromyalgia

Wireless Nerve Stimulation Device To Enhance Recovery
After Stroke

Sex-Dependent Impact of Transcutaneous Vagal Nerve
Stimulation on the Stress Response Circuitry and
Autonomic Dysregulation in Major Depression
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https://www.clinicaltrials.gov/ct2/show/NCT03320304?term=NCT03320304&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT03887715?term=NCT03887715&draw=2&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT04935567?term=NCT04935567&draw=2&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT04777500?term=NCT04777500&draw=2&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT04534556?term=NCT04534556&draw=2&rank=1
https://www.clinicaltrials.gov/ct2/show/NCT04448327?term=NCT04448327&draw=2&rank=1

Trial Name

Planned

Enroliment

Completion
Date

NCT04539964 Vagus Nerve Stimulation Using the SetPoint System for 250 Nov 2023
Moderate to Severe Rheumatoid Arthritis: The RESET-RA
Study

NCT03163030% | Autonomic Neural Regulation Therapy to Enhance 50 Dec 2018
Myocardial Function in Heart Failure With Preserved (unknown)
Ejection Fraction (ANTHEM-HFpEF) Study

NCT02562703 Transcutaneous Vagus Nerve Stimulation for Treating 40 Jul 2016
Major Depressive Disorder: a Phase Il, Randomized, (unknown)
Double-blind Clinical Trial

NCT02089243 Prospective Randomized Controlled Study of Vagus Nerve | 40 Jul 2017
Stimulation Therapy in the Patients With Medically (unknown)
Refractory Medial Temporal Lobe Epilepsy; Controlled
Randomized Vagus Nerve Stimulation Versus Resection
(CoRaVNStiR)

NCT01281293% | A Post Market, Long Term, Observational, Multi-site 124 Aug 2018
Outcome Study to Follow the Clinical Course and Seizure
Reduction of Patients With Refractory Seizures Who Are
Being Treated With Adjunctive VNS Therapy

NCT03062514% | Vagus Nerve Stimulation for Pediatric Intractable Epilepsy | 84 Dec 2019
(VNS-PIE) (unknown

status)

NCT03380156 Effect of Transcutaneous Vagal Stimulation (TVS) on 50 May 2020
Endothelial Function and Arterial Stiffness in Patients With
Heart Failure With Reduced Ejection Fraction

NCT04926415 Effects of Transcutaneous Auricular Vagus Nerve 42 Apr 2022
Stimulation on Obesity and Insulin Resistance

NCT: national clinical trial.

@ Denotes industry-sponsored or cosponsored trial.

Practice Guidelines and Position Statements

The purpose of the following information is to provide reference material. Inclusion does not

imply endorsement or alignment with the policy conclusions.

Guidelines or position statements will be considered for inclusion if they were issued by, or

jointly by, a US professional society, an international society with US representation, or National
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Institute for Health and Care Excellence (NICE). Priority will be given to guidelines that are
informed by a systematic review, include strength of evidence ratings, and include a description
of management of conflict of interest.

American Academy of Neurology

In 1999, the American Academy of Neurology released a consensus statement on the use of
VNS in adults, which stated: "VNS is indicated for adults and adolescents over 12 years of age
with medically intractable partial seizures who are not candidates for potentially curative surgical
resections, such as lesionectomies or mesial temporal lobectomies.”® The guidelines were
updated in 2013 and reaffirmed in 2019, stating: “VNS may be considered for seizures in
children, for LGS [Lennox-Gastaut syndrome]-associated seizures, and for improving mood in
adults with epilepsy (Level C). VNS may be considered to have improved efficacy over time
(Level C)."®

American Psychiatric Association

Updated in 2010, the American Psychiatric Association guidelines for the treatment of major
depressive disorder in adults included the following statement on the use of VNS: “"Vagus nerve
stimulation (VNS) may be an additional option for individuals who have not responded to at
least four adequate trials of antidepressant treatment, including ECT [electroconvulsive
therapy],” with a level of evidence Il (may be recommended on the basis of individual
circumstances).®

National Institute for Health and Care Excellence

In 2016, the NICE issued guidance on use of transcutaneous stimulation of the cervical branch of
the vagus nerve for cluster headache and migraine (IPG552).%” The guidance states: “Current
evidence on the safety of transcutaneous stimulation of the cervical branch of the vagus nerve
for cluster headache and migraine raises no major concerns. The evidence on efficacy is limited
in quantity and quality.” The guidance also comments that further research is needed to clarify
whether the procedure is used for treatment or prevention, for cluster headache or migraine,
appropriate patient selection, and treatment regimen and suggests that outcome measures
should include changes in the number and severity of cluster headache or migraine episodes,
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medication use, quality of life in the short and long term, side effects, acceptability, and device
durability.

