DDI Webinar: An Overview of FDA’s
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A FOCUS ON INDIVIDUAL PATIENT EXPANDED ACCESS
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Learning Objectives

e Summarize the objectives of the FDA’s expanded
access program

* |dentify the types of expanded access requests

e Describe the requirements for authorizing
expanded access

 Review web resources available for patients and
healthcare professionals

e Explain how a physician may submit individual
patient IND expanded access requests to the FDA
using FDA Form 3926
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What is Expanded Access?

A process (or pathway) regulated by the Food and
Drug Administration (FDA) that allows

manufacturers to provide investigational new
drugs to patients with serious diseases or
conditions who have exhausted approved therapy,
and cannot participate in a clinical trial

www.fda.gov




What is Expanded Access?

e Use of an investigational drug or biologic to treat,
diagnose, or monitor a patient with a serious disease
or condition who does not have comparable or satisfactory
alternative therapies.

— Intent is clearly to treat, diagnose, or monitor the patient

e Contrast with investigational drug in a clinical trial where
the primary intent is research

— systematic collection of data with the intent to analyze
It to learn about the drug

www.fda.gov



TREATMENT ACCESS

Named Patient Program

Special Access Programme

Compassionate Use

Individual Patient IND

Pre-~-approval access
Pre-launch Access

Expanded Access
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Three Categories of Access

21 CFR 312 / IND Regulations

e Subpart | consolidated treatment use into a
separate subpart of the investigational new drug
(IND) regulations containing all necessary
information in one place

e Describes three distinct categories of access

https://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm

Intermediate

: . Treatment
size population
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Expanded Access Regulations ,

AN

» Describes the general criteria applicable to all
categories of access, and additional criteria that
must be met for each access category

e Describes reguirements for submission

e Describes the safeguards applicable to
Expanded Access Programs (EAP), such as
Informed consent, ethics review, and reporting
requirements

www.fda.gov 10



Requirements shared by all EAPs

M
e Serious or immediately life threatening illness or ™
condition Ef%
- .
 No comparable or satisfactory alternative therapy

« Potential benefit justifies the potential risks of
the treatment, and those risks are not
unreasonable Iin the context of the disease or
condition being treated

 Providing drug will not interfere with or
compromise development for the expanded
access use

www.fda.gov 11



Treatment

Drug is being investigated in clinical trial designed to
support marketing, or trials are complete

Company is actively pursuing marketing approval

Often bridges the period between completion or near
completion of drug development and approval



Intermediate Size Population

e No fixed numerical requirement
e More than one ... generally, less than a lot
e Can be used when a drug Is

— Being developed (e.g., patients not eligible for trial)

— Not being developed (e.g., rare disease, cannot recruit
for a trial)

— Approved (e.g., drug withdrawn, drug shortage
situation)

e Sponsor can be physician, manufacturer, or 39 party

www.fda.gov 13



Individual Patient EAPs

e Physician must determine probable risk from drug does not
exceed that from disease

e FDA must determine that the patient cannot obtain access
under another type of IND

e Procedures for emergency use (where there is not time to
make a written IND submission) — FDA may authorize
starting access without submission, with very quick turn-
around (Follow-up written submission required within 15
working days of authorizati

www.fda.gov 14
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Individual Patient EAPs

Physician often takes role of sponsor/investigator
(responsible for sponsor activities: tracking,
reporting, etc.)

FDA requires written summary report, and may
require special monitoring

FDA may request consolidation of multiple cases
Into a single, intermediate size patient populatlon




Human Subject Protections
Apply to All EAPs

Drugs in EAPs are /nvestigational drugs, and they are
subject to the following requirements:

* Protection of Human Subjects
(informed consent)

* Institutional Review Boards (IRB)

 Clinical Holds based on safety

* Reporting requirements (adverse event reports,
annual reports)

www.fda.gov 16



Overarching Considerations

e Unknown risks associated with access to
Investigational products for which there is
limited information about safety and
effectiveness

— Some patients may benefit
— Some patients may experience no effect
— Some patients may be harmed

e FDA considers:
— Potential harm to patients

— Need to exhaust all existing approved treatments
— Scientific likelihood of an efficacious response

www.fda.gov 17



Potential EAP Benefits

e Can provide access to patients, including children, with
serious or life-threatening diseases who have no other
alternatives, and are willing to accept greater risk

e Can provide patients a measure of autonomy over their
own health care decision

e The treatment protocol can help bridge the gap between
the latter stages of product development and approval by
making a drug widely available during that period

www.fda.gov 18



How do patients view risk?

