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IDE Primer Outline

 The purpose of an IDE submission
 What an IDE does/does not permit
 Significant Risk determination

o Stages of clinical development for IDEs
e PIDS Form

* Roles of IRBs




U.S. Food and Drug Administration www.fda.gov
FID/A

Protecting and Promoting Public Health

Law = Regulation |

Code of Federal Regulations (21 CFR):

— Part 812 - IDE Regulation

— Part 50 - Protection for Human Subjects, Informed
Consent (IC) Regulation

— Part 54 — Financial Disclosure of Investigators

— Part 56 - Institutional Review Boards (IRBS)
Reqgulation


http://upload.wikimedia.org/wikipedia/commons/5/5a/US_Capitol_dome_Jan_2006.jpg
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Section 520(g) of the FD&C Act

Purpose of an IDE

To encourage discovery and
development of useful medical devices for
human use, to the extent consistent with
the protection of the public health and
safety and with ethical standards, while
maintaining optimum freedom for scientific
Investigators in their pursuit of that purpose
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Purpose of an IDE

An approved Investigational Device Exemption (IDE) allows:

e an investigational device to be used in a clinical study Iin
order to collect S&E data required to support a Premarket
Approval (PMA) application, a Humanitarian Device
Exemption (HDE), or a Premarket Notification [510(k)]
submission to FDA.

e a device to be shipped lawfully for the purpose of
conducting investigations
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Provisions of the IDE Regulation

 All clinical investigations subject to the regulation
must be approved before they can begin

« Assigns responsibilities to all participants in
clinical investigation

« All subjects in the investigation must give informed
consent

Codle of Foderal Rz-,[u.l-t?q
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Studies Subject to the Regulation

e To support marketing application [PMA, HDE or
510(k)]

o Collection of safety and effectiveness
Information (e.g., for a new intended use of a
legally marketed device)

e Sponsor-investigator studies of unapproved
devices or new intended use of approved device
(even if no marketing application planned)
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All Device Investigations

Studies Subject to the Studies Exempt from
IDE Regulation the IDE Regulation

| |
SR Investigations NSR Studies

Full Requirements  Abbreviated Requirements
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Studies Exempt from Need for IDE

« Preamendments (pre-1976) devices

e 510(k)-cleared or PMA-approved devices, if
used in accordance with approved labeling

* In vitro diagnostic devices (most of the time)
« Consumer preference testing

« Combinations of legally marketed devices

e« Custom devices (NARROWLY defined)

 Practice of medicine or basic physiological
research
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If NOT Exempt from Device Regulation,
Then...

 Need to assess whether proposed study of device is
considered Significant Risk (SR), or Nonsignificant
Risk (NSR)

* |IRBs can and do make this assessment most of the time

 FDA can assist IRBs and/or investigators by making risk
determinations: this determination is final

e See IRB Information Sheet on SR/NSR:
http://www.fda.gov/downloads/ScienceResearch/Special Topics/
RunningClinical Trials/GuidancesIinformationSheetsandNotices/

UCM118082.pdf



http://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/UCM118082.pdf
http://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/UCM118082.pdf
http://www.fda.gov/downloads/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/UCM118082.pdf
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Significant Risk (SR) Study

Presents a potential serious risk to the health, safety,
and welfare of a subject and is:

— an implant; or
— used in supporting or sustaining human life; or

— of substantial importance in diagnosing, curing,

mitigating, or treating disease or preventing impairment
of human health

Example: extended wear contact lens
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Significant Risk IDEs

e Sponsor submits IDE application to FDA

« FDA approves, conditionally approves or
disapproves IDE within 30 calendar days

e Sponsor obtains IRB approval

o After both FDA and IRB approve the
Investigation, study can begin
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Non-Significant Risk IDEs

e Sponsor presents protocol to IRB and a
statement why investigation does not pose
significant risk

« If IRB approves the investigation as NSR, it can
begin

* Abbreviated IDE requirements (labeling, IRB,

consent, monitoring, reporting, prohibition on
promotion)

e No IDE submission to FDA needed

Example: daily wear contact lens
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Stages of Clinical Development for IDEs

