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Dated: October 3, 2016.
Andrew M. Slavitt,

Acting Administrator, Centers for Medicare
& Medicaid Services.

[FR Doc. 2016—26119 Filed 10—-27-16; 8:45 am]
BILLING CODE 4120-01-P

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. FDA-2016-N-3330]

Authorizations of Emergency Use of In
Vitro Diagnostic Devices for Detection
and/or Diagnosis of Zika Virus;
Availability

AGENCY: Food and Drug Administration,
HHS.

ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA) is announcing the
issuance of four Emergency Use
Authorizations (EUAs) (the
Authorizations) for four in vitro
diagnostic devices for detection and/or
diagnosis of Zika virus in response to
the Zika virus outbreak in the Americas.
FDA issued these Authorizations under
the Federal Food, Drug, and Cosmetic
Act (the FD&C Act), as requested by
Siemens Healthcare Diagnostics, Inc.,
Luminex Corporation, InBios
International, Inc., and Roche Molecular
Systems, Inc. The Authorizations
contain, among other things, conditions
on the emergency use of the authorized
in vitro diagnostic devices. The
Authorizations follow the February 26,
2016, determination by the Secretary of
Health and Human Services (HHS) that
there is a significant potential for a
public health emergency that has a
significant potential to affect national
security or the health and security of
U.S. citizens living abroad and that
involves Zika virus. On the basis of such
determination, the Secretary of HHS
declared on February 26, 2016, that
circumstances exist justifying the
authorization of emergency use of in
vitro diagnostic tests for detection of
Zika virus and/or diagnosis of Zika
virus infection, subject to the terms of
any authorization issued under the
FD&C Act. The Authorizations, which
include an explanation of the reasons
for issuance, are reprinted in this
document.

DATES: The Authorization for Siemens
Healthcare Diagnostics, Inc., is effective
as of July 29, 2016; the Authorization for
Luminex Corporation is effective as of
August 4, 2016; the Authorization for
InBios International, Inc., is effective as
of August 17, 2016; and the

Authorization for Roche Molecular
Systems, Inc., is effective as of August
26, 2016.

ADDRESSES: Submit written requests for
single copies of the EUAs to the Office
of Counterterrorism and Emerging
Threats, Food and Drug Administration,
10903 New Hampshire Ave., Bldg. 1,
Rm. 4338, Silver Spring, MD 20993—
0002. Send one self-addressed adhesive
label to assist that office in processing
your request or include a fax number to
which the Authorizations may be sent.
See the SUPPLEMENTARY INFORMATION
section for electronic access to the
Authorizations.

FOR FURTHER INFORMATION CONTACT:
Michael Mair, Office of
Counterterrorism and Emerging Threats,
Food and Drug Administration, 10903
New Hampshire Ave., Bldg. 1, Rm.
4336, Silver Spring, MD 20993-0002,
301-796—-8510 (this is not a toll-free
number).

SUPPLEMENTARY INFORMATION:

I. Background

Section 564 of the FD&C Act (21
U.S.C. 360bbb-3) as amended by the
Project BioShield Act of 2004 (Pub L.
108-276) and the Pandemic and All-
Hazards Preparedness Reauthorization
Act of 2013 (Pub L. 113-5) allows FDA
to strengthen the public health
protections against biological, chemical,
nuclear, and radiological agents. Among
other things, section 564 of the FD&C
Act allows FDA to authorize the use of
an unapproved medical product or an
unapproved use of an approved medical
product in certain situations. With this
EUA authority, FDA can help assure
that medical countermeasures may be
used in emergencies to diagnose, treat,
or prevent serious or life-threatening
diseases or conditions caused by
biological, chemical, nuclear, or
radiological agents when there are no
adequate, approved, and available
alternatives.

