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FDA Mission
 Promote and Protect Public Health

—Establishing and enforcing high
product standards

—Promptly and efficiently reviewing
clinical research and taking
appropriate action on the marketing
of regulated products in a timely
manner
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Role of CDRH

» Establish reasonable assurance of
the safety and effectiveness of
regulated medical devices in the U.S.
both before and after they reach the
market
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FDA Bioresearch Monitoring

» A comprehensive program of on-site
inspections and data audits designed
to monitor all aspects of the conduct
and reporting of FDA-regulated
research

» Education and outreach programs
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Objective of the BIMO Program

« To assure the data quality and
integrity for regulatory decision-
making

» To assure protection of human
research subjects in clinical research
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FDA-Regulated Research

—
Human Subject Protection & Data Integrity
R e —
Clinical
Sponsor IRB Investigator
CA
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Compliance

| |

Special Investigations Program Enforcement
Branch Branch
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BIMO-Special Investigations Branch
 Investigates alleged research misconduct

* Reviews inspections for HSP, and data
integrity

 Investigates complaints (by email, phone
or written) related to research misconduct
and HSP

* Meets with other divisions, OCC, OClI,
other Agency/Center officials
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BIMO-Program Enforcement Branch

« Participates in pre-IDE and pre-PMA
meetings

» Participates in PMA filing and 100 day
meetings

* Issues inspections assignments for PMA
(sponsor and clinical investigator)

« Analyzes inspectional findings and provide
recommendations for HSP and data
reliability
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7 speak softly and carry a big stick,

OR

Put the hammer down
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The Rumsfeld Uncertainty Principle

“There are known

knowns; there are the
things we know we know.
We also know there are
known unknowns; that is to
say there are some things
we do not know. But there
are also unknown unknowns
— the ones we don't know
we don’t know.”

-- Former Secretary of

Defense Donald Rumsfeld
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What may Prompt an Inspection of Device Clinical
Research?

New product or indication
Premarket approval (PMA) application or supplement
New technology
Investigational device exemption (IDE)
Complaints
Allegations of research misconduct
Non-compliant history
Previously violative (OAl) inspection
Routine surveillance

Institutional Review Boards
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Where do allegations/complaints come from?

* Reviewers

* Subjects

* Whistle-blowers

» Competitors

» Study personnel

 Clinical investigators/physicians

» Others-trade complaints/special interest groups
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Focus of a CDRH/FDA Inspection

Does study data match source documents?

Were IRB approval and informed consent
obtained?

Was the study protocol followed and does the
raw data at the site match the original data?

Was the study monitored?

Are device records accurate and complete?
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Focus of a CDRH/BIMO Inspection

* Was the data submitted representative of the

data described at the CI site?

» Did the sponsor provide requested data? (raw

data in table form vs. a summary of data)

* Does specimen ID numbers match the source

documents at each site? Are the specimens
traceable?
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FDA Inspects

* Non-Clinical Labs - Good Laboratory Practices
CP 7348.808

* Institutional Review Boards -
CP 7348.809

» Sponsors, CROs, and Monitors -
CP 7348.810

e Clinical Investigator —
CP 7348.811
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Establishment Inspection Reports

 Classifications:
— NAI - no action indicated
* No or minor objectionable conditions or practices
— VA - voluntary action indicated

» More significant objectionable conditions/practices
found; isolated, easily corrected, &/or low-risk

— OAI - official action indicated

* Significant or egregious conditions/practices;
sanctions recommended
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Compliance Tools

* Untitled or Warning Letter

* Re-inspection
» Informal conference
» 3rd party audits
* Rejection of site data
* Formal Adm. Hearing
» Disqualification

— CI,IRB, or GLP
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Referral to OHRP

