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Pre-Submission Timing

Not too early and not too late

- You need sufficient information about your product to inform the
response, with enough time to plan your submission strategy and
studies

FDA generally recommends one pre-sub per product.
Additional questions and follow up information may be
managed under the same Q-sub.

Non-trivial follow up may require a supplement

Pre-sub discussions typically occur early in product
development during planning stages

Pre-sub decisions will drive design considerations and
performance testing
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Presubbmission Timing

Package sent fo FDA*® Day 0
Acknowledgement by FDA Day 3-5
Request Accepted Day 14-19
Proposed Dates Day 18-20
Meeting with FDA Day 74-76

* For content see FDA Pre-Submission Guidance
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Business Drivers

= Time to market

Understanding potential regulatory pathways can
inform decisions about market strategies

Better control of development cost

Reduce re-design and re-testing cycles with input
from FDA on performance test plans

= Clarify questions in advance of FDA review of the
pre-market submission; reduce uncertainty

« Submission contents clearly defined to reduce risk of
NSE/ not approvable decisions or delays
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Pre-submission Best Practices

Clearly define your objectives. Helps to keep the project
team and FDA focused.

Determine key questions that you need answered. Put
the specific question in the form of a statement - what
you would propose and why. Ask if FDA agrees.

Make sure the device description has sufficient detail;
use diagrams, photos, quick reference guide (to
demonstrate simple to use, if applicable)

Take time to work on the intended use/ indications for
use statement before sending 1o FDA. Make sure it is
clear and well considered.

Decide if you want an in-person meeting, conference
call or written response.
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What is your Devicee
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AS MARKETING REQUESTED IT AS SALES ORDERED IT AS ENGINEERING DESIGNED IT

/_-\\\

AS WE MANUFACTURED IT AS FIELD SERVICE INSTALLED IT WHAT THE CUSTOMER WANTED!!!

“COMMUNICATION" MEANS: SAYING AND HEARING HAVE THE SAME MESSAGE

Tree Swing picture from 1970s - Businessballs.com (Ack T & W Fleet)
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Keep in mind most of your communication
with FDA will be the written word.
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Taking Advantage of the Pre-Sub Process

One time free advice

FDA provides written responses to questions of your
choosing.

The FDA meeting is limited to 1h. Plan your time
carefully.

Prepare an agenda with assigned speakers.

Coach your feam on what to say, and what not to say.
Recommend attendees — your team and FDA

— Consider statfistician, clinician, academic expert

Assign someone to take meeting minutes.

Refer to FDA guidance for required content and eCopy.
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Taking Advantage of the Pre-sub Process
Reasons for a Pre-sub — Reqgulatory Strategy

Is the technology new or complex such that FDA will
have concerns that could change the classification?
Data requirements? Subbmission contente

Are the data requirements consistent with similar cleared

or approved devices? Would changes in fechnology or

Ejnerlé:oI practice dictate the need for additional clinical
atac

Are there multiple potential regulatory approaches that
need clarification as your company considers product
design and market needs?

Are you considering bundling multiple devices in your
submission?
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Taking Advantage of the Pre-sub Process
Reasons for a Pre-sub — Intended Use

«  Are there anticipated issues with your infended use
with respect to the classification regulatione

Does FDA anticipate new public health risks or
safety concerns for the device that would impact
your infended use¢

« Can the intended use be general or will FDA require
specific populations or setftings be stipulatede

« What are the pros and cons of beginning with a
narrow intended use and expanding as data
become available?¢
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Taking Advantage of the Pre-sub Process
Reasons for a Pre-sub — Guidance and Standards

- Is there new guidance for products of this type or
new requirements not yet captured in guidancee

= Is there special controls guidance that applies to
your device?

« Can CLSI standards be used as written or will FDA
require some modifications in methods?

= Confirm applicability of older guidance

- Do deviations from guidance noted in summaries
for similar products apply to your device?

- Do you have questions about the software and
cybersecurity guidance documents?
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Taking Advantage of the Pre-sub Process
Reasons for a Pre-sub — Performance testing

« Does the analytical validation plan support
the clinical application for your device?

« Seek feedback on the clinical study design:
specimen type(s), sample numbers, patient
population(s), statistical analysis.

= |s method comparison sufficient, or will FDA
require additional clinical data@e

= CLIA walver considerations — dual sulbbomission

« Do you plan to use sites outside the U.S.¢
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Industry Experience
Case Study #1

Device company submitted a pre-sub fo defermine
appropriate classification for a novel cardiac marker.

Company proposed de novo pathway finding only
predicates with a diagnosfic intended use. New marker

Is intended for monitoring.

Through discussion with FDA, an appropriate existing
regulatory classification regulation was identified which
allows for a fraditional 510k pathway, avoiding the more
lengthy de novo process.

FDA is requiring clinical data for the new device as a
straight forward method comparison would not provide
sufficient assurance of safety and efficacy.
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Industry Experience
Case Study #2

Sponsor submitted pre-submission on a new analyzer
with & new reagent assays.

Initial feedback was sought on bundling, predicate
options, and performance study plans.

FDA accepted bundling and provided some helpful
suggestions on predicates options.

FDA feedback on analytical performance plans, clinical
protocols (method comparison, reference range,
reproducibility) was key to timely design of studies.

A supplement was filed to seek input and clarification on
use of the Replacement Reagent/ Instrument Family
guidance for a next gen analyzer.
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