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Learning Objectives

* Identify the different types of expanded access

* Understand the process for obtaining initial IRB approval
* Understand the process for obtaining initial FDA approval

* Understand the follow-up reporting requirements
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Overview

* Expanded access (compassionate use, emergency use) allows medications and
devices that are not FDA approved to be used:
* For treatment, not research
* In life threatening or life altering conditions
* No other FDA approved option available

* Requires
* FDA approval/oversight
* |IRB review
* Patient consent

* Follow-up
* Adverse events
* Post treatment reporting to FDA and IRB
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What Expanded Access Is

* Expanded access is a potential pathway for a patient with an immediately life-threatening condition
or serious disease or condition to gain access to an investigational medical product for treatment
outside of clinical trials when no comparable or satisfactory alternative options exist.

* Immediately life-threatening disease or condition means a stage of disease in which there is reasonable
likelihood that death will occur within a matter of months or in which premature death is likely without
early treatment.

¢ Serious disease or condition means a disease or condition associated with morbidity that has substantial
impact on day-to-day functioning. Short-lived and self-limiting morbidity will usually not be sufficient, but
the morbidity need not be irreversible, provided it is persistent or recurrent.VWhether a disease or
condition is serious is a matter of clinical judgment.

* Investigational medical product is a drug, biologic, or device (including diagnostic) that has not yet been
approved or cleared by FDA for any purpose.

* Either no clinical trials available or patient does not qualify.

* Expanded access is treatment of a patient
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What Expanded Access Is Not

* NOT an alternative treatment when approved treatment is as likely to be effective.

* NOT collection of generalizable information (i.e., research).

* NOT a substitute for clinical trials to demonstrate the safety/efficacy of an investigational product.
* NOT a way to collect “proof of concept”, pilot, or feasibility data prior to launching a trial.

* NOT an open-label extension to a clinical trial.

* NOT a mechanism to provide free access to an approved drug that a patient’s insurance won’t
cover.
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Types of Expanded Access

* To treat a single, identified patient with a drug or biologic:
* Treating physician can submit single-patient expanded access IND
(0]
* Company can submit single-patient expanded access protocol to their existing IND

* To treat a single, identified patient with a device:
* If device company has an existing IDE, they submit individual patient compassionate use request as IDE

supplement
OR
* If no existing IDE, either treating physician or company can submit individual patient compassionate use
request

* To treat more than one, to-be-identified patients, even across many sites, set up an Expanded Access
Program (EAP) or Treatment IDE
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Emergency Expanded Access

* Emergency single-patient expanded access is a subset of single-patient expanded access

Patient is in emergency situation and must be treated before written submission can be made (but loop is closed

afterwards)

Drugs/biologics: phone/email permission by FDA required prior to treatment (but not IRB)
Devices: IRB chair concurrence required prior to treatment (but not FDA)

* “Failure to plan on your part does not constitute an emergency on my [FDA’s] part”

* Examples:

Patient in ICU with COVID-19 — many requests early in pandemic for remdesivir, monoclonal antibodies prior to their
EUAs

Patient with an inborn error of metabolism developed antibodies against the approved drug leading to loss of efficacy
Acute poisoning

Medtronic's ventricular assist device Heartmate 4

Cerebral aneurysm device

Carotid artery stent system
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Required for all IRB EA Submissions

(including emergency submission)

* Assurance that regulatory criteria for Expanded Access are met:

* Assurance from the treating MD that use is NOT research and NOT part of a project that is
currently awaiting IRB approval;

* Assurance that the use of the drug/device is to treat/diagnose a patient with seriously
debilitating or immediate life-threatening condition or disease;

* Assurance that there is no generally acceptable alternative available for treating/diagnosing the
patient.

* Written statement explaining the rationale for the use of the investigational drug/device
for a specific patient.

* Copy of the consent form (See 620 FR.2, Informed Consent Document for Emergency Use
Investigational Drug or Device)
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https://ires-irb.yale.edu/IRB-PROD/sd/Doc/0/473IT7T0PK8UR3S11KSPCLIG00/Emergency_ExpandedUseConsent_Version_20200301.docx
https://ires-irb.yale.edu/IRB-PROD/sd/Doc/0/473IT7T0PK8UR3S11KSPCLIG00/Emergency_ExpandedUseConsent_Version_20200301.docx

IRB Submission:What is Needed?

