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Hennepm County Medical Center
Department of Emergency Medicine
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Minneapolis, Minnesota 55415-1623

pear [

This Warning Letter informs you of objectionable conditions observed during the U.S. Food
and Drug Administration (FDA) inspection conducted at your clinical site between April 10
and April 26, 2019. Investigator Kellie L. Thommes, representing FDA, reviewed your
conduct of the following clinical investigations, which you performed as a sponsor-
investigator:

e Protocol H, “Ketamine vs. Haloperidol (Haldol) for Severe
Agitation 1 the Pre-hospital Setting,” of the investigational drugs ketamine

and haloperidol

® Protocol_, “Ketamine vs. Midazolam (Versed) for Severe

Agitation in the Pre-hospital Setting,” of the investigational drugs ketamine
and midazolam

This inspection was conducted as a part of FDA’s Bioresearch Monitoring Program, which
includes inspections designed to evaluate the conduct of research and to help ensure that the
rights, safety, and welfare of human subjects have been protected.

At the conclusion of the inspection, Investigator Thommes presented and discussed with vou
the Form FDA 483, Inspectional Observations. We acknowledge receipt of your-
2019, written response to the Form FDA 483.

From our review of the FDA Establishment Inspection Report, the documents submitted with
that report, and your written response* 2019, it appears that you did not adhere
to the applicable statutory requirements and FDA regulations governing the conduct of
clinical investigations and the protection of human subjects. We wish to emphasize the
following:

U.S. Food & Drug A dministration
10903 New Hampshire Avenue

Silver Spring, MD 20993
www.fda.gov
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Failure to submit INDs for the conduct of clinical investigations with
investigational new drugs subject to 21 CFR 312.2(a) [21 CFR 312.20 and

g12.40(a)l.

FDA regulations require a sponsorto submit, and to have in effect, an investigational new
drug application (IND) before initiating a clinical investigation of a drug subject to 21 CFR
312.2(a) in human subjects, unless the clinical investigation qualifies for an exemption (see
21 CFR 312.20 and 312.40(a)). You failed to com ply with these requirements. Specifically,
you initiated and conducted the following clinical investigations of investigational drug
products subject to section 505 of the Federal Food, Drug, and Cosmetic Act without
submitting and having in effect an IND!:

¢ The clinical investigation of the investigational drugs ketamine and haloperidol,

conducted under Protocol_

e The clinical investigation of the investigational drugs ketamine and midazolam,

conducted under Protocol_

Inyour|jjij 2019, written response tothe Form FDA 483, you stated that an IND was not
needed foreither Protocol_ or Protocol q because the drugs
administered in these clinical investigations were not research interventions. You argued
that these drugs were treatments, instead, that were administered according to the
Emergency Medical System (EMS) treatment protocols and the clinical judgment of the
Emergency Medical Technician-Paramedics (EMT-Ps). You stated that the EMT-Ps were free
to use whichever therapy they thought was most appropriate, using their professional
medical training. You stated that the EMT-Ps decided whether to sedate a subject and could
choose not to enroll any particular subject in the investigations. You also stated that all three

of the drug products were part of the standard of care used routinely by local EMT-Ps in the
pre-hospital setting.

Inthe alternative, you argued that if the clinical investigations were subject to FDA
jurisdiction, they met the criteria at 21 CFR 312.2(b)(1) for exemption from the requirements
of part 312. You argued that the investigations met all five criteria for the exemption. With
respect to the third criterion, you stated that the investigations did not involve a route of
administration, dosage level, use in patient population, or other factor that significantly
increases the risk or decreases the acceptability of the risk to subjects because the drugs were
used “essentially in accord with their approved labeling” and were part of the local standard
of care. You also stated in your response that the EMT-Ps were well-trained to care for the
subjects receiving these drugs.

1 Also, neitheroftheseclinical investigations qualified for any of the exemptions listed at 21 CFR 312.2
from the application of 21 CFR part 312. Because vouhave argued that these clinicalinvestigations were
subject to theexemption provided at 21 CFR 312.2(b)(1), we discuss in more detail below the
inapplicability of this provision to these clinicalinvestigations.
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We address both of your arguments below.