Invoke Application
Integrity Policy

Revoke or rescind
research or marketing
applications

Civil Money Penalties
Injunction
Prosecution
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CDRH BIMO INSPECTIONS
Fiscal Years 2003 - 2007
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CDRH/BIMO Warning Letters
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CDRH Sponsor_ Compliance Rates
(with & w/o “For Cause” inspections)
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CDRH Investigator _Compliance Rates
(with & w/o “For Cause” inspections)
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CDRH IRB Compliance Rates
(with & w/o “For Cause” inspections)
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CDRH OAI FU Compliance Rates

(FY2004-2007)
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CDRH BIMO Special
Investigations Branch (SIB)
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FYO7 CDRH BIMO SIB
COMPLIANCE RATES

All INSPECTIONS COMPLAINTS

O NAI
26%

O VAI
33%
H OAI
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Warning Letter-Definition

» Warning Letter: an official administrative
correspondence issued by DBM to regulated
parties outlining significant violations of the
Federal Food, Drug, and Cosmetic Act (the Act),
its implementation regulations, and other federal
statutes uncovered during on-site inspections.

cca-info.org 28
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Warning Letters

* Warning Letters are issued based upon
violations of regulatory significance revealed
from an inspection or investigation

» Examples of violations of regulatory significance
include serious or numerous deviations of Food,
Drug, and Cosmetic Act (the Act) or Title 21 of
the Code of Federal Regulations (CFR) Parts
50, 56, 58, 812, or 814 that present undue risk to
the health, safety, or welfare of research
subjects; or question the quality, reliability, or
integrity of clinical or non-clinical research data

A
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Warning Letters

* Code of Federal Regulations
— Part 50-Protection of Human Subjects (HSP)
— Part 56-Institutional Review Boards (IRBS)

— Part 58-Good Laboratory Practice for
Nonclinical Laboratory Studies (GLP)

— Part 812-Investigational Device Exemptions
(IDEs)

— Part 814-Premarket Approval of Medical
Devices (PMAS)

R
» 888-580-8373 | www.hcca-info.org 30

15



Warning Letters

* Generally results from an OAI (official action
indicated) classification of a FDA inspection

* Requires written response within 15 working
days

* Requires written documentation of actions taken
or will take to correct the violations and prevent
the recurrence of similar violations in future
studies

* May require documentation of policies,
procedures, and training

S HCCA
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Warning Letters

+ FDA'’s Office of Enforcement-FDA issued 471 WLs to
regulated industry in FY-07

e CDRH BIMO issued 29 or 6% of those FY-2007 WLs

* CDRH BIMO WL % is significant when you consider that
this program only accounts for ~2% of inspections
conducted annually

» FDA's regulatory procedure manual indicated that a WL
is informal and advisory in nature. ......FDA’s practice is
to give individuals and firms an opportunity to take
voluntary and prompt corrective actions
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CDRH BIMO Warning Letters

« CDRH BIMO 29 WLs in FY-07-
—52% to Clinical Investigators
—31% to Sponsors

—17% to IRBs (2 WLs to IRBs for repeat
violations)
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CDRH BIMO Warning Letters

FY 2007 CDRH BIMO WLs by Inspected Entity
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CDRH BIMO Warning Letters

69%

FY 2007 CDRH BIMO WL by Branch
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CDRH BIMO Warning Letters

FY 2007 CDRH BIMO WLs by Prior Inspection Classification
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CDRH BIMO Warning Letters

FY 2007 CDRH BIMO WLs by Category and Entity
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CDRH BIMO Warning Letters

by Device Category
General
Orthopedics Hospital
21% 21%

Plastic Surgery
17%

Cardiovascular
24%

Restorative Opthalmic
4% 13%

Fiscal Year 2007 CDRH BIMO WLs

@ General Hospital
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B Cardiovascular
@ Orthopedics
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CDRH BIMO Warning Letters

FY 2007 CDRH BIMO WLs by FDA District & Entity
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CDRH BIMO Warning Letters

FY 2007 Adequate Response to CDRH BIMO WLs
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S HCCA

CDRH BIMO Warning Letters

* Regulated entity receives WL, recipient must
respond in writing within 15 days. (extensions
are granted)