Potential overestimation of benefit and/or underestimation
of risk

New drugs can have toxicities that cause increased suffering and
pain, or the acceleration - or prolonging - of death, with no
Increase in quality of life

Not always considered by patients or families -
Often see risks as abstract

19
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Concerns about Trial Enrollment

e Early access to investigational therapies could
make phase 2 and 3 clinical trials more difficult
to perform

e Clinical trial enrollment and conduct is a factor
In consideration of treatment access to
experimental drugs by manufacturers and FDA

www.fda.gov 20



Reasons Company May Deny Expanded
Access Requests

Companies may deny a request for a
number of reasons:

e Avalilable clinical trials

e Manufacturing capacity is often limited in
early phases — diverting drug for expanded
access could limit supply for trials

www.fda.gov
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ISSIONs
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Need for Balance

Treatment access must be balanced against the

systematic collection of clinical data to characterize
safety and effectiveness

Patient autonomy must be balanced against exposure to
unreasonable risks and the potential for health fraud,
and potential exploitation of desperate patients

Individual needs must be balanced against societal needs

— Clinical trials are the best mechanism to provide evidence
of safety and effectiveness for potential new treatments

— FDA approval for marketing is the most efficient means to
make safe and effective treatments available to the
greatest number of patients

23



LCDR Lindsay Wagner, PharmD — Team Leader, Division of Drug
Information, Office of Communications

WEB RESOURCES FOR PATIENTS
AND HEALTHCARE PROFESSIONALS
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Guidance Documents

. ’ ?
What’s new: Expanded Access to

Investigational Drugs
for Treatment Use —

Questions and Answers

Guidance for Industry

U.5. Department of Health and Homan Services
Food and Drog Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

Junme 2016
Upadated October 2017
Procedural

Reference: https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf



https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf

Expanded Access Q&A Guidance

e Waiver option for
convening full
Institutional Review Board
(IRB) for review for single
patient requests

e C(Clarification around how

adverse events are viewed

that occur during
Expanded Access
treatment

e 215t Century Cures Act
requirements for industry

Expanded Access to

Investigational Drugs for

Treatment Use —

Questions and Answers

Guidance for Industry

NOTE: FDA made the following updates to the guidance in October 2017

* Questions 6 and 9 have been updated to clarify the IRB review requirements

for individual patient expanded access treatment use of investigational

drugs. The updates discuss revisions to Form 3926 that are intended to allow
for a waiver of the requirement for review and approval at a convened IRB
meeting if the physician obtains concurrence by the IRB chairperson (or
designated IRB member) before the treatment use begins.

* Question 25 has been revised and a new Question 26 has been added to address

how the Agency reviews adverse event data in the expanded access context.

* Question 31 (previous Question 30) now also references the 21* Century Cures

Act requirement that expanded access policies be publicly posted.

Reference: https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf
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Waiver for full IRB review

e Emergency expanded access requests: report to IRB
within 5 working days
— FDA authorization still required

* Non-emergency expanded access requests:
physician submitting the request can select the box
on Form 3926 (or submit a waiver request with
Form 1571) to obtain concurrence from the IRB
chairperson, or another designated member of the
IRB, before treatment use begins, in lieu of
convening the full IRB

Reference: https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf
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GAO Report and Adverse Events

cao e | e Clarification provided
October 2017

e “FDA is not aware of

INVESTIGATIONAL
NEW DRUGS

FDA Has Taken Steps

e s instances in which
Furiher iy How adverse event
Adverse Events Data . .

Are Used information from

expanded access has
prevented FDA from
approving a drug.”

References: https://www.gao.gov/products/GAO-17-564 https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf 28
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GAO Report and Adverse Events

* Very beneficial to learn of rare adverse events as
early as possible — reporting is still of paramount
iImportance

* 0.02% (2 cases in 10,000 expanded access
authorized requests) where adverse events have
led to a clinical hold, and those were later resolved

* Four key reasons added to Q&A Guidance #26 that
describe why it is extremely difficult to draw a
causal link between a reported AE and the
expanded access treatment

29
Reference: https://www.gao.gov/assets/690/685729.pdf



https://www.gao.gov/assets/690/685729.pdf

215t Century Cures Act

e Requires sponsors to make their policy for evaluating and
responding to expanded access requests publicly available

 The policy must include the following:
— contact information for the manufacturer or distributor,
— procedures for making requests,

— the general criteria the manufacturer or distributor will use to
evaluate and respond to EA requests,

— the length of time the manufacturer or distributor anticipates will
be necessary to acknowledge receipt of such requests, and

— a hyperlink or other reference to the clinical trial record
containing information that is required to be submitted to
ClinicalTrials.gov about expanded access availability for the drug

Reference: https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf



https://www.fda.gov/downloads/drugs/guidances/ucm351261.pdf

FOA

Reagan-Udall Foundation’s Navigator

CRGAN-UD 4 Foundation Home
R e Bl

‘FUI'.l N DM,IDN. 1o About EA Navigator Company Directory  Resources

Select the step-by-step guide
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© Reagan-Udall Foundation for the FDA f ’ Follow Us Ivl Email
1900 L Street NW, Suite 835 | Washington, DC 20036 | Office: 202-849-2075
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EA Webpage 2 business days
ALEXION
EA Webpage GlobalAccess@alexion. 3 business days
com
ALKERMES
EA Webpage 1-888-235- 8008 2 weeks
USMedInfo@alkermes.
com

