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=EaaM D EE-TFDA vs US FDA

73 #R %5 Rl
862 B PR{EER K BG PRE5IEEE Chemistry ~ Toxicology
864 M %22 K mEE Hematology * Pathology
866 BIEERMEYIZ Immunology ~ Microbiology
868 it BFE2 Anesthesiology
870 IO M= B2 Cardiovascular
872 SR Dental
874 E £[fRIE8 Ear, Nose, and Throat
876 BRI B FRFIER Gastroenterology and Urology
878 — % K B RIINRLSEAT General and Plastic Surgery
880 —RER KRB AERIEE General Hospital
882 #H4ERIZ Neurology
884 45 Z=RIE2 Obstetrical and Gynecological
886 ARFIER Ophthalmic
888 = #EE Orthopedic
890 MIBEREARIES Physical Medicine

892 T ETEE R E8 Radiology
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Clinical evaluation

Conformity
assessment/ Clinical use PMS/PMCF
certification

Pre- Clinical

Vigilance/Market

clinical/technical investigation surveillance

Risk analysis
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o T2 RERR*AEREIZE (Summary of Safety and Clinical
Performance, SSCP)

. ERERELfH(Clinical Evaluation )

o FHRER

1B H (Post market Clinical Follow-up, PMCF)

o FEEREAER(Clinical Investigations)
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safety, performance
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Clinical Development Plan
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» Specific for Medical Device

* Regulation & harmonized standards:
» 1SO 14155:2020 ~ ICH E6 ~ Domestic regulation (xzzsresmranesms)

» Covering the whole stages of clinical trial
« Ethical Principles — Declaration of Helsinki
* Risk Analysis & Evaluation

» Concept of Quality Management



/ Risks identified from
/ all applicable sources
e.g. animal studies,
design input, market
experience, literature,

ata from previous
generation devices

Risk assessment |
analysis and evaluation)|

Risk control
Identification and
implementation of risk

control measures
e.g. pre-clinical investiga-

tions, design changes, etc.

Benefit-risk analysis &
report
Evaluation of overall
residual risk acceptabili

Identify anticipated Plan
device effects,establish (A.4)
risk acceptability \/\
thresholds
6.2.1

Application of Risk Management to Clinical Investigations

ISO 14971: Application of risk management to medical devices

ISO 14155: Clinical investigation of medical devices for human subjects
- GCP

Suspend Clinical
Investigation
8.1.2

Clinical Investigation

Potential
unacceptable
Risk?
7.4.4

Conduct preliminary
risk assesment
7.4.4

Informed Consent
Form
(5.8.4)

Nt

Conduct clinical investi-
gation apply require-
ments of [SO 14155;
monitor risk against risk
acceptability thresholds
6.2.1,7.4.4

Event/Info
identifies a
potential umanticipated
safety concern?
7.4.4

Risks
acceptable?
6.2.1

[nvestigator Bmchurel
(B.5)

S

Terminate clinical
investigation
8.2.2

Instructions for
Use
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Approved Protocol Investigator Selection Approval
Process

Statistical Analysis Data Entered and Patient Recruitment
Reviewed and Participation

Presentation Data Filed and
and Publication Registration

| of report  Obtained




Case Study



Automated

Retinal images taken
using a fundus
camera. Non-

invasive and no

Images are uploaded
to EyeArt Cloud.
Secure, encrypted,

HIPAA-compliant
transfer.

analysis and
secure reporting in
60 seconds. No
human grading
required.

dilation required.

Results in
60 seconds

Easy to understand
screening results. PDF
diagnostic report
generated.

Triage at the point
of care. Patients
who screen positive
immediately

referred to eye care
specialists.

Source: https://pdf.medicalexpo.com/pdf/eyenuk-inc/eyeart-presentation/122102-194313.html



https://pdf.medicalexpo.com/pdf/eyenuk-inc/eyeart-presentation/122102-194313.html

Example-EyeArt (K200667)

EveArt is indicated for use by healthcare providers to automatically detect more than
mild diabetic retinopathy and vision-threatening diabetic retinopathy (severe non-
proliferative diabetic retinopathy or proliferative diabetic retinopathy and/or diabetic
macular edema) in eves of adults diagnosed with diabetes who have not been previously
diagnosed with more than mild diabetic retinopathy. EveArt is indicated for use with
Canon CR-2 AF and Canon CR-2 Plus AF cameras in both primary care and eye care

seftings.