* WL response is critical component of the
recipient’s continuous quality improvement
process

» WL response provides the foundation upon
which the recipient will make corrections and
propose preventative actions to minimize or
eliminate recurrence

» Time frames for completion should be included
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FYO7 Sponsor Deficiencies

* Inadequate monitoring (39%)

» Failure to submit Progress Report (36%)

» Failure to secure investigator compliance (27%)
* Inadequate UADE analysis and reporting (27%)
 Failure to inform investigators (21%)

* Inadequate device accountability (15%)

* Failure to obtain signed Inv Agreement (15%)
 Failure to obtain FDA/IRB approval (12%)

» Unqualified monitors (12%)
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FYO7 Investigator Deficiencies

 Failure to follow investigational plan, investigator
agreement, or protocol (30%)

* Inadequate record of case hx/device exposure
(17%)

» Inadequate subject protection or informed
consent (14%)

* Inadequate device accountability (7%)
» Lack of FDA or IRB approval (7%)
 Failure to submit progress report (7%)
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FYO7 IRB Deficiencies

» Inadequate initial or continuing review (29%)

Frequency of review

Expedited review

SR determination

Noatification in writing research approval/modification

» Inadequate minutes (27%)
» Inadequate or failure to follow written procedures (25%)
SR determination

— Quorum

Reporting unanticipated problems

Approval of changes to research
— Withdrawal of approval
» Inadequate membership roster (13%)

CA
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CDRH BIMO Warning Letters

1CCA

Correction and preventative action (CAPA)
process-like a quality system

— Assess root cause _ of the problem
— Evaluate extent of the problem

— Implement corrective actions

— Propose preventive actions _ to minimize
recurrence

— Include support documentation

— Include timelines_ for implementation

888-580-8373 | www.hcca-info.org 45

CDRH BIMO Warning Letters

Examples of adequate responses to WLs:

Sponsor -Company developed new SOPs for clinical research, hired
a reputable CRO to provide monitoring and perform data audits of all
study sites to verify data were collected, and trained all staff and will
be training CRO monitors.

IRB-Included creation and approval of new policies and procedures
for HSP, IRB review, adverse events reporting, and informed
consent oversight. IRB committed to review status of all active
studies and to check tracing process. Retaining of IRB members on
responsibilities and created an IRB policy review procedure.

Cl-Provided written documentation of new SOPs and IC process,
SOPs for clinical trials, internal audits, reports of protocol deviations
to IRBs and sponsors, device accountability, subject study records,
and training of study staff.

are
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CDRH BIMO Warning Letters

Examples of inadequate responses to WLs:

Sponsor - The firms response only addressed one of the items in
the WL. The response contained inaccurate rebuttal and SOPs that
did not describe any processes. No mention of training on the new
SOPs and only one SOP was adequate.

IRB- The IRB’s 4 page response to the 5-item WL was inadequate
in that there were no SOPs provided to address any of the issues.
The response stated that their policy had been revised, but a copy of
that policy was not provided.

Cl- Acknowledged he was both sponsor/Cl and should have had an
IDE. SOPs were revised and staff were trained, however, his SOPs
were inadequate in that pages were missing, some had pencil edits,
and none had effective dates. No mention of how the corrective
actions would be monitored for effectiveness.
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BIMO CASE STUDIES-COMPLIANCE ACTIONS
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Compliance Actions
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Compliance Actions

Arizona Heart Hospital, Arizona Heart Institute, AH |
Cardiovascular Surgeons. Ltd.