3

Protocols * and _ were clinical investigations of drugs, as

defined by 21 312.3(b).

For purposes of 21 CFR part 312, a clinical investigation is defined as “any experiment in
which a drug is administered or dispensed to, or used involving, one or more human
subjects. For the purposes of this part [312], an experiment is any use of a drug except for
the use of a marketed drug in the course of medical practice” [21 CFR 312.3(b)].

The clinical investigations conducted under P1'ot0cols“ and—
involved the administration of haloperidol and ketamine, and of ketamine an

midazolam, respectively, to human subjects. Based on the information collected on
inspection, Protocols” and_ were designed to study the safety
and efficacy of these drug products for the treatment of severe agitation, and severe

agitation and profound agitation, respectively, in the pre-hospital setting.

The use of these drug products was not “in the course of medical practice.” FDA has long
held that when an investigator limits his choices, his patients’ choices, and the choices of
the people working for him in the treatment of those patients, then he is conducting a
clinical investigation. This is different from the practice of medicine, where the primary
intent is to treat the individual patient.?

Both protocols pre-specified the drug intervention to be administered to agitated subjects
requiring chemical sedation during specified time periods. This was reinforced by
removal of alternative treatment options from ambulances

y consistent communication
EMT-Ps regarding the specific drugs an . : , mistered during
particular time periods. As such, the clinical investigations limited the EMT-Ps’ clinical
judgment and limited the drug interventions that were available to the EMT-Ps for
administration to each subject.

For example:

. Protocolm stated: “When the EMT-P’s [sic] encounter a severely agitated
patient in need of sedation for the first six months of the study],] the patient will be

*Indeed, FDAhasprovided guidance on thistopic. See FDA’s guidance to industry Investigational New
Drug Applications (INDs) — Determining Whether Human Research Studies Can Be Conducted Without an
IND (published in September2013)at 4, 15 (“For example, a randomized trial evaluating an unapproved use
of alawfullymarketed drugis a clinicalinvestigation and mayrequire an IND. In contrast, use ofa lawfully
marketed drug foran unapproved use in the course of medical practiceis not a clinical investigation and does
not require anIND because it involvesthe use in an individual patientwhere the primaryintent is to treat
the patient”).



page - I

given 10 mg of haloperidol IM; for the remaining six months|,] the patient will receive

the standard dose of 5 mg/kg of ketamine IM.” For Protocolm, on

“2015, e-mailed EMT-Ps, stating: “We arestill in the phase of the
study where all [Altered Mental Status Scale] 2 & 3 patients are getting haloperidol,

however [sic] at the end of we plan to switch to the second phase of the
studyl,] and these patients will be receiving ketamine. There will be clear
communication when the switch occurs to ketamine [emphasis removed].” Similarly,
on F 2015, e-mailed EMT-Ps, stating: “Tomorrow, [sic] 2at 8:00
am |sic| we will be changing to the ketamine arm of the ketamine vs. haloperidol study
. ... [N ]owall patients who require chemical restraint for agitation (severe or
profound) should receive ketamine 5 mg/kg intramuscularly . ... So, to summarize,
all patients with agitation. . . requiring chemical sedation that [sic] are being brought
to H[ennepin] Clounty] M[edical] C[enter] should receive ketamine 5 mg/kg IM.” In
this e-mail, also indicated, “At this time haloperidol will be removed from the
ambulances.” Of note

removed haloperidol from the ambulances,
EMT-Ps requested that haloperidol be returned to appropriately treat agitated patients
who could not be enrolled in the study. denied this request in(! *
2015, e-mail, copyingill: “This is a study period[,] and the study is designed to
determine the effect of 1drug over another. Putting [haloperidol] back on the trucks

during the period we are intentionally studying [k]etamine would dilute the number of
potential subjects enrolled in the [k]etamine arm of the study.”