ADDITIONAL INFORMATION

ALNYLAM PHARMACEUTI
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EA Webpage Clinicaltrials.gov 617-715-0200 3 business days
EAP@alnylam.com
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Reagan-Udall Foundation’s Navigator
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Displaying 10 of 12 Reset Results

ANSWERS FOR INDUSTRY: UPDATED FDA
GUIDANCE RE: IRB, ADVERSE EVENTS, CURES

ACT
This Q&A document from FDA outlines October 2017 updates to Guidance on Expanded
Access to Investigational Drugs for Treatment Use. It covers waivers for convened IRB

meetings, addresses how the FDA reviews...

CLINICALTRIALS.GOV USER GUIDE | 6 MINUTE
READ

Expanded access can be an option for patients with serious or life-threatening diseases,
who have exhausted all FDA-approved treatments, to access investigational products. If

you are a patient, caregiver, or...

CONTACT INFORMATION | 1 MINUTE READ

If your patient is in an emergency situation where access is needed in a matter of hours or
days, physicians should contact the FDA directly through its Division of Drug Information at
855-543-3784 or ...

Reference: http://navigator.reaganudall.org/
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QUESTIONS TO ASK ABOUT CLINICAL TRIALS |
2 MINUTE READ

When discussing possible participation in a clinical trial, it is important to have all the
information you need to make a decision. Here are some questions you, or your physician,

might want to ask the clinical...

QUESTIONS TO ASK ABOUT GROUP AND
SINGLE-PATIENT EXPANDED ACCESS TO
INVESTIGATIONAL DRUGS | 2 MINUTE READ

When discussing the possible use of an investigational treatment, it is important to have all
the information needed to make a decision. Here are some questions you may ask your

physician to ensure you understand the...

REPORTING REQUIREMENTS FOR SINGLE-
PATIENT EA | 3 MINUTE READ

If single-patient expanded access (EA) is permitted for a patient, the sponsoring physician
is required to comply with FDA reporting requirements during and after the treatment.

Clinical trial outcomes are primary...

Reference: http://navigator.reaganudall.org/
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FDA expanded access Q

All News Shopping Images Videos More Settings Tools

About 1,090,000 results (0.60 seconds)

Expanded Access (Compassionate Use) - FDA
https:/iwww fda.gov/NewsEvents/_. /ExpandedAccessCompassionateUse/dgfault. him
Expanded access, sometimes called "compassionate use,” is the use outside §f a clinical trial of an

e “FDA is committed to
increasing awareness of and knowledge about its expanded access programs and the procedures
for obtaining access to ..

FDA's Expanded Access - Expanded Access: Information ... - Expanded Access INDs

You've visited this page many times. Last visit: 1/8/18

FOFl Expanded Access to Investigational Drugs for Treatment Use - FDA
https:/www fda_gov/downloads/drugs/guidances/ucm3s1261 pdf

NOTE: FDA made the following updates to the guidance in October 2017. + Questions 6 and 9 have
been updated to clarify the IRB review requirements for individual patient expanded access
treatment use of investigational drugs. The updates discuss revisions to Form 3926 that are intended
to allow for a waiver of the __.

You've visited this page 4 times. Last visit: 1/24/18

For Physicians: How to Reguest Single Patient Expanded Access - FDA
hitps:/iwww.fda.gov/Drugs/iDevelopmentApprovalProcess/.../ucm107434.him ~

Aug 11, 2017 - When a physician wants to submit a Single Patient Expanded Access request to
obtain an unapproved investigational drug for an individual patient, he or she must first ensure that
the manufacturer is willing to provide the investigational drug for expanded access use. If the
manufacturer agrees to provide ...

You've visited this page many times. Last visit: 1/3/18

Expanded Access: Information for Patients - FDA
hitps:/iwww.fda.gov/ForPatients/Other/ExpandedAccess/ucm200417658.him -

Expanded access, also called compassionate use is a pathways designed to make promising
medical products available as early in the drug and device evaluation process as possible to patients
without therapeutic options, either because they have exhausted or are intolerant of approved
therapies, and cannot enter a ..

