Appendix B. FDA Notification “Study May Proceed”

F
{ DEPARTMENT OF HEALTH AND HUMAN SERVICES
\“' Food and Drug Administration
Silver Spring MD 20993
IND 127194

STUDY MAY PROCEED

Gaylan L. Rockswold, MD, PhD
Professor, Department of Neurosurgery
University of Minnesota

701 Park Avenue

Department of Surgery, P5
Minneapolis, MN 55415

Dear Dr. Rockswold:

Please refer 1o your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act (FDCA) for hyperbaric oxygen.

We have completed our 30-day safety review of your application and, as discussed with Ms.
Tami HaufT in a telephone conversation with Hamet Touré, PharmD MPH, of this Division on
August 7, 2015, have concluded that you may proceed with your proposed clinical investigation
for treatment of severe traumatic brain injury.

In addition, we have the following comments and recommendations for your consideration:

1. We agree with you that the proposed investigation is preliminary. [t is not an adeguate and
well-controlled investigation that could provide substantial evidence to support a claim of
effectiveness.

2. Your protocol should fully describe the “entire treatment period” for 100% oxygen
ventilation and describe the duration and modes of oxygen administration for the entire
treatment period in and outside the hyperbaric chamber.

3. Investigators should record the duration, mode of administration, and concentration for any
oxygen administration outside the treatment period.

4. You should add statements to the protocol that identify which of the nine hyperbaric oxygen
treatment paradigms specify the maximum oxygen exposure and which use the highest
concentration of oxygen.

ADDITIONAL IN S
As sponsor of this IND, you are responsible for compliance with the FDCA

(21 U.S.C. §§ 301 e1. seq.) as well as the implementing regulations [Title 21 of the Code of
Federal Regulations (CFR)]. A searchable version of these regulations is available at
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www v/seripts/edrhvefdocs/efe i/ a fin. Your responsibilities
include:

e Reporting any unexpected fatal or life-threatening suspected adverse reactions to this
Division no later than 7 calendar days after initial receipt of the information
[21 CFR 312.32(c)(2)).

If your IND is in ¢CTD format, submit 7-day reports electronically in ¢CTD format via the
FDA Electronic Submissions Gateway (ESG). To obtain an ESG account, see information
at the end of this letter.

If your IND is not in ¢CTD format:

¢ vyou should submit 7-day reports by a rapid means of communication, preferably by
facsimile or email. You should address each submission to the Regulatory Project Manager
and/or to the Chief, Project Management StafT,

* if vou intend to submit 7-day reports by email, you should obtain a secure email account
with FDA (see information at the end of this letter);

e if'you also send copies of these reports to your IND, the submission should have the
same date as your facsimile or email submission and be clearly marked as “Duplicate.”

e Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from other
clinical, animal, or in-vitro studics that suggest significant human risk, and (3) a clinically
important increase in the rate of a serious suspected adverse reaction to this Division and to
all investigators no later than 15 calendar days after determining that the information
qualifies for reporting [2]1 CFR 312.32(c)(1)]. If your IND is in ¢CTD format, submit 15-
day reports to FDA electronically in ¢CTD format. If your IND is not in eCTD format, you
may submit 15-day reports in paper format; and

e Submitting annual progress reports within 60 days of the anniversary of the date that the
IND became active (the date clinical studies were permitted to begin) [21 CFR 312.33).

PATIENT-FOCUSED ENDPOINTS

An important component ol patient-focused drug development is describing the patient’s
perspective of treatment benefit in labeling based on data from patient-focused outcome
measures [e.g., patient-reported outcome (PRO) measures). Therefore, early in product
development (i.e, phase 1 or 2), we encourage sponsors to consider incorporating well-defined
and reliable patient-focused outcome measures as key efficacy endpoints in clinical trials, when
appropriate, and to discuss those measures with the Agency in advance of confirmatory trials.
For additional information, refer to FDA’s guidance for industry Patient-Reported Ouicome
Measures Use in Medical Product Devefopmem o Suppau' Claims, ava:lahle at
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SUBMISSION REQUIREMENTS

Cite the IND number listed above at the top of the first page of any communications concerning
this application. Each submission to this IND must be provided in triplicate (original plus two
copies). Please include three originals of all illustrations that do not reproduce well. Send all
submissions, electronic or paper, including those sent by overnight mail or courier, to the
following address:

Food and Drug Administration

Center for Drug Evaluation and Research
Division of Neurology Products

5901-B Ammendale Road

Beltsville, MD 20703-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size,
Non-standard, large pages should be folded and mounted to allow the page to be opened for
review without disassembling the jacket and refolded without damage when the volume is
shelved. Shipping unbound documents may result in the loss of portions of the submission or an
unnecessary delay in processing which could have an adverse impact on the review of the
submission. For additional information, see

http:/fwww.1d tApproval Process/Forms.

MasterFilesDMFs/uem073080.htm.

Secure email between CDER and sponsors is useful for informal communications when
confidential information may be included in the message (for example, trade secrets or patient
information). 1f you have not already established secure email with the FDA and would like to
set it up, send an email request to SecureEmail(@fda.hhs.gov. Please note that secure email may
not be used for formal regulatory submissions to applications (except for 7-day safety reports for
INDs not in ¢CTD format).

The FDA Electronic Submissions Gateway (ESG) is the central transmission point for sending
information electronically to the FDA and enables the secure submission of regulatory
information for review, If your IND is in eCTD format, you should obtain an ESG account. For
additional information, see

hup:/fwww.tda.gov/Forindustry/ElectronicSubmissionsGateway/,

If you have any questions, contact Vandna Kishore, Regulatory Project Manager, at (301) 796-
4193 or via email at Vandna.Kishore@ fla.hhs.gov,

Sincerely,

{See appended clecironic signature page)
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Eric Bastings, MD

Deputy Director

Division of Neurology Products

Office of Drug Evaluation |

Center for Drug Evaluation and Research