o Protocolm stated: “In- 2017, the Hennepin EMS standard operative

procedure (SOP) for behavioral emergencies will change to ketamine as the first-line
drug for both forms of agitation . .. . Aftera period of 6 months (-2018), the
SOP for behavioral emergencies will change to midazolam as the first-line drug for
both forms of agitation . . .. Whenthe EMT-P’s [sic] encounteran agitated patient in
need of sedation, for the first six months of the study patients with severe agitation . . .
will receive 3 mg/kg IM ketamine (suggested max [sic| dose 250 mg) and 5 mg/kg
ketamine IM (suggested maximum dose 500 mg) for profound agitation .. .. Aftera
period of 6 months 2018), the SOP for behavioral emergencies will change to
midazolam as the first-line drug for both forms of agitation, with 5 mg IM as the dose
for severe agitation . . . and 15 mg IM as the dose for profound agitation.” When the
study conducted under Protocol“ was first beginning, e-mailed EMT-
Ps on_ 2017, emphasizing that "the drug and dose have now changed to
ketamine 3 mg/kg or 25 mg IM (instead of the previous [ H]aldol/[V]ersed combo).”
Further, the e-mail directed EMT-Ps to administer ketamine to patients as the first-

line drug and to follow up with study enrollment. Similarly, on 2018, .
Fsent an e-mail stating: “On... we started the
midazolam arm of our ketamine vs. midazolam study. As a quick reminder, all

agitated patients start with midazolam as the initial drug, 5 mg IM for severe agitation
and 15 mg for profound agitation.” In addition, during the study,- had
haloperidol removed from ambulances.
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Consequently, the investigations conducted under Protocols _ andm
Fwere clinical investigations of the investigational drugs ketamine and haloperidol,
and of the investigational drugs ketamine and midazolam, respectively.? Under 21 CFR

312.20 and 312.40, you were required to submit and to have in effect INDs before
initiating these clinical investigations.

Your statements that the drugs studied in ProtocolF and Protocol

were not investigational drugs are not persuasive because they are inconsistent with
the design and conduct of the clinical investigations. The clinical investigations involved
the prospective administration of specific drug products depending on the date of
administration, the assessment and documentation of time to sedation, and the
comparison of times to sedation among different drugs where the investigational drug
was the independent variable of primary interest. Contrary to your assertions, both
clinical trials required the EMT-Ps to administer a specific investigational drug to agitated
subjects who were to be sedated chemically. Whether a severely agitated subject in need
of sedation received either ketamine or haloperidol while Protocol m was
ongoing, or whether a severely or profoundly agitated subject in need of sedation received
either ketamine or midazolam while Protocol was ongoing, depended not on the
clinical judgment of the EMT-Ps but on the date the EMT-Ps encountered the subject. In
addition, the presence of the choice not to enroll any particular subject is common in
clinical investigations and does not support your assertion that the drug products were
not investigational new drugs with regard to subjects who were enrolled. Finally, the fact
that the drugs individually can be part of standard of care does not render them non-
interventions in the study setling, as was the case here, where the protocols pre-specified
the drug intervention that would be administered to agitated subjects requiring chemical
sedation and limited both the EMT-Ps’ clinical judgment and the interventions that were
available to EMT-Ps for administration to each subject.

2. The clinical investigations conducted under Protocols* and _
are subject to the IND regulations under 21 CFR 312.2 and do not meet the exemption

criteria under 21 CFR 312.2(b)(1).

As noted above, FDA regulations require a sponsor to submit an IND before conducling a
clinical investigation of a drug in human subjects, unless the clinical investigation
qualifies for an IND exemption under 21 CFR 312.2(b). Under 21 CFR 312.2(b)(1), the
clinical investigation of a lawfully marketed drug product in the United States is exempt
from the IND regulations for a clinical investigation if all of the following exemption
criteria are met:

1. The investigation is not intended to be reported to FDA as a well-controlled study in
support of a new indication for use and there is no intent to use the investigation to
support any othersignificant change in the labeling of the drug.

*We note that, for the same reason, these clinical investigations donot qualify forthe exemption from the
applicationof 21 CFR part 312 provided at 21 CFR 312.2(d).
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2. Inthe case of a lawfully marketed prescription drug, the investigation is not intended
to support a significant change in the advertising for the drug.

3. The investigation does not involve a route of administration, dosage level, usein a
patient population, or other factor that significantly increases the risks (or decreases
the acceptability of the risks) associated with the use of the drug product.

4. The investigation is conducted in compliance with the requirements for institutional
review set forth in 21 CFR part 56, and with the requirements for informed consent set
forth in 21 CFR part 50.