In 2018, the NICE also published a Medtech innovation briefing on nVNS for cluster headache
(MIB162).% The briefing states that the “intended place in therapy would be as well as standard
care, most likely where standard treatments for cluster headache are ineffective, not tolerated or
contraindicated” and that key uncertainties around the evidence are that “people with episodic
and chronic cluster headaches respond differently to treatment with gammaCore. The optimal
use of gammaCore in the different populations is unclear. The NICE published a Medical
technologies guidance [MTG46] on gammaCore for cluster headache in December 2019%. The
recommendations state that evidence supports using gammaCore to treat cluster headache and
that gammaCore is not effective in everyone with cluster headache.

In 2020, the NICE published an Interventional Procedure Overview on implanted vagus nerve
stimulation for treatment-resistant depression (IPG679).* The guidance states: "Evidence on the
safety of implanted vagus nerve stimulation for treatment-resistant depression raises no major
safety concerns, but there are frequent, well-recognized side effects. Evidence on its efficacy is
limited in quality. Therefore, this procedure should only be used with special arrangements for
clinical governance, consent, and audit or research.” The guidance further states that "NICE
encourages further research into implanted vagus nerve stimulation for treatment-resistant
depression, in the form of randomized controlled trials with a placebo or sham stimulation arm.
Studies should report details of patient selection. Outcomes should include validated depression
rating scales, patient-reported quality of life, time to onset of effect and duration of effect, and
any changes in concurrent treatment."

Medicare National Coverage

Medicare has a national coverage determination for VNS. Medicare coverage policy notes that
“Clinical evidence has shown that vagus nerve stimulation is safe and effective treatment for
patients with medically refractory partial onset seizures, for whom surgery is not recommended
or for whom surgery has failed. Vagus nerve stimulation is not covered for patients with other
types of seizure disorders that are medically refractory and for whom surgery is not

recommended or for whom surgery has failed.””’

In response to a request from LivaNova, on May 30, 2018 the Centers for Medicare & Medicaid
Services (CMS) initiated its second reconsideration of its national coverage decision on VNS for
Treatment Resistant Depression (TRD). Based on an internal literature review (search dates
unspecified), CMS concluded that although the published evidence suggests that VNS is a
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promising treatment for patients with treatment resistant depression, the reviewed studies have
important flaws that leave uncertainty about its true benefits and harms.” Thus, effective
February 15, 2019, the CMS expanded Medicare coverage to "cover U.S. Food and Drug
Administration approved vagus nerve stimulation devices for TRD through Coverage with
Evidence Development when offered in a CMS approved, double-blind, randomized, placebo-
controlled trial with a follow-up duration of at least one year with the possibility of extending
the study to a prospective longitudinal study when the CMS approved, double-blind,
randomized placebo-controlled trial has completed enrollment, and there are positive interim
findings." CMS approval of a Coverage with Evidence Development study requires answering
nine research questions specifying measurement of response, remission, harms and other health
outcome variables, use of specific eligibility criteria for TRD diagnosis as described in an Agency
for Healthcare Research and Quality Technology Assessment conducted by Gaynes et al
(2018),”* as well and 13 additional operational criteria. CMS has approved one ongoing study for
Coverage with Evidence Development - A Prospective, Multi-center, Randomized Controlled
Blinded Trial Demonstrating the Safety and Effectiveness of VNS Therapy® System as Adjunctive
Therapy Versus a No Stimulation Control in Subjects With Treatment-Resistant Depression
(RECOVER) (NCT03887715). Conway et al (2020) have published a detailed description of the
RECOVER study rationale and design.®

Regulatory Status

Table 2 includes updates on the U.S. Food and Drug Administration (FDA) approval and
clearance for VNS devices pertinent to this policy.

Table 2. FDA-Approved or FDA-Cleared Vagus Nerve Stimulators

Device Manufacturer | Approv | PMA / Product | Indications
Name ed/ 510(k) Code(s)

Cleared
NeuroCybernetic | LlvaNov 1997 P970003 LYJ, MUZ Indicated or adjunctive
Prosthesis (Cyberonics) treatment of adults and
(NCP®)/VNS adolescents >12 years of
Therapy® age with medically refractory

partial onset seizures

2005 P970003 / S50 Expanded indication for
adjunctive long-term
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Device Manufacturer | Approv | PMA / Product | Indications
Name ed/ 510(k) Code(s)

