An FDA-Cleared
Option For Acute and
Preventive Treatment

Prescribe ggmmaCore™
(hon-invasive vagus nerve stimulator)
for patients living with Migraine

and Cluster Headache

Scientific and Clinical Support: Activate The Pain Relieving Power of the
Vagus Nerve:
ZEDA ClearedIndications " The vagus nerve, the body's superhighway, modulates various
systems and functions throughout the body
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" The overlap and interplay of these mechanisms help to

restore, reset, and replenish vagal parasympathetic balance
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Indication and Important Safety Information

gammaCore™ (non-invasive vagus nerve stimulator) is intended to provide non-invasive vagus nerve stimulation
(nVNS) on the side of the neck. gammaCore is indicated for:
* The preventive treatment of migraine headache in adolescent (age 12 and older) and adult patients.
* The acute treatment of pain associated with migraine headache in adolescent (age 12 and older) adult patients.
* Adjunctive use for the preventive treatment of cluster headache in adult patients.

* The acute treatment of pain associated with episodic cluster headache in adult patients.
* Treatment of hemicrania continua in adults.
* Treatment of paroxysmal hemicrania in adults.

- The effectiveness of gammaCore has not been established in the acute treatment of chronic cluster headache

- gammaCore is contraindicated for patients if they:

o Have an active implantable medical device, such as a pacemaker, hearing aid implant, or any implanted electronic

device
o Have a metallic device, such as a stent, bone plate, or bone screw, implanted at or near the neck

o Are using another device at the same time (e.g., TENS Unit, muscle stimulator) or any portable electronic device (e.g.,
mobile phone)

- Safety and efficacy of gammaCore have not been evaluated in the following patients:

o Adolescent patients with congenital cardiac issues

o Patients diagnosed with narrowing of the arteries (carotid atherosclerosis)

o Patients who have had surgery to cut the vagus nerve in the neck (cervical vagotomy)

o Pediatric patients (younger than 12 years)

o Pregnant women

o Patients with clinically significant hypertension, hypotension, bradycardia, or tachycardia

NOTE: This list is not all inclusive. Please refer to the gammaCore Instructions for Use for all of the important

warnings and precautions before using or prescribing this product available at gammaCore.com.
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gammaCore”

non-invasive vagus nerve stimulator

Mechanisms of Action

Stimulating the vagus nerve offers a multi-modal mechanism of action, and the overlap and

interplay of these mechanisms help to restore the sympathetic and the parasympathetic balance.

NEUROPROTECTION

Decrease inflammation and
protect brain integrity

PAIN MITIGATION

Decrease pain signaling
and recognition

CORTICAL SPREADING
DEPRESSION

Decreases hyperactive electrical
patterns in the brain

NEUROTRANSMITTER BALANCE

Balance inhibitory and excitatory neurotransmitters,
including serotonin, noradrenaline and glutamate

AUTONOMIC NERVOUS SYSTEM

Rebalance sympathetic and
parasympathetic input

Indications and Important Safety Information

gammaCore™ is intended to provide non-invasive vagus nerve stimulation (nVNS) on the side of the neck for preventive treatment of migraine and the acute treatment of pain
associated with migraine in patients 12 and older. gammaCore is also indicated for adjunctive use for preventive treatment of cluster headache, acute treatment of episodic cluster
headache, and treatment of hemicrania continua and paroxysmal hemicrania in adult

patients,

gommaCore should not be used by people with an active implantable medical device or have a metallic device implanted at or near the neck. Please refer to gommaCore.com or
Instructions for Use for complete safety information, including indications, contraindications, warnings, precautions, and instructions.

NOTE: This list is not all inclusive. Please refer to the gammaCore Instructions for Use for all of the important warnings and precoutions before using or prescribing this product,
available at gammaCore.com.

Available by prescription only. US Federal Law restricts this device to sale by or on the order of a licensed healthcare provider. Please visit
gammaCore.com for Important Safety Information and Instructions for Use.
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rug-free Option for Patients
Living With Headache
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An FDA-cleared option for acute and preventive treatment

For more information about gammaCore
non-invasive vagus nerve stimulator (nVNS):
- Scan the QR code

- Visit gammaCore.com

- Contact Customer Service at:

888-903-2673 or customerservice@electrocore.com

Indication and Important Safety Information

gammaCore™ is intended to provide non-invasive vagus nerve stimulation (nVNS) on the side of the neck for preventive treatment of
migraine and the acute treatment of pain associated with migraine in patients 12 and older. gagmmaCore is also indicated for adjunctive
use for preventive treatment of cluster headache, acute treatment of episodic cluster headache, and treatment of hemicrania continua and
paroxysmal hemicrania in adult patients.

gammaCore should not be used by people with an active implantable medical device or have a metallic device implanted at or near the
neck. Please refer to gammaCore.com or Instructions for Use for complete safety information, including indications, contraindications,
warnings, cautions, and instructions.

