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This study will be conducted in accordance with the ethical principles based on the Declaration of
Helsinki, the Act on Pharmaceuticals and Medical Devices, the Ministerial Ordinance on Good Clinical
Practice for Medical Devices (Ministerial Ordinance No. 36; Ministry of Health, Labour and Welfare;
March 23, 2005), and ISO 14155, and in compliance with this protocol.

This study will also comply with laws, regulations, and guidelines concerning clinical trials.

Additionally, the protocol will be revised if deemed necessary for the safe conduct of the study.

Preparation and Revision History

Date of Preparation

Version Number

Details of Revision

December 26, 2023

Version 1.0

First version

January 26, 2024

Version 1.1

Revision of errors in writing
Addition of details on data submitted to the Central Evaluation
Committee

March 22, 2024

Version 2.0

Revision of errors in writing, maintenance of descriptions
Addition of funders, maintenance of

descriptions on case handling, addition of

details on concomitant medications and

therapies, addition of details on adverse

event handling, and addition of details on

data submitted to the Central Evaluation

Committee and the Safety Monitoring

Committee

May 23, 2024

Version 2.1

Revision of errors in writing, maintenance of descriptions,
maintenance of descriptions in accordance with ISO 14155,
addition of information in accordance with ISO 14155 (risks and
benefits associated with participation in the study, method for
confirming accuracy management of specified study devices,
and rationale for setting of endpoints)
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PROTOCOL SYNOPSIS

Title of Study

Endovascular EEG Device Prospective Multicenter Single-arm clinical trial to confirm
efficacy and safety performance on Intractable Epilepsy patients

Objectives

To evaluate the efficacy of the EP-01 endovascular EEG device in lateralization
diagnosis of epileptic foci in patients with intractable epilepsy. Additionally, to
evaluate safety when using EP-01.

Study Design

A multicenter, prospective, single-arm study

This study will be conducted at multiple sites. The study will evaluate the
investigational device in a structure that includes a screening period of up to 30 days,
observation period of up to 2 weeks, and post-observation period of 1 week.
Additionally, patients who have undergone focal resection will be evaluated for
epileptic seizure resolution rate approximately 1 year after epileptic resection.

Development
Phase

Validation study

Investigation
Device
Identifier

Endovascular EEG device

Investigational device identifier: EP-01

The investigational device EP-01 is comprised of the EP-01 main unit and EP-01
accessories (connector and sheath set, wire winder, inserter, long sheath, wire wing,
and dispenser). Per each subject, a maximum of 6 EP-01 main units and connectors
depending on the case; 2 sheath sets; and a maximum of 2 wire winders, inserters, long

Other Specified
Study Devices

sheaths, and wire wings as needed will be used.
- EX-01 extension wire
Used to temporarily extend the overall length of the EP-01 main unit when removing
the microcatheter from the EP-01 main unit.
Device provided by: Epsilon Medical Inc.
+ Neurofax EEG-1200 Electroencephalograph series
Certification number: 218AHBZX00013000
Manufactured and distributed by: Nihon Kohden Corporation
Connected to EP-01 for EEG measurement

Subjects

Patients with intractable epilepsy undergoing intracranial electrode placement

Inclusion
Criteria

At enrollment, patients who meet all of the following criteria will be selected.

(1) Among patients with intractable epilepsy, those with temporal lobe epilepsy,
frontal lobe epilepsy, parietal lobe epilepsy, occipital lobe epilepsy, and insular
gyrus epilepsy

Patients undergoing intracranial electrode placement

Patients with vascular anatomy that allows EP-01 to be guided into the brain from
the right and left jugular veins to vessels close to the epileptic focus, such as
cavernous sinus, transverse sinus, superior sagittal sinus, and inferior petrosol
sinus. [The vessel into which the EP-01 main unit will be placed will be
determined by the physician, but the EP-01 must be confirmed as able to be
guided to a symmetrical position on both sides of the cerebral vein.]

(4) Patients age 1570 years (at the time of obtaining consent)

2
€)
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Exclusion
Criteria

At time enrollment, patients who meet any of the following criteria will be excluded.

(1) Patients with epilepsy who have generalized seizures only

(2) Patients with obstruction or thrombus/thrombi in the internal jugular vein

(3) Patients with a predisposition to bleeding and coagulation abnormalities

(4) Patients with difficulty remaining still during surgeries

(5) Patients with severe allergies to contrast media

(6) Patients with metal allergies

(7) Patients who are pregnant or potentially pregnant

(8) Patients participating in other studies

(9) Patients whom the principal investigator or sub-investigators determine to be
inappropriate to participate in this study

Endpoints

[Primary Endpoint]

(1) Diagnostic performance of EP-01 for lateralization diagnosis of epileptic focus
(percentage agreement with intracranial electrode-based diagnosis results): third-
party evaluation by the Central Evaluation Committee.

*  Diagnostic results on epileptic focus lateralization ("lateralization"), based
on clinical findings, imaging findings obtained within 1 year prior to the
date of consent, and scalp electrode-based EEG findings ("non-invasive
findings") combined with EP-01-based EEG findings, will be compared
with the diagnostic results on the lateralization based on non-invasive
findings combined with intracranial electrode EEG findings, and the
percentage agreement will be calculated.

[Secondary Endpoints]

(1) Diagnostic performance of EP-01 alone for lateralization diagnosis of epileptic
focus: a third-party evaluation by the Central Evaluation Committee.

*  Lateralization diagnosis results on epileptic focus based on EP-01 EEG
findings alone compared with the lateralization diagnosis results based on
intracranial electrode EEG findings, and the percentage agreement.

(2) EEG Identification of EP-01 Waveforms

»  Evaluation of whether waveforms detected by EP-01 are due to EEG,
comparing with EEG findings when the eyes are opened and closed:
third-party evaluation by the Central Evaluation Committee.

* IfEP-01 alone was placed for a period, comparative evaluation of EEG
measurement performance of EP-01 alone and EP-01 combined with
inserted intracranial electrodes: evaluation by the principal investigator.

(3) Diagnostic performance of EP-01 for lateralization diagnosis of epileptic focus
(percentage agreement with diagnostic results of intracranial electrodes placed on
both sides): third-party evaluation by the Central Evaluation Committee.

*  Lateralization diagnosis results on epileptic focus based on EP-01 EEG
findings and non-invasive findings compared with the lateralization
diagnosis results based on bilaterally-placed intracranial electrode EEG
findings and non-invasive findings, and the percentage agreement.

+  Lateralization diagnosis results for epileptic focus based on EP-01 EEG
findings alone compared with the lateralization diagnosis results based on
bilaterally-placed intracranial electrode EEG findings only, and the
percentage agreement.

(4) Diagnostic performance of EP-01 for lateralization diagnosis of epileptic focus
(percentage agreement with diagnostic results of intracranial electrodes):
evaluation by the principal investigator.

+  Lateralization diagnosis results based non-invasive findings combined
with EP-01 EEG findings compared with lateralization diagnosis results
based on non-invasive findings combined with intracranial electrode EEG
findings, and the percentage agreement.

(5) Resolution rate of epileptic seizures 1 year after focal resection.

*  Evaluated using the International League Against Epilepsy (ILAE)
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classification.
(6) Success rate of EP-01 placement (%).
e The number of placed EP-01 main units immediately after placement /
number of placed microcatheters multiplied by 100 is calculated.
*  Assessment of any migration of EP-01 evaluates from the intended vessel
of placement immediately prior to removal.
(7) Safety Evaluation
+  Serious adverse events attributable to the investigational device (including
medical acts for placement and removal of EP-01) and adverse events as
determined by imaging testing*: third-party evaluation by the Safety
Monitoring Committee
* Adverse events determined by imaging testing: hemorrhage, midline shift,
cerebral spinal fluid leak
e Occurrence of adverse events [Incidence period: from the start of the use
of the investigational device to the end of the post-observation period.
Relation to all investigational devices (EP-01 main unit and EP-01
accessories), relation to medical acts for EP-01 placement and removal,
relation to other specified devices, extent, seriousness, treatment, and
outcome].
(8) Other Evaluations
*  Failures of the investigational device EP-01 (failures of EP-01 main
unit and EP-01 accessories)
»  Failures of other specified study devices (EX-01 extension wire /
electroencephalograph)

Test Method

As a general rule, EP-01 is placed at the same time as the Wada test or intracranial
electrode placement. Note that if the placement of the EP-01 main unit into the cerebral
vein and the placement of intracranial electrodes are performed on separate days, they
will be performed within 3 days. Subjects are observed for up to 2 weeks until seizure
symptoms occur, and the EP-01 main unit is removed after the foci lateralization is
confirmed. Lateralization the epileptic focus is diagnosed based on EEG waveforms
obtained from intracranial electrodes and EP-01.

Restrictions on

In line with the intracranial electrode placement, drugs are discontinued or reduced as

concomitant is usually done in regular clinical practice at the physician's discretion on an as-needed
use, basis.
prohibitions on
concomitant
drugs and
medications
Planned Number 37
of Subjects
Planned Study | Investigational device evaluation period
Period March 2024 to August 2025
Period including evaluation period of epileptic seizure outcomes following epilepsy
focal resection
March 2024 to August 2026
Screening period Testing Period Post-observation Period | Epileptic Seizure Outcome
Evaluation Period
| (30 days to 1 day prior) | (2 weeks) | (1 week) | 1 year after surgery |
Gy 9} 0—8
S S = &0
en Investigationa End of 2.5 o
= 1 device investigational =22
.g g placement device evaluation %8 S
wn . . .—
5 g Fig. Outline of the Saxid = §§
o 5 'g.,[:]'c_'c
m23
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Item

Screening Period

Investigational Device Evaluation Period

Epileptic Seizure

Testing Period Post-observation Period |Outcome Evaluation
Investigation 1 day after Intracranial 1 week after Investigational ir} celzz a::ie(fn in elst‘:] Ziinal 1 year after surgical
Timepoint Screening al device | investigational electrode investigational device removal'/ Zl de\g/ice de\:/ice r%moval / Y treatment! z)g
placement'® | device placement placement device placement | discontinuation'® o reatmett
removal |discontinuation
30 days to 1 day prior to Within 3 days from Within 14 days after
Acceptable Range investigational device investigational device investigational device +3 days +3 days +60 days
placement placement placement'?)
Obtaining of consent °
Enrollment
Confirmation of eligibility °
Examination of Subject Background? °
Height/weight? °
Cervical ultrasonography? °
Blood test¥ °
m§ 3)| Clinical findings on epileptic seizures )
=308 -
2 Image findings °
GE.
S Scalp electrode °
) MRI test® °
o
S X-ray test” ° ° ° °
2 CT® o4 ° ° ° ° ° °
EEG test'® <
Adverse events < »
Failures <
Primary disease treatment / ¢ »
antithrombotic therapy®
Concomitant medication < »
Epileptic seizure evaluation
[ ]

(ILAE classification)

o: Data or observation items required in this study o: Performance not required for the purpose of this study
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1)

2.3)
4)

5)
6)

7)

8)

9)
10)
11)

12)
13)
14)

15)

16)

Information on age, sex, blood pressure, pulse, current medical history, complications, other medical history, smoking history, and alcohol consumption history is collected at the time consent is
obtained.

If they have been performed within 90 days prior to obtaining consent, no re-testing is required, and data prior to obtaining consent is collected.

If it is performed within 90 days prior to obtaining consent, no repeated performance is required, and data prior to obtaining consent is collected. Platelet count, activated partial thromboplastin time
(APTT), and prothrombin time-international normalized ratio (PT-INR) tests are performed.

Depending on the subject's condition, only those necessary for lateralization diagnosis of the epileptic focus are investigated at the discretion of the principal investigator.

Simple 3D T1-weighted imaging (3D-T1WI) and either magnetic resonance venography (MRV) or contrast-enhanced 3D-T1WI are performed. If they are performed within 90 days prior to obtaining
consent, no re-measurements are required, and data prior to obtaining consent is collected.

X-ray tests (frontal and lateral) are performed. The tests are performed immediately after placement of the investigational device, the day after placement of the investigational device, 1

week after placement of the investigational device (unnecessary if seizures occur within 1 week from placement of the investigational device), and immediately before removal of the

investigational device.

Imaging methods immediately after EP-01 placement are not limited to multislice computed tomography (CT) but also include cone-beam computed tomography (CBCT). The CT tests are
performed immediately after placement of the investigational device, the day after placement of the investigational device, 1 week after placement of the investigational device (unnecessary

if seizures occur within 1 week from placement of the investigational device), and immediately before removal of the investigational device. 3D data of slice thickness of 1 mm or less and

3—5mm is submitted to the Safety Evaluation Committee.

Information on treatment (including surgical procedures) and antithrombotic therapy for the primary disease is collected from before consent is obtained and until the end of the post-observation period.
As a general rule, the investigational device is placed during the same procedure as the Wada test or intracranial electrode placement.

The investigational device is placed until the occurrence of an epileptic seizure or for a maximum of 14 days (+3 days). The investigational device may be removed on the same day as the

intracranial electrode removal or surgical treatment. If a shift in the tip position of the investigational device is suspected, an x-ray test is promptly performed to determine whether or not to

remove.

Performed only on subjects who underwent epileptic resection.

If it is difficult to remove within up to 2 weeks due to the system of respective medical institutions, an allowance of +3 days may be set.

Only if it is performed within 90 days prior to the placement of the investigational device in regular medical care, it is provided to the Safety Evaluation Committee. If it is not performed, re-imaging is
not required.

In the case of discontinuation during the testing period, depending on the subject's situation, the investigational device is removed and the subject is moved to the post-observation period after
performing, as much as possible, tests specified at investigational device removal. In the case of discontinuation during the post-observation period, depending on the subject's situation, the subject is
withdrawn after performing, as much as possible, tests specified at 1 week after investigational device removal.

During the period when only EP-01 or both EP-01 and intracranial electrodes are placed, EEG with EP-01 and the intracranial electrodes are measured under video surveillance. EEG data

when the eyes are opened and closed (the timing of acquiring EEG data when the eyes are opened and closed is determined by the principal investigator) and EEG data during epileptic

seizures are submitted to the Central Evaluation Committee.
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3 List of abbreviations and definitions of terms

Version 2.1

Abbreviation/Term |[English Japanese

CBCT Cone Beam Computed Tomography a— b —Aharta—ZERE

CT Computed Tomography Scan a2 —FKfERY

JIS Japanese Industrial Standards A AR pEEHIS

MEG Magneto Encephalo Graphy i bARERA S

MRI Magnetic Resonance Imaging oS R B R 2 T

MRV Magnetic Resonance venography M SR IR R R IR A i A

PET Positron Emission Tomography K55 85 - i A T FE e e

SDE Subdural Electrodes M T FEAR

SEEG Stereo-Electroencephalography TE AN BH 25 PN IRz

IMZ SPECT " Liomazenil single photon emission [T A~ &=/t R
computed tomography =B o — S WE R
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4 HISTORY OF DEVELOPMENT

4.1 Background of Development

The EP-01 endovascular EEG is applicable to intractable epilepsy. (*1) EP-01 is a single-use medical

device that is inserted into cerebral veins for EEG detection to diagnose focal lateralization, which is

important for focal resection performed on patients with intractable epilepsy.
*1 Definition of intractable epilepsy
Intractable epilepsy in the medical sense is defined as a condition in which seizures remain
uncontrolled for at least 1 year and interfere with daily life even after at least 2 years of treatment with
sufficient doses of a major antiepileptic drug as a monotherapy or 2 to 3 types of drugs as a
combination therapy. However, the definition of intractable epilepsy is not absolute and differs
according to purpose of use and situation. For example, socially intractable epilepsy in adults under
the Act on Road Traffic is defined as conditions that do not achieve suppression of seizures for 2
years or longer despite appropriate pharmacotherapy."

The number of patients with epilepsy in Japan is estimated to be approximately 1 million,” of whom
approximately 20% have intractable epilepsy which is unresponsive to pharmacotherapy.” With intractable
epilepsy, since antiepileptic drugs cannot alleviate seizure symptoms, surgical resection of the epileptic foci is
considered for patients with seizure symptoms that affect their daily lives. Currently, magnetic resonance
imaging (MRI), CT, single-photon emission computed tomography (SPECT), and scalp electrodes are first
used to identify the foci.¥ However, it is often difficult to identify the foci with these, and intracranial
electrode placement by craniotomy is therefore used for definitive diagnosis of foci identification.®¥
Intractable epilepsy is treated by identifying the epileptic focus and then surgically removing the focus site.

In determining the extent of resection, it is important to differentiate between areas that should be resected and
areas that should not. It is therefore important to diagnose the focus site based on EEG using intracranial
electrodes. The purposes of intracranial electrodes include: 1. estimation of the epileptogenic area, and 2.
functional mapping.® The physician appropriately determines the extent of focal resection by leveraging these
characteristics of intracranial electrodes. Furthermore, there are two types of intracranial electrodes: subdural
electrodes (SDE) and stereo-electroencephalography (SEEG) with deep electrodes.?* SDE covers the surface
of the brain "as a plane” and are placed subdurally by craniotomy. SEEG, on the other hand, uses a
stereotactic technique to insert electrodes deep into the brain and records EEG "as specific points." SDE
enables easy functional mapping but is highly invasive compared to SEEG. Consequently, SEEG is more
applicable in re-operative cases where SDE placement is difficult or where electrode placement in both
hemispheres is desirable to determine the lateralization of the epileptic focus.?* These intracranial electrodes
are considered the golden standard for determining the epileptic focus and extent of resection!) and are a
useful method for determining the extent of resection in epileptic focal resection.

