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g DEPARTMENT OF HEALTH AND HUMAN SERVICES

f ot HTALy,

Food and Drug Administration
Silver Spring, MD 20993

October 23, 2009

Thomas R. Frieden, MD, MPH

Director

Centers for Disease Control and Prevention
1600 Clifton Rd, MS D-14

Atlanta, GA 30333

Dear Dr. Frieden:

This letter is in response to your request that the Food and Drug Administration (FDA) issue an
Emergency Use Authorization (EUA) for the emergency use of the unapproved drug peramivir
administered intravenously for treatment of 2009 HINT1 influenza virus (hereafter <2009 HIN1")
in certain adult and pediatric patients, pursuant to section 564 of the Federal Food, Drug, and
Cosmetic Act (the Act) (21 U.S.C. § 360bbb-3).

On April 26, 2009, pursuant to section 564(b)(1)(C) of the Act (21 U.S.C. § 360bbb-3(b)(1)(C)),
the then Acting Secretary of the Department of Health and Human Services (HHS) determined
that a public health emergency exists involving Swine Influenza A (now referred to as “2009
HIN1”) that affects or has significant potential to affect national security. The Secretary has
renewed the determination. Pursuant to section 564(b) of the Act (21 U.S.C. § 360bbb-3(b)), and
on the basis of such determination, the Secretary of HHS declared an emergency justifying the
authorization of the emergency use of the antiviral peramivir, accompanied by emergency use
information, subject to the terms of any authorization issued under section 564(a) of the Act (21
U.S.C. § 360bbb-3(a)).

Having consulted with the Centers for Disease Control and Prevention (CDC) and the National
Institutes of Health (NIH), and having concluded that the criteria for issuance of this
authorization under section 564(c) of the Act (21 U.S.C. § 360bbb-3(b)) are met, I am
authorizing the emergency use of peramivir' administered intravenously for treatment of 2009
HINTI in certain adult and pediatric patients, subject to the terms of this authorization.

I. Criteria for Issuance of Authorization

I have concluded that the emergency use of peramivir administered intravenously for treatment
of 2009 HINI in certain adult and pediatric patients meets the criteria for issuance of an
authorization under section 564(c) of the Act, because I have concluded that:

(1) 2009 HINT can cause influenza, a serious or life-threatening disease or condition;

" FDA is authorizing the emergency use of peramivir administered intravenously for treatment of 2009 HINI in
certain adult and pediatric patients as described in the scope section of this letter (Section II of this letter). For ease
of reference, this letter of authorization will also use the term *authorized peramivir.”
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Such Hospitals will conduct any follow-up requested by FDA and/or CDC regarding
medication errors and adverse events.

Such Hospitals will only make available additional written information relating to the
emergency use of authorized peramivir to the extent that it is consistent with and does not
exceed the terms of this letter of authorization (including the facts sheets referenced in
Section II of this letter).

Such Hospitals will make available to FDA and/or CDC upon request any records
maintained in connection with this letter. Upon request, such Hospitals will report to
FDA and/or CDC information with respect to the emergency use of authorized peramivir.

Health Care Providers Conducting Activities With Respect to Authorized
Peramivir’

Health Care Providers will be aware of this letter, including the terms and conditions as
well as any authorized amendments thereto. Health Care Providers will read the Fact
Sheet for Health Care Providers, including the sections on Mandatory Requirements for
Peramivir Administration Under Emergency Use Authorization and Considerations Prior
to Peramivir Use Under EUA as well as any amendments thereto. (See Fact Sheet for
Health Care Providers).

Health Care Providers prescribing and/or administering authorized peramivir will ensure
that the authorized Fact Sheet for Patients and Parents/Caregivers, as well as any
authorized amendments thereto, have been made available to patients and/or
parents/caregivers through appropriate means. Such Health Care Providers (to the extent
practicable given the circumstances of the emergency) will document in the patient’s
medical record that: (a) patients/caregivers have been given the Fact Sheet for Patients
and Parents/Caregivers, (b) patients/caregivers have been informed of the alternatives to
receiving authorized peramivir, and (c) patients/caregivers have been informed that
peramivir is an unapproved drug that is authorized for use under Emergency Use
Authorization.