5. The investigation is conducted in compliance with the requirements of 21 CFR 312.7.

Your use of the investigational drugs (ketamine, haloperidol, and midazolam) in the
clinical investigations conducted under Protocols — and_ did not
qualify for the exemption at 21 CFR 312.2(b)(1). For example, these investigations did not
satisfy the third exemption criterion above, found at 21 CFR 312.2(b)(1)(iii). Thatis to
say, the investigations significantly increased the risks (or decreased the acceptability of
the risks) associated with the use of the drug products.

Here, the clinical investigations conducted under ProtocolsH and
Finvolved factors that significantly increased the risks (or decreased the acceptability
of the risks) associated with the use of the drug products. First, Protocols —
and lacked an acceptable method for excluding pregnant women an

pediatric patients, thus significantly increasing the risk with respect to those vulnerable
study populations. Also, neither P1'0t0001F nor Protocol _
excluded subjects who were under the influence of intoxicants, in whom the use o
ketamine is cautioned, nor did they provide precautions to better ensure the safety of
these subjects. In addition, protocols lacked specific measures to sufficiently

guarantee the safety of study participants in the pre-hospital setting. Therefore, these
clinical investigations failed to meet the exemption criteria under 21 CFR 312.2(b)(1)(iii).

We note that onH 2014, you submitted“ for the investigational drugs
ketamine and haloperidol in order to conduct a chinical trial that would have been
substantially similar to the trial you sponsored and conducted under ProtocoltF

. You withdrew this following am 2014, teleconference with the Division
of Psychiatry Produets ( , during which conveyed deficiencies with respect to
“ These deficiencies were also shared with you in writing following the
teleconference. Among other things, DPP informed you that excluding “obviously gravid
women” was not an acceptable or the standard method of exclusion of pregnant women in
a trial. DPP also informed you that excluding subjects who “appear to be less than 18
years old” was not a reliable method to exclude pediatric patients, and that your protocol
should include a reliable method to guarantee the exclusion of pediatric patients. In
addition, DPP noted that ketamine labeling provides that caution should be used in the
chronic aleoholic and the acutely alcohol-intoxicated patient, and that agitated patients in
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the pre-hospital setting run a high risk of being under the influence of various intoxicants.
DPP recommended that you consider excluding from your study patients under the
influence of various intoxicants. Finally, DPP noted ketamine labeling provides that
ketamine should be used by or under the direction of physicians experienced in
administering general anesthetics and in the maintenance of an airway and in the control
of respiration, and that measures to guarantee the safety of study participants, including,
for example, management of possible laryngospasm in a pre-hospital setting, should be
clearly described in the protocol, given the ketamine safety profile.

Instead of addressing these deficiencies, you proceeded with a substantially similar
clinical investigation of the investigational drugs ketamine and haloperidol under
Protocol , and a follow-up trial of investigational drugs ketamine and
Wlthout submitting or having in effectan IND.

mldazolam under Protocol

Moreover, neither Protocol addressed the concerns that
DPP communicated to you. The studies con ucte under Protocolsq and
H significantly increased the risks and/or decreased the acceptabilily of the
r

isks to subjects associated with the use of the investigational drug products in several
ways that DPP had specifically identified.

First, both protocols excluded “obviously gravid women, persons known to be less than
18 years old, and persons who obviously appear to be less than 18 years old.” As DPP
informed you, these are not acceptable, standard, or reliable methods for excluding
pregnant women and children from clinical investigations. As a result, one pregnant

wom an was enrolled in Protocol , and two children underthe age of 18 were
enrolled in Protocol . Administration of the investigational drugs to these
subjects placed them at significantly increased risk of the adverse events associated with

the investigational products and decreased the acceptability of those risks.