Yale SOP Manual - Section16.10.1 Expanded Access to Investigational Drugs and Biologics

* Protocol
* EA submission templates in IRES library for protocol and consent (HRP-503X Protocol Template for Expanded Access

Programs (EAPs) and Compassionate Use)

Brief drug/device description

Patient-specific information (age, gender, life-threatening, emergency, life changing condition, medical history)
Treatment plan (dose, time frame, follow-up plan)

Risks and risk mitigation

Consenting / reporting / financial sections

* Consent for patient /parent authorization/ LAR authorization
* Informed Consent Document for [Emergency or Expanded Access] Use Investigational Drug or Device (from IRES Library)

* Letter of Authorization from Sponsor
* |B/ Device Manual
* FDA IND/IDE Submission / approval / correspondence

* Concurring MD letter — for devices and emergency use
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IRB / Hospital / University Considerations

* For expanded access involving children/adolescents:
* Parental authorization (one parent) is required.
* Assent is not required since this is not research.
* Minors findings (based on level of research risk) do not apply.
* Minors who reach |8 while being treated under expanded access will need to be
consented.

* Expanded Access protocols are under a contract reviewed and approved by the
Office of Sponsored Projects (OSP) or YNHH Business Office.

* Sponsors ship the drugs to YNHH Investigative Pharmacy.
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Tips / Wording for IRB Submission of Expanded Access

Protocols
 Tips

* For emergency INDs/IDEs submissions, send by email to /

* As soon as you are considering expanded access/emergency treatment, contact the IRB (Madelon Baranoski;
Dawn Pedevillano).We can help and save you time and mis-steps.

* Protocol /consent sections

* In the introduction: You are getting this treatment because your doctor has determined that there are no FDA
approved treatments available for your condition.You doctor believes that this (drug or device) may benefit you, but
we cannot guarantee it will help.You are being offered this (drug or device) for treatment not for research.

* Cost: the sponsor/manufacturer is providing the drug /device free of charge.All other costs will be charged
to your insurance.

* Alternatives: Your doctor has determined that there are no alternative FDA-approved treatments. The alternative
is to continue with the treatment you are receiving. If you decide not to take the medication (or to agree to have the
device) you will continue to receive all the treatment and care your doctor and the hospital can provide.

* Reporting includes the FDA, the sponsor, the IRB. The standard HIPAA language applies.
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Informed Consent
Yale SOP Manual - Sectionl16.10.1 Expanded Access to Investigational Drugs and Biologics

* Informed consent/authorization is required.

* If time/circumstances do not permit, the treating MD and an MD not participating in the intervention

The patient faces a life-threatening or severely debilitating situation necessitating the use of the test article;

Consent cannot be obtained because of an inability to communicate with, or obtain legally effective consent from the
patient;

Time is not sufficient to obtain consent from the patient’s surrogate;

No alternative method of approved therapy is available that provides of effective
treatment.

— Written certification is required before use of the drug or device.

* If independent MD is not available, the treating MD must
— Certify to the 4 criteria

— Within 5 days obtain independent MD opinion about whether consent could have been obtained;

— Submit opinion, certification, and required documentation to the IRB;

— Inform patient (family) of treatment.
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MD Steps for Emergency Use of Investigative Devices

* Notify IRB Chair and Amy Hummel.

* Obtain independent assessment by uninvolved MD (same specialty but not involved in treatment).
* Obtain IRB Chairperson’s concurrence.

* Obtain Informed Consent from patient or surrogate.

