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Agenda

= PMA Refresher
= New April 23, 2014 Expedited Access PMA

= Breakthrough Therapy
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Approval based on FDA determination PMA application
contains sufficient valid scientific evidence to assure that the
device is safe and effective for its intended use.
« PMA approval is a private license granting the applicant
(owner) permission to market the device

» Regulations provide FDA 180 review days

« FDA may request an advisory committee to review PMA at
a public meeting and make a recommendation

 FDA inspections
» Bioresearch Monitoring (BIMO)
» PreMarket approval

http://www.fda.gov/OH RMS/DOCKETS/98fr/O6d-0228-gdIOOOl.pdf
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Class lll device
« Supports or sustains human life <or>

* |s of substantial importance in preventing impairment of
human health <or>

» Presents a potential unreasonable risk of illness or
Injury

« General and special controls are insufficient to assure
Safety and Effectiveness

PMA application:

* Required under Section 515 of the US Federal Food,
Drug, and Cosmetic Act

» Most stringent type of FDA device marketing application
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Cover Letter

Table of Contents

PMA Summary (becomes public information along with labeling)
- Indications for Use
- Device Description
- Alternative Practices and Procedures
- Marketing History
- Summary of Non-Clinical and Clinical Studies
- Conclusions drawn from studies

Complete Device Description:
- Including pictures, functional components
- Properties of device relevant to diagnosis, treatment,

prevention, cure, or mitigation of disease or condition

- Principles of Operation
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« Reference to performance standards or voluntary standars
« Technical Information
« Non-Clinical Laboratory Studies: Microbiology, toxicity,
iImmunology, biocompatibility, stress, wear, shelf-life, other
laboratory or animal tests. Non-clinical studies for safety
evaluation must comply to GLPs (21 CFR Part 58)

« Clinical Investigations: Study protocols, S&E data, adverse
reactions and complications, device failures and
replacements, patient information, patient complications,
tabulation of data from all individual subjects, results of
statistical analysis, any other clinical investigational data.
|dentification of any IDE investigations.
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» Bibliography of published reports

» Copies of all proposed labeling

* Environmental assessment in accordance
with 21 CFR 25 (may not be needed if device
IS of same type and use as previously
approved)

» Financial certification or disclosure
statements
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Manufacturing Documents

= QOverview of the Quality System g

= Quality System Procedures, 820.20 (e)

e Copy of QS procedures (Audit SOP, Management Review
SOP, Outline of the structure of QS documentation.

e Quality Manual

Including: Title and scope of application, TOC, Outline of
the structure of the QM, Quality Policy and Objectives,
Organizational structure and responsibilities or authority,
References to basic QS SOPs, etc.
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Manufacturing Documents

E.

= Qverview of the Manufacturing facilities with a Production Flow Diagram
showing important aspects of the process

= Purchasing Controls -Copy of the Procedure

= Production and Process Controls -Copy of the Procedure

= Inspection, Measuring, and Test Equipment -Copy of the Procedure

= Final Acceptance Activities -Copy of the Procedure

=  Nonconforming Product and CAPA -Copy of the Procedures

= Complaint Files -Copy of the Procedure

= Process Validation - Copy of the Process Validation plans and reports

= Receiving Acceptance Activities -Copy of the Procedure
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2013 Original PMA Approvals
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2013 PMA Submission Approvals Review Time
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Expedited Access PMA
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http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM393978.pdf

Expedited Access for Premarket
Approval Medical Devices Intended
for Unmet Medical Need for Life

Threatening or Irreversibly
Debilitating Diseases or Conditions
Draft Guidance for Industry and Food
and Drug Administration Staff

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes onlyv.

Document issuwed on: April 23, 2014

Tou should subnut comments and suggestons regarding this draft document within 90 days of
publication in the Federal Regisier of the notice announeing the availability of the draft
guidance. Submit electronic comments to htp:amanw regulations gov. Submit comments to the
Dhvision of Dockets Management (HFA-305), Food and Dug Administration, 5630 Fishers
Lanme, . 1061, Rockwille, MDD 20852, Tdentify all commments with the docket number listed im
the motice of availability that publishes in the Federal Regisrer.

For questions about this document concerming devices regulated by CDEH, contact the Office of
the Center Director at 301-796-3900. For questions about this document concerming devices

regulated by CBEE. contact the Office of Commumnication, Cutreach and Development (OCCOIY)
by calling 1-800-835-4709 or 301-827-1800.
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http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/UCM393978.pdf

Executive Summary - “"EAP” program

New, voluntary program designed to expedite patient access to
certain medical devices intended for unmet medical needs and
are subject to premarket approval (PMA) applications.

= FDA believes the program "will help patients have more timely
access to these medical devices by expediting their
development, assessment and review, while preserving the
statutory standard of reasonable assurance of safety and
effectiveness for premarket approval.”

= "Getting the right balance between premarket and postmarket
data collection-specifically, where appropriate, a greater
reliance on postmarket collection-can reduce the extent of
premarket data submission and directly impact when patients
\éIVi” have access to high-quality, safe and effective medical
evices."

= “"Not a new pathway to market," "collaborative approach to
facilitate product development” using existing regulatory
authority granted to it by Congress
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Request Designation and Eligible for the EAP Program
(1)
= Sponsors first needs to request a designation
from FDA that their device is an "EAP Device,"
known as "EAP Designation.”
Eligibility:
= “Life threatening” is defined as a high likelihood
of death unless the disease course is interrupted.

= “Irreversibly debilitating” means a morbidity that
has substantial impact on day-to-day functioning.