35
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FDA Websites

AfoZindex | FollowFDA | EnEspafiol
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Home | Food | Drugs | Medical Devices | Radiation-Emitting Producis | Vaccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

News & Events

Home » News & Events » Public Health Focus » Expanded Access (Compassionate Use)

Expanded Access (Compassionate Use)
(Compassionate Use)

f sHaRE in LMKEDIN | @ PINIT | &% EMAIL | & PRINT
Resources for You

. Expanded Access Navigatond Important Information - When accessing FDA Form 3926 you may need to open the page in Intemet
) Explorer. If you see a "please wait" message, right click (or control-click on Mac) and select the "save as"

* FDA Form 3926 Individual option to download the document as a PDF to your computer before apening it.
Patient Expanded Access

Investigational New Drug
Application{PDF), Note: For best

form functionality, Right-click . . . . . . .
9096 link and click Save Link This section of our website provides information about FDA’s current expanded access policies,

As_.. to save to your deskiop requirements for enrolling in expanded access programs, and steps you can take to get more information.
and then open the file. (PDF -

2.1MB) & Patients Physicians £¥ Industry

Expanded access, sometimes called "compassionate use," is the use outside of a clinical trial of an investigational
medical product (i.e., one that has not been approved by FDA). FDA is committed to increasing awareness of and
knowledge about its expanded access programs and the procedures for obtaining access to human investigational
drugs (including biologics) and medical devices.

36
Reference: https://www.fda.gov/NewsEvents/PublicHealthFocus/ExpandedAccessCompassionateUse/default.htm
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All News Shopping Images Videos More Settings Tools
About 1,090,000 results (0.60 seconds)

Expanded Access (Compassionate Use) - FDA
hitps:/iwww.fda.gow/NewsEvents/.../ExpandedAccessCompassionateUse/default. him
Expanded access, sometimes called "compassionate use,” is the use outside of a clinical trial of an
investigational medical product (i.e., one that has not been approved by FDA). FDA is committed to
increasing awareness of and knowledge about its expanded access programs and the procedures
for obtaining access to ..

FDA's Expanded Access - Expanded Access: Information ... - Expanded Access INDs

You've visited this page many times. Last visit: 1/8/18

FOFl Expanded Access to Investigational Drugs for Treatment Use - FDA
https:/www fda_gov/downloads/drugs/guidances/ucm3s1261 pdf

NOTE: FDA made the following updates to the guidance in October 2017. + Questions 6 and 9 have
been updated to clarify the IRB review requirements for individual patient expanded access
treatment use of investigational drugs. The updates discuss revisions to Form 3926 that are intended
to allow for a waiver of the __.
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For Physicians: How to Reguest Single Patient Expanded Access - FDA
hitps:/iwww fda.gov/Drugs/DevelopmentApprovalProcess/. /Jucm107434 him

UG TT 2 en a physician wants to submit a Single xpanded Access requestto
obtain an unapproved investigational drug for an individual patient, he or she must first ensure that
the manufacturer is willing to provide the investigational drug for expanded access use. If the
manufacturer agrees to provide ...

You've visited this page many times. Last visit: 1/3/18

Expanded Access: Information for Patients - FDA
hitps:/iwww.fda.gov/ForPatients/Other/ExpandedAccess/ucm200417658.him -

Expanded access, also called compassionate use is a pathways designed to make promising
medical products available as early in the drug and device evaluation process as possible to patients
without therapeutic options, either because they have exhausted or are intolerant of approved
therapies, and cannot enter a ..
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FOA U.S. FOOD & DRUG AtoZIndex | FollowFDA | EnEspafol
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Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | “Waccines, Blood & Biologics | Animal & Veterinary | Cosmetics | Tobacco Products

Drugs

Home » Drugs » Development & Approval Process (Drugs) » How Drugs are Developed and Approved > Types of Applications »
Investigational New Drug (IND) Application

For Physicians: How to Request Single Patient
Expanded Access (“Compassionate Use”)

Emergency Investigational New
Drug (EIND) Applications for

Antiviral Products f sHare in UNKEDIN | @ PINIT | & EMAIL | & PRINT

IND Forms and Insfructions When a physician wants to submit a Single Patient Expanded Access request to obtain an unapproved
investigational drug for an individual patient, he or she must first ensure that the manufacturer is willing to provide

Investigator-Initiated the investigational drug for expanded access use. If the manufacturer agrees to provide the drug, the physician

Investigational New Drug (IND) should follow the steps below to submit an Investigational New Drug Application (IND) to the FDA.

Applications

Pre-IND Consultation Emergency Requests:

Program

In an emergency situation, the request to use an unapproved investigational drug may be made via telephone or
other rapid means of commun|cat|on and authorization to ship and use the drug may be glven by the FDA ofrual

Regulatory Information for INDs

the drug may begin prior to FDA's TECEIpt of the written IND submission that is to follow the initial request. An emer-

gency IND timeline is available online to guide you through the process.
Resources for You

Non-emergency Requests:

Rare Diseases Program
How to request Domperidone In a non-emergency situation, a written request (IND) for individual patient use of an investigational drug must be
for gastrointestinal disorders submitted to the FDA The |nve5tlgatlonal drug may be smpped and treatment of the patient may begin 30 days

How to request Omegaven for
Expanded Accass Use

emergency requests are known as individual patient INDs, or single patient expanded access requests. A guide to
initiate and maintain non-emergency requests is available for physicians online.