Section 564(b)(1) of the FD&C Act
provides that, before an EUA may be
issued, the Secretary of HHS must
declare that circumstances exist
justifying the authorization based on
one of the following grounds: (1) A
determination by the Secretary of
Homeland Security that there is a
domestic emergency, or a significant
potential for a domestic emergency,
involving a heightened risk of attack
with a biological, chemical, radiological,
or nuclear agent or agents; (2) a
determination by the Secretary of
Defense that there is a military
emergency, or a significant potential for
a military emergency, involving a
heightened risk to U.S. military forces of

attack with a biological, chemical,
radiological, or nuclear agent or agents;
(3) a determination by the Secretary of
HHS that there is a public health
emergency, or a significant potential for
a public health emergency, that affects,
or has a significant potential to affect,
national security or the health and
security of U.S. citizens living abroad,
and that involves a biological, chemical,
radiological, or nuclear agent or agents,
or a disease or condition that may be
attributable to such agent or agents; or
(4) the identification of a material threat
by the Secretary of Homeland Security
under section 319F-2 of the Public
Health Service (PHS) Act (42 U.S.C.
247d-6b) sufficient to affect national
security or the health and security of
U.S. citizens living abroad.

Once the Secretary of HHS has
declared that circumstances exist
justifying an authorization under
section 564 of the FD&C Act, FDA may
authorize the emergency use of a drug,
device, or biological product if the
Agency concludes that the statutory
criteria are satisfied. Under section
564(h)(1) of the FD&C Act, FDA is
required to publish in the Federal
Register a notice of each authorization,
and each termination or revocation of an
authorization, and an explanation of the
reasons for the action. Section 564 of the
FD&C Act permits FDA to authorize the
introduction into interstate commerce of
a drug, device, or biological product
intended for use when the Secretary of
HHS has declared that circumstances
exist justifying the authorization of
emergency use. Products appropriate for
emergency use may include products
and uses that are not approved, cleared,
or licensed under sections 505, 510(k),
or 515 of the FD&C Act (21 U.S.C. 355,
360(k), and 360e) or section 351 of the
PHS Act (42 U.S.C. 262). FDA may issue
an EUA only if, after consultation with
the HHS Assistant Secretary for
Preparedness and Response, the
Director of the National Institutes of
Health, and the Director of the Centers
for Disease Control and Prevention (to
the extent feasible and appropriate
given the applicable circumstances),
FDA* concludes: (1) That an agent
referred to in a declaration of emergency
or threat can cause a serious or life-
threatening disease or condition; (2)
that, based on the totality of scientific
evidence available to FDA, including
data from adequate and well-controlled
clinical trials, if available, it is
reasonable to believe that: (A) The
product may be effective in diagnosing,

1The Secretary of HHS has delegated the
authority to issue an EUA under section 564 of the
FD&C Act to the Commissioner of Food and Drugs.
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treating, or preventing (i) such disease
or condition; or (ii) a serious or life-
threatening disease or condition caused
by a product authorized under section
564, approved or cleared under the
FD&C Act, or licensed under section 351
of the PHS Act, for diagnosing, treating,
or preventing such a disease or
condition caused by such an agent; and
(B) the known and potential benefits of
the product, when used to diagnose,
prevent, or treat such disease or
condition, outweigh the known and
potential risks of the product, taking
into consideration the material threat
posed by the agent or agents identified
in a declaration under section
564(b)(1)(D) of the FD&C Act, if
applicable; (3) that there is no adequate,
approved, and available alternative to
the product for diagnosing, preventing,
or treating such disease or condition;
and (4) that such other criteria as may
be prescribed by regulation are satisfied.

No other criteria for issuance have
been prescribed by regulation under
section 564(c)(4) of the FD&C Act.
Because the statute is self-executing,
regulations or guidance are not required
for FDA to implement the EUA
authority.

II. EUA Requests for In Vitro Diagnostic
Devices for Detection and/or Diagnosis
of Zika Virus

On February 26, 2016, the Secretary of
HHS determined that there is a
significant potential for a public health
emergency that has a significant
potential to affect national security or
the health and security of U.S. citizens
living abroad and that involves Zika
virus. On February 26, 2016, under
section 564(b)(1) of the FD&C Act, and
on the basis of such determination, the
Secretary of HHS declared that
circumstances exist justifying the
authorization of emergency use of in
vitro diagnostic tests for detection of
Zika virus and/or diagnosis of Zika
virus infection, subject to the terms of
any authorization issued under section
564 of the FD&C Act. Notice of the
determination and declaration of the
Secretary was published in the Federal
Register on March 2, 2016 (81 FR
10878). On July 21, 2016, Siemens
Healthcare Diagnostics, Inc., requested,
and on July 29, 2016, FDA issued, an
EUA for the VERSANT® Zika RNA 1.0
Assay (kPCR) Kit, subject to the terms of
the Authorization. On August 1, 2016,
Luminex Corporation requested, and on
August 4, 2016, FDA issued, an EUA for
the xXMAP® MultiFLEX™ Zika RNA
Assay, subject to the terms of the