Second, in both protocols you specifically noted that agitated patients who require
sedation in the EMS setting “are frequently under the influence of drugs and/or ethanol.”
Despite these acknowledgments, the precaution included in the ketamine labeling, and
DPP’s concerns, you did not exclude subjects under the influence of intoxicants from either
study, nor did you include any precautions for subjects under the influence of such
intoxicants in your protocols. According to the published results for Protocol

, the presenting Emergency Department median breath alcohol levels were 120
mg/dLin the ketamine group (n=23) and 160 mg/dL in the haloperidol group (n=70).
Median serum alcohol levels were 220 mg/dl.in the ketamine group (n=27). According to
the published results of a urine drug screen performed on 37 of the 146 subjects enrolled in
Protocol _, four subjects tested positive for benzodiazepines and four subjects
tested positive for opioids, specifically fentanyl, hydrocodone, and oxycodone. According
to the published interim analysis of Protocol ”, the etiology of agitation was
alcohol in 203 study subjects then enrolled (69%), with a median alcohol concentration of
220 mg/dL. The etiology of agitation was suspected drug intoxication in 133 study
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subjects then enrolled (38%). Your failure to exclude, and the lack of any precautions for,
subjects under the influence of various intoxicants significantly increased the risks and/or
decreased the acceptability of the risks associated with the investigational drugs.

Third, despite DPP’s cautioning that ketamine should be used by or under the direction of
physicians experienced in the maintenance of an airway and in the control of respiration,
and that measures to guarantee the safety of study participants, including the
management of possible laryngospasm in the pre-hospital setting, should be clearly
described in the protocol, you conducted both studies in the pre-hospital setting and did
not put in place any specific measures to protect study participants. Accordingto the
published results of Protocol F(, the intubation rate was significantly higherin
the ketamine group, with 39% of subjects (25 out of 64) who received ketamine being
intubated vs. 4% of subjects (3 out of 82) who received haloperidol being intubated.
According to the published interim results of Protocol E, 31% of subjects (20
out of 65) receiving ketamine 5 mg/kg were intubated, and 22% of subjects (31 out of 138)
receiving ketamine 3 mg/kg were intubated. The failure to take any specific safety
precautions for the administration of ketamine in the pre-hospital setting when
conducting clinical investigations significantly increased the risks associated with the use
of this product.

Because the administration of the investigational drugs (ketamine, haloperidol, and
midazolam) in these clinical investigations significantly increased the risks and/or
decreased the acceptability of the risks associated with the use of these drug products, the
exemption criterion at 21 CFR 312.2(b)(1)(iii) was not met, and you were required to
submit and have in effect INDs before initiating these clinical investigations.

In your— 2019 response, you stated that use of the investigational drugs did not
significantly increase the risk or decrease the acceptability of the risk to subjects because
the drugs were used “essentially in accord with their approved labeling.” Your statement
is factually incorrect, because none of the three drugs usedin Protocols_ and

is indicated to treat severe agitation or profound agitation. In any case,
your response did not address the fact that the studies significantly increased the risks
and/or decreased the acceptability of the risks to subjects associated with use of the drug
products because you did not have appropriate methods to exclude subjects and did not
have measures in place to sufficiently guarantee the safety of study participants in the pre-
hospital setting.

You also stated in your response that the investigational drugs were part of the local
standard of care and that the EMT-Ps were trained to properly evaluate, treat, and
monitor their patients. You specifically noted that the EMT-Ps were trained and
experienced in maintaining a patient’s airway, supporting ventilation, and continuous
monitoring of patients who receive these drugs. These assertions, however, do not change
the fact that the clinical investigations, by failing to exclude study subjects at significantly
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increased risk from administration of the investigational drugs, or by failing to have in
place specific measures to sufficiently guarantee the safety of subjects in the pre-hospital
selling, significantly increased the risks and/or decreased the acceptability of the risks to
subjects.

This letteris not intended to be an all-inclusive list of deficiencies with your clinical study of
an invesligational drug. Itis your responsibility to ensure adherence to each requirement of
the law and relevant FDA regulations. You should address these deficiencies and establish
procedures to ensure that any ongoing or future studies comply with FDA regulations.

This letter notifies you of our findings and provides you an opportunity to address the above
deficiencies. Within 15 business days of your receipt of this letter, you should notify this
office in writing of the actions you have taken to prevent similar violations in the future.
Failure to adequately address this matter may lead to regulatory action. If you believe you
have complied with the Federal Food, Drug, and Cosmetic Act and FDA regulations, include
your reasoning and any supporting information for our consideration.