FDA notes that short-lived and self-limiting morbidities will
usually not be sufficient.
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Eligible for the EAP Program (2)

EAP Sponsor demonstrates the device meets one of
four criteria:

(1) the device represents a breakthrough technology that
provides a clinically meaningful advantage over existing
technology;

(2) no approved alternative treatment or means of diagnosis
exists;

(3) the device offers significant, clinically meaningful
advantages over existing approved alternatives; or

(4) the availability of the device is in the best interest of
patients (e.g., addresses an unmet medical need). Note:
IVDs are eligible for EAP and may find justification through
this fourth criteria.

These criteria are based on priority review criteria in Section 515(d)(5) of
the Federal Food, Drug, and Cosmetic Act
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Data Development Plan

= The program will involve sponsors and FDA working
closely together, both to communicate and resolve issues
as they arise and in the development of a "data
development plan specific to the device" that will outline
the clinical data that the sponsor intends to use in
support of the device's approval and when that data will
be collected (premarket or postmarket).

= Data development plan is a key aspect of the EAP; the
plan will "help assure predictable, efficient, transparent
and timely device assessment and review." Crucial to the
plan is determining which data can be collected after the
device is granted approval.
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10 Factor Device Evaluation of Probable Benefit-Risk:

1. Premarket (clinical or non-clinical) data demonstrate probability of serious harm is low.

2. Postmarket patient device exposure is small prior to required postmarket data submission.
3. Device is non-implantable.

4. Sponsor has a proven track record of a robust quality system.

5. Data Safety Monitoring Board will be used in the postmarket study.

6. User training to help mitigate the probable device risks, described in the proposed labeling.
7. Sponsor provides patient labeling.

8. Valid scientific evidence demonstrates intended patient population is willing to tolerate
probable harm and a level of uncertainty about probable benefits.

9. High likelihood that postmarket surveillance can quickly identify instances of serious
patient harm.

10. Timely completion of required postmarket data. Proposed postmarket data study is well-
designed and feasible (including likelihood of patient participation once device approved.)
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How can the PMA review be accelerated?

EAP Device SE. FDA intends to accept surrogate endpoints,
intermediate endpoints, smaller clinical trials, quicker clinical
trials, and companion diagnostics to help bring devices to
market more quickly.

EAP designation affords companies an interactive
review

— “Least burdensome" approach to development
— Priority review status

— Potential involvement of senior FDA management officials
and a cross-disciplinary case manager.

FDA may:

— Permit device manufacturers to "provide less manufacturing
information in their PMA application,™

— If Sponsor has history of GMP compliance, no premarket
inspections of manufacturing sites.
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Breakthrough Therapies
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EAP PMA Program Modeled on Drug Breakthrough
Therapies and Accelerated Programs

= EAP Program utilizes certain features from CDRH’s 2011
Innovation Pathway, program designed to help expedite the
development and review of breakthrough medical devices.

= Breakthrough Therapies: Drug breakthrough therapies
program was created by the Food and Drug Administration
gafze(gyllzand Innovation Act ("FDASIA") and signed into law July

= Accelerated Approval: Accelerated approval provides for drug
approval based on an effect on a surro?ate or intermediate
clinical endpoint that is reasonably likely to predict a drug’s
clinical benefit.

= Fast-Track: The fast-track program includes frequent
interactions with the FDA drug review team, priority review,
and rolling review.
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Guidance for Industry

Expedited Programs for Serious
Conditions — Drugs and
Biologics

.5, Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

May 2014
Procedural

OME Control Ne. 0910-07635
Expiration Date: 03/31/2017
See additional PEA statement in section X of this guidance.



. OVERVIEW OF EXPEDITED PROGEAMS

The table provides an overview of the four expedited programs. Additional details on the specific
programs are found i the sections that follow. MMote that a drag development program may qualify
for more than one expedited program.

Compariven of FIA™s Fxpedited Frograms for Serions Conditions

Fast Track Ereakthromzh Accelerated Approval FPricrity Feview
Ther apy
IMatore of Dhesiznetiom Diesigmstion Approval Pathway Desngnation
program
Feference ® Secton 508 of the ® Secton S0G0a) of the = 11 CFE part 314, subpart H = Prescripton Dnag
FD&C Act, as added FDnfoll Act, as added = 31 CFR pam 601, subpam E User Fae Actof
b}" secdon 112 of the h"j-' sechon P02 of - Serrion Enﬁ{c} of the FD & 1942
Food and Dl'l.lg FDasTa ..".LI:‘L A5 AEeTded b"_i-' sarton
Adminismaton 201 of FDASLA
Aodermization Act of
1997 (FDXARTA ) and
samended by section
901 of the Food and
Drug Administration
Safery and Inmowvation
Actof 20172
(FDASIA)
Cualifying = 4 drug that is = & drogz thatis = 5 drag that treats & seTions = An application
criteria imtendad o tmeat a intended o eat a condition AN gm:.era_'l]v (original or
seriouns condiriom seriows Conditiom provides 3 meaninefial effcacy
AND nonclindical or AND prelimingrs adiramiase over svailabla supplemeant) for a
climical data climical envddence therapies AN drag that tmeats a
deronstrate the imdicates that the dmas demonsirates an effect on a serions conditon
potental fo address may demonstzate noTosate endpoint that ic ANWND, if
nmmet medical meed substantial reasonsbiv likely fo predoct approved, wonld
O EE]’D'L‘EHEIL‘. on @ climiczl benefit or oo a prowide a
= A drug that has been climically sismifScant cliniczl endpoint that can be sigmificant
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qualified infections available therapises irremersible mworbidicy or safety or
dispace produact™ poortality (Thi&l) that is effectvensss OF
reasonsbly likely o predict = Aqny supplement
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climical benefit (e an labeling change
intermediate clinical pUTrsuant bo &
endpoint) reEpaIt oo a
pediatric stady
undsr S05A% OR
* An gpplication for
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