References: 1. Silbersterr. SU. et ol Mon-invasive vagus ner e stimulotion for primary headache: A clinical update. Cephalaigia
|

O{12;:

2020:4 1370-1384. 2. gommoCore Instructions for Use. Rockawoy, NJ: electroCore. Ine.; 2022. 3. Najib U. et
EMIUM Il 1rial, Cephalolgia. 20. 1:560-569. 4. Tassorelli C, ct ol. Moninvasive vagus nerve stimulation
or migroine: the randomized PRESTO study. Neurolegy. 2018:91(4) €364-¢373. 5. Gaul C. Dierer HC, Sitver N, et al; PREVA Study Group. Non-invasive vagus nerve stimulation for PREVention and Acute ireatment of chronic
che (PREVA): o randomised controlled study. Cephalalgia. 20163 534-546. 6. Silberstein SD, et al. Non-invasive vagus nerve stimulaticr. for the acute treatment of cluster headache: findings fram the randomized, double-blind,
led ACT1 study. Headache. 2016,56(8):1317-1332. 7. Goudsby P, 1 al. Non-invasive vagus nerve stimulation for the ac
Cephelalgia. 2018:38/5):959-869. 8. De Cao If, et al. Diiferentiol efiicacy of nan-invasive vagus nerve stimlation for the acute tre

SD, Mechiler LL, Kudrow DB, et al; ACTI Study Group. Non-invasive vagus nerve stimulation for the acute teeatment of cluster headech

o, Non-invasive vogus nerve s

for prevention of migraine: The multicenter. randomized, double-blind, sham-controlle

as acute therop

cluster heo

sham-co:

reatment of episadic and chronic cluster headache: a randomized, doubleblind, shem-controlled ACT2 stucdy.
67-977. 9. Sili>
indings from the rondemized. double-blind, sham-controlled ACT! siudy. Headache, 2016,56(8):1517-1332.

of episodic and chronic cluster headache: A metaanalysis. Cephalolgia. 2019;3

(©2023 electroCore, Inc. All rights reserved. electroCore. the eleciroCore logo, gammaCore, gammaCore

g ammaCore™ Sapphire, the gammaCore Sapphire logo, and gammaCore Refill Card are trademarks of electraCore, Inc.

EPM-01433 Rev 5 Rel: 07/2023

V4 .
E;qi electroCore




Involved Systems, Mechanisms of Action, and
Clinical Effects of nVNS in Headache!
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ANS: autonomic nervous system; CSD: cortical spreading depression; NT: neurotransmitter; nVNS:
non-invasive vagus nerve stimulation; PNS: parasympathetic nervous system; TGM: trigeminal.

Conclusion: “Significant progress over the past several years has yielded mechanistic and clinical evidence
that, combined with the excellent safety and tolerability profile of nVNS, suggests that it should be
considered first-line treatment for both acute and preventive treatment of cluster headache, an effective

option for acute treatment of migraine, and a highly relevant, practical option for migraine prevention.”

AEs Reported in >1% of Participants

Mild and transient

g 2 Application site discomfort 4.58%
adverse event profile

Application site irritation/redness 3.39%

Wh I ilable safet linical

en ai avard ? sately deten was posled froi sliies Local pain, face/head/neck area (including o
studies, the following AEs occurred in >1% but <5% of toathache) 2.75%
tient d are, therefore " "). Th

pahents (?n ore, therefors "eommeu' ), Therewere oo Muscle twitching and/or contractions, face/

reported side effects that occurred in >5% of study patients. head/neck area (including facial droop and/ 2.66%
or lip pull)
Headache/migraine 2.57%
Dizziness 2.02%

il Help patients find you ) — - )
Sign up for our physician finder Tingling, pricking, or a feeling of “pins and

needles” on the skin where the device is 1.65%
applied (paresthesia/dysesthesia)

Based on 1,091 patients.



Migraine

Prevent Migraine Pain
As published in Cephalalgia®

250% Responder Rate

Reduction in monthly migraine days

OR:2.22
80 p=0.048

44.87%

M VNS
Sham

Patients (%)
(%95% ClI)

mITT Population

PREMIUM Il study design: A prospective double-blind, sham-controlled, randomized trial
evaluated the clinical safety and effectiveness of gammaCore in 113 patients. Patients were
aged 18 ta 75 years with a diagnosis of migraine with or without aura were instructed to
self-administer treatment consisting of three 2-minute stimulations on either side of the
neck, as follows: first daily treatment within 1 hour of waking, second daily treatment 4-6
hours following the first daily ireatment, and a third daily treatment within | hour of going
to sleep.