* Notify the relevant Senior Vice President Patient Safety & Quality Associate Chief of Staff (Service
Line Medical Affairs) at Yale-New Haven Hospital and the Legal and Risk Services Department.
These individuals must be notified of any use by the clinician as soon as possible thereafter in the
event of an emergency use.

e Obtain authorization from the IDE holder (usually Sponsor or manufacturer).
— If device is already in hospital, still need Sponsor approval first.
e Alert the YNHH Investigative Pharmacy.
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Requesting FDA Approval
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Submission Support Through YCCI IND/IDE Office

* Required by the Yale School of Medicine policy “Oversight of Yale Sponsor-
Investigator held Investigational New Drug (IND) Applications, Investigational
Device Exemptions (IDE) or Emergency Use Authorizations (EUA)”

 EXCEPTION: We do not want to be a barrier to an initial emergency expanded access request
— Pl can call FDA and reach out to us in parallel or after the call to coordinate the paperwork

* Staff of 5 who are experienced with FDA requirements and submission modalities

* To contact, email our general support inbox and someone
will follow up to work with you on the necessary documents

* Support continues until the treatment is concluded and final report submitted/IND
or IDE is closed
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Emergency vs Non-Emergency Dictates Initial Path

* For emergency compassionate use of devices prior approval of the FDA is not
required.
* Need to report the emergency use to FDA within 5 days.

* For emergency expanded access use of drugs or biologics the treating physician
must call the FDA for authorization.
e 8:00am-4:30pm weekdays
* For drugs call 301-796-3400
* For oncology drugs call 240-402-0004
* For biologics call 240-402-8020

* After 4:30pm and on weekends
* For all requests call 866-300-4374
* Need to assemble and submit the paperwork to FDA within |5 days

* For non-emergency expanded access IND or IDE, an application must be
assembled and submitted to FDA for their review and approval.
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Expanded Access IND Contents

* FDA Form 3926

* Letter of Authorization from the company providing the investigational medical
product

* CV of the treating physician

* Copy of the informed consent form to be signed by the patient
* Optional but strongly recommended by YCCI IND/IDE Office: the HRP-503X

* Due to space constraints on the 3926, may not be able to include complete information about
the patient’s clinical case or about the treatment and monitoring plan.

* In trying to fit within space, may inadvertently leave out a detail FDA would find important, or
cause contradiction between the documents.

* Simple solution —“see attached’!
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'Z)EF'ARTI'-.-'IENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0310-0814
Food and Drug Administration Expiration Date’ October 31, 2

Individual Patient Expanded Access See PRA Statement on last page
Investigational New Drug Application (IND)
(Title 21, Code of Federal Regulations (CFR) Part 312)

1. Physician Name, Name of Institution or Clinical Practice, Address, and Contact Information
sician Name (Sponsor) Email Address of Ph

Name of Institution or Clinical Practice

Addr 1 t address, No P.O. E

Addr 2 (Apartment, suite, unit, building, floor, etc.) Telephone Number of Phys

City Facsimile (FAX) Number of Physician

ZIP Code
2. Patient’s Initials 3. Date of Submission (mm/dad/yyyy)

4. Type of Submission Investigational Drug Name
NOTE: C king box 4a or 4b will *turn on™ ONLY the fields that must be completed.
4.a. Initial Submission 4.b. Follow-Up Submission
Select this box if this form is an Select this box if this form accompanies ysician's IND Number (if known)
iniial submission for an individual a follow-up submission to an existi
patient expanded access IND, individual patient
enter the Physician's IND Number, and complete the iterr C
if previously ed by FDA, and section, and fie through 11.
complete only fields 5 through 8,
and fields 10 and 11.
5. Clinical Information
Indicati

ity (optional), diagnosis, prior therapy,
he patient lacks other therapeutic options)

Race (check all that apply)

[ Hispanic/Latino [ American Indian/Alaska Native O Asian
[ Mot Hispanic/Latino |:| Black or African American

Yal e H?f' mdan RESP[:I T{‘h PT{} [:{? [ Native Hawaiian/Other Pacific Islander [ White
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6. Treatment Information
Investigational Drug Name

Name of the entity that will supply the drug (generally the manufacturer)

FDA Review Division (if known)

Treatment Plan (inciuding the do. oute a ration, planned duration, and monitoring procedures. Also include
modifications to the freatment plan in the event of toxic

7. Letter of Authorization (LOA), if applicable (generally obtained from the man rer of the drug)
[J 1 have attached the LOA. (Attach the LOA; if electronic, use normal PDF functions for file attachments.)
Note: If there is no LOA, consult the Form Instructions.