How to request Zelnorm for

Reference:
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/Investi

gationalNewDrugINDApplication/ucm107434.htm
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FDA Websites

errarettoal  Emergency IND Timeline
Application
Emergency Investigational New f sHare in UNKEDIN | @ PINIT | 3% EMAIL | & PRINT
Drug (EIND) Applications for
Antiviral Products - - - - .. .
General Timeline for Submission of Individual Patient Expanded
IND Forms and Instructions Access Application for Emergency Use
Investigator-Initiated The following information is intended to provide an overview of timelines applicable to physicians who plan to submit or have submitted individual patient
Investigational New Drug (IND) expanded access applications for emergency use. For additional information and a comprehensive explanation of submission requirements, physicians
Applications should review regulations at 21 CFR part 212, and the Guidance for Industry: E: ded Access to Investigational Drugs for Treatment Use — Questions
"5'|d Answe;rﬁ: June 2016 (Updated October 2017).
Pre-IND Consultation
v
DL Individual Patient Expanded Access IND Application for Emergency
Regulatory Information for INDs USB. Inltlal SmeISS|on
Action Supporting Documentation
Contact sponsorfmanufacturer to obtain their agreement to Letter of authorization from
provide expanded access fo the investigational drug sponsor/manufacturer granting a right of
reference to the information contained in their
existing IND
+ Letter of Authorization (see online template)
to be sent to FDA at the time of application
submission by Day 15
Call FDA to obtain FDA authorization for the expanded Information will be requested by the FDA
access use representative and can be provided via phone,
fax, or e-mail
Obtain informed consent from patient or their legally
authorized representative prior to administering treatment
Post- Notify Institutional Review Board (IRB) of the emergency Supporting documentation as required by the
treatment by expanded access use respective applicable IRE
Day 5
Day 15 Submit the expanded access IND application to the Form FDA 3928
appropriate Review Division in the Center for Drug o
Evaluation and Research (CDER) at FDA Letter of Authorization® from
sponsor/manufacturer
Inzert your IND number, provided to you by FDA staff, in the
appropriate section of the application form (e.g., section
fitled, Physician's IND Number in section 3 of Form FDA
3928)
Reference:
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/Investi 39

gationalNewDrugINDApplication/ucm597130.htm
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Reference:

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/Investi

FDA Websites

Individual Patient Expanded Access IND Application for Emergency
Use: Subsequent Submissions

Mandatory Safety Reports — Unexpected
Fatal or Life-Threatening Adverse
Reactions:

As soon as possible but no later than 7
calendar days

Mandatory Safety Reports — Other:

As soon as possible but no later than 15
calendar days after determining the
suspected adverse reaction qualifies for
reporting

Follow-up to a Written Safety Report:
As soon as the information is available
but no later than 15 calendar days after
the sponsor receives the information

IND Application Amendments:
Throughout the IND application life cycle

Results Summary:
Following completion of the treatment for
emergency use

IND Application Annual Reports:
Within 60 days of the anniversary of
FDA's original authorization date
(so long as the application remains
active)

2012.
4Instructions for filling out F

Report unexpected fatal or life-
threatening suspected adverse
reactions®

Report serious and unexpected
suspected adverse reactions®

A follow-up report to an IND safefy
report

For example, any change in the
patient's treatment plan (generally
required to be submitted prior to
implementation)

Submit a written summary of the
results of the emergency use of the
investigational treatment to FDA

Submit Annual Report to FDA

5

Supporting Documentation

» Form FDA 3926* (Field 9: check initial
or follow-up Written IND Safety Report)

Form FDA 3500A

Form FDA 3926* (Field 9: check initial
or follow-up Written IND Safety Report)

Form FDA 3500A

Form FDA 39264 (Field 9: Follow-up to
a Written Safety Report)

Form FDA 39264 with the appropriate
box checked in Field 9 Explanation of
the changes

Form FDA 3926* (Field 9: Summary of
Expanded Access Use [freatment
completed])

Written report that includes the results
of treatment, patient response, and all
adverse effects.

At this time, a request to close the
application should be sent to FDA.