Safety and tolerability: Most AEs were mild and transient and occurred during the time
of active treatment. None of the serious adverse events were considered device-related.

" Therapeutic gains with gammaCore were greater for patients with
migraine with aura

" Safety and tolerability offer use as a stand-alone or adjunctive
treatment

" Significant Quality of Life (as measured by HIT-6) improvement

Preventive Treatment

for Migraine

Daily:

A treatment consisting of

|
PEY
2 |
TWO-MINUTE =
STIMULATIONS

18
!

2-two minute stimulations
on the same side of the
neck at morning and night.

——

Relieve Migraine Pain

Class 1 evidence as published in Neurology*

>50% Responder Rate
Migraines treated at 120 minutes

60
P=0.026
50
47.6%
= 10 (n=105) | gammaCore
T
Q
£3 I Sham
2 10 -
£ 30 | 323%
T ¥ - (1=99) |
as | *Patients with mild
20 pain at both baseline
and 120 minutes
0 were not considered
responders.
0

Mild or No Pain*

PRESTO study design: A double-blind, randomized, sham-controlled trial evaluated the
efficacy, safety, and tolerability of gammaCore in 243 patients with migraine headache
for 3 periods over 12 weeks. Patients were aged 18-75 years who had been diagnosed with
migraine and experienced 3-8 migraine attacks per month and less than 15 headache days

a month.

Safety and tolerability: Most AEs were considered mild and transient and occurred primarily
during administration. The most common device-related AE 22% where gammaCore was
greater than sham was application-site discomfort (2.5% vs. 0.8%).

" Fast relief from the first treated attack, as soon as 30 minutes
" Reduction in pain intensity over 3x greater than sham at 60 minutes
and over 6x greater at 120 minutes

+” 75% of patients who were pain-free at 2 hours were also pain-free at

24 hours

Acute Treatment for

TREATMENT

Migraine

At the earliest sign of pain: A1 THESTART OF AN

A treatment consisting of
2-two minute stimulations 2

TWO-MINUTE
STIMULATIONS

on the same side of the
neck as needed; repeat
treatment if pain persists.




Cluster Headache (CH)

Prevent CH Pain
As published in Cephalalgia®

>250% Responder Rate
Reduction in weekly CH attacks
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50 P<0.001 48.6%

40.0%
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ITT Population

mlTT Population

PREVA study design: A prospective, open-label, randomized study compared adjunclive
prophylactic gammaCore (n=48) with SoC alone (control [n=49]). Patients were aged
18-70 years and diagnosed with chronic cluster headache (cCH) 21 year before enrollment.

Safety and tolerability: Most adverse events (AEs) were considered mild or moderate.
No serious AEs were considered device-related. The most common device-related
AEs >5% where SoC + gammaCore was greater than SoC alone were headache
(8% vs. 2%), oropharyngeal pain (6% vs. 2%), and neck pain (6% vs. 0%).

" 40% decrease in attack frequency from baseline
" 57% decrease in frequency of use of acute medication use

" Asafe, well-tolerated, flexible drug-free therapy

Preventive Treatment
Cluster Headache

Daily:

A treatment consisting of
2-two minute stimulations

on the same side of the

STIMULATIONS STIMULATIONS |

neck at morning and night.” |

TWO-MNUE | \ TWO-MINUTE |
|
|

I

|

*Additional treatments may be %
recommended for cluster headache
and other trigeminal autonomic
cephalalgias

Relieve Episodic CH Pain
As published in Headache and Cephalalgia®™®
ACTI/ACT2 Pooled Analysis (eCH Subgroup Data)

>50% Responder Rate
CH attacks treated at 15 minutes

Interaction test results
ACTI, P-0.02
ACT2,P-0.28
Pooled, P-0.04

B VNS
Sham

Patients (%)

ACTI ACT2 Pooled

ACTI study design: A randomized, double-blind, sham-controlled clinical study measuring
the percentage of people who responded atter gammaCore to treat their first attack. 150
cluster headache patients (101 ¢CH, 49 ¢CH) were chosen and insiructed to treat their
attack at the onset of pain with 3 two-minute stimulations.>?

