








The observations of objectionable conditions and practices listed on the front of this form
are reported:

1. Pursuant to Section 704(b) of the Federal Food, Drug and Cosmetic Act, or

2. To assist firms inspected in complying with the Acts and regulations enforced by the
Food and Drug Administration.

Section 704(b) of the Federal Food, Drug, and Cosmetic Act (21 USC 374(b)) provides:

"Upon completion of any such inspection of a factory, warehouse, consulting
laboratory, or other establishment, and prior to leaving the premises, the officer or
employee making the inspection shall give to the owner, operator, or agent in charge a
report in writing setting forth any conditions or practices observed by him which, in his
judgment, indicate that any food, drug, device, or cosmetic in such establishment (1)
consists in whole or in part of any filthy, putrid, or decomposed substance, or (2) has
been prepared, packed, or held under insanitary conditions whereby it may have become
contaminated with filth, or whereby it may have been rendered injurious to health. A copy
of such report shall be sent promptly to the Secretary.”
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September 14, 2018

Michael Dutcher, DVM Delivered via email & courier
Director
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U.S. Food and Drug Administration

250 Marquette Avenue, Suite 600

Minneapolis, MN 55401

Re: Response to Inspectional Observations; FEI Number 2127118

Dear Director Dutcher:

Between August 7 and August 23, 2018, FDA Investigators Sharon L. Matson and Kellie
L. Thommes performed an inspection of Hennepin County Medical Center’s Institutional
Review Board (IRB), which is part of Hennepin Healthcare System, Inc.’s (Hennepin)
human research protection program. Upon completion of the inspection, Ms. Matson
and Ms. Thommes issued a Form FDA 483, with four inspectional observations listed.

| am writing on behalf of the institution to respond to each
observation. As | hope this response demonstrates, we at Hennepin understand the
importance of complying with applicable human subjects protections and clinical trial-
related regulatory requirements and Good Clinical Practice generally, which safeguard
both clinical trial subjects and data integrity. For that reason, we are committed to
taking all action, where appropriate, to enhance those aspects of compliance raised by
the inspectional observations.

Observation #1

The IRB approved the conduct of research, but did not determine that informed consent
would be sought from each prospective subject or the subject’s legally authorized
representative, to the extent required by 21 CFR 50. Specifically, the IRB approved
studies for waiver of consent under 45 CFR 46.116 without determining the informed
consent requirements of 21 CFR 50; and, that do not appear to meet the criteria for

exception from informed consent (21 CFR 50.23) nor emergency research (21 CFR
50.24). Examples: Studie

Response to Observation #1

We do not agree with Observation 1. As explained in detail below, for the studies noted
in Observation 1, Hennepin's IRB determined that the waiver of consent under 45 CFR
46.116(d) was appropriate, and thus informed consent was not sought from each

Oooortunity Emplaver



prospective subject or the subject’s legally authorized representative under 21 CFR Part
50. Importantly, FDA issued an enforcement discretion guidance in 2017" describing its
intention to not object to an IRB waiving or altering informed consent requirements for
certain minimal risk clinical investigations that are important to address public health
needs and that do not compromise the rights, safety, or welfare of human subjects.? It
is our understanding that this guidance was issued as an interim measure while FDA
promulgates regulations that reflect the statutory authority granted to FDA by the 21st
Century Cures Act, which permits an exception from the informed consent requirements
for such clinical trials.® As the studies noted in Observation 1 are all minimal risk
studies, and met the criteria for a waiver of informed consent, the IRB acted
appropriately in not requiring informed consent from the study participants.

Although not mentioned in the first observation, it is important to note that the studies
listed in Observation 1 did not require an Investigational New Drug Application (IND)
under 21 CFR Part 312. At 21 CFR 312.2(b), FDA’s regulations lay out the six criteria
that must be met for a clinical investigation of a marketed drug to be exempt from the
IND requirements. For example, one criterion to meet the exemption from needing an
IND is that the investigation does not involve a route of administration, dose, patient
population or other factor that significantly increases the risk (or decreases the
acceptability of the risk) associated with the use of the drug product. 21 CFR
312.2(b)(iii). In these instances, the investigators and the IRB determined that the use
of the drugs in these studies were essentially in accord with their approved labeling, and
that their use in these studies did not significantly increase the risk or decrease the
acceptably of the risks. In addition, all other criteria at 21 CFR 312.2(b) were met,
including the fact that there was never any intention to submit the data to FDA in

1 FDA Guidance, IRB Waiver or Alteration of Informed Consent for Clinical Investigations Involving No More
Than Minimal Risk to Human Subjects, issued July 2017, accessed at:
https://www.fda.gov/downloads/Regulatorylnformation/Guidances/UCM566948. pdf

2 We believe it is worth noting that the regulatory and scholarly discourse surrounding informed consent for
research evaluating standard of care interventions, such as those studies listed in Observation 1, is evolving
and complex. Comparative effectiveness research on standard of care interventions, appropriate
disclosures of foreseeable risks, the risk levels, and ethically acceptable informed consent procedures for
such research are all current topics of intense debate. As part of the federal efforts to facilitate evidence-
based medicine through comparative effectiveness research, in 2014 the Department of Health and Human
Services issued draft guidance, “Disclosing Reasonably Foreseeable Risks in Research Evaluating
Standards of Care”. OHRP, Draft Guidance, Disclosing Reasonably Foreseeable Risks in Research
Evaluating Standards of Care, issued October 20, 2014, accessed at:
https://www.hhs.gov/ohrp/regulations-and-policy/requests-for-comments/draft-quidance-disclosing-risk-in-
standards-of-care/index.html This guidance supports the IRB's determination that the reasonably
foreseeable risks associated with the marketed drugs used in the studies identified by FDA in Observation
1 as standard of care were not considered research related risks.