Among epileptic focal resections, hippocampal and amygdalar resection for temporal lobe epilepsy is known
to be associated with a high rate of improvement, with a response in 90% or more cases.”!)12) Ag
aforementioned, preoperative focal diagnosis is extremely important when performing resection. Intracranial
EEG recording is a highly accurate focal diagnostic method, with the focus being the preceding site of onset
of seizure waves when seizures start.” Although SEEG is suitable for lateralization diagnosis, in Japan, SDE
is sometimes used for lateralization diagnosis because the dedicated small-diameter electrodes and anchor
bolts used in SEEG have not received regulatory approval,>® causing a delay in clinical use. Meanwhile,
efforts to avoid intracranial electrodes are continuing since they are invasive.” It is difficult to perform
surgeries in cases where the focal site is unknown and the area requiring craniotomy is too large.
Additionally, it is known that lateralization diagnosis results based on EEG from scalp electrode may differ
from lateralization diagnosis results based on that from intracranial electrodes,'? and it is very important to
make a definitive diagnosis on lateralization based on EEG at sites closer to the cerebral parenchyma.

4.2 Clinical Positioning of the Device

The EP-01 is being developed with the aim of making EEG acquisition extremely minimally invasive
compared to intracranial electrodes, since it approaches from within blood vessels and measures EEG from
within the cerebral veins. At this point in time, since EP-01 is monopolar, it unrealistic to perform
functional mapping, one of the two purposes of intracranial electrodes. However, it is anticipated that EP-
01 may enable lateralization diagnosis, the other purpose of intracranial electrodes. Cases where
lateralization diagnosis is particularly effective is temporal lobe epilepsy cases. Intracranial electrodes have
been placed in the past for lateralization diagnosis, with the reportedly less invasive SEEG being
considered suitable.?
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Since 1960s, lateralization diagnosis has been performed using SEEG”), and lateralization can be diagnosed
even with a small number of electrodes. It is therefore believed that lateralization diagnosis is also possible
with EP-01. In a previous Japanese case where wire-form endovascular EEG electrodes were placed in the
cerebral artery,'® simultaneous placement of intracranial electrodes and endovascular EEG electrodes in a
patient with temporal lobe epilepsy yielded similar seizure spikes from both. In this case, there was only 1
endovascular EEG electrode (number of electrode: 1). Furthermore, in an EP-01 specified clinical research
conducted by this study's investigators to investigate the acute-phase efficacy in humans, it was confirmed
that EP-01 can acquire EEG and determined that EP-01 can very likely detect epileptic seizure spikes alike
intracranial electrodes and diagnose lateralization.

The expected changes in the treatment algorithm with and without EP-01 are shown below with reference
to the flow of current epilepsy treatment.®

[Algorithm of Current Treatment] Intractable epilepsy

Sealp EEG
a q MRI/PET
Precperative evaluation SPECT, MEG, {MRI
Classification

Partial-onset SEiZUre — 1
of epilepsy

Other epilepsy Temporal lobe epilepsy

Unclear focus — |5 the focal lateralization clear?

I’ i i N
' P '
i ¥ ]
H b 1
f B ]
i ¥ No i
Not indicated <= 3 SDE/ (Intracranial |
. i |
for partial ! ¥ SEEG electrodes) |
resection ' o !
B 1
' P ization No -
( | _V:as:?edlzterahzauon_;_’ Not indicated for
! i Kemine ' partial resection
H )1 ] SEEG : Stereo-electroencephalography
H b | Yes 1 SDE : Subdural electrades
' : i 1 eEEG : Endvscular electroencephalography
{ ) | ] UNS © Vagua nerve stimutation terapy
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1 b1 1
: ¥ :
i ! 1
| [
_______________ -
Identification of focal localization _  surgical procedures including partial resection
[Algorithm of EP-01 Treatment] ntiactablelepli by
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SPECT, MEG, fMRI

Partial-onset seizure S Classif_ication
of epilepsy

Temporal lobe epilepsy

Other epilepsy
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b
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i

; l No

. EP-01 EP-01

|

No l ]
Not indicated identiied? 1 lateralization =—— -g—ggé
for partial {centilect identified? SEEG
resection

|

SEEG : Stereo-electroencephalography
SDE : Subdural electrodes

i/ \
1 |
| 1
| |
1 |
| |
1 I
i i
i } i
i Was th N |

Was the lateralization | ! jine y |
1 i
1
| |

wn
E 2
m

]
]
|
]
] ST ] 5
Was the lateralization  No EEG : Endvscular electroencephalography
1 indi VNS : Vagus nerve stimulation therapy
SEEG ; Yes identified? ~—p Not ]ndncated_for
] partial resection
]
]
]
x." % L
Identification of focal izati Surgical p ures including partial resection

Among intractable epilepsy, those for which partial focal resection is considered is a condition called
partial-onset seizure, and partial-onset seizures are further divided into two types, temporal lobe epilepsy
and other epilepsy, according to the focal location

In temporal lobe epilepsy, if the lateralization of the focus is diagnosed, the extent of resection is
predetermined in the form of surgical method'¥, and partial resection can be performed based on the
lateralization diagnosis. If EP-01 can be used to diagnose focal lateralization in temporal lobe epilepsy, it
could replace intracranial electrodes. If it does not achieve lateralization diagnosis, conventional
intracranial electrodes can be used for lateralization diagnosis.
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On the other hand, in other epilepsy (frontal lobe epilepsy, occipital lobe epilepsy, parietal lobe epilepsy,
insular gyrus epilepsy), the focal location needs to be identified with some method and then resected. (The
extent of resection is not predetermined as in temporal lobe epilepsy.) Thus, when attempting to identify
the focus using current intracranial electrodes, an extremely large-scale craniotomy or a large number of
SEEG need to be performed. This is highly invasive, and physicians often hesitate to perform it in real
clinical practice. If the focal lateralization is diagnosed with EP-01, intracranial electrodes need to be
placed only in the hemisphere concerned, thus reducing the invasiveness of the intracranial electrode
placement. In intractable epilepsy cases where partial resection is difficult, the use of this product enables
partial resection and may lead to the cure of intractable epilepsy.

4.3 Non-clinical Study Results
The following tests were conducted to confirm that the investigational device has characteristics suitable
for clinical specifications, and conformity with all criteria standards was confirmed. For details, refer to the
summary on the study devices.
- Physical/chemical characteristics
- Electrical safety and electromagnetic compatibility
+ Biological safety
Stability
In-vitro performance test (simulated use test)
In-vivo performance testing (animal studies)
Other

4.4 Clinical Study Results

The investigational device's efficacy and safety in the acute phase was investigated in the Feasibility
Clinical trial of endovascular Electroencephalogram Measurement Device ("eEEG feasibility trial") GRCT:
jRCTs032220543). In the eEEG feasibility trial, the investigational device was temporarily placed for 1
hour in 5 patients, and comparison with EEG of scalp electrodes and the occurrence of adverse events up to
1 week after placement were confirmed. All 5 cases were completed, and it was confirmed that the signals
acquired were EEG in all of the cases.

Furthermore, no adverse events or failures attributable to the device or procedures during surgeries and up
to 1 week after the surgeries have been confirmed, posing no safety concerns at this point in time.

4.5 Known and Potential Risks and Benefits to Subjects
4.5.1 Risks When Using the Investigational Device EP-01

Risk management activities for EP-01 are conducted in accordance with ISO 14971.
The use of EP-01 may cause failures and adverse events including but not limited to the following.

1) Failures

- Damage, deformation, separation in device
Inability to measure EEG
Inability to reach intended site
Corrosion

2) Adverse events

+ Hemorrhage
Vascular dissection
Intimal peeling
Angiospasm
Vascular perforation
Thrombosis (including pulmonary embolism)
Remnant of investigational device
Injury from investigational device
Difficulty in removal
Infectious disease
Metal allergy reaction
Contrast media allergy reaction
Hematoma at puncture site
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Pseudoaneurysm
Cerebral infarction
Renal dysfunction
Epileptic seizure
Restlessness
Pyrexia

4.5.2 Risks Associated with Subjects' Participation in the Study

The X-ray test performed for the insertion and removal of the study devices may pose risks of skin and eye
disorders associated with radiation exposure. However, the duration of radiation exposure due to placement
of the study devices is comparable to that of endovascular tests performed in routine medical care, and
therefore its risks are thought to be equivalent to that of tests in routine medical care. If the study device is
performed at the same time as the Wada test, additional anesthetics are used. The potential risks of
anesthetics include nausea, vomiting, headache, and chills/fever. Additionally, while contrast-enhanced X-
ray tests are performed as part of routine medical care during Wada tests, participation in this study is
expected to increase the amount of contrast media used and prolong the duration of radiation exposure.
However, the amount of contrast media used and the duration of radiation exposure in this study are
comparable to those of endovascular tests performed in routine medical care, and the risks are similar to
those of such tests.

If the study device is inserted at the same time as the placement of the intracranial electrodes, an additional
contrast-enhanced x-ray test is performed. Therefore, in addition to the risks associated with the placement
of intracranial electrodes, there are risks associated with contrast media and radiation exposure similar to
those in endovascular tests. Since anesthetics are also used as part of routine medical care during the
placement of intracranial electrodes, the risks associated with anesthetics are comparable to those in routine
medical care.

From the above, the risks associated with participation in the study in addition to the risks associated with
the use of the investigational device described in 4.5.1 are considered to be comparable to those of tests
performed in general clinical practice.

4.5.3 Summary of Known and Potential Risks and Benefits to Subjects

Although participation in the study confers no anticipated direct benefits for the subjects themselves, as
described in 4.1 Background of Development, the results obtained from this study may render endovascular
EEG testing using the investigational device comparable to intracranial electrode-based EEG testing and
may, in the future, enable patients with intractable epilepsy to receive epileptic surgical treatment without
intracranial electrode-based EEG testing.

5 PURPOSE OF THIS STUDY

To evaluate the efficacy of the EP-01 endovascular EEG device in lateralization diagnosis of epileptic foci
in patients with intractable epilepsy. Additionally, to evaluate safety when using EP-01.
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6 SELECTION OF SUBJECTS
6.1 Subjects
Patients with intractable epilepsy undergoing intracranial electrode placement

[Rationale]

To compare the diagnostic performance for lateralization diagnosis of the epileptic focus to that of
intracranial electrodes, subjects were defined as those scheduled to receive intracranial electrode placement
for partial resection of epileptic foci.

6.2 Inclusion Criteria

Patients who meet all of the following criteria at the time of enrollment will be selected.

(1) Among patients with intractable epilepsy, those with temporal lobe epilepsy, frontal lobe epilepsy,
parietal lobe epilepsy, occipital lobe epilepsy, and insular gyrus epilepsy

(2) Patients undergoing intracranial electrode placement

(3) Patients with vascular anatomy that allows EP-01 to be guided into the brain from the right and left
jugular veins to vessels close to the epileptic focus, such as cavernous sinus, transverse sinus, superior
sagittal sinus, and inferior pyramidal sinus. [The vessel into which the EP-01 main unit will be placed
will be determined by the physician, but the EP-01 must be confirmed as able to be guided to a
symmetrical position on both sides of the cerebral vein.]

(4) Patients age 1570 years (at the time of obtaining consent)

[Rationale]

(1) (2): Defined as subject diseases.

(3): Defined in an ethical manner.

(4): Defined for safety reasons, though intracranial electrodes are indicated in children.

6.3 Exclusion Criteria
Patients who meet any of the following criteria at the time of enrollment will be excluded.

(1) Patients with epilepsy who have generalized seizures only

(2) Patients with obstruction or thrombus/thrombi in the internal jugular vein
(3) Patients with a predisposition to bleeding and coagulation abnormalities
(4) Patients with difficulty remaining still during surgeries

(5) Patients with severe allergies to contrast media

(6) Patients with metal allergies

(7) Patients who are pregnant or potentially pregnant

(8) Patients participating in other studies

(9) Patients whom the principal investigator or sub-investigator determines to be inappropriate to participate
in this study

[Rationale]

(1): Defined to further clarify subject disease.

(2) to (8): Defined for consideration of safety.

(9): Defined for consideration of impact to the evaluation of safety and efficacy.
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7 SPECIFIED STUDY DEVICES

As specified study devices, EP-01 (EP-01 main unit and EP-01 accessories), the investigational device, and
EX-01 extension wire (Epsilon Medical Inc.) and Neurofax EEG-1200 Electroencephalograph series
(Nihon Kohden Corporation), devices used to evaluate the efficacy and safety of EP-01, will be used.

7.1 Investigational Device

Only the principal investigator and sub-investigators of respective medical institutions who receive training
on how to use the EP-01 main unit and EP-01 accessories conducted by the coordinating investigator or a
physician designated by the coordinating investigator will be allowed to perform the study procedures
using the investigational device in this study. For details on the investigational device, refer to the summary
on the study devices.

7.1.1  Name or Identifier of the Investigational Device

Name of investigational device  : EP-01 endovascular EEG
Identifier of investigational device : EP-01
Classification IV

EP-01 is comprised of the EP-01 main unit and EP-01 accessories (connector and sheath set, wire winder,
inserter, long sheath, wire wing, and dispenser).

Up to 6 EP-01 main units and connectors depending on the case, 2 sheath sets, and up to 2 wire winders,
inserters, long sheaths, and wire wings depending on the situation will be used. The EP-01 main unit and
EP-01 accessories will be individually packaged.

7.1.2 EP-01 Main Unit

The main unit of the endovascular EEG device is a medical device that measures EEG in a percutaneously
transvascular manner, with electrode components attached to the tip of the lead wire. The lead wire is
insulated on its surface and has a structure that allows it to connect to the EEG measurement device at the
proximal end.

EEG is acquired by the electrode component, and EEG signals are transmitted through the lead wire. The
rear end of the lead wire has an exposed metal portion for connection to the connector and is connected to
the connector. The connector allows EEG signals acquired by the electrode components to be fed into the
EEG measurement device.

Although identification markers are applied on the EP-01 main unit at the proximal side, the identification
markers on the tip electrode structure do not differ and are all the same. Six types of identification markers
are set to facilitate identification of the EP-01 main unit inserted into the body.

7.1.3 EP-01 Accessories
The EP-01 accessories comprise the connector, sheath set, wire winder, inserter, long sheath, and wire wing
(Table 7-1. List of EP-01 Accessories).

Table 7-1. List of EP-01 Accessories

Name of Accessory Use

Connector Connects the EP-01 main unit and the EEG measurement
device.

Sheath set Used when inserting the EP-01 main unit into the body,
and remains placed while EP-01 is placed.

Wire winder Secures wires of the EP-01 main unit that are protruding
from the patient.

Inserter Used to facilitate insertion of the tip electrode portion of
the EP-01 main unit into the microcatheter.

Long sheath Used to extend the sheath of a sheath set when the main
unit is placed in the body.

Wire wing Used to secure lead wires while the main unit is placed in
the body.

Dispenser Packaging and protection material to contain and protect
the EP-01 main unit during transportation.
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7.1.4 Packaging and Labeling of the Investigational Device
The following will be indicated on the labels of the investigational device and EP-01 accessories.
The fact that they are for a clinical trial.
Name and address of the person conducting the study himself/herself
Name of raw materials or identification code
Manufacturer part number or code
Storage method, shelf life

7.2 Procedures for Delivery, Management, and Release of Investigational Device

The study device provider will deliver the investigational device to respective medical institutions after the
person conducting the study himself/herself submits the clinical trial plan notification for this study. The
study device administrator (or assistant study device manager) of respective medical institutions will
manage and release EP-01 in accordance with the Manual on Study Device Management prepared by the
person conducting the study himself/herself.

7.2.1 Precautions for Handling of Investigation Device

The storage conditions and shelf life of the investigational device are: the period during which its stability
was confirmed in stability tests (3 years after manufacture), and storage with caution for water leakages and
avoidance of high temperature, high humidity, and direct sunlight.

7.2.2 Disposal of the Investigation Device

Medical institutions should dispose of used investigational devices in accordance with the procedures of the
respective medical institutions. For details, refer to the manual on study device management. Additionally,
opened and unused devices should be disposed of in accordance with the regulations of the medical
institution, and a disposal record should be prepared. All unused (and unopened) investigational devices
should be returned to the study device provider at the end of the study, and a return record should be
prepared at that time.

7.3 Other Specified Study Devices

Devices used to evaluate the efficacy and safety of EP-01, EX-01 extension wire (Epsilon Medical Inc.)
and an electroencephalograph (Nihon Kohden Corporation), will be used. Safety information associated
with EX-01 extension wire and EEG-1200 Electroencephalograph series arising from this study will be
appropriately handled in accordance with 13.4 Failures and Adverse Event Case Reports of Other Specified
Study Devices (EX-01 extension wire and EEG-1200 Electroencephalograph series).

7.3.1 EX-01 Extension Wire (Epsilon Medical Inc.)

An unapproved device used as needed according to the situation of each case to temporarily extend the
overall length of EP-01 when removing the microcatheter from the EP-01 main unit. EX-01 extension
wires ("EX-01") are packed individually in single units.