If you have any questions, please contact Sherry G. Bous, Pharm.D., at 240-402-8176 or
CDER-OSI-Communications@fda.hhs.gov. Yourwritten response and any pertinent
documentation should be addressed to:

Sherry G. Bous, Pharm.D.

Director

Division of Enforcement and Postmarketing Safety
Office of Scientific Investigations

Office of Compliance

Center for Drug Evaluation and Research

U.S. Food and Drug Administration

Building 51, Room 5364

10903 New Hampshire Avenue

Silver Spring, MD 20993

Sincerely yours,

Digitally signed by David Burrow -5
DN c=US, 0=U.5. Government, ou=HHS,

David B u rrOW -S oU=FDA, ou=Feople, cn=0avid Burrow -5,

0.9.2342.19200300.100.1.1=2000234433
Date: 2021.05.05 12:05:29 -04'00"

David C. Burrow, Pharm.D., J.D.

Director

Office of Scientific Investigations

Office of Compliance

Center for Drug Evaluation and Research
U.S. Food and Drug Administration
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' & Hennepin
“J © Healthcare

Sent via email
June 4, 2021

Sherry G. Bous, Pharm.D.

Director

Division of Enforcement and Postmarketing Safety
Office of Scientific Investigations

Office of Compliance

Center for Drug Evaluation and Research

U.S. Food and Drug Administration

Building 51, Room 5364

10903 New Hampshire Avenue

Silver Spring, MD 20993

Re: Response to Warning Letter

Confidentialt
Dear Director Bous:

This correspondence is in response to the Warning Letter dated May 5, 2021, regarding the
mspection by the U.S. Food and Drug Administration (FDA) at Hennepin Healthcare
System, Inc. (“Hennepin Healthcare™) between April 10 and April 26, 2019, reviewing the
conduct of two clinical research studies. ||| GzGzgbod I’ » the Warning
Letter, FDA explains its view that the conduct of these studies fell within FDA’s
jurisdiction due to the investigational use of lawfully marketed drug products, and that an
Investigational New Drug Application (IND) was required under the Federal Food, Drug,
and Cosmetic Act and FDA’s implementing regulations at 21 CFR Part 312 to conduct
these studies. FDA further explains why the studies did not meet the exemption criteria

1 This document contains confidential commercial, trade secret, and personal privacy information
that is protected from public disclosure under the Federal Food, Drug, and Cosmetic Act, the
Freedom of Information Act, FDA’s implementing regulations, and the Trade Secrets Act. In
accordance with FDA'’s implementing regulations, if a request for disclosure is received, or if for
any other reason FDA believes that any portion of this document must be disclosed publicly, | ask
that | be notified and provided an opportunity to address why the information or materials should
not be released.

2| received an extension to submit this Warning Letter response beyond FDA's original 15 day
deadline from DER Compliance’s Division of Scientific Investigations,
. The newly agreed upon deadline was Friday, June 4, 2021.

Mailing address Appt: 612-873-6963 hennepinhealthcare.org
701 Park Avenue Tel: 612-873-3000 An Equal Oppertunity Employer
Minneapolis, MN 55415-1829
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under 21 CFR 312.2(b)(1), specifically that the use of the drug products in the studies
significantly increased the risks (or decreased the acceptability of the risks) associated with
the use of the drug products.

I want to note at the outset that the issuance of the Warning Letter itself seems to suggest
significant, imminent harm to study participants as described in FDA’s Regulatory
Procedures Manual. ® Just to be clear, was approved by Hennepin
Healthcare’s Institutional Review Board (IRB) in July 2014 and the study was closed in
July of 2016 and_ was approved by the IRB in May 2017, was paused in June
2018 (enrollment ceased), and the study was closed in November 2018. Thus, no study
participants are currently enrolled in either study, and none have been for several years.
Therefore there is no current or ongoing significant or imminent harm to any study subjects
in connection with and . Further, as explained in more detail
below, both Hennepin Healthcare and I have implemented numerous and significant
changes to better our understanding of FDA’s human subjects protections and clinical trial
requirements so all research subjects are appropriately protected.

