May 12, 2015

Thomas R. Frieden, M.D., M.P.H.

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
Emergency Use Authorization (EUA) for emergency use of th

V-D682014 rRT-PCR)
for the in vitro qualitative detection of RNA from the enterovirus D68 -D68) strains detected
in North America in 2014 in upper respiratory specime as nasopharyngeal (NP) swabs,
oropharyngeal (OP) swabs, dual NP/OP swabs, and/or n i j i
i i i i 1duals with signs and symptoms
of EV-D68 mfectlon and/or epidemiologic risk facto lified laboratories designated by
CDC on specified instruments, pursuant to ederal Food, Drug, and Cosmetic
Act (the Act) (21 U.S.C. § 360bbb-3).

(1)) of the Act (21 U.S.C. § 360bbb-

rvices (HHS) determined that there is a
ncy that has a significant potential to affect
nited States citizens living abroad and that
4(b)(1) of the Act (21 U.S.C. § 360bbb-3(b)(1)), and
Secretary of HHS then declared that Circumstances exist

)

~3(c)) are met, [ am authorizing the emergency use of the EV-D68 2014
in the Scope of Authorization section of this letter (section II)) in

qualitative d€tection of EV-D68 strains detected in North America in 2014.

! As amended by the Pandemic and All-Hazards Preparedness Reauthorization Act, Pub. L. No. 113-5, under section
564(b)(1)(C) of the Act the Secretary may make a determination of a public health emergency, or of a significant
potential for a public health emergency.

* HHS. Determination and Declaration Regarding Emergency Use of New In Vitro Diagnostics for Detection of
Enterovirus D68. 80 Fed. Reg. 10685 (February 27, 2015).
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I. Criteria for Issuance of Authorization

I have concluded that the emergency use of the EV-D68 2014 rRT-PCR for the in vitro
qualitative detection of EV-D68 strains detected in North America in 2014 in the specified
population meets the criteria for issuance of an authorization under section 564(c) of the Act,
because I have concluded that:

1. EV-D68 can cause EV-D68 infection, a serious or life-threatening disease or condition to
humans infected with this virus;

effective in diagnosing EV-D68 infection, and that the known
the EV-D68 2014 rRT-PCR for diagnosing EV-D68 infectio
potential risks of such product; and

3. There is no adequate, approved, and available alterna
D68 2014 rRT-PCR for diagnosing EV-D68 infegtion.

I1. Scope of Authorization

I have concluded, pursuant to section 564(d)(1) of t t the scope of this authorization is
limited to the use of the authorized EV-D6 qualified laboratories designated
by CDC for the in vitro qualitative detegiion ins detected in North America in
2014 in individuals with signs and s -D68 infection and/or epidemiologic risk

The EV-D68 2014 R ' reverse transcriptase PCR (rRT-PCR) for the in vitro
qualitative detectiopd® detected in North America in 2014 in upper respiratory

conjunction 1CNERQ atched upper resplratory spec1men(s) and other authorlzed specimen
types fromg#ivi igns and symptoms of EV-D68 infection and/or epidemiologic risk

B 7500 Fast, and AB 7500 Fast Dx Real-Time PCR Systems with SDS software) or
ized instruments.

The EV-D68 2014 rRT-PCR is based on one-step real-time reverse transcription polymerase
chain reaction. The Assay employs one primer and probe set (VP1.2014) that targets the viral
protein 1 (VP1) gene of the EV-D68 genome, and one primer and probe set (RP) that targets the
human RNase P gene.

3 No other criteria of issuance have been prescribed by regulation under section 564(c)(4) of the Act.
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The EV-D68 2014 rRT-PCR uses the following primer/probe sets:
VP1.2014: targets the EV-D68 viral protein 1 (VP1) gene
RP™: targets the human Ribonuclease P gene. This primer and probe set is

included as a control for specimen quality, to confirm that human
nucleic acid was successfully extracted from the clinical specimen.

The EV-D68 2014 rRT-PCR includes the following assay controls:

1. EV-D68 2014 rRT-PCR Positive Control is comprised of syntheti
single-stranded, positive—sense RNA transcript.

be revised by CDC in consultation with FD
qualified laboratories designated by C
certain requirements otherwise requiged

The above described EV-D68 2014 r R 1
information pertaining to th:
care providers and patients:

thorized to be accompanied by the following
hich is authorized to be made available to health

I have concluded, pursuant to section 564(d)(2) of the Act, that it is reasonable to believe that the
known and potential benefits of the authorized EV-D68 2014 rRT-PCR in the specified
population, when used for the in vitro qualitative detection of EV-D68 strains detected in North
America in 2014, outweigh the known and potential risks of such a product.