7.3.1.1 Procedures for Delivery, Management, and Release of EX-01

Alike the investigational device, the study device provider will deliver the device after the person
conducting the study himself/herself submits the clinical trial plan notification for this study. The study
device administrator (or assistant study device manager) of respective medical institutions will manage and
release EX-01 in accordance with the Manual on Study Device Management prepared by the person
conducting the study himself/herself.

7.3.1.2 Precautions for Handling EX-01
The storage conditions of the device are: storage with caution for water leakages and avoidance of high
temperature, high humidity, and direct sunlight.

19/53



Protocol No. EPSILON IE Version 2.1

7.3.1.3 Disposal of EX-1

Medical institutions should dispose of used EX-01 in accordance with the procedures of the respective
medical institutions. For details, refer to the manual on study device management. Additionally, opened
and unused devices should be disposed of in accordance with the regulations of the medical institution, and
a disposal record should be prepared. All unused (and unopened) EX-01 should be returned to the study
device provider at the end of the study, and a return record should be prepared at that time.

7.3.2 Neurofax EEG-1200 Electroencephalograph series (Nihon Kohden Corporation)
Used to connect to EP-01 to measure EEG. An electroencephalograph from the EEG-1200 series,
regardless of model (except model EEG-1250). For these, devices employed and used in the medical
institution will be used, and although they do not need to be managed as part of this study, they should be
managed for accuracy in accordance with the regulations of respective medical institutions. The principal
investigator or sub-investigators should confirm that the devices are appropriately managed based on the
devices’ accuracy management record information.

Marketing certification number: 218AHBZX00013000
Manufactured and distributed by: Nihon Kohden Corporation
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8 SUBJECT ENROLLMENT

The number of subjects that will receive intervention by EP-01 is set at 37.

8.1 Enrollment Procedure

The principal investigator or sub-investigators will enroll patients after confirming during the screening
period that the patients meet the inclusion criteria and do not meet the exclusion criteria. The eligibility
criteria will be described and registered on the electronic data capture.

Patients who do not meet the inclusion criteria or meet the exclusion criteria and are not enrolled will not
be required to undergo tests of this study after being determined ineligible.

8.2 Definitions of Subjects Assigned in the Study

Subjects who are enrolled in the study and begin EP-01 EEG testing will be considered EP-01 EEG test-
initiated subjects, and among EP-01 EEG test-initiated subjects, those who complete the testing period will
be considered EP-01 EEG test-completed subjects, and those who discontinue during the EEG testing
period or post-observation period for any reason will be considered discontinued subjects. Furthermore,
subjects who proceed to partial resection and complete the evaluation 1 year after resection will be
considered epileptic seizure outcome evaluation completed subjects, and subjects who discontinue before
the evaluation 1 year after completing the testing period will be considered discontinued subjects during
epileptic seizure outcome evaluation period.

Subjects who are not enrolled after consent is obtained will be considered ineligible patients, and subjects
who do not start EP-01 EEG testing for any reason after enrollment will be considered dropout subjects.
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9 STUDY METHOD

9.1  Study Design

This is a single-arm, multicenter, open-label study (validation study). An outline of the study is shown in
Fig 9-1.

The study is comprised of a screening period of up to 30 days, a testing period of up to 2 weeks, and a post-
observation period of 1 week. Subjects who proceed to epileptic focal resection will be evaluated for
epileptic seizure outcome 1 year after surgery.

Data up to the end of the post-observation period will be subject to the primary analysis for evaluation of
the investigational device. Data on epileptic seizure outcome evaluation 1 year after surgery will be subject
to the secondary analysis.

Screening period Testing Period Post-observation | Epileptic Seizure
Period Outcome Evaluation
Period

(30 days to 1 day prior) (Up to 2 week) (1 week) 1 year after surgery
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Fig 9-1. Outline of the Study

[Rationale]

The screening period (30 days to 1 day prior) was set as the period during which tests specified in the study
will be completed. The testing period (maximum 2 weeks) is the duration during which epileptic seizures
could occur for evaluation of the investigational device and is the duration during which the safety of the
investigational device was confirmed in non-clinical studies. The post-observation period was set as the
duration during which adverse events anticipated during the intracranial electrode and EP-01 placement
period are anticipated to occur.

9.2 Diagnosis

Subject patients will be those who: are diagnosed with partial-onset epileptic seizure based on clinical and
MRI imaging findings and scalp electrode results; have a vascular anatomy that allows EP-01 to be guided
to a vessel close to the epileptic focus, such as the cavernous sinus, transverse sinus, superior sagittal sinus,
and inferior petrosal sinus; and are determined by physicians to be eligible for EP-01 and intracranial
electrode placement. Regarding these tests for decision-making on EP-01 placement, in consideration of the
burden on subjects, the decision-making may be based on data obtained up to 90 days prior to obtaining
consent.

9.3 Application and Placement Duration of the Investigational Device
The placement of the device in this study will be a single placement, and the maximum duration of
placement will be 2 weeks (with an allowance +3 days).

9.3.1 Method of Investigational Device Placement

The tip of the sheath, an EP-01 accessory, will be inserted toward the brain through the right and left
jugular veins. The microcatheter will be inserted through the sheath to the target cerebral vein. The EP-01
main unit will be delivered to the target site by inserting through the microcatheter that has already reached
the target vessel. The inserter will be used as needed to assist the introduction of the EP-01 main unit into
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the microcatheter. After confirming delivery of the EP-01 main unit to the target site, the microcatheter will
be withdrawn. When doing so, extension wires will be used as needed. After removal of the microcatheter,
EEG acquired at the electrode portion will be fed into the EEG measurement device via the lead wire
portion. It will be confirmed that EEG is displayed on the EEG measuring device, and then, the placement
of the EP-01 main unit will be complete. When ending the placement, a Tuohy Borst valve or silicone
tubing will be used for appropriate securing. After placing a maximum of 6 wires, wires protruding from
the subject's neck will be secured, and then, the procedure will be complete.

Although the EP-01 main unit will be placed in vessels close to the epileptic focus, such as cavernous
sinus, transverse sinus, superior sagittal sinus, or inferior petrosal sinus, depending on the circumstances of
the case, this will be determined by the principal investigator or sub-investigators ("principal investigator
and others"). However, it must be confirmed that the EP-01 main unit can be guided to a symmetrical
position on both sides of the cerebral vein. Detailed procedures should be performed according to Manual
on Study Surgical Procedure.

9.3.2 Method of Intracranial Electrode Placement

As a general rule, intracranial electrodes are placed after EP-01 main unit placement. Placement methods
employed in regular clinical practice at respective medical institutions will be followed. The same will
apply to the selection of placement site. When placing EP-01 beforehand, as described in 10.2.2 Prohibited
or Restricted Concomitant Drugs and Therapies, note that electric scalpels used for surgical procedures
during the EP-01 placement period should not be monopolar.

9.3.3 Timing of Investigational Device Placement

As a general rule, the EP-01 main unit should be placed at the time of Wada testing or intracranial electrode
placement. If the EP-01 main unit is placed on a separate day from the intracranial electrode placement, the
interval between the placement of the intracranial electrode and the EP-01 main unit should be within 3
days. Additionally, as described in 10.2.2 Prohibited or Restricted Concomitant Drugs and Therapies, note
that MRI-guided frame placement is not allowed when placing intracranial electrodes after EP 01
placement, because MRI imaging is contraindicated.

9.3.4 During the Investigational Device Placement Period

As a general rule, during the period of the EP-01 main unit placement, heparinized saline solution is
continuously perfused through the side port of the Tuohy Borst valve attached to the sheath to prevent
thrombosis of the sheath. If the principal investigator and others determine that continuous perfusion with
heparinized saline is difficult due to the condition of the subject, flush and lock should be performed at
least once a day (heparinized saline is recommended for flushing and locking).

During the period of EP-01 main unit placement, the position of the tip electrode should be confirmed by
X-ray testing. If X-ray tests confirm significantly misaligned tip electrodes, the safety of the subject will be
given highest priority, and measures such as removal of the EP-01 main unit or follow-up observation
should be considered and taken at the discretion of the principal investigator and others. Additionally, the
presence or absence of adverse events will be confirmed by CT If adverse events are confirmed,
appropriate measures will be taken based on the judgment of the principal investigator and others. Detailed
procedures, such as EEG recording method, should be performed according to Manual on Study Surgical
Procedure.

9.3.5 Removal of Investigational Device

After confirming the occurrence of an epileptic seizure during placement, the EP-01 main unit is removed
at the discretion of the principal investigator and others. If a seizure is not confirmed, the device is placed
for up to 2 weeks (with an allowance of +3 days) and then removed. If no seizures occur during placement,
or if EEG signals cannot be detected due to some failure, the subject is considered a discontinued subject.

9.3.6 Removal of Intracranial Electrodes
The timing and method of intracranial electrode removal will follow clinical judgment. Intracranial
electrodes may be removed at the same time as the investigational device or later.
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10 SUBJECT MANAGEMENT

10.1 Prior Treatment Drugs and Therapies

Drugs and therapies of prior treatment are discontinued or reduced as is usually done in regular clinical
practice at the physician's discretion on an as-needed basis in line with the intracranial electrode placement.
The history of prior treatment for the primary disease before enrollment (including surgical history) is
recorded in case report forms as a prior treatment history.

10.2 Concomitant Drugs and Therapies
Treatment that is deemed necessary for the benefit of the subject may be performed at the discretion of the
principal investigator and others.

Drugs (prescription drugs) and therapies used between enrollment up to the end of the post-observation
period are recorded in case report forms as concomitant drugs and therapies.

Concomitant drugs and therapies used for intracranial electrode placement (including additional placement)
and removal are excluded from information collection. Additionally, if epileptic focal resections are
performed before the end of the post-observation period, concomitant drugs and therapies used for these
procedures will also be excluded from information collection. However, antithrombotic therapy will be as
described in 10.2.1.

10.2.1 Antithrombotic Therapy
Antithrombotic therapies are recorded in case report forms as antithrombotic therapies between 30 days
prior to obtaining consent until the end of the post-observation period.

10.2.2 Prohibited or Restricted Concomitant Drugs and Therapies

MRI imaging is contraindicated during EP-01 placement. Additionally, in order to minimize the effect of
electric current, electric scalpels used for surgical procedures during the EP-01 placement period may not
be monopolar ones using patient plates. During the course of the study period, there are no rules other than
the above on prohibited or restricted concomitant drugs or therapies that have been added to restrictions on
intracranial electrode placement practiced in routine clinical practice.

10.2.3 Concomitant Drugs and Therapies Requiring Caution
During the course of the study period, there are no rules on concomitant drugs or therapies requiring
caution.
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11 TEST/OBSERVATION PARAMETERS AND SCHEDULE

Rules on the timing in this study are as follows. The following observations and tests will be performed on
the provided day of visit. The schedule for respective tests is set with the day of device placement being the
starting point (Day 0).

11.1 Observation Parameters

11.1.1 Examination of Subject Background

After obtaining consent, investigators will confirm that patients meet the inclusion criteria and do not meet
the exclusion criteria during 30 days to 1 day prior to placement of the investigational device, and then the
following items will be examined at the time of enrollment. Subject identifier codes and subject
background information will be recorded in case report forms.

Observation parameters: Sex, age, blood pressure, pulse, current medical history (epilepsy classification,
seizure type classification, duration, years, etiology), complications, other medical history, prior treatment
history, smoking history, alcohol consumption history

Complications: Diseases that are complicating factors at the time consent is obtained.

Other medical history: Diseases that developed at the time consent was obtained or earlier; information up
to 90 days prior to the day consent was obtained will be examined. However, the timing will be disregarded
for any medical history that the principal investigator or sub-investigators deem important, including
perinatal abnormality, febrile seizure, head injury, psychiatric disease, and malignant tumor.

Prior treatment history: History of prior treatment (including surgical procedures) for the primary disease
prior to enrollment.

11.1.2 Height and Weight

Weight and height will be measured and recorded in medical records and case report forms.

Timing: After obtaining consent, measurements will be taken 30 days to 1 day prior to investigational
device placement; however, if they have been performed within 90 days prior to obtaining consent, no
measurements are required, and data prior to obtaining consent will be used.

Measurement parameters: Height and weight.

11.1.3 Cervical Ultrasonography

Cervical ultrasonographies will be performed, and diagnostic findings will be recorded in medical records
and case report forms.

Timing: After obtaining consent, tests will be performed 30 days to 1 day prior to investigational device
placement; however, if they have been performed within 90 days prior to obtaining consent, no testing is
required, and data prior to obtaining consent will be used.

Observation parameters: Presence of clinically problematic occlusion or thrombus in the common carotid
artery or internal jugular vein.

11.1.4 Blood Test

Blood tests will be performed, and the results will be recorded in medical records and case report forms.
Timing: After obtaining consent, tests will be performed 30 days to 1 day prior to investigational device
placement; however, if they have been performed within 90 days prior to obtaining consent, no testing is
required, and data prior to obtaining consent will be used.

Test parameters: platelet count, APTT, PT-INR

11.1.5 Non-invasive Findings

11.1.5.1 Clinical Findings of Epileptic Seizures

Clinical findings regarding epileptic seizures are recorded in case report forms. Depending on the subject's
condition, only those necessary for lateralization diagnosis of epileptic foci will be examined at the
discretion of the principal investigator and others.

Timing: After obtaining consent, examinations will be performed 30 days to 1 day prior to investigational
device placement; however, if they have been performed within 1 year prior to obtaining consent, no re-
examination is required, and data prior to obtaining consent will be used.

Observation parameters: Contents of medical questionnaires specified in guidelines on epilepsy,
neuropsychological testing.
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Contents of medical questionnaires in epilepsy guidelines: Frequency of seizures; condition and triggers of
seizures; symptoms before and during seizures; persistence of symptoms; symptoms following seizures;
presence of trauma, tongue biting, urinary incontinence; and postictal headache and muscle pain. For
subjects who have experienced multiple seizures: age of onset; changes and transitions in seizure and
seizure type; last seizure; relation between seizure and arousal/sleep; postictal behavior; and details of
condition.

Neuropsychological testing: Presence of functional impairment in the left and right frontal, temporal,
occipital, and parietal lobes.

11.1.5.2 MRI Imaging findings

MRI and other imaging data (including CT, fluorodeoxyglucose-positron emission tomography (FDG-
PET), '*’I-iomazenil single photon emission computed tomography (IMZ-SPECT),
magnetoencephalography (MEG), and others, if they are performed in regular medical care) for
lateralization diagnosis of epileptic foci will be acquired. The acquired data should be submitted to the
Central Evaluation Committee in accordance with the Manual on Central Evaluation Committee.

Timing: As a general rule, information on tests performed for lateralization diagnosis of epileptic foci
within 1 year prior to obtaining consent is collected. Re-imaging for the purpose of the study is not required
even if imaging has not been performed within 1 year. If re-imaging is not performed, the latest imaging
findings are submitted to the Central Evaluation Committee.

11.1.5.3 Scalp Electrode Test

Scalp electrode test data for lateralization diagnosis of epileptic foci will be acquired. The acquired data
should be submitted to the Central Evaluation Committee in accordance with the manual on the Central
Evaluation Committee.

Timing: As a general rule, information on tests performed for lateralization diagnosis of epileptic foci
within 1 year prior to obtaining consent will be collected. Re-testing for the purpose of the study is not
required even if tests have not been performed within 1 year. If re-testing is not performed, the latest EEG
findings are submitted to the Central Evaluation Committee.

11.1.6 MRI Test

Simple 3D-T1WI and either MRV or contrast-enhanced 3D-T1WI are performed to confirm that the
subject has vascular anatomy that allows the EP-01 main unit to be guided to a vessel close to the epileptic
focus, such as cavernous sinus, transverse sinus, superior sagittal sinus, or inferior petrosal sinus, and the
diagnostic findings are recorded in medical records and case report forms.

Timing: If they have been performed within 90 days prior to obtaining consent, no re-testing is required, and
data prior to obtaining consent will be used.

11.1.7 Confirmation of Location of Microcatheter Placement

The location where the microcatheter will be placed during the EP-01 placement procedure is confirmed.
Timing: During the EP-01 placement procedure.

Observation parameters: Name of vessel in which the microcatheter will be placed.

11.1.8 Confirmation of Location of EP-01 Placement

The location where the tip electrode of the EP-01 main unit will be placed will be confirmed by an X-ray test.
Timing: Immediately after placement, 1 day after placement, 7 days after placement, and immediately before
removal. (However, if removal is performed within 7 days, testing 7 days after placement is omitted.)
Observation parameters: Name of vessel in which EP-01 is placed at each time period.

11.1.9 CT Scan

The presence of any adverse events at the location of EP-01 main unit placement is confirmed by CT scan.
3D data of slice thickness of 1 mm or less and 3—5mm is obtained. The acquired data should be submitted
to the Safety Evaluation Committee in accordance with the Manual on Safety Evaluation Committee. Only
if it is performed within 90 days prior to obtaining consent in regular medical care, it is provided to the
Safety Evaluation Committee. If it is not performed, re-imaging is not required.

Timing: Immediately after placement, 1 day after placement, 7 days after placement, and immediately before
removal. (However, if removal is performed within 7 days, testing 7 days after placement is omitted.)

