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Disclaimer

The views expressed in this presentation are those of the presenter and
do not necessarily reflect the views of Teva Branded Pharmaceutical
Products R&D, Inc. or any of its corporate affiliates.
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Agenda

» Combination Product development overview

« What are Essential Performance Requirements and Essential Design
Outputs?

« How do we determine them?

« What do we do with them?
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Combination Product Development
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EPRs and EDOs - Where do | start?

* Areyou developing your Combination Product under Design
Controls?

* Are you performing Risk Management on your Combination
Product?

* You're 95% of the way there
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Essential Performance Requirements (IEC 60601 -
1:2005)

« Performance of a clinical function, other than that related to basic
safety, where loss or degradation beyond the limits specified by the
manufacturer results in an unacceptable risk.

» “Note that it is possible to have a medical device with no Essential
Performance Requirements. What that means is that the device risks
are controlled in such a way that the loss or degradation of any of its

clinical functions do not result in unacceptable risk.” safety risk Management
for Medical Devices: Elahi, B. (2018)

« What about Efficacy?
» Life Saving Treatment — Delivered Volume [S an EPR
« Non-Life Saving Treatment — Delivered Volume is NOT an EPR

GRx+B1losims’



Essential Performance Requirements (FDA)

“We are focused on device clinical performance at the time of use” -
CAPT Alan M. Stevens

« What about Safety?

« Life Saving Treatment — Cap Removal Force IS an EPR
« Non-Life Saving Treatment — Cap Removal Force is NOT an
EPR =
« QOther FDA examples for an Autoinjector
. N Force ——

Needle insertion depth
» Delivered Volume
* Injection Time

* Audible / Visual / Tactile feedback does not
prematurely signal completed injection
* Needle is shielded
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Essential Performance Requirements (Proposed)

« EPRSs are the subset of Design Inputs
that impact safety or clinical
performance at the time of use by the —

. o T
patient or user. ~
« We don't submit our Design History File / : AN
. 'Y y / Design Inputs
and Risk Management File to CDER and / \
CBER so we need an executive summary |." "-.l
in our submission!
\ Essential /
\ Performance
N /!

Requirements

A (EPR)
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What about Essential Design Outputs?

« Essential Design Output (FDA) — Design Outputs that are essential
for the proper functioning of the device.

» Are there Design Outputs that aren’t essential?

« Essential Design Output (proposed) — Design Output that traces to at
least one EPR in the Trace Matrix is an EDO
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FDA Inspection Guide (Design Controls)

Are there unresoived
discrapancies left from he
design validaton?

(820 30ig)

i ha device contains software,
was he soltware lor the device

of the reguiation been defined
and documented?

B20.30(a), B20 30(C)-()  {2)

Inspectional Objectives
« “5.Verify that the design outputs that are essential for
the proper functioning of the device were identified.”

Fieview M design plan for the
seiected project, and initale
assessment of the firm's
oonduct of risk analysis.

Was esign valloaton
accompiished using inilial
production devices or their
equivalents?

620 30(b) (3)

Wete design mputs
established?

B820.30(a} (12)

Were design changes
convalled Including validated or
where appropriate verified?

820 301, 820.700) {13)

T

Were design reviews
conducted?

Were acceptance criteria
established prior 10

peromance o veriticaiion and
validaton actviies?

} e proper
Ih'-;']-.tl'l;; ol the dow i
I||_'|q_-: Whied?

Wera design tufpuls that are f

Was ihe design comectly
ransiered?
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Did verification conlirm hat
cutpuls met inputs?

#20.30(1)

! show that he approved design
met the predetermined user
needs and infended uses?
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DESIGN
CONTROLS
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FLOW CHART

820.30(g)
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CQAs and EPRs/EDOs in CP Development

Quality Target Product Profile (QTPP) [ = = = = = = = = o o o - o = - > User Needs
Critical Quality Attributes (CQA) Design Inputs
with EPR Subset

v

Design Verification (DV) Testing
Release Stability Real Time & Accelerated Shelf-Life
Testing Testing with EPR Subset
Control EDOs ‘1'
ll sL Strategies
Release and Stability Report 1‘ _DV Rep?rt Summary
with Detailed EPR Subset

> CQA and EPR Manufacturing Controls <€ I

+Bilosims’




Summary

« EPRs and EDOs come from your Design Control and Risk
Management Process
« EPRs and their controls should be clearly specified in your
submission
« NDA, ANDA, and BLA submission formats are not intuitively set up for
Combination Product submissions.
« Pick a section for EPRs and their controls and draw attention to it
« FDA will be looking for analogous Drug Product information in 3.2.P.2
Pharmaceutical Development Report
« EDOs and their controls should be available during inspections

« Have your Trace Matrix ready with your EDOs and their controls
highlighted
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