Cleared

treatment of chronic or
recurrent depression for
patients >18 years of age
experiencing a major
depressive episode and have
not had an adequate
response to >4 adequate
antidepressant treatments

2017 P970003 / S207 Expanded indicated use as
adjunctive therapy for
seizures in patients >4 years
of age with partial-onset
seizures that are refractory
to antiepileptic medications

gammaCore® ElectroCore 2017/2018 | DEN150048 / PKR, QAK Indicated for acute
K171306 / treatment of pain associated
K173442 with episodic cluster and

migraine headache in adults
using noninvasive VNS on
the side of the neck

gammacCore- ElectroCore 2017/2018 | K172270 / PKR Indicated for: Adjunctive use
2® gammaCore- /2021 K180538 / for the preventive treatment
Sapphire® K182369 / of cluster headache in adult
K191830/ patients.
K203456 /

The acute treatment of pain
K211856 . . L
associated with episodic
cluster headache in adult

patients.

The acute treatment of pain
associated with migraine
headache in adult
individuals.

The preventive treatment of
migraine headache in adult
individuals.

FDA: U.S. Food and Drug Administration; PMA: premarket approval; VNS: vagus nerve stimulation.
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Add to Surgery Section - New Policy
Coding Update - 1999 CPT coding release.
Replace Policy - Added cross-references to other stimulation policies.

Replace Policy - Title change; revised new indication for children, investigational as a
treatment for depression. Held for notification, published 4/15/02.

Replace Policy - Information update; policy statement unchanged.

Replace Policy - Policy reviewed with literature search. FDA information and a
reference added. Statement on investigational status of VNS treatment for essential
tremor added.

Replace Policy - Policy updated with literature review and FDA approval of VNS for
depression. Added headaches and essential tremor as investigational in the policy
statement; remaining policy statements unchanged.

Codes updated - No other changes.
Disclaimer and Scope update - No other changes.

Replace Policy - Policy updated with June 2006 TEC Assessment (treatment-resistant
depression) and literature review for other indications; policy statement unchanged;
references added.

Replace Policy - Policy updated with literature search; no change in policy statement.
References and codes added.

Replace Policy - Policy updated with literature search; no change in policy statement.
References and codes added.

Replace Policy - Policy updated with literature search. Policy statement revised to
indicate the VNS may be considered medically necessary in refractory seizures (both
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partial and generalized) and is investigational in treatment of obesity. References
added.

Replace Policy - Policy updated with literature search; no change to the policy
statements. Rationale extensively reorganized and condensed. References added.

Replace Policy - Policy updated with literature search; references 30-32 have been
added. No change to policy statements. ICD-10 codes added.

Deleted codes 64568, 64569, 64570 and 64573 removed.

Replace policy. Policy updated with literature search, references 26-28, 33, 34 added.
Policy statement updated to include the addition of heart failure and fibromyalgia to
the list of investigational conditions.

Update Related Policy — Add 2.01.50. Update coding section — ICD-10 codes are now
effective 10/01/2014.

Coding update. New CPT codes 0312T — 0318T, effective 1/1/13, added to policy.
Update Related Policies. 2.01.50 replaced with 2.01.526.
Update Related Policies. Change title to policy 2.01.526.

Replace policy. Policy reviewed. Rationale section reformatted for readability,
references renumbered to match the changes. A literature search through January
2013 did not prompt additions to the reference list. Vagus nerve blocking therapy
codes (0312T-03127T) removed as inappropriate for this policy. Policy statement
unchanged.

Annual Review. Policy updated with literature review through February 5, 2014.
References 7, 13-17,29-31, and 41-44 added. Policy statement updated to include the
addition of tinnitus and traumatic brain injury to the list of investigational conditions.
Rationale section reorganized.

Update Related Policy. Add 7.01.143.
Update Related Policies. Add 7.01.522.

Annual Review. Policy updated with literature review through January 27, 2015. Added
vBloc Maestro system to Regulatory Status section. References 2, 14-17, 35, 40, 45-46,
51, 54-58, 62 added; others renumbered. Policy statements unchanged. Coding
update: ICD-9 and ICD-10 diagnosis codes removed; ICD-9 procedure codes 02.93,
86.96, 86.97, and 86.98 removed; ICD-10 codes added for purposes of remediation.

Update Related Policies. Add 7.01.150.

Annual Review, approved April 12, 2016. Policy updated with literature review through
January 20, 2016; references 44, 55, and 57 added. Regulatory Status section revised
with device information. Policy statements unchanged.