Authorization. On July 21, 2016, InBios
International, Inc., requested, and on
August 17, 2016, FDA issued, an EUA
for the ZIKV Detect™ IgM Capture
ELISA, subject to the terms of the
Authorization. On August 18, 2016,
Roche Molecular Systems, Inc.,
requested, and on August 26, 2016, FDA
issued, an EUA for the LightMix® Zika
rRT-PCR Test, subject to the terms of
the Authorization.

II1. Electronic Access

An electronic version of this
document and the full text of the
Authorizations are available on the
Internet at http://www.regulations.gov.

IV. The Authorizations

Having concluded that the criteria for
issuance of the Authorizations under
section 564(c) of the FD&C Act are met,
FDA has authorized the emergency use
of four in vitro diagnostic devices for
detection and/or diagnosis of Zika virus
subject to the terms of the
Authorizations. The Authorizations in
their entirety (not including the
authorized versions of the fact sheets
and other written materials) follow and
provide an explanation of the reasons
for their issuance, as required by section
564(h)(1) of the FD&C Act:

BILLING CODE 4164-01-P
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C DEPARTMENT OF HEALTH AND HUMAN SERVICES

f’t«-uxm

Fooo arat Drag Advinisdnatian
Siver Speing, MD 20843

July 29, 2016

Ingrid Mehlhorn

Regulatory Affairs

Siemens Healthcare Diagnostics Ine,
725 Potter St

Berkeley, CA 94710

Dear Dr. Mehlhom:

This letter is in response to vour request that the Food and Drug Administeation (FDA) issue an
Emergency Use Authorization (EUA) for emergency use of Stemens Healthcare Diagnostics
Ine.’s {“Siemens”™) VERSANTY Zika RNA 1.0 Assay (kPCR) Kit for the qualitative detection of
RNA from Zika virus in human serum, EDTA plasma, and urine (collected alongside a patient-
matched serum or plasma specimen) from individuals meeting Centers for Disease Contrel and
Prevention (CDC) Zika vives clinical criteria (e.g., clinical signs and symptoms associsted with
Zika virus infection} andfor CDC Zika virus epidemiclogical criteria (e.g.. history of residence in
or travel to a geographic region with active Zike transmission at the time of fravel, or other
epidemiologic erteria for which Zika virus testing may be indivated), by laboraiories in the
United States (17.8.) that are certified under the Clinical Laboratory Improvement Amendments
of 1988 (CLIA), 42 U.8.C. § 2634, to perform high complexity tests, or by stimilarly qualified
non-11.8. laboratories, pursuant to section 564 of the Federal Food, Drug, and Cosmetic Act (the
Act) (21 VS0, § 360bbb-31" Assay results are For the identification of Zike virus RNA. Zika
virus RNA is generally detectable in these speeimens during the acute phase of infection
(approximately 7 days in serum, possibly longer in urine, following onset of svmproms, if
present). Positive results are indicative of current infection.

On February 26, 2016, pursuant to seetion 5640} DH(C) of the Act (21 US.C. § 360bbb-
3B} IHCY), the Secretary of Health and Human Services {HHS) determined that there is a
significant potential for a public health emergency that has a significant potential w affect
nattonal security or the health and secority of United States citizens Hving abroad and that
involves Zika virus,” Pursuant lo section 5640b) 11 of the Act (21 11.8.C. § 360bbb-3(b)(1 1,
and on the basis of such defermination, the Secretary of HHS then declared that circumstances
exist justifying the authorization of the emergency use of i viro diagnostic tests for detection

Yeor ease of reference, this lerter will refer 1o “laboratories in the Unired States (1.5} that are cortifted under the
Clinical Laboratory Improvement Amendments of 1988 (CLIAY, 42 US.C. § 263a, to perform high complexity
tests, or by stndlarly gualified non-t1S, Taboratories™ as “authorized laboratories.”