Form FDA 3926* (Field 9: Annual
Report)

A brief report of the treatment progress
fo include: Summary of treatment
results, safety information, and any
other information, as relevant.

gationalNewDrugINDApplication/ucm597130.htm

40
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FDA Websites

Lerreteretoml  For Physicians: A Guide to Non-emergency
Single Patient Expanded Access Submissions

Application

Emergency Investigational New
Drug (EIND) Applications for

SHARE in LINKEDIN PINIT EMAIL | & PRINT
Antiviral Products f n @ = 2
IND Forms and Instructions Initiate Expanded Access
Investigator-Initiated m Descriptions and Further Information
Investigational New Drug (IND)
Applications
1. Request Letter * Reguest a Letter of Authorization (LOA) from the pharmaceutical company that makes the
Pre-IND Consultation of Authorization investigational drug you wish to obtain. A LOA grants the right of reference to the information
Program v contained in the supplier's existing Investigational New Drug (IND) application. If a LOA is not

available, submit sufficient information for FDA to assure the product's quality. A Letter of Authoriza-

Regulatory Information for INDs tion template is available from FDA.

2. Submit Form Instructions for filling out Form FDA 3926 are available online.

FDA 3926 + Submit Form FDA 2926 (along with the LOA) to FDA. You may submit via mail, fax, or e-mail.
Further instructions and help about how to submit available online.
3. Obtain IRB = Obtain IRB approval per 21 CFR Part 56. A physician submitting an individual patient expanded

approval access IND using Form FDA 3926 may choose to reguest authorization to obtain concurrence by the
IRB chairperson or by a designated IRB member before the treatment use begins, in lieu of obtaining
IRB review and approval at a convened IRE meeting at which a majority of the members are present.
A physician submitting an individual patient expanded access IND using Form FDA 1571 may
include a separate waiver request with the application.

4. Obtain Informed * Obtain Informed Consent from patient or their legally authorized representative per 21 CFR Part 50.

Consent * Use a written consent form approved by the IRB.

Follow-up Submissions (use Form FDA 3926)

m Descriptions and Further Information

Safety Ag soon as possible
Reports * Report unexpected fatal or life-threatening suspected adverse reactions to FDA as

soon as possible but in no case later than 7 calendar days after the sponsor's
initial receipt of the information.

Report serious and unexpected suspected adverse reactions to FDA as soon as
possible but in no case later than 15 calendar days after determining that the
Reference: information qualifies for reporting.

https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/Investi 41
gationalNewDrugINDApplication/ucm570937.htm
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Requesting Expanded Access

Questions?
Emergency Requests Contact the appropriate review division below, i Emergency Coordination Staff;
known.
301-796-8300, or
If unknown, contact the Division of Drug 301-796-2210
Information: fax: 301-431-6356
cdererops@fda_hhs.gov
B855-543-3784, or
301-796-3400
301-431-6353 (fax)
druginfo@fda.hhs.gov
MNon-emergency Division of Drug Information: Division of Drug Information:
Requests
855-543-3734, or 855-543-3754, or
301-T96-3400 301-798-3400
fax: 301-431-6353 fax: 301-431-6353
druginfo@fda.nhs.gov druginfo@fda.hhs.gov
Back to Top

CDER Review Divisions, organized by Office of Drug Evaluation

CDER Review Division Telephone Number FAX Number

Not sure which review division is appropriate? 855-543-3T84 301-431-6353
Call the Division of Drug Information 301-796-3400
Office of Drug Evaluation |
Division of Cardiovascular and Renal Products 301-796-2240 301-796-9541
Division of Neurology Products 301-796-2250 301-796-9342
Reference:
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/Investi 42

gationalNewDrugINDApplication/ucm107434.htm
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Form FDA 3926

DEPARTMENT CF HEALTH AND HUMAN SERVICES Form Approved: OMES No, 08100814
Food and Ornug Adminisiration Expiration Date: April 30, 2019
Individual Patient Expanded Access See FRA Statement on 3t page.

Investigational New Drug Application (IND)
(Title 21, Code of Federal Regulations (CFR) Part 312)

1. Patient's Initials 2. Date of Submission (mmtddy]
3.4 Initial Submission b, Follow-Up Submission Tinvestigatianal Crug Name
[] Sehect this bax i this form is an [] Sehect this bax i this form accompanies
initial submission for an ndiidual @ follw-up SUbMISSION 10 an existng
Fatent sxpanced access IND, Incividual patient sxpanded access IND, p—
Aandd compizte caly feids 4 and compiste the Rems & the right inthis | P Teean's IND Humber
trwough 8, and hekds 10.and 11 saction, and ks 3 through 11
4. Clinical Information
Indicaton

Euief Cinical History (Pahien!'s age. gender, weight allergies, disgnasis, prior theragy, responss i prior thevapy. reasan far
requast nchiding an expianalon of why the patent lacks clher therapeut options]

5. Treatment Information
Irvestigational Drug Mame

Mame of the entity that wil supply the drug (genevally the manufaciurer)

FDA Review Drvision (f known)

Treatment Fian (Including the dose, roufe and schedule of adminisiration, planned duration, and mondonng procedures, Alsa include
medifications o the Ireatment pian in the event of foxicay )

6. Lattor of [LOA i penarally cbimned of the drug)

[[] 1 have attached the LOA. (Affach the LOW: ¥ sleckonic, use normal POF functions for fike afischments. )
Note: If thare is ne LOA, congul the Fem (retructions.