Prescribing Health Care Providers (or their designees) will ensure that: (1) selected
adverse events and all medication errors associated with the use of authorized peramivir
are reported as follows: the MedWatch FDA Form 3500 must be completed either online
at www.fda.gov/medwatch/report.htm or by using a postage-paid FDA Form 3500
(available at http://www.fda.gov/medwatch/safety/FDA-3500_fillable.pdf) and returning
by fax (1-800-FDA-0178) or by mail (MedWatch, 5600 Fishers Lane, Rockville, MD
20852-9787). If there is no online internet access such reports must be made by calling
1-800-FDA-1088; (2) that such reports include in the description section of the
MedWatch Form 3500 the words “Peramivir EUA” and include unique identifier(s); and
(3) that such reports are made within seven calendar days from the onset of the event.
Such Health Care Providers or their designees will conduct any follow-up requested by
FDA and/or CDC.

¥ The activities with respect to authorized peramivir refer to requesting, preparing, prescribing, and/or administering
authorized peramivir, unless otherwise specified.
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Health Care Providers will prescribe and/or administer authorized peramivir only for the
treatment of certain patients with suspected or laboratory confirmed 2009 HINI infection
or infection due to nonsubtypable influenza A virus suspected to be 2009 HIN1 based on
community epidemiology. Specifically, peramivir is authorized only for the following
patients who are admitted to a hospital and under the care or consultation of a licensed
clinical (skilled in the diagnosis and management of patients with potentially life-
threatening illness and the ability to recognize and manage medication-related adverse
events):
a. Adult patients for whom therapy with an IV agent is clinically appropriate,
based upon one or more of the following reasons:
(1) patient not responding to either oral or inhaled antiviral therapy, or
(i)  drug delivery by a route other than IV (e.g., enteral oseltamivir or
inhaled zanamivir) is not expected to be dependable or is not
feasible, or
(iif)  the clinician judges IV therapy is appropriate due to other
circumstances.
b. Pediatric patients for whom an IV agent is clinically appropriate because:
(i) patient not responding to either oral or inhaled antiviral therapy, or
(i)  drug delivery by a route other than IV (e.g., enteral oseltamivir or
inhaled zanamivir) is not expected to be dependable or is not
feasible).

Health Care Providers will ensure that patients with known or suspected renal
insufficiency have creatinine clearance determined prior to peramivir dose calculation
and first administration. (See Fact Sheet For Health Care Providers; Dosage and
Administration for Impaired Renal Function Dosing).

Health Care Providers prescribing and/or administering authorized peramivir will ensure
that patients with history of severe allergic reaction to any other neuraminidase inhibitor
(zanamivir or oseltamivir) or any ingredient of peramivir will not receive authorized
peramivir. (See Fact Sheet for Health Care Providers; Product Description.)

Health Care Providers will only make available additional written information relating to
the emergency use of authorized peramivir to the extent that it is consistent with and does
not exceed the terms of this letter of authorization (including the facts sheets referenced
in Section II of this letter).

Heath Care Providers will make available to FDA and/or CDC upon request any records
maintained in connection with this letter. Upon request, Health Care Providers will
report to FDA and/or CDC information with respect to the emergency use of authorized
peramivir.

BioCryst

D.2.

BioCryst will post on its website the following statement: “For information about the
FDA-authorized emergency use of peramivir, please see www.cde.gov/hlnlflu/eua.”

BioCryst will distribute authorized peramivir only to CDC and/or its designees subject to
the terms and conditions of this letter.
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D.3 BioCryst will contact FDA concerning the need for any FDA review and approval before
any changes are made to the manufacturing, packaging, and labeling processes authorized
as of the date of this letter.

D.4. BioCryst (or anyone acting on behalf of BioCryst) will not represent authorized peramivir
in a promotional context or otherwise promote authorized peramivir.

D.5.  BioCryst will make available to FDA and (as reasonably appropriate) CDC upon request
any records maintained in connection with this letter. Upon request, BioCryst will report
to FDA and/or (as reasonably appropriate) CDC information with respect to the
emergency use of authorized peramivir.

The emergency use of authorized peramivir as described in this letter of authorization must
comply with the conditions above and all other terms of this authorization.,

V. Duration of Authorization

This EUA will be effective until the declaration of emergency is terminated under section
564(b)(2) of the Act or the EUA is revoked under section 564(g) of the Act.

Enclosure