" As amended by the Pandemic and Al Havards Prepavedness Reauthorization Act, Pub. L. Mo, 113-5, under section
SH4bIIHC) of the Act, the Secretar make g d ination of & public health emergency, or of 2 significant
potential for a public health emergency.
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of Zika virus and/or diagnosis of Zika virus infection, subject to the terms of any authorization
issued under 21 U.S.C. § 360bbb-3(a)”

Having concluded that the criteria for issuance of this suthorization under section 564(c} of the
Act (21 U.S.C. § 360bbb-3(¢)) are met, ] am authorizing the emergency use of the VERSANT®
Zika RNA 1.0 Assay (kPCR) Kit (as described in the Scope of Authorization section of this
letter (Section I1}) in individuals meeting CDC Zika virus clinical criteria {e.g., clinical signs
and symptoms associated with Zika virus infection} and/or CDU Zika virus epidemiological
criteria (e.g., history of residence in or travel to a geographic region with active Zika
transmission at the tme of travel, or other epidemiologic criteria for which Zika virus testing
may be indicated) {as described in the Scope of Authorization section of this letter (Section 1}
for the detection of Zika virus infection by authorized laboratories, subject to the terms of this
authorization.

L. Criteria for Issuance of Authorization

1 have concluded that the emergency use of the VERSANTY Zika RNA 1.0 Assay (kPCR) Kit
for the detection of Zika virus and diagnosis of Zika virus infection in the specified population
meets the criteria for issuance of an authorization under section 364(c) of the Act, because |
have concluded that:

1. The Zika virus can cause Zika virus infection, a serious or life-threatening disease or
condifion to humans infected with the virus;

2. Based on the totality of scientific evidence available to FDA, it is reasonable to believe
that the VERSANT® Zika RNA 1.0 Assay (kPCR) Kit, when used with the specified
instrument and in accordance with the Scope of Authorization, may be effective in
detecting Zika virus and diagnosing Zika virus infection, and that the known and
poteniial benefits of the VERSANT® Zika RNA 1.0 Assay (kPCR) Kit for detecting
Zika virus and diagnosing Zika virus infection outweigh the known and potential risks
of such product; and

3. There is no adequate, approved, and available alternative to the emergency use of the
VERSANT® Zika RNA 1.0 Assay (kPCR) Kit for detecting Zika virus and diagnosing
Zika virus infection.”

il. Scope of Authorization

I have concluded, pursuant to section 364{d)(1) of the Act, that the scope of this authorization is
limited 1o the use of the authorized VERSANT® Zika RNA 1.0 Assay (KPCR) Kit by authorized
laboratories for the detection of RNA from Zika virus and diagnosis of Zika virus infection in
individuals meeting CDC Zika virus clinical oriteria (e.g., clinical signs and symptoms
associated with Zika virus infection} and/or CDC Zika virus epidemiological criteria (e.g.,

* WHS. Determination and Declaration Regarding Emergency Use of in Vitro Diggrostic Tests for Detection of Zika
Firus andior Dingnosis of Zika Virs Infection. 81 Fed. Reg 10878 (March 2, 2016%

* No sther criteria of issuance have been prescribed by regulation under section 564(c {4y of the Act.
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history of residence in or travel 10 a geographic region with active Zika transmission at the time
of travel, or other epiderniologic criteria for which Zika virus testing may be indicated}.

The Authorized VERSANT® Zika RNA 1.0 Assay (kPCR) Kit

The VERSANT" Zika RNA 1.0 Assay (kPCR) Kit is a real-time PCR (RT-PCR) assay for the
gualitative detection of RNA from Zika virus in serum, EDTA plasma, and urine (collected
alongside a patient-matched serum or plasma specimen} and other authorized specimen types.

To perform the VERSANT® Zika RNA 1.0 Assay (kPCR), samples are first extracted to isolate
the Zika virus RNA. Nucleic acids are isolated and purified from the sample using either the
Siemens’ automated VERSANTY kPCR Sample Preparation {S}’} system (also referred to as
VERSANT® kPCR Molecular Systermn SP) with the VERSAN T¥ MiPLX Software Solution and
the VERSANT® Sample E’reparatmn 1.0 Reagents or with the QlAamp viral RNA Mini Kit with
manual extraction, or with other authorized extraction methods. An Internal Control sequence is
added 1o the sample prior to extraction and is used as a control for the sample extraction and the
amplification reaction.