7. Physician’s Qualification Statement (including medical schoc! alfanded, yoar of graduation, medical specially, stale medical
ficense number, curmend emplaymeant, and job Kl Allernabvaly, alfech the frat few pages of physican's curicwlum vilse (CV),
provided they contain this informaticn. If atiaching the CV swclioncally, use normal POF functions for fils attechments )

8. Fhysscian Name, Address, and Contact Information
Physician Name (Sponsor) Emal Address of Physican

Acdress 1 (Sireel acmas, No .0 boned]

Acdress 7 (Apartment, sude, unt, buskiing, foor, o1c ) Tlephone Number of Fryscan

Gy State Facsmie (FAX) Number of Physiclan

ZIP Cote . Proysician's IND number, ¥ known

FORM FDA 3926 (71T} Pageiof2 L =
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Form FDA 3926

9. Contents of Submission

This submission contains the following maferials, which are affached fo fhs form (select all thaf appiy). If none of the following apply to the
folow-up communcalions, use Form FDA 1571 for your sutvressicn

(] imitmi Wrtten 4D Safety Report [] change in Treatment Fan
] Poliweup to a WWritten IND Safety Report ] Seneral Comespondence
[ Arnuml Report [ Response 1o FOW Request for information
] Summary of Expanded Access Use (treatment compheted) [ Response o Cirical Hakd

10.2. Request for Authorization to Use Form FDA 3926

[] 1 request authorieation to submit this Form FDA 3026 to comply with FDA'S for i IND.

10b. ization to Use ive IRE Revi
[] ) request {‘"’"} or by g IRE mermbay, bedore
the Treaitment uss begis, n order ko camply wilh FDA'S Thi would be in beu of

review and approval at a convensd IR mesting at which a majority of the mmers are present

1. Cartification Statement: | will nol begin treafment urlil 30 days afier FOA'S receipl of a complelied application and all
required matenals unless | recesve earier notificabion from FDA that treatment may begin. | also agree not 1o begin or
cortirue cinical investigatons covered by the IND if those studies are placed on cinical hold. | also certify that | will cotain
informed consent, and that an Institutional Review Board (IRB) will be For initial and
approval of this treatment use, consistent with applicable FDA requirements. | understand that in lhecasen{an emerae'u:v
request, treatment may begin without prior |RE approval, provided the IRE is notfied of the emergency treatment within 5
working cays of weatment. | agree to conduct the investigation in accordance with all other apphcable regulatery requirements.
WARNING: A willfully false statement is a criminal offense (U.S.C. Title 18, Sec. 1001).

Signature of Physiclan Date

T enabie the signature fieid, please fill cut all prior required fields. For @ list of requined felds
which have not yet been filed cut, please click here.

) For FDA Use Only §
Date of FOA Receipt Is this an emergency individual patient IND? | Is this indication for a rare disease (prevalence
= 200,000 in the .57
TN Numéer Clves [lne [lves [Ine

This section applies only 1o requirements of the Paperwork Reduction Act of 1685,
*DO NOT SEND YOUR COMPLETED FORM TO THE PRA STAFF EMAIL ADDRESS BELOW."
The burden time for this collection of information s estimated to average 45 minutes per resporse, including the
time to review instructions, search existing data sources, gather and maintain the data needed and complete
and review the collection of information. Send comments regarding this burden estimate or any other aspect
of this. lliection, including far reducing this burden, to:
Depariment of Health and Human Services
Food and Drug Adminstration
Cffice of Opevations
Paperwark Reduction Act (PRA) Staff
FPRAStaMiida hivs gov
“An agency may nol conduct o sponser. and a persen & not required to respond I, a collectian of
information unless if displiys a currently valid OMB number *

FORM FDA 3926 (THT) PageZofl

www.fda.gov
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Form FDA 3926

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

Individual Patient Expanded Access
Investigational New Drug Application (IND)

(Title 21, Code of Federal Regulations (CFR) Part 312)

N

Form Approved: OMB No. 0910-0814
Expiration Date: April 30, 2019
See PRA Statement on last page.

1. Patient’s Initials

. N

—

2. Date of Submission (mm/dd/yyyy)

3.a. Initial Submissionq
[ ] Select this box if this form is an
initial submission for an individual
patient expanded access IND,
and complete only fields 4

through 8, and fields 10 and 11.

3.b. Follow-Up Submission

[ ] Select this box if this form accompanies
a follow-up submission to an existing
individual patient expanded access IND,
and complete the items to the right in this
section, and fields 8 through 11.

