Emergency-use authorization of peramivir

In response to the declaration of the
public health emergency due to 2009
HINI influenza infection, FDA has au-
thorized the first emergency-use authori-
zation (EUA) of an investigational drug,
peramivir.! The use of the drug must meet
strict criteria, and the risk of use must be
weighed against benefit. Peramivir is an
injectable neuraminidase inhibitor with
limited Phase IT and III clinical data in ap-
proximately 1891 patients who received
the drug i.v. or i.m., including 478 who
received a single dose of 600 mgi.v.? Data
on multiple-dose administration are lim-
ited, with 33 adult patients receiving ap-
proximately 600 mg (or more) i.v. once
daily for five or more days. Limited data
from clinical trials exist for treatment
beyond 10 days, but patients with life-
threatening infections may benefit from
extended therapy. Peramivir has not been
studied in pediatric and pregnant pa-
tients, and the drug is excreted into breast
milk. Peramivir should be used in these
populations only if the potential benefit
outweighs the risk. Peramivir has dem-
onstrated a one-day reduction in symp-
toms associated with HIN1 influenza,
and taking the drug does not ensure the
prevention of transmission of influenza
to others.’

To obtain peramivir from the Cen-
ters for Disease Control and Prevention
(CDC), a physician specializing in manag-
ing critically ill patients must complete an
online screening form* or call CDC (1-800-
232-4636). Eligible patients include those
with suspected or laboratory-confirmed
2009 HIN1 infection or infection due to
influenza A virus not subtypable but sus-
pected to be community circulating 2009
HINI virus.* Adult patients for whom
therapy with an i.v. medication is clini-
cally appropriate include those (1) not
responding to oral or inhaled antiviral
therapy, (2) for whom drug delivery by
a route other than i.v. is not expected to
be dependable or feasible, and (3) for
whom the clinician judges i.v. therapy
appropriate due to other circumstances.*
Peramivir should not be used for treating
infections due to uncomplicated seasonal
or HIN1 influenza, or for preexposure
or postexposure influenza chemopro-
phylaxis. For our institution, CDC ap-
proval for use of peramivir has occurred
within a couple of hours of submission
of the completed form. CDC contacts the
hospital pharmacy listed on the screen-
ing form to ensure that the person or
pharmacy identified on the form can re-
ceive delivery of the product 24 hours a

day, seven days a week. Since peramivir
is not currently approved for marketing
in the United States and its distribution
is under the EUA, there is no charge for
the drug or for its delivery.” The drug is
delivered within 24 hours after the order
is approved.

Since peramivir is an investigation-
al drug, institutions wanting to use it
should consult their institutional review
board or other entity that oversees inves-
tigational drugs, although this process is
not required by CDC or FDA. FDA does
require, before the initiation of therapy,
that health care providers document that
the patient or caregiver has (1) received
the fact sheet on the drug,’ (2) been in-
formed of alternatives to peramivir, and
(3) been informed that peramivir is an
investigational drug for use under the
EUA program.

Peramivir is a clear liquid supplied as a
box of five single-dose vials of 200 mg/20
mL.? Detailed information on preparation
and storage of the drug is included in the
fact sheet for health care professionals.®
The standard adult dose of peramivir is
600 mg i.v. once daily for 5-10 days in pa-
tients with a creatinine clearance (CL )
of >50mL/min.® Further renal adjust-
ments should follow the dosage recom-
mendations in the prescribing informa-
tion.® Since peramivir is not extensively
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metabolized, dosage adjustment in he-
patic impairment is not required.®
Because pediatric use of peramivir
has not been studied in clinical trials,
pediatric dosage is based on modeling
and simulation of pharmacokinetic data
from healthy adult volunteers and adult
patients with influenza, patient pharma-
cokinetic data, and information on renal
maturation and body weight.® Pediat-
ric dosage is based on age; however, for
children with impaired renal function
(CL,, < 49 mL/min), dosage adjustment
is calculated on the basis of CL_,age, and
weight by using the Schwartz formula.®
Common adverse side effects in-
clude diarrhea, nausea, vomiting, and
neutropenia.*® Drug monitoring should
include a complete blood count with dif-
ferential and basic metabolic panel on ini-
tiation, on day 3, and at the end of therapy.
Liver function tests, urinalysis, renal func-
tion assessment, and vital signs should be
monitored as specified in the fact sheet.®
Reporting through the FDA MedWatch

program’ of all adverse events associated
with the use of peramivir is required.
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