I have concluded, pursuant to section 564(d)(3) of the Act, based on the totality of scientific
evidence available to FDA, that it is reasonable to believe that the authorized EV-D68 2014 rRT-


http://www.fda.gov/MedicalDevices/Safety/EmergencySituations/ucm161496.htm
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PCR may be effective in the diagnosis of EV-D68 infection pursuant to section 564(c)(2)(A) of
the Act. FDA has reviewed the scientific information available to FDA, including the
information supporting the conclusions described in section I above, and concludes that the
authorized EV-D68 2014 rRT-PCR, when used to diagnose EV-D68 infection in the specified
population, meets the criteria set forth in section 564(c) of the Act concerning safety and
potential effectiveness.

The emergency use of the authorized EV- D68 2014 rRT PCR under this EUA must be cons1stent

symptoms of EV-D68 infection and/or epidemiologic risk factors.

This EUA will cease to be effective when the HHS declaratio
the EUA is terminated under section 564(b)(2) of the Act or When tNQEUA is rvoked under
section 564(g) of the Act.

II1. Waiver of Certain Requirements

I am waiving the following requirements for the EV3
this EUA:

8 24 rRT-PCR during the duration of

ments, including the quality system
ect to the design, manufacture, packaging,
-D68 2014 rRT-PCR.

approved, or investigational devices, including
809.10 and 21 CFR 809.30, except for the intended
)(2) (b)(2)) adequate directions for use (21 U.S.C.

CDC and Any Authorized Distributor(s)

A. CDC and any authorized distributor(s) will distribute the authorized EV-D68 2014 rRT-
PCR with the authorized labeling, as may be revised only by CDC in consultation with
FDA, to qualified laboratories designated by CDC.
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B.

CDC and any authorized distributor(s) will provide to qualified laboratories designated
by CDC the authorized EV-D68 2014 rRT-PCR Fact Sheet for Health Care Providers and
the authorized EV-D68 2014 rRT-PCR Fact Sheet for Patients.

CDC any authorized distributor(s) will make available on their websites the EV-D68
2014 rRT-PCR Fact Sheet for Health Care Providers and the authorized EV-D68 2014
rRT-PCR Fact Sheet for Patients.

CDC and any authorized distributor(s) will inform qualified laboratories dcgd

by CDC using the authorized EV-D68 2014 rRT-PCR have
reporting test results to health care professionals and rele

maintain records of device usage.

mation on the performance of the
false positive or false negative
become aware.

CDC and any authorized distributor(s) wi
assay, and report to FDA any suspected occu
results of which CDC and any auth T

. CDC and any authorized distgibu

nly may request changes to the authorized EV-D68 2014 rRT-PCR Fact Sheet for
Care Providers or the authorized EV-D68 2014 rRT-PCR Fact Sheet for Patients.
Such requests will be made only by CDC in consultation with FDA.

CDC may request the addition of other specimen types for use with the authorized EV-
D68 2014 rRT-PCR. Such requests will be made by CDC in consultation with, and

require concurrence of, FDA.
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M. CDC may request the addition of other extraction methods for use with the authorized
EV-D68 2014 rRT-PCR. Such requests will be made by CDC in consultation with, and
require concurrence of, FDA.

N. CDC may request the addition of other real-time PCR instruments for use with the
authorized EV-D68 2014 rRT-PCR. Such requests will be made by CDC in

consultation with, and require concurrence of, FDA.

O. CDC will track adverse events and report to FDA under 21 CFR part 803.

Qualified Laboratories Designated by CDC

R. Qualified laboratories designated by CDC w
the assay, and report to CDC and a i
of false positive or false negativgesu ey become aware.

e appropriately trained on the use of the
pplied Biosystems PCR instrument systems or
propriate laboratory and personal protective

S. All laboratory personnel usi
EV-D68 2014 rRT-PCR on t

authofized EV-D68 2014 rRT-PCR shall be consistent with the Fact Sheets and
authorized labeling, as well as the terms set forth in this EUA and the applicable
requirements set forth in the Act and FDA regulations.

V. All advertising and promotional descriptive printed matter relating to the use of the
authorized EV-D68 2014 rRT-PCR shall clearly and conspicuously state that:

e This test has not been FDA cleared or approved;
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e This test has been authorized by FDA under an EUA for use by qualified laboratories
designated by CDC;
e This test has been authorized only for the detection of EV-D68; and

e This test is only authorized for the duration of the declaration that circumstances exist
justifying the authorization of the emergency use of in vitro diagnostics for detection

authorization is terminated or revoked sooner.
No advertising or promotional descriptive printed matter relating to the u
D68 2014 rRT-PCR may represent or suggest that this test is safe or e
EV-D68.

The emergency use of the authorized EV-D68 2014 rRT-PC
authorization must comply with the conditions and all other ttms o1N@ls authorization.

V. Duration of Authorization

This EUA will be effective until the declaration th&ggi nces exist justifying the
authorization of the emergency use of in vitro diagnoS@ etection of EV-DG68 is terminated

£ : Stephen M. Ostroff, M.D.
Acting Commissioner of Food and Drugs

Enclosure