8. Physician’s Qualification Statement (Inciuding me >hool atte , r of graduation, medical specia
license number, current employment, and job title. Al ) = w pages of phy: urriculum vita

provided they contain this information. If attaching the GV electro /, use normal PDF functions for file attachments.)

ntents of Submission
This submission contains the following materials, which : his form | at apply). If none of the following apply to the
follow-up communications, use Form FDA 1571 for

[7] Initial Written IND Safety Report | Change in Treatment Plan

[ Follow-up to a Written IND Safety Report [ General Correspondence

[ Annual Report Response to FDA Request for Information

] mmary of Expanded Access Use (treatment completed) | Response to Clinical Hold

[ Request for Withdrawal
10.a. Request for Authorization to Use Form FDA 3926

| request authorization to submit this Form FDA 3926 to comply with FDA's requirements for an individual patient expanded access IND.

10.b. Request for Authorization to Use Alternative IRB Review Procedures

| request authorization to obtain concurrence by the Institutional Review Board (IRB) chairperson or by a designated IRB member, before
gins, in order to comply with FDA's requirements for IRB review and approval. This concurrence would be in lieu of

Yale Human Research Prote
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) ree not to begin or
continue clinical inv vered by the IND if those studi ertify that | will obtain
informed consent, and that an Institutional Review Board (IRB) will be responsible for initial and continuing review and
approval of this treatment use, consistent with applicable FDA requirements. | understand that in the case of an emergency
est, treatment may begin without prior IRB approval, provided the IRB is notified of the emergency treatment within 5

required materi

working days of treatment. | agree to conduct the investigation in accordance with all other applicable regulatory requirements.

WARNING: A willfully false statement is a criminal offense (U.S.C. Title 18, Sec. 1001).

Information on where and how to submit this form is available at Expz

For FDA Use Only
Is this an emergency individual patient IND? | Is this indication for a rare disease (prevalence

Date of FDA Receipt
< 200,000 in the U.S.)?

|:| Yes |:| No |:| Yes |:| No

IND Number

This section applies only to requirements of the Paperwork Reduction Act of 1995.
*DO NOT SEND YOUR COMPLETED FORM TO THE PRA STAFF EMAIL ADDRESS BELOW.*

mated to average 45 minutes per onse, including the
r and maintain the data needed and complete
this burden estimate or any other aspect

The burden time for this collection of information i
time to review instructio rch existing data
and review the collection of information. Send ¢
of this information collection, including s ions for reducing t
Department of Health and Human Servic
Food and Drug Administration
Office of Operati
Paperwork Reduction Act (PRA)
PRAStaffi@fda.hhs.gov
“An agency may not conduct or spo
information unless i

taff

and a n is not required to ond to, a collection of
lays a currently valid OMB number.”

FORM FDA 3926 (01/25) Page 3 of 3




IDE (Submitted by Physician)

No specific FDA form

A description of the patient's condition and the circumstances necessitating treatment

A discussion of why alternative therapies are unsatisfactory and why the probable risk of
using the investigational device is no greater than the probable risk from the disease or
condition

The patient protection measures that will be followed:
* A draft of the informed consent document that will be used;
* Clearance from the institution as specified by their policies;
* Concurrence of the IRB chairperson; and
* An independent assessment from an uninvolved physician

Authorization from the device manufacturer on the use of the device

Description of the device from the manufacturer
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FDA Review

* 30 (calendar) day review period
* Same as any other IND or IDE

* Often hear back much faster — few days or a week

* Office of Oncologic Diseases (CDER) has set up a special group that only handles
expanded access requests — Project Facilitate. Same-day approvals are not
uncommon.
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Follow-up Reporting
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FDA

* |f emergency expanded access:
* Drugs/biologics: written submission due within |5 days of initial request

* Device: submit report of the use within 5 days

* Notify FDA of any change in treatment plan

* Report SAEs that are unexpected and possibly related to the investigational
product

* Annual report if goes beyond | year from initial FDA approval date

* When treatment is completed:

* Drugs/biologics: must provide summary report of treatment, including adverse
events, and request withdrawal of IND

* Devices: must submit summary report within 45 days of use of the device
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IRB

* |IRB annual reviews (CR) if the treatment continues to a year or more beyond the
time of the initial approval.