Investigational Drug Name

Physician’s IND Number

4., Clinical Information

Indication

Brief Clinical History (Patient’s age, gender, weight, allergies, diagnosis, prior therapy, response to prior therapy, reason for
request, including an explanation of why the patient lacks other therapeutic options)

www.fda.gov
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Form FDA 3926

5. Treatment Information
Investigational Drug Name

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

FDA Review Division (if known)

Treatment Plan (Including the dose, route and schedule of administration, planned duration, and monitoring procedures. Also include
modifications to the treatment plan in the event of toxicity.)

6. Letter of Authorization (LOA), if applicable (generally obtained from the manufacturer of the drug)
[ | I 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.

7. Physician’s Qualification Statement (/ncluding medical school attended, year of graduation, medical specialty, state medical
license number, current employment, and job title. Alternatively, attach the first few pages of physician’s curriculum vitae (CV),
provided they contain this information. If attaching the CV electronically, use normal PDF functions for file attachments.)

www.fda.gov 47



Form FDA 3926
_>8. Physician Name, Address, and Contact Information

Physician Name (Sponsor) Email Address of Physician

Address 1 (Street address, No P.O. boxes)

Address 2 (Apartment. suite, unit, building, floor, efc.) Telephone Number of Physician
City State Facsimile (FAX) Number of Physician
ZIP Code Physician's IND number, if known

www.fda.gov 48



Form FDA 3926

$ 9. Contents of Submission
This submission contains the following materials, which are attached to this form (select all that apply). If none of the following apply to the
follow-up communications, use Form FDA 1571 for your submission.

(] 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
[ ] Summary of Expanded Access Use (treatment completed) [ ] Response to Clinical Hold

10.a. Request for Authorization to Use Form FDA 3926
[ ] I'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

[ ] I'request authorization to obtain concurrence by the Institutional Review Board (IRB) chairperson or by a designated IRB member, before
the treatment use begins, in order to comply with FDA's requirements for IRB review and approval. This concurrence would be in lieu of
review and approval at a convened IRB meeting at which a majority of the members are present.

49
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Form FDA 3926

11. Certification Statement: | will not begin treatment until 30 days after FDA’s receipt of a completed application and all
required materials unless | receive earlier notification from FDA that treatment may begin. | also agree not to begin or
continue clinical investigations covered by the IND if those studies are placed on clinical hold. | also certify 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
request, treatment may begin without prior IRB approval, provided the IRB is notified of the emergency treatment within 5
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).

Signature of Physician Date

To enable the signature field, please fill out all prior required fields. For a list of required fields
which have not yet been filled out, please click here.

For FDA Use Only
Date of FDA Receipt Is this an emergency individual patient IND? Is this indication for a rare disease (prevalence
< 200,000 inthe U.S.)?
IND Number [ JYes [ ]No [JYes [ ]No

50



Submission Package

An individual patient IND submitted using Form FDA
3926 may consist of only:
— Completed form

— Letter of Authorization (LOA) to reference existing IND, if
applicable

— First few pages of sponsor-investigator’s CV (if he/she
elects to provide his/her qualifications in this way,
rather than completing section 5 of the form)

Form FDA 1572 is NOT required to be submitted with
Form FDA 3926

www.fda.gov ol



Overall Points to Remember

* To be used by sponsor-investigators (individual
physicians — not drug developers)

 To be used for submission of individual patient
INDs, including those for emergency use, only
(i.e., no other types of expanded access)

e Sponsor-investigator may choose to use Form
FDA 1571 instead

www.fda.gov 52



Challenge Questions

 \WWe have a few challenge questions to ask you

about what you just heard about expanded
access

 We will switch to voting mode from
presentation mode

www.fda.gov
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Challenge Question #1

What criteria must be met in order for FDA to authorize expanded
access?

a) Patient must have a serious or immediately life-threatening
disease or condition

b) Patient must have no comparable or satisfactory alternative
therapy available

c) Providing the drug will not interfere with or compromise
commercial development for the expanded access use

d) All of the above

54



Challenge Question #2

Which of the following websites provides phone
numbers to FDA’s Review Divisions?

A. www.fda.gov
. www.clinicaltrials.gov

. Aand C

B
C. http://navigator.reaganudall.org
D
E. All of the above

55



Challenge Question #3

Which of the following statements about Form FDA
3926 is false?

a) Itisto be used by sponsor-investigators (individual
physicians) to submit an individual patient IND

b) Form FDA 1572 is required to be submitted along
with Form FDA 3926

c) Itis to be used for submitting individual patient
expanded access INDs only

56



More Information

Visit: www.fda.gov/expandedaccess
Contact

e FDA’s Office of Health & Constituent Affairs at
301-796-8460 or PatientNetwork@fda.hhs.gov

e CDER’s Division of Drug Information at
855-543-3784 or druginfo@fda.hhs.gov

e CBER at 800-835-4709 or
industry.biologics@fda.gov
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