26/53



Protocol No. EPSILON IE Version 2.1

11.1.10 EEG Test

EEG with EP-01 and intracranial electrodes are measured under video surveillance. Detailed procedures,
such as EEG recording method, should be performed according to Manual on Study Surgical Procedure.
The acquired data should be submitted to the Central Evaluation Committee in accordance with the Manual
on Central Evaluation Committee.

Timing: From device placement to device removal (including the period when only EP-01 or both EP-01
and intracranial electrodes are placed).

Observation parameters: Information on EP-01 and intracranial electrode placement, lateralization
diagnosis results based on non-invasive findings combined with EP-01-based EEG findings, and

lateralization diagnostic results based on non-invasive findings combined with intracranial electrode-based
EEG findings.

EEG data provided to the Central Evaluation Committee:
*  EEG data when eyes are opened and closed
EEG data when eyes are opened and closed will be acquired at the time point
determined by the principal investigator and others.

*  EEG data during epileptic seizures
<Selection criteria for subject epileptic seizure EEG>
Seizures with clinical symptoms
Seizures with both EP-01 EEG and intracranial electrode EEG clearly recorded
Seizures that are not part of status epilepticus
Among seizures that meet the above, the first seizure used for diagnosis

11.1.11 Observation of Adverse Events
Adverse events are defined as various unfavorable signs, symptoms, or diseases (including abnormal
fluctuations in laboratory values) observed during the testing period and post-observation period after
starting the use of EP-01 (main unit and accessories) or other specified study devices (EX-01 extension
wire, Neurofax EEG-1200 Electroencephalograph series), regardless of causal relationship to the specified
study device. If an adverse event is observed, the principal investigator and others should take appropriate
measures. Additionally, as a general rule, follow-ups will be conducted until the adverse event normalizes
or returns to a level where it is no longer considered an adverse event, regardless of causal relationship to
the investigational device. If the adverse event is an organic disorder and irreversible, follow-ups will be
conducted until the symptoms are stabilized or fixed. Symptoms within the range expected of the primary
disease will not be treated as adverse events. If an epileptic focal resection is performed during the testing
period and post-observation period, symptoms attributable to the procedure will not be treated as adverse
events. For all adverse events that occur during the testing period and post-observation period after the use
of the EP-01 (main unit and accessories), the following items will be recorded in medical records and case
report forms.
- Name of adverse event.

Date of occurrence

Date of outcome

Outcome (recovered, improved, not recovered, death, lost to follow-up, unknown) .

Treatment (yes, no; if no, the details of the treatment)

Severity (mild, condition allowing continuance of study participation without treatment; moderate,

condition allowing continuance of study though some treatment is required; severe, condition for which

study participation will be or should be discontinued)

Seriousness (serious, not serious)

Relationship (related, not related, unknown) to specified study devices (including medical acts for

placement and removal) or intracranial electrodes
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11.1.12 Observation of Failures
Failure is defined as any of the broad range of poor conditions of the specified study devices including
malfunction, adverse reactions caused to the human body, damage, and inability to operate of specified
study devices, regardless of whether it is at the stage of manufacture, delivery, storage, or use.
For all failures that occur during the testing period, the following items will be recorded in medical records
and case report forms.
+ Name of failure
Possible causes of the specified study device failure
(transportation, storage, procedure, primary disease, concomitant drugs / adjunctive therapy, other)
Status of specified study device failure
Relationship to EP-01 main unit, EP-01 accessories (connector and sheath set, wire winder, inserter, long
sheath, wire wing, dispenser), Neurofax EEG-1200 Electroencephalograph series, and EX-01 extension
wires

11.1.13 Concomitant Drugs and Therapies

As described in 10.2 Concomitant Drugs and Therapies, the drugs (prescription drugs) and therapies used
from enrollment to the end of the post-observation period should be recorded in case report forms as
concomitant drugs and therapies. Antithrombotic therapies should be recorded in case report forms as
antithrombotic therapy from 30 days prior to obtaining consent until the end of the post-observation period.
Concomitant drugs and therapies used for intracranial electrode placement (including additional placement)
and removal are excluded from information collection. Additionally, if epileptic focal resections are
performed before the end of the post-observation period, concomitant drugs and therapies used for these
procedures will also be excluded from information collection.

However, antithrombotic therapy will be as described in 10.2.1.

11.1.14 ILAE Classification

The postoperative epileptic seizure outcome will be evaluated using the ILAE classification'¥ in
accordance with the Manual on Evaluation of Postoperative Epileptic Seizure Outcome, and the results will
be recorded in medical records and evaluation sheets. The evaluation results will be sent to the study
coordination secretariat.

Timing (acceptable range): 365 days (£60 days) after the date of surgical treatment.

Observation parameters: Date of surgical procedure, site of surgical removal, date of evaluation, ILAE
classification results.

11.1.15 Evaluation by the Central Evaluation Committee

The coordinating investigator will establish a Central Evaluation Committee for the purpose of conducting
a third-party evaluation of efficacy. The Central Evaluation Committee will evaluate the lateralization
diagnosis of epileptic foci based on data obtained at respective medical institutions in accordance with the
Manual on Central Evaluation Committee.

Table 11-1. Evaluation ltems of the Central Evaluation Committee
The purpose is to use third-party evaluation for lateralization diagnosis of the

Purpose and epileptic foci in order to avoid suspicion of biased evaluation. The evaluation will
timing of be performed after the principal investigator and others finish determining
efficiency

lateralization diagnosis results on epileptic foci.

Timing: Evaluations will be performed each time after case data is sent from
respective medical institutions to the central evaluation physician via the Central
Evaluation Committee secretariat.

evaluation

In the above operations, if the Central Evaluation Committee determines it is necessary to hear the opinions
of other experts, it will contact the coordinating investigator and then request other experts to participate as
observers and hear their opinions.
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11.1.16 Evaluation by the Safety Evaluation Committee

The coordinating investigator will establish a Safety Evaluation Committee for the purpose of conducting a
third-party safety evaluation. The Safety Evaluation Committee will evaluate safety based on the data
obtained at respective medical institutions in accordance with the Manual on Safety Evaluation Committee.

Table 11-2. Evaluation Items of the Safety Evaluation Committee

Purpose and The purpose is to evaluate safety and evaluate the appropriateness of continuing
timing of safety the study.
evaluation (1) Periodic evaluation

The presence, severity, relationship to devices of adverse events* determined
based on image tests taken at respective medical institutions will be evaluated.
*Adverse events determined by image testing: hemorrhage, midline shift, cerebral spinal fluid
leak.

The safety evaluation will be conducted at the timing of periodic meetings
specified in the protocol after CT image data is submitted by the respective
medical institutions to the study coordinating office.

+ First periodic meeting: coordinated when data of 15 to 20 cases (note:
modified according to the number of cases) is submitted by respective
medical institutions to the Safety Evaluation Committee secretariat.
Second periodic meeting: when data of all cases is submitted by respective
medical institutions to the Safety Evaluation Committee secretariat.

(2) Non-periodic evaluation
Meetings will be held as non-periodic meetings if the coordinating investigator
deems it necessary based on the occurrence of adverse events, such serious adverse
events caused by the investigational device, and safety information provided by the
study device provider.
Recommendations on the continuance of the study and changes to the protocol will
be provided if the coordinating investigator deems it necessary based on serious
adverse events attributable to the investigational device that are reported by
respective medical institutions and on the following.
*  When new important safety information concerning the continuation of
the study overall is obtained
*  When an adverse event (or adverse reaction) or failure that
substantially exceeds initial projections occur
*  When efficacy is significantly more or less effective than initially

projected
*  When new significant information regarding safety or efficacy is
obtained
(3) Other

Held when the coordinating investigator deems it otherwise necessary.

In the above operations, if the Safety Evaluation Committee determines it is necessary to hear the opinions
of other experts, it will contact the coordinating investigator and then request other experts to participate as
observers and hear their opinions.

11.2 Test/Observation Parameters and Schedule

The test/observation parameters and schedule are shown in Table 11-3.Test/Observation Parameters and
Schedule.
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Table 11-3. Test/Observation Parameters and Schedule

Version 2.1

. . Investigational Device Evaluation Period Epileptic Seizure
Item Screening Period ; : : : .
Testing Period Post-observation Period |Outcome Evaluation
Investigation 1 day after Intracranial 1 week after Investigational . 1 daz{ af?er o elst‘;]iliinal | vear after sureical
Timepoint Screening al device | investigational electrode investigational device removal'/ mzle Z;\g]?cleon de\:/ice r%moval / Y treatment! z)g
placement'” | device placement placement device placement |  discontinuation'® o reatmett
removal |discontinuation
30 days to 1 day prior to Within £3 days from Within 14 days after
Acceptable Range investigational device investigational device investigational device +3 days +3 days +60 days
placement placement placement'?)
Obtaining of consent °
Enrollment
Confirmation of eligibility °
Examination of Subject Background? °
Height/weight? °
Cervical ultrasonography® °
Blood test¥ °
z 3)| Clinical findings on epileptic seizures °
j=el=]
‘:?E Image findings °
BE
s Scalp electrode )
5) MRI test® °
o
% X-ray test” ° ° ° °
2 CT® ol4 ° ° ° ° ° °
EEG test'® < >
Adverse events < »
Failures < »
Primary disease treatment / < b
antithrombotic therapy®
Concomitant medication < >
Epileptic seizure evaluation
°

(ILAE classification)

o: Data or observation items required in this study o: Performance not required for the purpose of this study
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1)

Information on age, sex, blood pressure, pulse, current medical history, complications, other medical history, smoking history, and alcohol consumption history is collected at the time consent is
obtained.

2),3) If they have been performed within 90 days prior to obtaining consent, no re-testing is required, and data prior to obtaining consent is collected.

4)

5)
6)

7)

8)

9)
10)
11)

12)
13)
14)

15)

16)

If they have been performed within 90 days prior to obtaining consent, no re-measurement is required, and data prior to obtaining consent will be used. Platelet count, APTT, and PT-INR tests are
performed.

Depending on the subject's condition, only those necessary for lateralization diagnosis of the epileptic focus are investigated at the discretion of the principal investigator and others.

Simple 3D T1-weighted imaging (3D-T1WI) and either magnetic resonance venography (MRV) or contrast-enhanced 3D-T1WI are performed. If they have been performed within 90 days prior to
obtaining consent, no re-measurement is required, and data prior to obtaining consent will be used.

X-ray tests (frontal and lateral) are performed. The tests are performed immediately after placement of the investigational device, the day after placement of the investigational device, 1 week after
placement of the investigational device (unnecessary if seizures occur within 1 week from placement of the investigational device), and immediately before removal of the investigational device.
Imaging methods immediately after EP-01 placement are not limited to multislice computed tomography (CT) and also include cone-beam computed tomography (CBCT). The CT tests are performed
immediately after placement of the investigational device, the day after placement of the investigational device, 1 week after placement of the investigational device (unnecessary if seizures occur within
1 week from placement of the investigational device), and immediately before removal of the investigational device. 3D data of slice thicknesses of 1 mm or less and 3—5mm is submitted to the Safety
Evaluation Committee.

Information on treatment (including surgical procedures) and antithrombotic therapy for the primary disease is collected from before consent is obtained and until the end of the post-observation period.
As a general rule, the investigational device is placed during the same procedure as the Wada test or intracranial electrode placement.

The investigational device is placed until the occurrence of an epileptic seizure or for a maximum of 14 days (+3 days). The investigational device may be removed on the same day as the intracranial
electrode removal or surgical treatment. If a shift in the tip position of the investigational device is suspected, an x-ray test is promptly performed to determine whether or not to remove.

Performed only on subjects who underwent epileptic resection.

If it is difficult to remove within up to 2 weeks due to the system of respective medical institutions, an allowance of +3 days may be set.

Only if it is performed within 90 days prior to the placement of the investigational device in regular medical care, it is provided to the Safety Evaluation Committee. If it is not performed, re-imaging is
not required.

In the case of discontinuation during the testing period, depending on the subject's situation, the investigational device is removed and the subject is moved to the post-observation period after
performing, as much as possible, tests specified at investigational device removal.

In the case of discontinuation during the post-observation period, depending on the subject's situation, the subject is withdrawn after performing, as much as possible, tests specified at 1 week after
investigational device removal.

During the period when only EP-01 or both EP-01 and intracranial electrodes are placed, EEG with EP-01 and the intracranial electrodes are measured under video surveillance. EEG data when the eyes
are opened and closed (the timing of acquiring EEG data when the eyes are opened and closed is determined by the principal investigator and others) and EEG data during epileptic seizures are submitted
to the Central Evaluation Committee.
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12 ENDPOINTS
12.1 Primary Endpoint
- Diagnostic performance of EP-01 for lateralization diagnosis of epileptic focus: third-party evaluation
by the Central Evaluation Committee.
Diagnostic results on epileptic focus lateralization ("lateralization"), based on clinical findings, imaging
findings obtained within 1 year prior to the date of obtaining consent, and scalp electrode-based EEG
findings ("non-invasive findings") combined with EP-01-based EEG findings, compared with the
diagnostic results on the lateralization based on non-invasive findings combined with intracranial
electrode EEG findings, and the percentage agreement.
[Rationale]
In actual clinical practice, lateralization is diagnosed based on the three non-invasive findings (clinical,
imaging, and scalp electrode findings) combined with intracranial electrode results to decide the site of
focal resection for epilepsy. To verify whether EP-01 can substitute intracranial electrodes in actual clinical
practice, third-party evaluation of the correctness of the following two results was employed as the
evaluation method for the primary endpoint.
1. Lateralization diagnosis results based on the above 3 non-invasive findings and EP-01 EEG findings
2.Lateralization diagnosis results based on the above 3 non-invasive findings and intracranial electrode
EEG findings
Additionally, to avoid bias, the lateralization diagnoses in 1 and 2 above will be performed by separate
evaluators, and then similarity in the diagnosis results will be confirmed.
Since postoperative Engel Class I/II after focal resection for mesial temporal lobe epilepsy is seen in 90%
or more cases®, it can be inferred that seizure resolution after intracranial electrode-based lateralization
diagnosis followed by resection with surgical procedures has been confirmed in 90% or more cases.
Accordingly, the diagnostic performance of intracranial electrodes for lateralization diagnosis is considered
to be at least more than 90%. Consequently, it was deemed reasonable to use the intracranial electrode
lateralization diagnosis results as a control for the primary endpoint of this study.

12.2 Secondary Endpoints

12.2.1 Diagnostic Performance of EP-01 Alone for Lateralization Diagnosis of Epileptic Focus: Third-
party Evaluation by the Central Evaluation Committee

Lateralization diagnosis results based on EP-01 EEG findings alone compared with the lateralization
diagnosis results based on intracranial electrode EEG findings alone, and the percentage agreement.
[Rationale]
This was set to also evaluate the correctness of the intracranial electrode and EP-01 results alone without
the 3 non-invasive findings, among the primary endpoints. To avoid bias, a third-party will perform
evaluations.

12.2.2 EEG Identification of EP-01 Waveforms
12.2.2.1 Comparative Evaluation with EEG Findings When Eyes are Opened and Closed: Third-
party Evaluation by the Central Evaluation Committee
It will be confirmed if waveforms detected by EP-01 are due to EEG.
[Rationale]

To confirm whether waveforms detected by EP-01 are due to EEG without any invasiveness for subjects,
EEG findings when the eyes are opened and closed will be confirmed.

12.2.2.2 Comparative Evaluation of EEG Measurement Performance When EP-01 Alone and EP-
01 Combined with Intracranial Electrodes are Inserted: Evaluation by the Principal
Investigator and Others
If there is a period of time when only EP-01 is placed, a comparative evaluation will be performed on
EEG measurement performance when EP-01 alone and EP-01 combined with intracranial electrodes are
inserted to determine if there is any mutual effect.

32/53



Protocol No. EPSILON IE Version 2.1

[Rationale]

Simultaneous placement of intracranial electrodes and EP-01 may affect EEG measurement

performance. Therefore, for subjects in whom EP-01 alone have been placed for a period, a comparative
evaluation will be performed on EEG measurement performance when EP-01 alone and EP-01 combined
with intracranial electrodes are inserted to confirm the presence of changes in EP-01 EEG performance.

12.2.3 Diagnostic Performance of EP-01 for Lateralization Diagnosis of Epileptic Focus
(Percentage Agreement with Intracranial Electrode-based Diagnosis Results): Third-
party Evaluation by the Central Evaluation Committee

- Lateralization diagnosis results based on EP-01 EEG findings and non-invasive findings compared with
the lateralization diagnosis results based on bilaterally-placed intracranial electrode EEG findings and
non-invasive findings, and the percentage agreement.

Lateralization diagnosis results based on EP-01 EEG findings alone compared with the lateralization
diagnosis results based on bilaterally-placed intracranial electrode EEG findings alone, and the
percentage agreement.

[Rationale]

This was set to also evaluate the correctness of the EP-01 lateralization diagnosis results compared with

the bilaterally-placed intracranial electrode lateralization diagnosis, among the primary endpoint and
secondary endpoint 12.2.1.

12.2.4 Diagnostic Performance of EP-01 for Lateralization Diagnosis of Epileptic Focus:
Evaluation by the Principal Investigator and Others
Lateralization diagnosis results based non-invasive findings combined with EP-01 EEG findings
compared with lateralization diagnosis results based on non-invasive findings combined with intracranial
electrode EEG findings, and the percentage agreement.
[Rationale]

Refer to rationale for the primary endpoint. The lateralization diagnosis by the physician in charge was
set because this is done in actual clinical practice.