* Examples: Heartmate-1V device, cochlear implant, oncology treatment “until progression™
* Expanded Access Programs or Treatment IDEs — numbers enrolled, etc.

* Modification must be submitted for review and approval.
* Reconsent required when appropriate.

* Reporting of SAEs required

* Sponsors may require reporting of side effects of interest. Sponsor reports get sent to the IRB.
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Single —
Patient
IND/IDE

Sponsored
Single -
Patient

Sponsored
EA Program

Emergency
Drug/
Biologic

Emergency
Device

Requirements/Action for Treating Physician

Required
MD submits IND/IDE

None
Sponsor holds IND/IDE

None
Sponsor holds IND/IDE

Required
MD calls FDA

Notification
to FDA 5 days post use

Yal C Human Research Protection Pro gram

Required
EA protocol/
consent

Required
EA protocol/
consent

Required
EA protocol/
consent

Notification of IRB /
5 days

Emergency
submission

Required

(Chair
concurrence)
Notification of IRB /
5 days

Required
EA consent

Required
EA consent

Required
EA consent

Required
Rx consent
(time
permitting)
Required
Rx Consent
(time
permitting)

FDA / IRB
5 days post rx
Sponsor reports

IRB reporting 5 days
post rx Sponsor
reports

IRB /sponsor
reporting

Reports of SAE and
outcomes to
FDA/IRB/Sponsor

Reports of SAE and
outcomes to
FDA/IRB/Sponsor




Important Reminders

Because of the increased responsibility as the Sponsor of these applications with the FDA,
expanded access applications should be requested by attending physicians only.

* Trainees, including residents and fellows, should not initiate or hold an expanded access
application.

Subject to the School of Medicine policy Oversight of Yale Sponsor-Investigator held INDs, IDEs,
or EUAs

IRB/HRPP and YCCI IND/IDE Office staff are here to help!

* For non-emergency cases, please reach out to us as early as you can so we can assist you.VWhen
reaching out to the company to request the product is a great time to let us know.

* For emergency cases, reach out ASAP to IRB Chair/HRPP. Loop in YCCI IND/IDE Office at
same time as FY| and we will follow up on the written submission.

The clinician may not conclude that an "emergency" exists if there was delay in contacting
the YCCI IND/IDE Office and the IRB.
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Yale HRPP Website & Additional Resources
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References & Resources

* FDA Expanded Access website: https://www.fda.gov/news-events/public-health-
focus/expanded-access

* YCCI IND/IDE Management Office:

https://yaleedu.sharepoint.com/sites/YaleCenterClinicallnvestigation/SitePages/IND-IDE-Support.aspx

* Policy: Oversight of Yale Sponsor-Investigator held INDs, IDEs, or EUAs

* IRB templates (available in IRES-IRB = Library):
* Emergency/Expanded Access protocol HRP-503X linl

* Emergency/Expanded Access consent form linl
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amy.hummel@yale.edu

203-974-2047 (cell) |
madelon.baranoski@yale.edu Yale Human Research Protection Program

203-668-9366 (cell)



mailto:amy.hummel@yale.edu
mailto:madelon.baranoski@yale.edu

	Slide Number 1
	Slide Number 2
	Slide Number 3
	Slide Number 4
	Slide Number 5
	Slide Number 6
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	Slide Number 12
	Slide Number 13
	Slide Number 14
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Slide Number 19
	Slide Number 20
	Slide Number 21
	Slide Number 22
	Slide Number 23
	Slide Number 24
	Slide Number 25
	Slide Number 26
	Slide Number 27
	Slide Number 28
	Slide Number 29
	Slide Number 30
	Slide Number 31
	Slide Number 32