ACT2 study design: A randomized, double-blind, sham-controlled clinical study measuring
the percentage of total attacks that were pain-free 15 minutes after using gammaCore.
102 cluster headache patients (30 eCH, 72 cCH) were chosen and instructed to treat their
attack at the onset of pain with 3 two-minute stimulations (they could administer 3 additional
two-minute stimulations if pain persisted).%*

Safety and tolerability: Most AEs were considered mild and transient and occurred
primarily during administration. No serious AEs were considered device-related. The
most common device-related AE 25% where gammaCore was greater than sham was
lip or facial drooping/pulling/twitching (11% vs. 0%).

" Fast relief from the first treated attack, as soon as 15 minutes
" Reliable relief for at least half of treated attacks

" Reduction in the duration and intensity of attacks

Acute Treatment for

Cluster Headache TREATMENT

At the earliest sign of pain: T THESTART OF PAN

A treatment consisting of
2-two minute stimulations 2
on the same side of the

TWO-MINUTE
STIMULATIONS

neck as needed; repeat
treatment if pain persists.
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rug-free Option for Patients
Living With Headache
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An FDA-cleared option for acute and preventive treatment

For more information about gammaCore
non-invasive vagus nerve stimulator (nVNS):
+ Scan the QR code
- Visit gammaCore.com
+ Contact Customer Service at:
888-903-2673 or customerservice@electrocore.com

Indication and Important Safety Information

gammaCore™ is intended to provide non-invasive vagus nerve stimulation (nVNS) on the side of the neck for preventive treatment of
migraine and the acute treatment of pain associated with migraine in patients 12 and older. gammaCore is also indicated for adjunctive
use for preventive treatment of cluster headache, acute treatment of episodic cluster headache, and treatment of hemicrania continua and
paroxysmal hemicrania in adult patients.

gammaCore should not be used by people with an active implantable medical device or have a metallic device implanted at or near the
neck. Please refer to gammaCore.com or Instructions for Use for complete safety information, including indications, contraindications,
warnings, cautions, and instructions.
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Involved Systems, Mechanisms of Action, and
Clinical Effects of nVNS in Headache'
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ANS: autonomic nervous system; CSD: cortical spreading depression; NT: neurotransmitter; nVNS:
non-invasive vagus nerve stimulation; PNS: parasympathetic nervous system; TGM: trigeminal.

Conclusion: “Significant progress over the past several years has yielded mechanistic and clinical evidence
that, combined with the excellent safety and tolerability profile of nVNS, suggests that it should be
considered firsi-line treatment for both acute and preventive treatment of cluster headache, an effective

option for acute treatment of migraine, and a highly relevant, practical option for migraine prevention.”

. . AEs Reported in >1% of Participants
Mild and transient

Application site discomfort 4.58%

i P
adverse event profile

Application site irritation/redness 3.39%

Wh Il ilabl fety dat led f linical
en afl avarable saiety data was pooledfrom clinica Local pain, face/head/neck area (including

studies, the following AEs occurred in >1% but <5% of toothache) 2:F5%
tient d , therefore " "). Th
patients (?n Sy TaSEeiame comrnon J. There were. ne Muscle twitching and/or contractions, face/
reported side effects that occurred in >5% of study patients. head/neck area (including facial droop and/ 2.66%
or lip pull)
Headache/migraine 2.57%
Dizziness 2.02%

Tingling, pricking, or a feeling of “pins and
needles” on the skin where the device is 1.65%
applied (paresthesia/dysesthesia)

Based on 1,091 patients.



Migraine

Prevent Migraine Pain
As published in Cephalalgia®

250% Responder Rate

Reduction in monthly migraine days
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PREMIUM Il study design: A prospective double-blind, sham-controlled, randomized trial
evaluated the clinical safety and effectiveness of gammaCore in 113 patients. Patients were
aged 18 to 75 years with a diagnosis of migraine with or without aura were instructed to
selt-administer treatment consisting of three 2-minute stimulations on either side of the
neck, as follows: first daily treatment within | hour of waking, second daily treatment 4-6
hours following the first daily Ireatment, and a third daily treatment within 1 hour of going
to sleep.

Safety and tolerability: Most AEs were mild and transient and occurred during the time
of active treatment. None of the serious adverse events were considered device-related.

" Therapeutic gains with gammaCore were greater for patients with
migraine with aura

" Safety and tolerability offer use as a stand-alone or adjunctive
treatment

" Significant Quality of Life (as measured by HIT-6) improvement

Preventive Treatment : . g A O S
- ‘.‘T\" T iy

for Migraine ‘ JUI‘!J,"T:;'M“” .