12.2.5 Seizure Resolution Rate 1 year After Focal Resection
In accordance with regular medical care, evaluation of epileptic seizure outcome 1 year after focal
resection based on focal lateralization diagnosis using non-invasive findings and intracranial electrode
EEG findings. The distribution rates will be evaluated using the ILAE classification.
[Rationale]
One way to determine the effectiveness of epileptic focal resection is to evaluate the outcome of
epileptic seizures. Epileptic focal resections will be performed based on intracranial electrode diagnosis
results; this was set to evaluate the outcome. Additionally, the study will employ indicators publicly
announced by International League Against Epilepsy (ILAE) which are commonly used internationally.

12.2.6 Success Rate of EP-01 Placement (%)
The number of placed EP-01 main units immediately after placement / number of placed microcatheters
multiplied by 100 will be calculated and evaluated as success rate.
Any migration of the EP-01 main unit from the intended placement vessel will be assessed immediately
prior to removal.
[Rationale]

This was set to confirm that EP-01 can be placed in the planned vessel to perform EEG tests without
problems.

It was also set to confirm how far the location of the tip electrodes migrate from the intended placement
vessel during the EP-01 placement period.
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12.2.7 Safety Evaluation
Safety evaluation: third-party evaluation by the Safety Evaluation Committee

The presence, severity, relationship to devices of adverse events* determined based on image tests
taken at respective medical institutions will be evaluated.
*Adverse events determined by imaging testing: hemorrhage, midline shift, cerebral spinal fluid leak
Furthermore, the incidence rate of adverse events attributable to the investigational device and
adverse events attributable to the intracranial electrodes (including medical acts for placement and
removal of both devices) will be compared. [Incidence period: from the time EP-01 (main unit and
accessories) is used up to the end of the post-observation period evaluation.]

Occurrence of adverse events: evaluation by principal investigator and others
[Incidence period: From the start of the use of the investigational device to the end of the post-
observation period. Relation to all investigational devices (EP-01 main unit and EP-01
accessories), relation to medical acts for EP-01 placement and removal, relation to other specified
study devices, severity, seriousness, treatment, and outcome].
[Rationale]
In addition to collecting information on the occurrence of common adverse events, the incidence rate of
adverse events attributable to the investigational device and adverse events attributable to the
intracranial electrodes will be compared to evaluate the safety and invasiveness of the investigational
device.

12.2.8 Other Evaluations
Failure of the investigational device EP-01 (failure of EP-01 main unit and EP-01 accessories).
Failure of other specified study devices (EX-01 extension wires, electroencephalograph)
[Rationale]

The above items will be evaluated to evaluate the performance of devices used in this study, including EP-
01.
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13 HANDLING OF ADVERSE EVENTS AND FAILURES

13.1 Response to Subjects at Occurrence of Adverse Events

When adverse events are observed, the principal investigator and others will immediately take appropriate
measures and record it in medical records and case report forms without any discrepancy. If EP-01
placement is discontinued or if treatment is required for the adverse event, subjects should be informed as
such.

13.2 Reporting of Serious Adverse Events and Failures

If the principal investigator and others learn of the occurrence of adverse events classified as "serious” in
seriousness described in 11.1.11 Observation of Adverse Events and, among failures provided in 11.1.12
Observation of Failures, failures that may cause death and other serious adverse events (including cases
where serious adverse events actually occur), they will take necessary measures, such as explaining to the
subject, in accordance with the Manual on Handling of Safety Information.

[Handling of information on adverse events determined to be serious]

If adverse events occur in subjects during the study and the principal investigator and others determine that

the event is serious, information on the adverse events will be handled in accordance with the following

procedures.

(1) Report from the principal investigator to the head of the medical institution, coordinating investigator,

study device provider, and manufacturer of specified study devices

The principal investigator (the person conducting the study himself/herself) will promptly report
information on the adverse event (as a general rule, within 24 hours after obtaining the
information) to the head of the medical institution and the coordinating investigator, as well as
report to the study device provider, regardless of the causal relationship.
If the principal investigator observes the occurrence of adverse events whose causal relationship to
other specified study devices (EX-01 extension wire or EEG-1200 Electroencephalograph series)
cannot be ruled out, the principal investigator will also report the event to the manufacturer of the
specified study devices.

(2) Report to the Minister of Health, Labour and Welfare
If the coordinating investigator (the person conducting the study himself/herself) determines, upon
agreement with the principal investigator of respective medical institutions, that the adverse events
should be reported to the Minister of Health, Labour and Welfare (discussing with the principal
investigator of respective medical institutions as needed), the coordinating investigator (the person
conducting the study himself/herself) will prepare "Form 1" and "Adverse Event Sorting Form"
and report to the Pharmaceuticals and Medical Devices Agency ("PMDA").

(3) Handling of additional information obtained
If the principal investigator (the person conducting the study himself/herself) obtains additional
information on adverse events, the principal investigator will make an additional report to the head
of the medical institution and the coordinating investigator as soon as possible, as well as report to
the study device provider. The handling of such additional information will be subject to the
procedures described in 1 to 2 above, and reports will be made to PMDA as needed.

13.2.1 Definition of Serious Adverse Events and Failures That May Cause Serious Health
Hazards

Serious adverse events are defined as any of the following among adverse events. Additionally, failures that

may cause serious health hazards are failures that the principal investigator and others deem to pose risks of

causing such serious health hazards even if no death or disability described below has occurred in reality.

(1) Death

(2) Life-threatening

(3) Hospitalization or prolongation of hospitalization
(4) Disability

(5) Risk of disability

(6) Serious according to the above

(7) Congenital disease or anomaly in later generations
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Among the hospitalizations in 3, hospitalizations for the conduction of this study or the following
hospitalizations are not considered as serious adverse events.
*  Hospitalization or prolonged hospitalization for therapies that were planned prior to study
participation (e.g., surgeries or tests that were planned prior to study participation)
*  Hospitalization or prolonged hospitalization to perform tests
*  Hospitalization or prolonged hospitalization for surgeries or other treatments not due to the
exacerbation of complications or associated symptoms but due to changes in treatment plans for
the complications or associated symptoms
*  Hospitalization or prolonged hospitalization for follow-ups despite cure or improvement of
conditions
*  Hospitalizations for adverse events that would normally be treated by outpatient medical care
*  Hospitalization or prolonged hospitalization for social reasons (e.g., recuperation of caregiver,
absence of family)

13.2.2 Serious Adverse Events and Failures Subject to Reporting

(1) All serious adverse events occurring from the start of use of the investigational device to the end of
the post-investigational period for which a causal relationship to the investigational device cannot be
ruled out

(2) Serious adverse events suspected to be related to specified study devices after the termination
(discontinuation) of the study

(3) Failures of specified study devices that result in or may result in events described in 13.2.1

(4) Infections suspected of being related to specified study devices that result in or may result in events
described in 13.2.1.

13.2.3 Procedures for Serious Adverse Event and Failure Reporting

13.2.3.1 Investigational Device (EP-01)

The principal investigator will report serious adverse events and failures for which a causal relationship to
the investigational device EP-01 (main unit and accessories) cannot be ruled out in accordance with
Reporting of Failures of Machinery and Equipment in Clinical Trials (No. 0831-9; Pharmaceutical and
Environmental Health Bureau, Ministry of Health, Labour and Welfare; August 31, 2020) and
Considerations in Reporting Failures of Machinery and Equipment in Clinical Trials (No. 0831-10;
Pharmaceutical and Environmental Health Bureau, Ministry of Health, Labour and Welfare; August 31,
2020). Reports should be in the form of first report (emergency report) and second report (detailed report),
use the GCP unified form (Form 14), and reported between the date the event was learned of up to the date
indicated below. For details, follow the Manual on Handling Safety Information.

(1) Unknown; adverse events that result in or may lead to death: within 7 days

(2) Unknown; other serious adverse events: within 15 days

(3) Known; adverse events that result in or may lead to death: within 15 days

(4) Failures that may cause 1 or 2 above: within 30 days

13.2.4 Reporting by the Coordinating Investigator to the Study Device Provider
The coordinating investigator will report serious adverse events and failures to the study device provider in
accordance with the Manual on Handling of Safety Information.

13.3 Reporting of Other Adverse Events
Other adverse events will be described in case report forms in accordance with procedures described in
11.1.11 Observation of Adverse Events, 11 Test/Observation Parameters and Schedule of this protocol.
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13.4 Case Reports on Failures and Adverse Events of Other Specified Study Devices (EX-01
extension wire and EEG-1200 Electroencephalograph series)
With regard to other specified study devices used in this study (EX-01 extension wire and EEG-1200
Electroencephalograph series), among the failures and adverse events reported in this study, the following
should be reported to PMDA as case reports of failures and adverse events of clinical trial devices: failures
and adverse events that result in or may lead to death and for which a causal relationship to EX-01
extension wire or EEG-1200 Electroencephalograph series cannot be ruled out, and other serious failures
and adverse events for which a causal relationship to EX-01 extension wire and EEG-1200
Electroencephalograph series cannot be ruled out and that could not be predicted. The predictability will be
determined based on the summary on the study devices for EX-01 extension wire and the package insert for
EEG-1200 Electroencephalograph series; failures and adverse events not described in these will be
considered unpredictable failures and adverse events. Additionally, if serious adverse events or failures for
which a causal relationship to EX-01 extension wire and EEG-1200 Electroencephalograph series cannot
be ruled out occur, the principal investigator will provide any information learned to the head of medical
institution and the coordinating investigator.
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14 HANDLING OF DEVIATIONS FROM THE PROTOCOL
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The principal investigator and sub-investigators must not deviate from or change the protocol prior to
obtaining approval from the head of medical institution based on prior review by the Investigational
Review Board.

The principal investigator and sub-investigators may deviate from or change the protocol before
obtaining prior approval from the Investigational Review Board for inevitable reasons such as the
avoidance of emergencies. In such cases, the principal investigator or sub-investigators should
promptly submit to the Investigational Review Board the details and reasons of the deviation or
change and, if the protocol needs to be revised, a draft of the revision, and obtain approval of the
Investigational Review Board and the head of the medical institution.

If there are any deviations from the protocol, the principal investigator or sub-investigators must
record all deviations from the protocol along with the reasons for the deviations.

If the principal investigator or sub-investigators learn that the study does not conform (limited to
significant degree of non-conformity) with Ministerial Ordinance on Standards for Conducting
Clinical Studies on Medical Devices (No. 36; Ministerial Ordinance by the Ministry of Health,
Labour and Welfare; March 23, 2005), the principal investigator or sub-investigators must promptly
report to the head of the medical institution, take necessary measures, and then cooperate with the
head of the medical institution in reporting and publicly announcing the status and results of such
measures to the Minister of Health, Labour and Welfare.
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15 DISCONTINUATION CRITERIA AND PROCEDURE

15.1 Termination of the Study

At the end of the study, the principal investigator will promptly submit a study termination report to the
head of the medical institution. Additionally, the principal investigator will publicly announce results in
accordance with 22 Arrangements on Public Disclosure.

15.2 Discontinuation or Suspension of the Study

If the following applies, the principal investigator will consider whether or not to continue the study.

(1) When significant information regarding the quality, safety, or efficacy of the investigational device is
obtained

(2) When facts or information that undermine the appropriateness or reliability of the conduct of the study
are obtained

(3) When it is difficult to recruit subjects and it is deemed difficult to achieve the planned number of
subjects

(4) When the objective of the study is achieved or when it is determined that the expected results cannot
be achieved before reaching the planned number of subjects or the planned period

(5) When the Investigational Review Board instructs change to the study plan and it is determined to be
difficult to accept such instructions

Additionally, if 1 or 2 above applies, the principal investigator will promptly report to the head of the
medical institution and modify the protocol as necessary. If the Investigational Review Board recommends
or instructs discontinuation, the study will be discontinued. When the discontinuation or suspension of the
study is decided, the event and its reasons will be promptly reported in written form to the head of the
medical institution.

15.3 Policy on Measures for Subjects After Study Discontinuation and Termination
The principal investigator and sub-investigators will use their effort to ensure that subjects can continue
receiving the best treatment after the termination of the study.

15.4 Study Dropout and Discontinuation Criteria for Individual Subjects

In any of the following cases, subjects will discontinue the study and receive appropriate
measures/treatment. If subjects discontinue the study after placement of the investigational device, testing
planned at the time of investigational device removal and during the post-observation period should be
performed as much as possible. If an individual subject discontinues the study, an evaluation will be
performed in a manner that takes the subject's safety into account at the time of discontinuation and
documented in the case report form.

Additionally, if situations such as the inability to contact a subject continues, the principal investigator or
sub-investigators will consider the subject as "lost to follow-up" and consider the subject's discontinuation
of the study. The principal investigator or sub-investigators will use their best effort to re-contact the
subject before deeming the subject as “lost to follow-up." Measures taken to contact the subject and
potential reasons for the loss to follow-up will be recorded in source documents.

(1) If'the principal investigator and sub-investigators determine that the discontinuation of the study is
necessary

(2) If the subject requests to discontinue use of the investigational device

(3) If the subject withdraws consent

(4) If'the subject develops a significantly severe adverse event

(5) [Ifitis found after the start of the study that there is a violation of the inclusion and exclusion criteria
and determined that compliance with the protocol is not possible

(6) Ifitis determined to be difficult to continue the study due to failures of specified study devices

(7) If serious deviations from the protocol are found

The main reasons for the discontinuation of the study should be documented in applicable case report forms.
For subjects who do not receive surgical procedures, the seizure resolution rate 1 year after focal resection
will not be evaluated.
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15.5 Discontinuation of the Study

If the coordinating investigator learns, in reference to the following criteria, of any information concerning
the quality, efficacy, or safety of specified study devices or any other important information on events that
would interfere with the proper conduct of the study, the coordinating investigator will decide on the
discontinuation of the study and notify the discontinuation and its reasons to the principal investigator and
the head of the medical institution in written form.

(1) Ifitis determined to be difficult to continue the study due to new safety information (serious adverse
events or failures)

(2) Ifthe Central Evaluation Committee or Safety Evaluation Committee advises the discontinuation of the
study

(3) If the medical institution, principal investigator, or sub-investigators commit a material violation of
GCP or the protocol, and the event is deemed to interfere with proper continuation of the study

(4) [Ifitis determined to be difficult to continue the study due to changes in the system for the execution
of the study (e.g., personnel change of the coordinating investigator/principal investigator)

(5) Otherwise, if it is determined that the continuation of the study is inappropriate due to new information
or changes in circumstances during the conduct of the study
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16 STATISTICAL ANALYSIS
16.1 Determination of Target Sample Size
The planned number of enrollment for subjects who will use the investigational device is 37.

[Rationale]

For the p value of percentage agreement between the lateralization diagnosis of EP-01 and intracranial
electrode placement, the null hypothesis will be p = 0.8, and the alternative hypothesis, p > 0.8. The
hypothesis testing will be performed in the form of accurate one-tailed test of binomial distribution. For the
anticipated percentage agreement of 0.97, a significance level of 0.025, and statistical power of 90%, the
required sample size would be 34. In consideration of a 10% dropout, the target sample size was
determined to be 37.

16.2 Data Handling Standards
Details regarding the handling of subjects are shown below.

(1) Non-intervention subjects
Of the enrolled subjects, those who do not use the investigational device will be considered non-
intervention subjects

(2) Ineligible subjects
Subjects who do not meet the inclusion criteria or meet the exclusion criteria will be considered
ineligible subjects.

(3) GCP non-compliant subjects
Subjects who have not been reviewed by the Investigational Review Board, with whom study
agreements have not been entered into, or from whom appropriate informed consents have not been
obtained will be considered GCP non-compliant subjects.

For unanticipated problems other than the above, the principal investigator will review the details and
decide on analytical handling before the data is fixed.

16.3 Population Subject to Analysis

16.3.1 Safety Analysis Set (SAF)

The safety analysis set population is defined as the subject population that excludes from enrolled subjects
non-intervention subjects.

16.3.2 Efficacy Analysis Set
(1) Full Analysis Set (FAS)
The full analysis set is defined as the population that excludes from enrolled subjects those who fall under
the below.
*  Non-intervention subjects
*  Subjects with no efficacy data after use of the investigational device at all
*  GCP non-compliant subjects
(2) Per Protocol Set (PPS)
The per protocol set is defined as the population that excludes from the full analysis set subjects who meet
the following conditions.
* Ineligible subjects

16.4 Analysis of Subject Background
Continuous variables will be calculated with summary statistics and categorical variables with frequencies and
rates.

16.5 Analysis of Primary Endpoint

The percentage agreement between the lateralization diagnosis of epileptic foci using EP-01 and that using
intracranial electrodes, and the 95% confidence interval of the percentage of agreement by the Clopper-
Pearson method will be calculated. The main subject population of the analysis will be the full analysis set.
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16.6 Analysis of Secondary Endpoints

16. 6 1 Efficacy Secondary Endpoints
The percentage agreement between the lateralization diagnosis based on EP-01 EEG findings alone
compared with lateralization diagnosis based on intracranial electrode EEG findings alone will be
calculated.

*  The rate of waveforms detected by EP-01 that are EEG will be calculated.