3 On December 13, 2016, the 215t Century Cures Act (Cures Act) (P.L. 114-255) was signed into law. Title
[, section 3024 of the Cures Act amended sections 520(g)(3) and 505(i)(4) of the FD&C Act to provide
FDA with the authority to permit an exception from informed consent requirements when the proposed
clinical testing poses no more than minimal risk to the human subject and includes appropriate safeguards
to protect the rights, safety, and welfare of the human subject. The “Cures Act’ can be accessed at:
https://www.gpo.gov/fdsys/pka/PLAW-114publ255/pdf/PLAW-114publ255.pdf







Medical Service personnel had discretion in the choice of hospitai to transport patients
for care. Because the participants were agitated and needed urgent intervention by
Emergency Medical Service personnel, they could not have provided meaningful
informed consent to participate. Therefore, the research could not practicably have
been carried out without the waiver. Last, the subjects were provided with additional
pertinent information after enroliment.

Based on the foregoing, Hennepin's IRB appropriately applied the waiver of informed
consent under 45 CFR 46.116(d) for these studies, and was justified in not obtaining
informed consent from the study participants or their legally authorized representatives.

Corrective Action Plan for Observation #1

o We acknowledge that the protocols for the studies referenced in Observation 1
could have been written more clearly to, among other aspects of the trial, explain
that the standard of care was not considered a research related intervention.
Therefore, we plan to draft and implement a protocol template for investigators to
use to help ensure accurate and complete descriptions of a study prior to
submission to the IRB for review and approval.

Observation #2

The IRB approved the conduct of research in a situation where some or all of the
subjects were likely to be vulnerable to coercion or undue influence, but did not
determine that additional safeguards had been included in the study to protect the
rights, safety, and welfare of those subjects. Specifically, the IRB has approved studies
that are identified as including Vulnerable Subjects category “impaired ability to give
informed consent” without evidence of determining additional safeguards had been
included in the study to protect the rights, safety, and welfare of those subjects.
Examples are noted above under Observation 1.

Response to Observation #2

We do not agree with Observation 2. We believe Hennepin's IRB protected vulnerable
populations who would enroll in the approved research in Observation 1, and
implemented additional safeguards to protect the rights, safety, and welfare of those
subjects. Hennepin takes very seriously its obligation to provide additional safeguards
to subjects likely to be vulnerable to coercion or undue influence. For example, the [RB
attends to these considerations routinely, in part evidenced by the fact that it has
standing members who are sufficiently qualified through experience, expertise, and
diversity to safeguard the rights, safety, and welfare of vulnerable subjects. See 21
CFR 56.107(a). Specifically, specialties represented in the composition of the IRB
include an obstetrician/gynecologist, pediatrician, neuropsychologist, community
representative, and someone with prison system expertise. Further, the IRB has
developed specific written procedures for additional protections for vulnerable
populations (i.e., Subpart B, Subpart C, and Subpart D).









We note that the study specifically described in Observation 3B is currently
inactive. Upon any request to restart the study, the full IRB will make a risk
determination for the device study.

Observation #4

The IRB has no written procedure for conducting its initial and continuing review of
research. Specifically, there are no written procedures governing:

A)

B)

Determination of additional safeguards for the IRB’s Vulnerable Subjects
category “impaired ability to give informed consent”;

Creation, maintenance, or use of the database utilized for tracking all studies and
activities of the IRB.

Response to Observation #4

A)

B)

We do not agree with observation 4A. 21 CFR 56.108(a) and (b) contain four
specific IRB functions and operations that must be included in IRB written
procedures. One of those specific requirements is to have a procedure for
conducting its initial and continuing review of research. 21 CFR 56.108(a)(1).
Hennepin, in fact, has met this regulatory requirement by having detailed written
procedures for conducting its initial and continuing review of research (see SOP
#4 (Initial Review of Research) and SOP #5 (Review of Previously Approved
Research)).

The Form FDA 483 states that Hennepin does not have written procedures
governing the determination of additional safeguards for vulnerable subjects with
“‘impaired ability to give informed consent.” We note that the regulations do not
require IRBs to have written procedures, incorporated in its written procedures
for initial and continuing review, related specifically to vulnerable populations.
FDA'’s own guidance® specifically states that its regulations “allow flexibility in
both format and content of written procedures, which gives IRBs the ability to
establish procedures best suited to their own operations.”” We note, however,
that Hennepin’s IRB does have several SOPs and checklists that reference
safeguards for vulnerable populations.

We do not agree with observation 4B. The Form FDA 483 mentions that the IRB
does not have IRB written procedures describing the creation, maintenance, or
use of a database utilized for tracking all studies and activities of the IRB. We
note that such a written procedure is not a regulatory requirement. We also note,
however, that Hennepin’s IRB maintains a well-functioning database that is

6 FDA’s Guidance, IRB Written Procedures: Guidance for Institutions and IRBs, accessed at:

https://www.fda.gov/downloads/requlatoryinformation/quidances/ucm512761. pdf
7 FDA's Guidance, IRB Written Procedures, p.3.