Daily: -

A treatment consisting of
2-two minute stimulations
on the same side of the

TWO-MINUTE
STIMULATIONS

TWO-MINUTE
STIMULATIONS

neck at morning and night. |

Relieve Migraine Pain

Class 1 evidence as published in Neurology*

>250% Responder Rate
Migraines treated at 120 minutes

60
P=0.026
50
[ ] gammaCore
[ Sham

40

323%

Patients (%)
(% +/-95% CI)
w
[=]

(n=99)

1 *Patients with mild
pain ot both baseline
and 120 minutes
were not considered

responders,

Mild or No Pain*

PRESTO study design: A double-blind, randomized, sham-controlled trial evaluated the
efficacy, safety, and tolerability of gammaCore in 243 patienis with migraine headache
for 3 periods over 12 weeks. Patients were aged 18-75 years who had been diagnosed with
migraine and experienced 3-8 migraine attacks per month and less than 15 headache days
a month.

Safety and tolerability: Most AEs were considered mild and transient and occurred primaril
) 4 4 P Y
during administration. The most common device-related AE 22% where gammaCore was
greater than sham was application-site discomfort (2.5% vs. 0.8%).

" Fast relief from the first treated attack, as soon as 30 minutes

" Reduction in pain intensity over 3x greater than sham at 60 minutes
and over 6x greater at 120 minutes

+" 75% of patients who were pain-free at 2 hours were also pain-free at

24 hours

Acute Treatment for

TREATMENT

Migraine

At the earliest sign of pain: 1 THESTART OF PAN

A treatment consisting of
2-two minute stimulations 2

TWO-MINUTE
STIMULATIONS

on the same side of the
neck as needed; repeat
treatment if pain persists.




Cluster Headache (CH)

Prevent CH Pain

As published in Cephalalgia®

250% Responder Rate
Reduction in weekly CH attacks
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P<0.001
40.0%
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40
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PREVA study design: A prospeclive, open-label, randomized study compared adjunctive
prophylactic gammaCore (n=48) with SoC alone (control [n=49]). Patients were aged
18-70 years and diagnosed with chronic cluster headache (cCH) 21 year before enroliment.

Safety and tolerability: Most adverse events (AEs) were considered mild or moderate.
No serious AEs were considered device-related. The most common device-related
AEs 25% where SoC + gammaCore was greater than SoC alone were headache
(8% vs. 2%), oropharyngeal pain (6% vs. 2%), and neck pain (6% vs. 0%).

" 40% decrease in attack frequency from baseline
" 57% decrease in frequency of use of acute medication use

" Asafe, well-tolerated, flexible drug-free therapy

Preventive Treatment
Cluster Headache

Daly: o '\ NeRT |
A treatment consisting of | ,’ J
2-two minute stimulations | 2 " \l 2 !‘
on the same side of the ‘ TWO-MINUTE e ‘ TWO-MINUTE i
neck at morning and night.” \ STIMULATIONS f \ STIMULATIONS |
| | |
*Additional treatments may be ! \ ‘! l& ’

recommended for cluster headache
and other trigeminal autonomic

cephalalgias

Relieve Episodic CH Pain
As published in Headache and Cephalalgia®*®
ACTI/ACT2 Pooled Analysis (eCH Subgroup Data)

>50% Responder Rate
CH attacks treated at 15 minutes

Interaction test results
ACTLF-0.02
ACT2,P-0.28
Pool«d, P-0.04
—~
]
o M wvns
-2
S
P
2 Sham
o]
a

ACTI ACT2 Pooled

ACTI study design: A randomized, double-blind, sham-controlled clinical study measuring
the percentage of people who responded atter gammaCaore to treat their first attack. 150
cluster headache patients (101 eCH, 49 cCH) were chosen and instructed to treat their
attack at the onset of pain with 3 two-minute stimulations.®?

ACT2 study design: A randomized, double-blind, sham-controlled clinical study measuring
the percentage of total attacks that were pain-free 15 minutes after using gagmmaCore.
102 cluster headache patients (30 eCH, 72 cCH) were chosen and instructed to treat their
attack at the onset of pain with 3 two-minute stimulations (they could administer 3 additional
two-minute stimulations if pain persisted).®*

Safety and tolerability: Most AEs were considered mild and ransient and occurred
primarily during administration. No serious AEs were considered device-related. The
most common device-related AE 25% where gammaCore was greater than sham was
lip or facial drooping/pulling/twitching (11% vs. 0%).

v Fast relief from the first treated attack, as soon as 15 minutes
" Reliable relief for at least half of treated attacks

" Reduction in the duration and intensity of attacks

Acute Treatment for
Cluster Headache

TREATMENT

At the earliest sign of pain: 1 THE STARTOF AN

A treatment consisting of
2-two minute stimulations 2

TWO-MINUTE
STIMULATIONS

on the same side of the
neck as needed; repeat
treatment if pain persists.