Coding Update. Removed CPT code 95973 as it was deleted as of 01/01/2016.
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08/25/17

12/01/17

05/01/18

05/01/19

04/01/20

07/02/20

11/01/20

05/01/21

06/01/21
01/01/22

05/01/22

05/01/23

01/01/24

Coding update, removed CPT codes 95971, 95972, 95974, and 95975. Policy moved to
new format, no changes to policy statement.

Annual Review, approved November 9, 2017. Policy updated with literature review
through August 31, 2017. Multiple references added. Policy statements edited for
clarity. The intent of policy statements unchanged. Removed CPT codes 61888 and
64570.

Annual Review, approved April 3, 2018. Policy updated with literature review through
December 2017; references 2, 67-68, 77 and 84 added; reference 44 updated. Added
information regarding transcutaneous device for treatment of migraine headache pain.
Added note that VNS medical necessity criteria statement applies to both pediatric
and adult patients. Policy statements unchanged.

Annual Review, approved April 2, 2019. Policy updated with literature review through
December 2018; several references added. Indications 7 and 8 added. Policy
statements unchanged.

Delete policy, approved March 10, 2020. This policy will be deleted effective July 2,
2020, and replaced with InterQual criteria for dates of service on or after July 2, 2020.

Delete policy.

Policy reinstated effective February 5, 2021, approved October 13, 2020. Policy
updated with literature review through December, 2019; references added. Policy
statements unchanged.

Annual Review, approved April 1, 2021. Policy updated with literature review through
December 17, 2020; references added. Policy statements unchanged. Related policies
updated. Update Related Policies, removed policy 7.01.150 as it was archived.

Coding update. Added HCPC codes C1767 and C1778.
Coding update, updated code description for CPT 64568.

Annual Review, approved April 11, 2022. Policy updated with literature review through
January 3, 2022; references added. Policy statements unchanged. Added HCPCS code
K1020.

Annual Review, approved April 10, 2023. Policy updated with literature review through
December 22, 2022; references added. Policy statements unchanged. Changed the
wording from "patient” to "individual" throughout the policy for standardization.

Coding update. Added new HCPCS code E0735 and added term date to HCPCS code
K1020.

Disclaimer: This medical policy is a guide in evaluating the medical necessity of a particular service or treatment. The

Company adopts policies after careful review of published peer-reviewed scientific literature, national guidelines and

local standards of practice. Since medical technology is constantly changing, the Company reserves the right to review

and update policies as appropriate. Member contracts differ in their benefits. Always consult the member benefit
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booklet or contact a member service representative to determine coverage for a specific medical service or supply.
CPT codes, descriptions and materials are copyrighted by the American Medical Association (AMA). ©2024 Premera
All Rights Reserved.

Scope: Medical policies are systematically developed guidelines that serve as a resource for Company staff when
determining coverage for specific medical procedures, drugs or devices. Coverage for medical services is subject to
the limits and conditions of the member benefit plan. Members and their providers should consult the member
benefit booklet or contact a customer service representative to determine whether there are any benefit limitations
applicable to this service or supply. This medical policy does not apply to Medicare Advantage.

Page | 23 of 23



PREMERA
HMO

Discrimination is Against the Law
Premera Blue Cross HMO (Premera HMO) complies with applicable Federal and Washington state civil rights laws and does not
discriminate on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual orientation. Premera HMO does not
exclude people or treat them differently because of race, color, national origin, age, disability, sex, gender identity, or sexual orientation.
Premera HMO provides free aids and services to people with disabilities to communicate effectively with us, such as qualified sign
language interpreters and written information in other formats (large print, audio, accessible electronic formats, other formats). Premera HMO
provides free language services to people whose primary language is not English, such as qualified interpreters and information written in
other languages. If you need these services, contact the Civil Rights Coordinator. If you believe that Premera HMO has failed to provide
these services or discriminated in another way on the basis of race, color, national origin, age, disability, sex, gender identity, or sexual
orientation, you can file a grievance with: Civil Rights Coordinator — Complaints and Appeals, PO Box 91102, Seattle, WA 98111,
Toll free: 855-332-4535, Fax: 425-918-5592, TTY: 711, Email AppealsDepartmentinquiries@Premera.com. You can file a grievance in
person or by mail, fax, or email. If you need help filing a grievance, the Civil Rights Coordinator is available to help you. You can also file a
civil rights complaint with the U.S. Department of Health and Human Services, Office for Civil Rights, electronically through the Office for
Civil Rights Complaint Portal, available at https://ocrportal.hhs.gov/ocr/portal/lobby.jsf, or by mail or phone at: U.S. Department of Health and
Human Services, 200 Independence Ave SW, Room 509F, HHH Building, Washington, D.C. 20201, 1-800-368-1019, 800-537-7697 (TDD).
Complaint forms are available at http://www.hhs.gov/ocr/officeffile/index.html. You can also file a civil rights complaint with the Washington
State Office of the Insurance Commissioner, electronically through the Office of the Insurance Commissioner Complaint Portal available at
https://www.insurance.wa.gov/file-complaint-or-check-your-complaint-status, or by phone at 800-562-6900, 360-586-0241 (TDD).
Complaint forms are available at https:/fortress.wa.gov/oic/onlineservices/cc/pub/complaintinformation.aspx.