*  The percentage agreement between lateralization diagnosis results based on EP-01 EEG findings
combined with non-invasive findings and lateralization diagnosis results based on bilaterally-placed
intracranial electrode EEG findings combined with non-invasive findings will be calculated.

»  The percentage agreement between lateralization diagnosis results based on EP-01 EEG findings
alone and lateralization diagnosis results based on bilaterally-placed intracranial electrode EEG
findings alone will be calculated.

»  The percentage agreement between lateralization diagnosis based on EP-01 EEG findings added to
invasive findings and lateralization diagnosis results based on intracranial electrode EEG findings
added to non-invasive findings will be calculated (evaluated by the principal investigator and
others).

*  The seizure resolution rate 1 year after focal resection will be calculated.

*  The success rate of EP-01 placement will be calculated.

16.6.2 Safety Secondary Endpoints

For the presence of adverse events, adverse events attributable to the investigational device, serious adverse
events, and serious adverse events attributable to the investigational device, the number of occurred cases,
the number of affected subjects, and their rates will be calculated.

16.7 Interim Analysis
No interim analysis will be performed in this study.
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17 COMPLIANCE WITH AND REVISION OF THE PROTOCOL

17.1 Compliance With and Deviation or Change From the Protocol

(1) The principal investigator and sub-investigators will not deviate or change from the protocol without
obtaining written approval based on prior review by the Investigational Review Board.

(2) The principal investigator and sub-investigators will document all acts that deviate from the protocol.

(3) The principal investigator and sub-investigators may deviate or change from the protocol without
prior approval of the Investigational Review Board for medically inevitable circumstances, such as
avoidance of urgent risks to a subject. In such cases, the principal investigator will submit to the head
of the medical institution and Investigational Review Board the details and reasons of the deviation or
change and, if revising the protocol is appropriate, a draft of the revision, and obtain approval as soon
as possible. The principal investigator will also obtain written approval from the head of the medical
institution.

(4) The principal investigator will promptly submit a report to the head of the medical institution and the
Investigational Review Board on various changes in the study that may materially affect the conduct
of the study or increase risks to subjects.

17.2 Revision of the Protocol

If the principal investigator learns of any matters concerning the quality, efficacy, or safety of the
investigational device or any other important information for the proper conduct of the study, the principal
investigator will revise the protocol or explanatory documents as needed. After obtaining written approval
based on prior review by the Investigational Review Board, the principal investigator will conduct the
study in compliance with the revised protocol. However, this does not apply if the change is medically
inevitable or if the change concerns administrative matters of the study (e.g., change of affiliation, job title,
address, or telephone number).
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18 QUALITY CONTROL AND QUALITY ASSURANCE OF THE STUDY

18.1 Quality Control

18.1.1 Direct Viewing of Source Documents

The principal investigator and medical institution must accept monitoring, audits, and investigations by the
Investigational Review Board and regulatory authorities. In such cases, all study-related records, including
source documents, must be made available for direct viewing upon request by monitors, persons in charge
of auditing, Investigational Review Board, and regulatory authorities. When source documents are viewed,
sufficient attention should be paid to protect the privacy of subjects.

18.1.2 Identification of Source Documents

In this study, the following source documents will be collated with entries in case report forms. These

source documents should contain records of information (source data) that serve as the basis of case report

forms.

(1) Medical records and records attached to them

(2) Test slips and worksheets

(3) Consent forms

(4) Tables for investigational device management, records of investigational device receipt and delivery
For comments in case report forms, the contents recorded in case report forms will be considered source
data.

18.1.3 Data Management

The data management manager will manage the quality of accumulated data. Specifically, the data
management manager will check for any inconsistencies within case report forms compared with data that
medical institutions accumulated based on medical records and other source documents. If any doubts arise,
inquiries on the data will be made to the principal investigator / sub-investigators as necessary. After
finishing quality checks of data, the data will be fixed. Details should follow the Data Management Plan.

18.1.4 Monitoring

The principal investigator will facilitate monitoring to ensure that the human rights, safety, and welfare of
subjects are protected; ensure that the study is conducted in compliance with the latest protocol, GCP, and
ISO 14155; and confirm that the study data are accurate, complete, and verifiable when collated with
source documents and other study-related records. The principal investigator will appoint a monitor to
ensure that monitoring is properly conducted. The monitors will conduct monitoring in accordance with
monitoring manuals prepared in advance.

18.2 Quality Assurance

Quality assurance is a planned and systematic activity established to ensure that the conduct, data
preparation, documentation, and reporting of studies comply with GCP and related regulations.
Independent of regular monitoring or the study's quality control operations, persons in charge of auditing
appointed by the principal investigator will prepare, in accordance with the Manual on Auditing, audit
reports and an audit certificates in which confirmed points concerning obtained data and study-related
operations will be recorded, and then submit these to the principal investigator and the head of the medical
institution. This operation will include external audits and confirmation of source documents. Additionally,
direct viewing of source documents is necessary for the purpose of auditing.
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19 ETHICS

19.1 Ethical Conduct of the Study

This study will be conducted in accordance with the ethical principles based on the Declaration of Helsinki;
Act on Pharmaceutical and Medical Device; Ministerial Ordinance on Good Clinical Practice for
Pharmaceuticals (Ministerial Ordinance No. 28; Ministry of Health, Labour and Welfare; March 27, 1997);
and Ministerial Ordinance on Good Clinical Practice for Medical Devices (Ministerial Ordinance No. 36;
Ministry of Health, Labour and Welfare; March 23, 2005); and in compliance with this protocol.

Consideration for the human rights, safety, and welfare of the subjects is of most importance and should be
prioritized over scientific and social benefits.

The Investigational Review Board will sufficiently deliberate on the conduct and continuation of the study
from ethical, scientific, and medical perspectives.

The head of the medical institution will take necessary measures to ensure that study at the medical
institution is conducted properly and smoothly in accordance with the GCP ministerial ordinance, protocol,
study agreements, and manuals of the medical institution. The principal investigator will conduct the study
in accordance with the instructions and decisions of the head of the medical institution, which will be based
on the approval of the Investigational Review Board, and in compliance with the protocol. In selecting
subjects, the principal investigator and sub-investigators will consider the subject's health condition,
symptoms, age, ability to consent, and dependency on the principal investigator or sub-investigators from
the viewpoint of human rights protection and in accordance with the protocol. Persons who lack the
capacity to consent will not be subjects, as a general rule, except when inevitable for the purpose of this
study. Additionally, particularly careful consideration will be given when selecting as subjects persons
considered to be in socially vulnerable positions.

The principal investigator will be responsible of making study-related medical decisions for subjects.
Before the subjects participate in the study, the principal investigator and sub-investigators will sufficiently
explain the contents of the study and other study-related matters to the subjects in advance in a manner that the
subjects can understand, using the informational form and consent form, and obtain written voluntary consent on
study participation. If information that may influence a subject's intention to continue or discontinue study
participation is obtained, the principal investigator and sub-investigators will promptly inform the subject of such
information and confirm the subject's intention to continue or discontinue study participation.

Records that may reveal the identity of subjects will be protected in a manner that gives regard to the
protection of the subject's privacy and confidentiality.

19.2 Protection of Subject Confidentiality

The head of the medical institution will take necessary measures to ensure the protection of the subjects’
confidentiality. Those involved in this study must pay the utmost attention to protect the privacy of subjects
in subject-related information by, for example, prohibiting the use of information that could identify
subjects. Additionally, persons involved in this study, including monitors and persons in charge of auditing,
may not disclose to any third-party matters pertaining to the privacy of subjects, even if they learn of such
information through direct viewing of source documents and other documents.

19.3 Explanation to and Consent of Subjects and Legal Representatives

19.3.1 Consent Form and Other Informational Forms

Prior to conducting the study, the principal investigator or sub-investigators will sufficiently explain, either
orally or in written form, to subject patients or their legal representatives*, using the consent form and
informational form approved by the Investigational Review Board, and obtain the patient's voluntary
consent. When efficacy or safety-related information that may affect the consent of subjects or their legal
representatives*® is obtained, or when changes to the protocol that may affect the consent of subjects or their
legal representatives* are made, the information will be promptly provided to the subjects or their legal
representatives®, and the intention of the subjects or legal representatives* to continue or discontinue study
participation will be confirmed in advance. In addition, the informational form and consent form will be
revised after obtaining prior approval of the Investigational Review Board, and the re-consent of the
subjects or legal representatives™ will be obtained.
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*Legal representatives are persons deemed justifiable in giving consent to study participation with or on
behalf of a subject when the subject lacks sufficient capacity to give consent or when the subject is a
patient under 18 years of age. They include persons who exercise parental authority over the patient,
spouse of the patient, guardian of the patient, or other similar persons.

19.3.2 Informational Form for Assent and Other Informational Forms

Prior to conducting a study, the principal investigator or sub-investigators will sufficiently explain, either
orally or in written form, to those among subjects patients who are underage or require assistance in
understanding informational forms, using the informational form for assent approved by the Investigational
Review Board, and obtain the patient's voluntary assent. Whenever possible, informed assents will be
obtained in written form. When efficacy or safety-related information that may affect the intention of
subjects is obtained, or when changes to the protocol that may affect the intention of subjects are made, the
information will be promptly provided to the subjects and the intention of the subjects to continue or
discontinue study participation will be confirmed in advance. In addition, the informational form for assent
will be revised after obtaining prior approval of the Investigational Review Board, and the assent of the
subjects will be obtained again.

19.3.3 Contents of Informational Form and Assent Form

The informed consent form should give consideration to expressions that are easy to understand for patients

and their legal representatives. Descriptions should include the following explanation points. The

informational form for assent should describe the explanation points in simple expressions that subject

persons can understand.

(1) That the study is accompanied by research

(2) Purpose of the study

(3) Name, job title, and contact information of the principal investigator

(4) Method of the study

(5) Anticipated clinical benefits and risks or disadvantages (if there are no anticipated benefits to the
subject, such fact should be notified to the subjects)

(6) Matters related to other treatment methods

(7) Duration of study participation

(8) Ability to withdraw from the study at any time

(9) That subjects will not be treated disadvantageously by not participating in or by withdrawing from the
study

(10) Matters related to the handling of the investigational device when withdrawing from study participation

(11) That monitors, persons in charge of auditing, and the Investigational Review Board will be able to
view source documents, provided that the confidentiality of subjects is protected

(12) That confidentiality pertaining to subjects will be protected

(13) Contact information of the medical institution in the event of health hazards

(14) That necessary treatment will be provided in the event of health hazards

(15) Matters related to compensation for health hazards

(16) Matters related to the Investigational Review Board, which will investigate and deliberate on the
appropriateness of the study

(17) Matters related to study costs that subjects will bear

(18) Matters that subjects should comply with

19.3.4 Timing and Method of Obtaining Consent and Assent

Written consent and assent for participation in this study must be obtained prior to conducting the provided
screening tests or evaluations of this study. Written voluntary consent of a subject patient himself/herself or
the legal representative on study participation will be obtained after sufficiently explaining to the subject
patient himself/herself or the legal representative using written forms and confirming that the patient or
legal representative adequately understood the contents.

The principal investigator or sub-investigators who provided the explanation and the patient himself/herself
will sign the consent form and assent form and respectively indicate dates. If persons cooperating in the
study provide supplementary explanations, they will also sign the consent form and indicate dates. The
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original consent form should be retained as source document and a copy should be handed to the patient
along with the informational form, except where there are special arrangements at the medical institution.

19.3.5 Considerations Concerning Consent

Patients who have difficulty writing should also sign the consent form and indicate dates themselves as

much as possible. The consent form and informational form will be handed to patient, the contents will be

explained orally or by other means of communication, the patient will orally consent to study participation,

and further, the legal representative or witness* will sign the consent form and indicate the date

himself/herself. The field for the name of the patient himself/herself will be left blank, and the person

writing on behalf of the patient (witness) or otherwise, the principal investigator or a sub-investigator will

indicate the name of the patient, the background of the patient's inability to sign the form in his/her own

handwriting, and the relationship between the patient and the witness in the margin or elsewhere.

*: A person who is independent of the conduct of the study and will not be unduly affected by those

involved in the study that is present during the informed consent process. The principal investigator,
sub-investigators, and persons cooperating in the study do not apply.

19.3.6 Revision of Informational Form for Consent and Assent

If new important information that may affect a subject's intention on study participation is obtained
(information considered important for subjects in general that requires revision of the consent form,
informational form, and informational form for assent), the principal investigator will promptly revise the
consent form and informational form and obtain a notification on the decision of the head of the medical
institution, which will be based on the approval of the Investigational Review Board. Additionally, for
subjects already participating in the study as well, the principal investigator will promptly explain again
using the revised consent form and informational form, and obtain consent in written form on the
continuance of study participation. However, consent is not required for subjects who have already
completed observations at the time of revision.

If information that may affect a subject's intention to continue study participation is obtained (information
concerning the progress of the study for individual subjects participating in the study, such as fluctuations
in laboratory values), the principal investigator or sub-investigators will promptly inform the subject of the
information and confirm the subject's intention to continue study participation. Additionally, the date the
information was communicated to the subject, the contents of information communicated, and the results of
the confirmation should be recorded in medical records and other source health care records.

19.4 Investigational Review Board

Prior to conducting this study, the human rights, safety, and welfare of subjects will be ensured by having
the Investigational Review Board of the medical institution deliberate and approve the protocol and various
materials used to obtain the subjects' consent.

19.5 Central Evaluation Committee

The principal investigator will establish a Central Evaluation Committee for the purpose of third-party
evaluation of efficacy. The Central Evaluation Committee will evaluate the lateralization diagnosis of
epileptic foci in accordance with the Manual on Central Evaluation Committee.

Purpose and | The purpose is to use third-party evaluation for lateralization diagnosis of

timing of epileptic foci in order to avoid suspicion of biased evaluation.
efﬁcacy The evaluation will be performed after the principal investigator and
evaluation others finish determining lateralization diagnosis results on epileptic foci.

Timing: Evaluations will be performed each time after case data is sent
from respective medical institutions to the central evaluation physician via
the Central Evaluation Committee secretariat.

In the above operations, if the Central Evaluation Committee determines it is necessary to hear the opinions
of other experts, it will contact the coordinating investigator and then request other experts to participate as
observers and hear their opinions.
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19.6 Safety Evaluation Committee

The coordinating investigator will establish a Safety Evaluation Committee for the purpose of conducting a
third-party safety evaluation. The Safety Evaluation Committee will evaluate safety based on data obtained
at respective medical institutions in accordance with the Manual on Safety Evaluation Committee.

Table 19-1. Evaluation Items of the Safety Evaluation Committee

Purpose and The purpose is to evaluate safety and the appropriateness of continuing the study.
timing of safety (1) Periodic evaluation
evaluation The presence, severity, relationship to devices of adverse events* determined

based on image tests taken at respective medical institutions will be evaluated.
*Adverse events determined by imaging testing: hemorrhage, midline shift, cerebral spinal fluid
leak

The safety evaluation will be conducted at the timing of periodic meetings
specified in the protocol after CT image data is submitted by the respective
medical institutions to the study coordinating office.

- First periodic meeting: coordinated when data of 15 to 20 cases (note:
modified according to the number of cases) is submitted by respective
medical institutions to the Safety Evaluation Committee secretariat.
Second periodic meeting: when data of all cases is submitted by respective
medical institutions to the Safety Evaluation Committee secretariat.

(2) Non-periodic evaluation
Meetings will be held as non-periodic meetings if the coordinating investigator
deems it necessary based on the occurrence of adverse events, such serious adverse
events caused by the investigational device, and safety information provided by the
study device provider.
Recommendations on the continuance of the study and changes to the protocol will
be provided if the coordinating investigator deems it necessary based on serious
adverse events attributable to the investigational device that are reported by
respective medical institutions and on the following.
*  When new important safety information concerning the continuation of
the study overall is obtained
*  When an adverse event (or adverse reaction) or failure that
substantially exceeds initial projections occur
*  When efficacy is significantly more or less effective than initially

projected
*  When new significant information regarding safety or efficacy is
obtained
(3) Other

Held when the coordinating investigator deems it otherwise necessary.

In the above operations, if the Safety Evaluation Committee determines it is necessary to hear the opinions
of other experts, it will contact the coordinating investigator and then request other experts to participate as
observers and hear their opinions.

19.7 Conflict of Interest

19.7.1 Provision of Research Funds

This study will be conducted with aid received from Epsilon Medical, Inc. and the program for the
investigator initiated multicenter clinical trial of endovascular EEG devices (principal investigator: Yuji
Matsumaru, University of Tsukuba) supported by Research on Development of New Medical Devices,
Japan Agency for Medical Research and Development.

In conducting this study, the principal investigator and sub-investigators will voluntarily report conflicts of
interest in accordance with the regulations on conflicts of interest separately set forth by medical
institutions.
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19.7.2 Provision of Investigational Device

This study will be conducted by receiving for free of charge the investigational device of the study (EP-01)
and other specified study devices (EX-01 extension wire) from Epsilon Medical, Inc. based on agreements
with Epsilon Medical, Inc. for the investigator-initiated clinical trial. Epsilon Medical, Inc. will also
provide safety information on the investigational device (EP-01).