» November 5, 2007 Settlement
e DOJ case brought on by FDA/CDRH/BIMO Warning Letter
» Device-Aortic stent graft device-thoracic aortic aneurysm
» Implanted without FDA approval

— Without an approved IDE

— Without informed consent
» Separate settlements
— Arizona Heart Hospital 5.8 Million

— Arizona Heart Institute and AHI Cardiovascular Surg  eons- 900,000
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Compliance Actions

Arizona Heart Hospital Reaches Settlement Regarding Clinical Research
Matter

November 19th, 2007

2007 NOV 19 -- MedCath Corporation (NASDAQ:MDTH) announced that
Arizona Heart Hospital, one of the 11 hospitals in which MedCath owns an
interest, has entered into a settlement with the United States Department of
Justice (the DOJ) and the United States Attorneys' Office in Phoenix under
the federal Civil False Claims Act. The settlement concerns Medicare
claims submitted between June 1998 and October 2002 for physician
services involving the implantation of certain endoluminal graft devices
(utilized to treat aneurysms) that had not received final marketing approval
from the Food and Drug Administration, and allegedly were either implanted
without an approved investigational device exception (IDE) or were
implanted outside of the approved IDE protocol. The DOJ's allegations
related solely to whether the procedures were properly reimbursable by
Medicare; quality of patient care was not at issue.

(from Food/Drug Law Alert)
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Compliance Actions

e Complaint

Investigational device used for diaphragm stimulation for phrenic
nerve paralysis-parent called, could not obtain parts for the device
unless the parent sent cash for the parts (pediatric, handicapped-
vulnerable population)

» For Cause inspection issued to the sponsor-sponsor on record was
a parent of one of the subjects

» FDA investigator findings-vacant lot, vacant house, found sponsor in
a private apartment

» CDRH/BIMO Actions-Warning Letter
» Citations-

— Failure to ship investigational devices to only qualified investigators
participating in the investigation [21 CFR 812.43(b)]
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Compliance Actions

—Failure to document all anticipated/unanticipated adverse events [21
CFR812.140(b)(5)]

—Failure to ensure proper monitoring of the investigational study and ensure
IRB review and approval[21 CFR 812.40]

—Failure to possess written monitoring procedures [21 CFR 812.25(e)]

In the WL it was stated — in the course of the FDA investigation, it was
discovered that you as a sponsor of an investigational study did not
understand the meaning of “monitoring” did not understand what CRF (case
report forms) meant, and had no knowledge of relevant FDA regulations.

Annual reports were submitted-how was this done?

Outcome -sponsor withdrew the IDE and the subjects received the devices
under compassionate use or were transferred to other IDEs that for diaphragm
paralysis
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Compliance Actions

e Complaint

BIMO received a complaint of reporting of follow-up at a Cl site on
patients that were already deceased

» For cause inspection was issued to the ClI site

» Results-two subject died-social security death index search

— Subject 1- expired on 1/17/03-from 2/4/03-6/3/05-recording in case
histories of record of phone conversation, progress reports, EKG test
and stress testing, telephone conversation, ICD update signed, office
visit with EKG, 2-year follow-up form, and protocol deviation (patient
refused invasive diagnostic tests), 3-year follow-up form

— Subject 2-expired on 3/24/04-from 8/27/04-2/18/05-6 month and 12
month follow-up reports, numerous telephone conversations, progress
reports with lab results and EKG recordings
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Compliance Actions

e Qutcome

— Fraudulent activity (entries) by study coordinator-Cl name was
forged numerous times, forged entries and case report form
submissions

— ClI had no knowledge of the forgeries-no control over research at

his site

— Sponsor had no knowledge of the fraudulent data-2003-2006-
how adequate was the monitoring of the ClI site?

— FDA Office of Criminal Investigations was informed-coordinator

interviewed and a written reprimand was sent to study
coordinator. Coordinator terminated by the CI.

— ClI brought in for meeting with BIMO. Submitted an extensive
corrective action plan
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Conclusion

* Regulated entities should:

— Incorporate the regulatory departures into
their CAPA as part of an in-house quality
system

— Results in continuous quality improvement

— Which leads to higher quality research data
and enhanced human subject protection

— Outcome result in immediate and long term
dividends-minimal clinical trial delays,
unplanned cost, and reduce time to market
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CDRH BIMO Warning Letters

e Questions?

* Thank you!

e Doreen Kezer —
Doreen.Kezer@fda.hhs.gov
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