Healthcare provider |

N4 ; o
W/ : :

User
: User computer I 7 Secure virtual private network

- i ' Secure
| connection | EyeArt
Analysis
. Computation
Patient Camera i ! | i Results Engine

Source: https://www.accessdata.fda.gov/cdrh docs/pdf20/K200667.pdf



https://www.accessdata.fda.gov/cdrh_docs/pdf20/K200667.pdf

C. Non-clinical Testing

EveArt (software version v2.1.0) was identified as having a major level of concern as defined in
the FDA guidance document “Guidance for the Content of Premarket Submissions for Software
Contained in Medical Devices.”

Verification and validation activities at unit, integration, and system level were performed. In all
instances. EyeArt functioned as intended and results observed were as expected (1.e. all
specifications were met).

Comprehensive risk analysis has been conducted for EveArt with identification and detailed
characterization of the hazards including their causes and severity. Adequate risk control
measures have been designed and implemented to mitigate all identified hazards to acceptable
levels.

EveArt also implements comprehensive cybersecurity measures for data confidentiality, data
integrity, and data and service availability. Designed to meet industry standard cybersecurity best
practices, EyeArt ensures that data remains secure (with encryption during transit and at rest) and
private (with authentication and authorization protocols enabling access).

EveArt has been designed to provide results that are aligned with the clinical practice
recommendations for the ophthalmic care of patients with diabetes and has been developed in a
clinically aligned framework.

A change protocol was also submitted. to allow for updates and improvements to EyeArt while
ensuring that the changes do not introduce risks that adversely affect the safety and effectiveness
of the device for its intended use.



D. Clinical Testing
1. Overview

EyeArt was validated in a prospective, multi-center pivotal clinical trial (ClinicalTrials.gov ID
NCTO03112005). A total of 942 subjects were consented of which 915 subjects met study

eligibility criteria. The study was designed to support a De Novo submission since a predicate
device did not exist when the EyeAtt clinical trial was launched. To better align the analysis
population with the proposed intended use population, analyses were presented on 655
participants after excluding subjects who did not meet certain additional prespecified criteria
(e.g., subjects 21 years old or younger). The 655 participants were enrolled in the study at 11 US
study sites that included primary care centers and general ophthalmology centers. The i
participants were further divided into two cohorts: one for subjects enrolled during a petiod of
sequential enrollment only (235 subjects, with 45 enrolled at primary care sites and 190 enrolled
at ophthalmology sites) and the second enrolled during a period when procedures allowed
sequential as well as enriched enrollment (420 subjects, with 335 enrolled at primary care sites
and 85 enrolled at ophthalmology sites). The performance of EyeArt was evaluated against a
reference standard determined by experienced and certified graders at the Fundus Photography
Reading Center (FPRC) per the Early Treatment for Diabetic Retinopathy Study severity
(ETDRS) scale on dilated 4-wide field stereo fundus imaging by FPRC certified photographers.
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» 27. failed to meet pre-specified eligibility criteria

o
—_—
un

¥ 24: younger than 22 years

L

122: enrolled at retina sites

96: had recorded history of DR (3 with severe
NPDR or PDR, 21 with moderate NPDR and 66

w

673

» 18: failed to complete study protocols

655 | Intent to screen (ITS) cohort

Enrichment
permitted cohort

Sequential -
enrollment cohort a

Primary care Ophthalmology Primary care
45 190 335

Ophthalmology
85

.

with mild NPOR), noted after enrollment J

Excluded from analyses
to support substantial
equivalence

Figure 2: Subject disposition and cohorts used for analyses to support substantial equivalence.



~ Unparalleled clinical evidence

PATIENT VISITS PATIENT VISITS SENSITIVITY AND
SPECIFICITY

USASTUDY NHS UK STUDY 100K+ PATIENTS

» Results comparable to human graders in a fraction of the time and cost

» Available 24/7: can process exams in large batches

Source: https://pdf.medicalexpo.com/pdf/eyenuk-inc/eyeart-presentation/122102-194313.html



https://pdf.medicalexpo.com/pdf/eyenuk-inc/eyeart-presentation/122102-194313.html
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