I wholly recognize and understand the importance of complying with FDA’s
investigational new drug and human subjects protections regulations to safeguard both the
clinical trial participants involved and data integrity. I undertook these studies with the
intention of contributing to evidence-based medicine in the emergency care setting and
ultimately improving the emergency care provided to the patients in our community. In
doing so, I carefully considered the study design and data collection parameters, and FDA’s
regulatory requirements. Additionally, these studies were conducted with departmental
input, IRB approval, support from Hennepin Healthcare, and after discussion with
colleagues. Although it is no excuse, at no time did I intend to be (nor believed I was) out
of compliance with the IND regulations. I now fully understand FDA’s position that the
studies required an IND. I regret not having conducted the studies in compliance with
FDA’s regulations and I will not conduct such a study again.

Conducting research in the prehospital setting with agitated patients is very challenging
and involves complex circumstances. Because the drug products used in
and _ were approved drug products, and administration of those products to
agitated patients who were being transported by ambulance was part of our hospital’s
standard of care and the EMS standard protocols, it was my misunderstanding at the time
that the drug products were not research-related interventions, and an IND was not needed.
I now understand that the drugs were part of the research based on the study design and
that the studies should have been conducted under an IND.

3 FDA, Regulatory Procedures Manual, Chapter 4 (at 4-1-1), available at:
https /Awww.fda.gov/inspections-compliance-enforcement-and-criminal-investigations/compliance-
manuals/regulatory-procedures-manual.
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I have taken, and will continue to take, numerous remedial steps to ensure that the
violations described by FDA in the Inspectional Observations (Form FDA 483) and the
Warning Letter do not occur in the future.

e Training:

o I attended 6 hours of comprehensive investigator retraining offered by
Hennepin Healthcare on May 7 and May 8, 2019, to refresh and reinforce
my understanding of the regulatory requirements surrounding the conduct
of clinical research.

o T am currently enrolled in the Advanced Research Methodology Evaluation
and Design course offered by the Society for Academic Emergency
Medicine providing training on emergency research methodology. This
course began last September and ended in late May 2021.

o In light of the Warning Letter, I plan to take at least two additional
educational courses on FDA’s clinical trial, human subject protection, and
IND requirements over the next year. Specifically, I plan to take the Society
of Clinical Research Associates (SOCRA) Course on sponsor
responsibilities and the Department Of Health and Human Services” Office
of Human Research Protections (OHRP)’s Human Research Protection
Training.

¢ Mentoring:
o After the 2019 inspection of my studies, Hennepin Healthcare required me

to have a research mentor. [ welcomed this oversight and guidance. My
research mentor, _, and I have been in close contact
on all my scholarly projects over the past two years. Since April 2019 much
of my research time has been spent publishing case reports of public health
significance and publishing old data, including animal data from my former
lab, existing data my co-investigators collected before I joined Hennepin
Healthcare, and de-identified Poison Center data describing new treatments
being used for poisoned patients and geographic trends to better identify
gaps in our Poison Center public health programs.

o Inlight of the Warmning Letter, [ have proposed to Hennepin Healthcare that
I have a research mentor for all research I conduct for an additional two
years and Hennepin Healthcare has agreed to provide a research mentor to
me for this time period.

e Limited Research:
o Over the past two years, [ have only had two open institutional review board
(IRB) studies where I was the Principal Investigator, and both were
retrogpective chart reviews. The first was a chart review identifying if the
administration of long-acting naltrexone for alcohol use disorder was
associated with fewer alcohol-related emergency department visits. This
study was closed recently due to inactivity. The other is an ongoing chart
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review comparing clinical characteristics of patients receiving
intramuscular medications for agitation in the prehospital environment and
in the emergency department (ED) to see if there are differences in rates of
critical illness or complications.

o T am also a sub-investigator on an NIH HEAL initiative study that is being
actively monitored.

o Inlight of the Warning Letter, I commit to never again conduct prehospital
research with a research design similar 1:0_ and .
In addition, T only plan to conduct limited research over the next two years
- I will serve as the Principal Investigator on no more than two studies at a
time, and will be a sub-investigator on no more than two studies at a time
over the next two years.

o In addition, for any studies involving FDA-regulated products, I agree to
consult with relevant hospital resources and FDA, if appropriate, to
determine whether an IND is needed and whether the exemption criteria are
met.