19.7.3 Provision of Data Acquired in the Study

Regarding data obtained in this study, those for which the subject's voluntary consent is obtained will be
provided to Epsilon Medical, Inc. pursuant to the agreement between University of Tsukuba and Epsilon
Medical, Inc..

Epsilon Medical Inc. will use the study data for the purposes of investigating adverse events and failures,
confirming the safety and efficacy of Epsilon Medical, Inc. device products, and improving Epsilon
Medical, Inc. research and development, limited to when the coordinating investigator provides instructions
and permission.
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20 RECORDS RELATED TO THE STUDY AND RETENTION

20.1 Case Report Form

20.1.1 Format of the Study's Case Report Form

For all subjects who have consented to participation in this study, the principal investigator and sub-
investigators will promptly record data on case report forms after each observation of subjects in a manner
that is consistent with medical records and other source documents. If the data is recorded by persons
cooperating in the study, the recording will be limited to transcription from source documents. The
principal investigator will confirm that all contents recorded in case report forms are accurate and
complete, and will attest to them by signing the case report forms.

20.2 Retention of Records

20.2.1 Principal Investigator

The principal investigator will retain the following records in accordance with the Manual on Record

Retention.

(1) Protocol, clinical study report, case report forms, and other documents prepared by the principal
investigator or sub-investigators in accordance with the provisions of the GCP Ministerial Ordinance

(2) Documents on the opinions of the Investigational Review Board notified by the head of the medical
institution, and other records obtained from the head of the medical institution in accordance with
GCP and ISO 14155

(3) Records of monitoring, audits, and other operations related to the preparation and management of the
study

(4) Data obtained by conducting the study

(5) Records on the investigational device

(6) Records on audit operations

20.2.2 Medical Institution

The head of the medical institution will appropriately retain study-related records (including documents)
that should be retained at the medical institution until either the date when 10 years have passed since the
date marketing approvals for the investigational device is obtained or since the discontinuation or
termination of the study, or the date set forth by the medical institution, whichever arrives later. In the event
that the retention period is extended, arrangements will be separately made.

The main records that must be retained at medical institutions include the following.

(1) Source documents (documents, data, and records on which case report forms are based)

Hospital records, medical records, laboratory notes, memos, records of use of the investigational
device, records of use of specified study devices, record data of automated instruments, copies or
transcriptions that have been verified as being accurate copies, photographic negatives, microfilms or
magnetic media, x-ray photographs, subject files and study-related records retained in respective
laboratory rooms, test slips including outsourced measurements, worksheets, clinical research
coordinator records, records verified with other departments/hospitals

(2) Agreements, consent forms and informational forms, assent forms, and other documents prepared by
persons working for the medical institution in accordance with GCP provisions or their copies; study
agreements; discontinuation and termination reports; informational forms and consent forms
(including revised versions); and signed and dated consent forms (including revised versions)

(3) Protocol (including revised versions), documents obtained from the Investigational Review Board,
and other documents obtained in accordance with the GCP provisions; investigator's brochure
(including revised versions); investigator's standard operating procedures (SOP); documents and
information provided by the principal investigator; items reported by the principal investigator (e.g.,
changes in the protocol, adverse event reports); and the Investigational Review Board's SOP,
committee registry, review documents, deliberation records, and reports on review results

(4) Records of investigational device management and other study-related operations

(5) Procedures for collection of raw material tissue, Manual on Study Device Management,
investigational device management table, investigational device delivery request forms, and
investigational device receipt and collection slips
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21 COMPENSATION FOR HEALTH DAMAGE IN SUBJECTS AND REDUCTION OF
BURDEN OF STUDY PARTICIPATION

21.1 Compensation for Health Hazards

If any health hazards occur to subjects as a result of this study, appropriate compensation will be provided

to the subjects according to the extent and duration. However, in the case of willful misconduct or gross

negligence on the part of the medical institution, the handling of such cases will be discussed based on
agreements with the medical institution. Compensations will be processed in the following procedures.

(1) If a subject experiences any health hazards as a result of this study, the medical institution will take
necessary measures including treatment and inform the principal investigator.

(2) Ifasubject claims or may claim compensation or indemnification to the medical institution for the
subject's health hazards caused by this study, the medical institution will immediately contact the
principal investigator, and both parties will cooperate in resolving the event.

(3) Ifasubject experiences health hazards attributable to the study, the principal investigator will
compensate in accordance with the Manual on Compensation for Health Damage in Subjects set forth by

the principal investigator.

(4) The principal investigator will bear compensations or indemnifications for health hazards and other
costs incurred for the resolution in accordance with the provisions in study agreements.

(5) Ifasubject experiences health hazards as a result of this study and liabilities subsequently arise,
indemnifications will be provided under the responsibility and at the expense of the party responsible
for such liabilities.

(6) The principal investigator will take necessary measures, including insurance, for any compensations or
indemnifications described above.

21.2 Reduction of Subject Burden of Study Participation

The investigational device used in this study will be provided for free of charge by the study device
provider, Epsilon Medical Inc. This study will be conducted primarily within the scope of hospitalization,
testing, and diagnostic imaging performed in regular clinical practice. However, any costs for
investigational device placement and removal procedures and costs for testing and diagnostic imaging that
additionally arise due to study participation will be borne by the medical institution. Other medical care
expenses will be borne by subjects based on the subjects' health insurance. Payment to reduce the subjects’
burden of study participation will be paid to subjects whose consent has been obtained, limited to the date
of tests provided in this protocol as a general rule.

22 ARRANGEMENTS ON PUBLIC DISCLOSURE

Information regarding this study will be registered on the system for clinical research submission and
public disclosure (Japan Registry of Clinical Trials) before initiating subject recruitment.

The results of this study will be organized by the coordinating investigator as a clinical study report. The
clinical study report will be prepared in phases, with the evaluation results up to the post-observation period
set as primary analysis results and the evaluation results up to the evaluation of epileptic seizure outcomes
set as secondary analysis results. Additionally, the results will be publicly disclosed as needed as journal
articles or presentations at academic society meetings. The University of Tsukuba will own the rights to the
results of the study conducted in accordance with this protocol. Public disclosure of study results by the
principal investigator, sub-investigators, and medical institution will be conducted under agreement with
the coordinating investigator. Additionally, when publicly disclosing study results, sufficient consideration
will be given to the protection of the subjects' privacy, including not directly disclosing the subjects’
names.

23 PLANNED STUDY PERIOD

Investigational device evaluation period

March 2024 to August 2025

Period including evaluation period of epileptic seizure outcomes following epilepsy focal resection
March 2024 to August 2026
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25 APPENDIX

25.1 Appendix 1. ILAE Classification
The following shows the ILAE classification for evaluation of epileptic seizure outcomes after surgical

Version 2.1

treatment.
ILAE Classification
Classl Completely seizure free; no auras
ClasslI Only auras; no other seizures
ClasslII One to three seizure days per year; + auras
ClasslV Four seizure days per year to 50% reduction of
baseline seizure days; + auras
ClassV Less than 50% reduction of baseline seizure days to
100% increase of baseline seizure days; + auras
ClassVI More than 100% increase of baseline seizure days;
+ auras
Reference:

14) ILAE Commission Report
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4) EFH

(5) kEEOBEN

(6) LEREICHEU CEE

(7)) HHARICIIT DI RMEOBRR TR

k. 3) ODABEOHTTY ., AIBBREMD 720D NG XITLL T DO ABEOSBEIXEE A ERRED
PO - B AN SR AN
EBBRBMETL Y PEL CWEEL BRI E L AR UIARRSIMOIEE (G5 Sh0ET X
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D TPEINTWEFr-omA s &)

A AT 9 72D D AFESUT AR DI

BOHE, BEHEROEICER L2 b oD, SOHE, FEFHEROTBRITENLE & 72
V. Fivie & z2AT 9 72O D ABEAIT B OFE £

TEIISUTEER LT D% b O ORRIEBBIER O 72 b D ABE T AR O IE K

WE . AR TRHLINT=TH A S AEFRICK DAL

SR IIZ K 2 ARSI ARRBIR OER (B#ADKRE, FIEORIERL)

1322 EELGHEEZEZRRUTFESOHBERR

(1) HeBREEERE FHBRAA D & B BIEHIA T £ TIC A LT, 1RBRE kRS & ORISR AGE T
ERNWETOEERFERSR

(2) TRBRHE T (P IR)RZRICATRERfE s & OBEE N R A2 HERAEFR

3) RBREHERO RN EAEDRAETH-> T, TOREFITL S TI321 2B 2 FLBAEL
7o, XIRAETHIBENRH DL HO

4) RREFAMIRCE D b D LD ABYYEIC LY 1321 ([T A2ESNRBAE L, LA
THBENNDDLHD

13.2.3 EELGAETERRUTECOHREFIE
13.2.3.1 #ER#2: (EP-01)

TRBREATERRL, APEREEER EP-01 (RIRB KO RS & ORREBEGENEE TERWEER
AEFREOREESZ B BE RO IBRAESEREICONT (B2 48 A 31 HIEAE
0831 75 9 ) ) KUY THEMAR AR ITAR V6B B G I3 2 i Lo ERFICT OV
T (BF24 8 H 31 BEAFEN 0831 5 10 =) | IS, WET 2, MEIIHE —H (B
H) RO i GEMwRE) & L. GCPfHE—&FHN (FRM) 2HnwsrZ L, £/, YE%F
REMY XA, AN T HETICRET 2, 38lL. TZeMEEROBEHRWICET 25 F
B 1T9E 9,

(1) REFELE - EEIZORRDHBNDOH DG EHG . 7 HEN,
(2) KE/ZFOMEELRAEFS 15 HUN,

(3) BEENBEL - BETIZORRHRNOH HAEHS - 15 HEW,
@ (D). QAT LENNHDHAEA 30 HEWN

13.2.4 REBRFEEEOGREFIREE~DRE
TRBRFIEE AT, TZEMEE MO BRI 2 FIEE] ISV, BEERAEERLORES
IR s A (IS D,

13.3 ZDMDEEEZRDME
FOMDOEERERIZONTIE, AFLZ20 NIAE - BIEEALOAF Y 2—/L 11111 A
ERELOBIE IR LU-FEIC LY, JEFRREEICETH#T D,

13.4 ZOHOABERERAME EX-01 TIVRTFUI 374 v— Kt EEG-1200 ¥ 1) —
) OFEE - BEEEREHRE

AIBER TR D Z OO IEERE S (EX-01 =7 AT i a U A Y¥— il EEG-
1200 ¥ U —X) (2B LTI, RIBBRICBWTHE SNTEARESEROEESESDO S B, EX-01 =7
AT vva A Y —/iEEE EEG-1200 3V — R L OBEMENGETE 20 Sl S b e
CROETIZORBDIEBZENOHLH D, KONEX-01 =7 A7 a UL ¥— st
EEG-1200 'V — X L OBHEMENGTE TRV HSTHITE e o LS s 2 OO EE
RAERE - AEFEZICOVTL, REWBE~RRIESRAES - AEFGEMRELZFEMT 52 &
L L., PHEMEIZOWTIE, EX-01 =7 2T v a v UA ¥ —IXIE5MS e e 4k 3 EEG-
1200 >V — RIS LEL D HBT L, THORWEDE THITERWRES - FEFR LT
%o F0. KIBEBRIZBWT, EX-01 =7 25 3 g UA Y¥— s EEG-1200 V) —X &
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DEEMENGE TS RVEBRAFTFZUIAERGORAE LR L 13, RREEE 2 EE
T DA TR O K L OTRBRAHER AN IF Szt 5,

37/53



Protocol No. EPSILONE IE 2.1 kiR

14 REREMEETEEH 5 D&MD E KLY

(1) IEBREATEER SUXIEER D ERNT, TEREER B SO FEATOFEITFE D < EhitERHEE O K
DARZSGDRNT, IRBRILHEFEE S OBPLH D VITEFZIT-> IR B0,

Q) RBRETEMSUIIRBR O HER X, REREMEOCTL 2SR VWEEIC XY | IBREEZES
DHEFOEREZ LN, IBRERFEEND OBRBH D VNIEEEITHI ZENTE D, £
ORI, IRBREATER X IXIEER o ERN T, B SUIEEONE L OFLH 72 & NI IRERSE
JEFHEEEOUFTRMLETHIUTZDOREZHESCDITIRREEZ BRI L., IEREELRE
SR OEREFEEOEDKRESL LD ET 5,

(3) RBREATEAIUIIABR D HIERX, TRBRFEMEFEE S OBBA H > - HA 1%, Bl FEY
ZOHEHH L ELIZETRES LT IZ 5220,

(4) BRBREEEASUIIEBR DHEM T, SRRSOV T, TEREERS O R BR 0 i o F e
BT 5D (B 1743 A 23 HEABESH 36 5) | IZ#EGLTWenwZ & GEAL
TWARWERENERTHILHEAICIRD,) ZMomHAIiE, o0 EliiE R 0 R (2
WS L, MERxISE Lz BT, ZOXHRORI-FERICOWTOEEEEEORICL S
JEAE B R~ OB - AFITH ) L7z 570,
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15 I E#E L FE

15.1 JBERDRT

TBEROM TRHIIGBREARERMIL, BRI TS & 2 REEREE O RICRE T 5, F
7oy 1220 AFICETLERD ] IV, WREAKT D,

15.2 RERDIE - R

TRBREATERX, UL T OFHICZY T 556 1 XIRBR FEREREE O v/ G &2 REtd 5,

(1) IR ONE, 28, AMEICET 2 ERAREHRIE STk

Q) RBROFEMMOBE EMECEFEME 272 ) BEUIEREN G ONT-HE

(3) #EHEDY 7 — FHRREET, TEMBRE R L ERT 52 L PR TH D &Il S iz

(4) TEHBREBCUI T EMMICET 2R1CIRRO B ER SV2RE, XTI 2 /51035
DAV & S T IRE

(5) BREEZEDCEY ., IBRHESOEFORRADH D . THEZITAND Z & IR H
TR Wil i3

Fo, BREEEMT. B0 (1) T 2) IZET 25813, m0nIE i ERER O K
[ L, SIS U TRBRERGIEELZ LTS 5, MRFEAZERICLD, TLEOBEH LN
T RB BTG5, RBRZPIET 5, 1RO P IEIFWr 23R E UI2RET, 0T FE =
BB DORICZ DM & & HITLFETHRET D,

15.3 JRERHIE - T ROBERE ~DRIE A &t
TRBRBEALEE A SUITRBR IR, HBRE DR TR bREDIRIREZ T2 LR TE D X
DD,

15.4 BRDOWEREIZH T HIRERM%E - pIEE#E

TROWTNNOLE, UiZERE OEBREZ T IL U, @R LE - iR E BT 5, #Ekss
BERICTIET 256, SRS ER OB R L ORBIEIIFR OB £ e R IR Y FEii 5,
. Hx OPERE ORRE TIET D56, £ O P IER R THRERE O L EMEICELE U 72 Rl 2 52
fit U REBIHRE ISR D,

o PEREITER D O IRWFEDRU DN TS E . TRBRFE AT ST 5 PRI Al 3 4 5% 0 BR
Fa DBEFRGE) &AL, MESERE BT DI I 2 Ed 5, #EvE 2 TEBIREE] &
HIWT9 2 AT AR R A U IR SR 2 D & 5 RRIROE N &40 5, Hikz &5
T2 I3 CTo R M ONBBIARRE & 72 7235 2 B 2 B AR IC W TR REER T 2,

(1) JEBREIEER N OVEBRHEERMIC LV | BB IEAME L HE S ZHE

Q) WeBRE PRI O P IR A2 B L5 E

(3) BERE DR A RME LA

(4) BEREICE L BERLAEFEGDRELIZGA

(5) TRBRBAAATZICRINILYE | BROMEEHEICHRAR U, JRBRSEMGHREOMF N R A[RECTH H Z & 34
L7858

(6) TR ARSI LY . 1RBREA TR EE & HIWr S - A

(7) HERZRIEBRERMFEZE ORI GRS TG E

BB LI B S e ERBEEIC OV TR, 28 DIEFIREFICEE#RT 2,
AR FAI AT DR WOPERE IC OV TR ROIERE 1 & ORIEHRROFEIIITH a0,
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15.5 BERDHIE

IEBRARRERNT, TREOEMELZZEZIC, IBREAKGOME, AER LI T 5%
H, O, MERAZEIEICIT 9 ETRE LD &9 REERGEREM 1256, IMROPIEAZR
E L, IRBRETEA & OVRBR FE i =R O R ICCEIC TR RO Z OB H 2@ d 2,

(M
2
3)
“)

®)

TR R (R WG OVRAG) 1080 | TARHERES I L HIKT S h s e
T AR F TR PRI B2 D IWRO L AES S50

S P B VRS A IE I S TA RO\ F 7S K72 GCP IBIT, TR NG
FHETIESC 2 2 AT VO, HIE ARG R RIE S & MW S 356

TBRIERE IR DTS () RBARHEIE N TR EIRRTO RE) 72 &) 12 LY | YAk
i & AT S B

2O, BRI O UL BB O LI & 1RGSR & B S T
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16 &t
16.1 BREFIHDERTE
TE R BRI EG] & LT 37 6L T 5,

[FXERAL]
SHZE N B BT 5 EP-01 DRIGHEZ W o —EEIE p 126 LT, IR %2 p=0.8, %37
Ei % p>0.8 & L IEURRE T “HHEIG O EMER A AREIC L v1TH WS s —5HE &% 097,
BEKHEZ 0.025, MRMHI%E 90% & 55 & MESEFIEIL 34 Bl L 72D, 10% D% EZE LT,
HIESEFIS % 37 Bl & LTz,