Language Assistance
ATENCION: si habla espafiol, tiene a su disposicion servicios gratuitos de asistencia lingiistica. Llame al 844-722-4661 (TTY: 711).
AR R EERER T S DIR & EGRE SRR - SEECE 844-722-4661 (TTY 1 711) -
CHU Y: Néu ban néi Tiéng Viét, ¢d cac dich vu hé tro ngdn nglk mién phi danh cho ban. Goi sb 844-722-4661 (TTY: 711).
F: et E MEotAlz B2, 20 K& MUIAE R2Z 0[80ta = USLICH 844-722-4661 (TTY: 711) BICZ Mot A L.
BHWMAHWE: Ecnim BbI roBOpUTE Ha PyCCKOM A3bIKe, TO BaM AOCTYMHbI DecnnaTHble ycnyrv nepesoga. 3soHute 844-722-4661 (tenetain: 711).
PAUNAWA: Kung nagsasalita ka ng Tagalog, maaari kang gumamit ng mga serbisyo ng tulong sa wika nang walang bayad. Tumawag sa 844-722-4661 (TTY: 711).
YBATA! fKWio B pO3MOBAISETE YKPAIHCbKOIO MOBOO, BU MOMKETE 3BEPHYTUCA 40 HE3KOLTOBHOI CYKOM MOBHOI MiATPUMKM.

TenedoHyiTe 3a Homepom 844-722-4661 (Tenetann: 711).
[utis: 1IGuSMysSunw Manisl wNESWiRsmMan WSS WL SHCGESUNUUITEMY G SIRG 844-720-4661 (TTY: 711)4
AESE : AREZHEINLGE. BHOSEEE CHAWVEGET, 844-7224661 (TTY:71) FT, BBFICTIER LS,
TNFOF; P75 £I% ATICE WPt PRCH® ACAF KCERTE (1R ALIHPT HHOEHPA: OL UNTAD- S RO 844-T22-4661 (oot AtAGF@-: T11),
XIYYEEFFANNAA: Afaan dubbattu Oroomiffa, tajaajila gargaarsa afaanii, kanfaltidhaan ala, ni argama. Bilbilaa 844-722-4661 (TTY: 711).
(T 62805 ) il &8 ) 844.722.4661 8 0 Jucall  laally Al i) 535 4 galll 5ae Lisal) et (8 Aall SN daaati i€ 1)) Al el
fimirs fe6: A 3T Uarst 98 3, 3t 37 &9 ATTfesT AT 3973 38 He3 QUBET J1 844-722-4661 (TTY: 711) '3 IS &)
ACHTUNG: Wenn Sie Deutsch sprechen, stehen Ihnen kostenlos sprachliche Hilfsdienstleistungen zur Verfiigung. Rufnummer: 844-722-4661 (TTY: 711).
WWagavL: 1759 WEdIWIZT 290, NIWHINIWFoeCTHRGIWWIZY, Loetcdyas, cunivenlivion. lns 844-722-4661 (TTY: 711),
ATANSYON: Si w pale Kreyol Ayisyen, gen sevis &d pou lang ki disponib gratis pou ou. Rele 844-722-4661 (TTY: 711).
ATTENTION : Si vous parlez frangais, des services d'aide linguistique vous sont proposés gratuitement. Appelez le 844-722-4661 (ATS : 711).
UWAGA: Jezeli mdwisz po polsku, mozesz skorzysta¢ z bezptatnej pomocy jezykowej. Zadzwon pod numer 844-722-4661 (TTY: 711).
ATENCAOQ: Se fala portugués, encontram-se disponiveis servicos linguisticos, gratis. Ligue para 844-722-4661 (TTY: 711).
ATTENZIONE: In caso la lingua parlata sia I'italiano, sono disponibili servizi di assistenza linguistica gratuiti. Chiamare il numero 844-722-4661 (TTY: 711).
A8 L 844-722-4661 (TTY: 711) L. 22L (oo ol 8 Lok (510 801 ) ) samy (5 gt € 0 KA )3 40 &) Aags
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