[ have also spent much of the past two years working in new ways to better serve Hennepin
Healthcare’s patient population, with a focus on patients with substance use disorders.
Examples are:

o Leading quality improvement efforts in the Hennepin Healthcare
Emergency Department (“HHS ED™) on de-escalation and utilizing best-
practice guidelines to reduce physical restraints and intramuscular
injections for patients with behavioral emergencies. Efforts I led on de-
escalation and using oral medications have resulted in a sustained reduction
in administration of intramuscular medications of >35% over the past year.

o Leading training efforts to get the majority of HHS ED faculty DATA 2000
"X-Waivers" in order to transform our care of patients with opioid use
disorder in HHS ED. It is now routine (in accordance with up-to-date best
practice recommendations) to initiate patients on buprenorphine for their
opioid use disorder in the HHS ED.

o  Working to establish improved outcomes for patients in our American
Indian community who are suffering from opioid use disorders by
collaborating with our local Native American Community Clinic to
establish a pathway for American Indian patients to receive prompt
addiction care.

In addition, Hennepin Healthcare has taken, and continues to undertake, numerous steps to
strengthen its clinical research program institution-wide, to create a culture of compliance,
and to engage in research-related community outreach. Hennepin Healthcare has:

¢ implemented the use of standardized protocol templates for all investigator-
initiated clinical studies to ensure accurate and complete submissions to the IRB;
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¢ required institutional pre-review of all IRB submissions that involve investigator-
initiated clinical studies; this review includes an assessment of whether an IND or
Investigational Device Exemption (IDE) is required;

¢ re-educated IRB members, hospital staff, and clinical researchers on the proper and
compliant conduct of clinical research;

e instituted mandatory clinical research, human subjects protections, and Good
Clinical Practice education for all new research stafT;

¢ added required training on cultural competency and implicit bias for all research
staft’

e instituted the use of new checklists and guidance documents for the IRB and
investigators to help ensure compliance, and updated the IRB’s written procedures
accordingly;

e implemented an electronic IRB management system to facilitate compliant IRB
review and processes;

e developed a Public Research Advisory Board comprised of diverse experts,
community leaders, and former research subjects, to improve community outreach
and engagement;

s established a Community Advisory Board (CAB)to function as an advisory group
of volunteer members who are representative of the patient community; CAB is
focused on relationship building and partnering with community organizations,
populations with disproportionate unmet health needs, the business community
and the individuals who live in the community; and

e developed in-hospital and online information mechanisms to notify patients and
others in the community about the research being conducted by hospital
physicians/researchers.

All of these corrective actions were/are designed to prevent the violations listed in the Form
FDA 483 and the Warning Letter in order to better protect the health and safety of research
study participants. I fully understand the importance of regulatory compliance and will
never again conduct FDA-regulated clinical research without an IND when applicable. 1
take responsibility for the flaws in the designs of and_ and will
never conduct any future studies with a similar design. In addition, upon reading FDA’s
Warning Letter, I fully understand that and_ changed the levels
of risk to participants associated with the marketed drug products used in the studies, and
thus why the IND exemption criteria were not met.

To reiterate, I understand it is my responsibility to ensure adherence to FDA’s regulations
in the conduct of clinical research to protect the safety and welfare of research participants.
I also understand that I failed to comply with the IND requirements in my conduct of

and by not having an IND and by not meeting the IND exemption
criteria. I and Hennepin Healthcare have undertaken, and continue to take, extensive
corrective actions to prevent any future noncompliance. I appreciate your consideration of
my response and the opportunity to address my deficiencies. [ hope this response is
adequate in addressing the Agency’s concerns and that this response facilitates the closure
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of this matter at this time. Please do not hesitate to contact me a‘r-‘
-

if you have any questions.

Sincerely,




	Prehospital_Page_01
	Prehospital_Page_02
	Prehospital_Page_03
	Prehospital_Page_04
	Prehospital_Page_05
	Prehospital_Page_06
	Prehospital_Page_07
	Prehospital_Page_08
	Prehospital_Page_09
	Prehospital_Page_10
	Prehospital_Page_11
	Prehospital_Page_12
	Prehospital_Page_13
	Prehospital_Page_14
	Prehospital_Page_15