For new medical devices, as well as for significant changes
to marketed devices:

e First-in-Man Studies
e Pilot Studies

e Pivotal Trials

e Randomized Controlled Trials



U.S. Food and Drug Administration www.fda.gov
FID/A

Protecting and Promoting Public Health

First-in-Man Studies

e RiIsk assessment
 Informed consent

e Study design

- Staggered entry

- Flexibility to allow procedural evolution
e Stopping criteria

- Predefined

- Independent safety oversight — need for ability to rapidly terminate
enrollment in studies if safety issues arise followed by careful
reassessment
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Pilot Studies

* Prior to conduct of larger studies

e Designed to provide information for future
studies
— Patient selection criteria
— Dosing schedules
— Surgical approach
— Pre- and post-operative best practices
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Pivotal Trials
o Multicenter studies
« Design expertise needed

e Best design in the context of providing
iInformation to guide decision-making should be
pursued
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Randomized Controlled Trials

* More likely to inform and much less likely to mislead, has
become gold standard for judging whether a new therapy
does more good than harm

e Some questions on therapy do not require RCTs
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" Pivotal IDE Descriptive Summary (PIDS)
Form
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B:;:::s and Radiological An investigational device exemption (IDE) allows an investigational device to be used in a clinical
study in order to collect safety and effectiveness data to support a Premarket Approval (PMA)
CDRH Transparency application or a Premarket Motification (510[k]) submission to FDA. Data included in a PMA or 510
Overview of CDRH (k) are often generated from a substantive, or pivotal, clinical trial conducted to support the
Transparency safety and effectiveness of a medical device.
Total Product Life Cycle (TPLC) Ths_! Pivotal IDE Descriptive Summary fc_rm is ccmplet(_ad by FDA reviewers as part of the_ IDE
review process for pivotal trials to provide an accessible summary of the major trial design
Premarket Submissions elements. This Summary serves as a tool to move FDA closer to our goal of rigorously-designed
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Educational Resources
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page. For assistance, please call 888-INFO-FDA.
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 Background

e Study Design

o Safety

o Effectiveness

o Statistics
 Future Concerns

" Pivotal IDE Descriptive Summary (PIDS)
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IRB Responsibilities

e Determine jurisdiction

— FDA, NIH, “basic physiologic research”
e Determine the risk

— Minimal risk (expedited IRB procedures)

— NSR or SR (unless FDA has already decided)
 Review study

— Approve, approve w/modifications, table
pending additional information, disapprove
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IRB Responsibilities

e Review informed consent
— For SR device trials, FDA has reviewed for
compliance w/section 50.25

 Review study changes & adverse events; do
continuing review

e Submit reports to sponsor & FDA
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Resources

 [nformation Sheet Guidance For IRBs, Clinical
Investigators, and Sponsors
http://www.fda.gov/ScienceResearch/Special Topics/RunningCl
Inical Trials/GuidancesinformationSheetsandNotices/ucm11370
9.htm
— Frequently Asked Questions About Medical Devices

— Significant Risk and Nonsignificant Risk Medical Device Studies

e Device Advice:
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuid
ance/default.htm

 CDRH Learn:
http://www.fda.gov/Training/CDRHL earn/default.htm



http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/ucm113709.htm
http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/ucm113709.htm
http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/GuidancesInformationSheetsandNotices/ucm113709.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/default.htm
http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/default.htm
http://www.fda.gov/Training/CDRHLearn/default.htm

U.S. Food and Drug Administration www.fda.gov
VA

Protecting and Promoting Public Health

Questions/Comments

sheila.borown@fda.hhs.gov 301-796-6563

cindy.demian@fda.hhs.qgov 301-796-5640

lynn.henley@fda.hhs.gov 301-796-6120



mailto:sheila.brown@fda.hhs.gov
mailto:Cindy.demian@fda.hhs.gov
mailto:lynn.henley@fda.hhs.gov
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