16.2 T—32 DEIRLEE
PBRE DB BT 25l 2 LU IR T,

(1) R A
BELTBRE D5 b, HERRER A L2 T2 2 R Al &5 5,
(2) A
BPUSYE I B U, BRAMEHE AR 3~ 2 BB S & RSB & 35,
(3) GCP =T
IFREAEZB S THEEIN TRV, JREREEKIDKRE STy, AW TR (A v~
=LK artr FRELNTWRWIRERE 72 &% GCP REEsFHl & 45,

ERELS O TR S 2o T RIS OV T, IBBREREMIL, 7 — 7 [EE £ TICHAITE LR
Ao b RN EORRWERET D,

16.3 BHIIFREH
16.3.1 REMMITRIR (Safety Analysis Set : SAF)

BERSNT-WHRED OB RIABIZ RIS LT8R OEN %2 LIRS & E %
50

16.3.2 ANMHEBITIRR
(1) FKROFENTRIZEER (Full Analysis Set, FAS)
BERSNTRE D 5B, LT OFMFIZHEY T 2 85E 2 R LT % FAS L EHKRT D,
HIr A
PRSI E R OB IET — 2 e e
GCP &1
Q) TEBRIFEHF R EICE A LTI S 4EM  (Per Protocol Set, PPS)
FAS ® 5 6 LU T OFMFIZIEY T 28R E 2 ok L2 4E[H % PPS &7 5,
AN A1)

16.4 WEREERDMEM
BRI TG B, h T 2V DOVEBIIEE LB E AV CERT D,

16.5 FEFEHIEB OfFHT

EP-01 (2K 2 CAMNAMEROMGHEOZWHER L SHENEMRIZ L D22 R L O—HHIE &,
Clopper-Pearson V£IZ £ 5 —BEIA D 95%EEIXM A RO D, 7o, T2 HEHTXIEIL FAS Th
60
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16.6 BIREHEIE B D

16.6.1

AR RETMIE B

EP-01 iz AT B.oD I1 2 & A5 M2t B & . BEZEN BRI AT B 0 22 K A5 V2 W
EREO—HEIGERD D,

EP-01 T SN BMEIZ L2 b D THLIEEEZRD S,

EP-01 il At fLds K O BEAG AT LI ié@ﬁ WA R L WA E LSS N B
i AT L K OSFERBEMIPT S X 25 PER W R & o —EEIR 2 RD 5,

EP-01 Al AT D 212 K 2 513 M#%k AN B & U 7= BHEE N B AR AN IR P AL oD 712
LG ERERE R - O—BEIEERD D,

{RBERPT HLIC \ENH@Mﬁ%ﬁ%MKt@ PERZ BTG F & #F%m%ﬁ_ﬁfW%@
DRPEAT R 2 N2 7T WS R & O —EE S 2RO D (EBRE(EEMY% %k
i) .

EREIERTE 1 12 ORIEEKRESE ZRD 5,

EP-01 ®ERhEI A ERD D,

16.6.2 RTEMEIRHIEE
AEEG, G2 ERN LT oA EHSR, ERLAEHS, kG2 ER LT o EERA
EHEZOAEICE LT, I BAMEE Z0RE 25T D,

16.7 HREfENT
AR CHBAEITIIAT 720,
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17 AREBREMRETEZEDEST R UHRET

171 ARERIEZDETRUORBERIEIER

(1) VBBRE(EEER R OVEER S ERIT, 1EREEZ B OFAMOFEIZE S < SGEIC L 57K
155 2 &7 RBRFERFEED S OGN SUIET 21TH 70,

(2) IRBREATERN L OVRBR D HIERG X, TRBRIEREFHE ) Sl L7174 % & Citekd 5.

(3) TRBRIEATEERN R OVEERHHERIT, #BRE ORBDOEREZ ST 572D Db D Th 57 V&
B ESTL 2SR NFEFE OO, IFRFEEZBSOFERIOARL UITIRBRE T E) D O
WSUIEFE AT H Z LN TE D, TOBITIE, IBBRE(TERMIT, @l SUIEEONE KL
BRI ONCIRBR FESE AT B E O LET Y Th 555 1TIXZ DR % FRE/R IR AT SR %
BB OR R ONEBREEZ BRI L TEORRESED & Lo, EEFEEEOREO TK
A ETHED,

4) IEBRE(TERNT, WEBROFEMEICER2EEL 5 2, UIWBREOLREERKIED X5 721k
BRO B 51 DA ONWT, FEHEEFRIERE O R K NRBREAZ B 2 IH0 SRS B2 I
T 5,

17.2 BERRMEETEZ D RET

BB EERIL, BB OME ., AR O LZEMEICET 23, £ O OTRER % i 1E
(AT O T OICHBE ARG WA - 1o E . MBITE CIRBREMGHEE & 5 WA X E L SGETT 5,
BBRELEMIL, ERBEELZBSOFAOFERICE S LFEICRHEARBL/HZIC, dGTah
TARBRER B EF I > TRRZAT 9, HL, ERERPDEZ/R2VE DO TH 2 HEIRROEH
EIE (BT, 4. T, BaEE s OLES) (BT L2LETHLHLAITIE, ZORY Tidk
Uy,
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18 AREBROMEEBERUVMRERIL

18.1 MEEHE

18.1.1 [REHOEZEE

TR LR R L OVEBR M R EEIE, =2 ) 7, BE, RO NIEREEEZES L UM
FIYRIC L 2MEZZ T ANRTNIT R R, ZRHOHEIZE, £=4—, BEEHEYE 15
BREAZ B K OBIHIY R ORDIZIE U T, FEEEOS TOIRBRELERT 4 EHH Bt L
T b, B, FERORMEICEE L IR E D7 7 A4 N —%#IC - ET D,

18.1.2 [REHMDHKHFTE

AIRBRCIL, ULTORER SIEFSHREZOATANREZBAET 5, 2o OREEHIIE, GEFI#H
HEOGTLERDER RT—%) NS Tnisrbot45,
(1) BRSO AU BEAT S 7 Foerda
Q) MEEZE, V—27i—F
3) FEE
(4) WBRBERRE BRI WS ST HA DRLER

B, JERIREEDO A L MIOWTL, EAREEOTHENELIRT —% L35,

1813 T—RIRIAUK

T XA PEEFEIR, BT LT OmBEEBEE T 5, BARRICIE, ERER
BN N T 72 EDFERHI IS EMNE L 72T —Z O, EFIREENIAEE LT = v 7 T25, %
BOFAELEEITE, BBEIOS U TRREEEMSHEEMCT -2 O 2T 5, 7—40
o BB TRICT — 2 ZBET D, dFlIET —F =R A 2 MEHEIEICHE D,

1814 E=ZYY

TRRETERL, WA DN, e/ OEAENMEES N TS Z & IR EBHT D155 E i
FHEE K OV GCP B8 L OV ISO14155 Z##5F L CHEBEINTWD Z & KRBT — & N IEMED D5
AT, FERESEOIRRBNEZICIRS L THRIE TEX 2 Z L 2R T H1-DE=F U U 7 2R S
w5, IBRELEMZ, T=2 ) R EEICESND L), E=F—%E4T5DH, T=F—
T, SO LDERSNTZE=F Y VI FIEEBIE > TE=X Y T 2T 5,

18.2 MERIT

SR RRE & 1E, TRBROFEME, T — X Bk, SCEAL K OS2 GCP & ONBHiE 9~ 2 #ilil 4 5385F L
TWAZ & BRFET D T2 O IR E SN FHER SRR RSB TH 5,

WEOEFE=HX Y 7 XIBRO SWEE B & 13N L€, IR E(EEMNIE4 T 5 A Y
Fid. BT — 2 BROVEBRICIE D EBICHOWT, BERICED D TERICET 2 FIEE) 126t
VY, FER L7 FIE ARk L 7 A s EF N OGS RE E 2 R L. TR BT = Al M OVSE G = iR A
BoRICRET 2, ZOEBITT, MBEEROFEEROMRNEEND, -, FEROER
MEIX, BEEOBME, LERLOTHD,
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19 fRiE

19.1 BEROMERE

AL~ R EFICEDS  MERRAL EREREGSFE, B ORRRER D%
REDFEEIZEE T 285 (R 94 3 H 27 RIEAESH 28 75) . [ENRFEER o B R AR D S Hi oD B
MBI A CPR 17 4 3 A 23 AMEATGEE S 36 &) (TEV ., ATRBRIE M1 & 2
SFLTCERMT 5,

WERE DNME, ZEKROFALS T HEEPROEETHY | P LH2OLDORIELI Y b
BREINDNETHD,

BREEZERT. BRSOV TRELR), BH2R) R OEZABLR D b IRER O S0 M Ok %12
DNTHINIFET D,

TRBR IR O RIT, HRLEREBIIC 1T 516805 GCP A4, 1RBRFEMiFIEE, 1RH
FIE M O RL BB O FINAFAE > THEIEIC ) OFIRIAThN D £ 5 LERHEZ# D, 18
BREAEERN, IRBREAZ B R OAGRITIE S C YRLERKE O R DR, RIEITHEV., TRERIE
RIHE 2T L CIRRZ i 5, IRBREEEM L RBROHEEMIL, & OREICHTZ-
T, NEREDBLED D R ONRBRERM GO & | #BE ofFeRae, ek, Fils, FRE6E
7). IRBREAREMSUTIRBR O HERD & OIRFRRE L BE T 5, FERERNEZXSEITONTIE,
YRR O A XD 2/ W EE 2 RE . HAlE UTHERE & L, 7o, HE2micssunss
BB EBEZONLHEEWRE LT 56 IITRICEARKEZ T 5,

BB EEMNL, #RE OBBRICEE T 2 ER EOHOBFEZA S bDOTH D, IRREEE
fili K BB HRIE R, JBRA DNIGBRICSINT D H1IC, 50 CORBRONE, T OMDIGRRIC
B 5 FEHICHOWT, BRZR5 K5 ITHBRE 16 L TRl ASCE « RIESCEZ AV TH4IZm
L. IBBRA~OZIMZOWTHHERIC L 2FAELZXEICIVED, BBRICHKE L TSINT 250G
MNZOWT, HRE ORI EE G2 5 RO & WG DG E . IRBREEEM LD
BB HHERNL, YIEHRE BN ([T B 2. TBRICHESE L T2INT 2 2050y, #BRE
ERZMERT D,

Wl DH T B BN T D RIREMED & HRCEKIT. BERE DT T A N — LR DR AITRLRE
L CHRi#ET D,

19.2 HEBEOWERS

TRBREREREE DR IT, HREOWMBEDRENHEEND X ) LERHEZH#H LD, WHRE
B AIERIT, A EZFFE LSS LOOFEHEZEIET A, KIRERICBED A H X, #RE
DT FZAN—RHEICRRBOREREZ DRI NE R B2, £, T=4—, BEERYELE
D TARIBRICE G L7-F 1T, BRSO EERME R EIC X W BRE D7 T A v —2fb 5 HIH
EHVEEZEAICH, TORNREWNRDLE ZFHITHIRE L T b,

19.3 #HEE - REE~OHHALEE

19.3.1 REXERUVZDMORBANXE

TR AT E AT ST HEMIT, 1BRFEMICESLD, IBREEZE DI AR BT FE -
FASCEE V., R L7 D BE EIIEEE K LT, DEXIECEIC X 5 o it 21T
W, BEOHHEBERICIAREZEE TS, 77, A EI3MGEE*OREICRE L KIFT
L EZ LN DAL L EMEEDIERNE DN, WEE £ IIREE*DORIF I E L K
ET & O LRI O TR T D REE, BOIIHEERE 7 IEEE IR L. R
TREBRICHESE L CRINT 2 0B IOV TR E £ 721 3RGEE* OB 2 T oM T 5 L & bl
HANIEREEZ B OAGREZR CHIE - ABEEZEOSGT 21TV, #E £ 713 e#E* O
HAEZBET 5,
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CREEE L. R IS R FEE ORI DR WSS I IIHERE DY 18 AR D BE 2R LT
%.’)fz%/u\ 1RER~D SN ;Ob\f PRE & & BT, UIRE R THREEZT 522 ENEY
RbDERBOOLNLETHD, %%@%ﬁ*@é’:ﬁo% BBE, BAAN, ZOMINOICHET 58
92,

1932 7t FRAXES LUV ZTOMOFRAXE

TR EAT =R X AXIRBR o HIERIX, 1R G, (RREAEZBERICTKREGT B
bﬁ%i%%%w\ﬁ%&@é$%®ézﬁﬁi% ﬁ%iiwﬁm@%?ﬂbﬁﬁw%ﬁ o)
LT, HBRIIXEICL D2+ a2ty BFOBmERICEIDAM 77— K- TRV
%mﬁ¢5 7, FTHERMRY CECL DA v T4 —L K - 7t/b%ﬁ%?éit eRE O
BERICHELZ KFT LB ONDHIMESRCEEMEOFERIE DI, RS ORI
%&i#io&%hﬁﬁ DELITOIHREL, HLNITHERE (TIHFImERME L. ATk e
LTEMT DNENCONTHRE DOBEREZ TOMRT D E L b, FRICEREFEEZES DK
BEGTT Y P XEZEOUWGETZITWV, HBREDA > 74— LK - Tt‘/ N EFHORET 5,

w33 HEANERLUTEY FXEORE
EAASCEICE, BEEIIMGEE PR LT WRBLICEE L, LTFTORHFHEZE D T

ﬁﬁ#é Ty FHSCEII YA H A X G A DR T X S LS KRB TRET 5.

(1) 1RBRSHFEEES Z

(2) VBBRO A/

() BREALEMORKAL, B4 K OGS

4) 1BBROFIE

(5) THIESNDER EOFIEE K OVERMEIIAHIZEE BBRE 2L > TSN D RN R WGE
i, WBREICFDOEEMOEDHZ L)

(6) MMOIEHIFIEIZEET % FIHE

(7) 1BBRIZZINT 5 Wik

®) WEBROBNMENSOTHERMY DL ZENTELHI L

9) BRI U2 Z EUIBMETY 0 D Z LI & 0 EBRE DR 2B &2 1 72
L

(10) JEEROZINZELD 08 D56 ORISR O Bl MBI 3 % $1H

(1) BBRF DORENMEEIND Z L2 EMIC, T=F—, BEEIEYFE K NNEREEZS B S%ENR
EREME XD L

(u)%%%_%éWaﬁ% éhé:k

(13) fEFEREEN A L2580 BT 2 S 25 R B o8& A

(14) EFERENBAE LTS 1£§§f£#AB§ﬁ>?T%DXL%> &

(15) fRERERE DOMfEIC F%éﬁ“é%lﬁ

(16) MR OB R EIZ OV TCHERHLIT O IRREELZBESICET o 5HH

(17) #BRE AT D188 E HIZB 3 5 FIH

(18) #EBRFE 235FH X & FIH

19.34 REHLIUV7 Y FREBOREEAE

KIBERA~OSINHT D2 XLHREB IO MEI, KIEROBFED A7 ) —= 7 & X
A A SERS D BNCHUS LR TR 572200, MR E R DBEARANEIIGEE ITLEFELZMNT
TR L. BB E NG %ﬁ’mﬁ%i<ﬁﬁ%bf_;k%ﬁﬁn L7 BT, KIBBRA~DOZINIC
ODVWTHREARNEZIIMGFHEZEOHAHERICEIOFEZLEFEIITELIZ LT D,

[FEXERL LOT & RIS 2T - iR EEEA %%\WE%&U$%KAﬁ
EF4 L. FHAMNEZRAT D, ﬁ%%ﬁ%ﬁﬁ&%ﬁﬁ%%ﬁot Tk HEIBERE A S
AESCGEICEA L, B ZREAT 2, FEhERERE! #%%'J@Eﬁbﬂ%&bﬁ)&)é%é}%ﬁ%b\T\ [EF=3
LEFEARTFERE LTRIFL, BLEZMAEL L BICEE~TFET,
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1935 FREICEYTS2BESFE
FRRELREAETYH, ARERRY AECEICEA L, AL AMEZRRAT D, BHEICH L TR
%i%&@ﬁ%i%ﬁﬁéﬂ\%@Wﬁﬁﬂﬁﬂi%@h%ﬁ& L VEH S, BEDIRBRA~
OZIMZABETRE L, FiZ, REEE I L2 NP FELFEICEA L. AL M ETLAT D,
ASSN $%KA®&%%iWﬁ&L RE&EH CLRAN) TR EER S VW IXIRER 1 E Rl
FRAREICEERSA, BEPHECLLIBABRTE W R, BF LN L OBRRERET
2
RO OMIL L RIS T 2B N O ARUITEBEEZITRVE T, A 74—
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ILAE 7348

Classl Completely seizure free; no auras

ClassII Only auras; no other seizures

ClasslII One to three seizure days per year; + auras

ClassIV Four seizure days per year to 50% reduction of
baseline seizure days; + auras

ClassV Less than 50% reduction of baseline seizure days to
100% increase of baseline seizure days; + auras

ClassVI More than 100% increase of baseline seizure days;
+ auras

BN

14) ILAE Commission Report
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