Purified RNA is then added to a PCR plate containing Zika Enzvme Mix and Zika Primer/Probe
Mix, and the wells are sealed. The purified nucleic acids are first reverse transcribed into
cDNAs, In the process, the probes anneal to the specific target sequences located between the
respective forward and reverse primers. The assay targets two regions of the Zika virus genome.
The dual-labeled probes include fluorescent dyes and quenchers and specifically detect the
presence of Zika virus and Internal Control amplicons during amplification. During the
extension phase of the PCR cycle, the 37 nuclease activity of Taq polvmerase degrades the
probes, causing the reporter dves to separate from the guencher dyes, generating fluorescent
signals. With each cycle, additional reporier dye molecules are cleaved from their respective
probes, increasing the fluorescence intensity.

The RT-PCR is performed on the QuantStudio™ § Real-Time PCR System {Thermo Fisher
Seientific), the CFX96 Touch™ Real-Time PCR Detection System (Bio-Rad), the Applied
quj,s"tems " 7500 Fast Dx Real-Time PCR Instrument {Thermo Fisher Scientific) or other
authorized instruments.

The VERSANT® Zika RNA 1.0 Assay (kPCR) Kit includes the following materials, or other
authorized materials or ancillary products:

& Zika Enzyme Mix

e Zika Primer/Probe Mix
»  Zika Internal Control

e Zika Negative Control
#»  Zika Positive Control
#  Water {nuclease free)

The VERSANT® Zika RNA 1.0 Assay (kPCR) Kit requires the following control materials, or
other authorized control materials, to be included in each run; all assay controls listed below
must generate expected results in order for a test to be considered valid:

s  VERSANT® Zika RNA 1.0 Assay (kPCR) Kit Internal Control
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o The internal control consists of a non-Zika virus RNA that is added and co-
purified with cach specimen, Positive Control, and Negative Contral, and that
ig amplified by a specific primers and probe set.

o The internal control RNA centrols for sample extraction, reverse transeription,
amplification and detection, and also ensures the absence of non-specific PCR
inhibition of a sample.

®  VERSANT® Zika RNA 1.0 Assay (kPCR) Kit Negative Control
o PUR grade water,
o A negative control should be included in cach run of specimen extractions to
monitor Zika virus contamination.

s  VERSANT® Zika RNA 1.0 Assay (kPCR) Kit Positive Control
o Inactivated Coltured Zika Virus Strain MET66,
o A positive control is Included in each run of specimen extractions to monitor
nueleie acid isolation and detection of Zika virus RNAL

To produce a valid run, the test controls must meet the performance specifications
outlined in the Instructions for Use.

The above described VERSANT® Z&ka RNA 1D Assay (kPCR) Kit, when labeled consistently
with the labeling authorized by FDA entitled “VERSANT® Zika RNA 1.0 Assay (kPCR) Kit
Instructions for Use™ favailable at

Bitpd oo Bt vovifedical Devices Satiy/ cpreyitustions/uem THTA06 by which may

be revised by Siemens in consultation with thc Dhivisien of Microbielogy Devices {DMD}*‘OH‘W
of In Vitro Diagnostics and Radiological Health (OIRYCenter for Deviees and Radiological
Health (CORH), 15 authorized to be distributed 1o and used by authorized laboratories under this
EUA, despite the fact that it does not meet cerfain requirements otherwise required by federal
faw.

The above described VERSANT® Zika RNA 1.0 Assay (kPCR) Kit is authorized to be
accompanied by the following information pertaining to the emergency use, which is authorized
to be made avatlable to health care providers, pregnant women, and other patients:

e Fact Sheet for Health Care Providers: Interpreting VERSANT®™ Zika RNA 1.0 Assay
{(kPUR Kit Test Results

s Fact Sheet for Pregnant Women: Understanding Results from the VERSANT® Zika
RNA 1.0 Assay (RPCR) Kit

s Tact Sheet for Patients: Understanding Results from the VERSANT® Zika RNA
1.0 Assay (kPCR) Kit

As described in Section IV below, Siemens s also suthorized to make available additional
information relating to the emergenoy use of the authorized VERSANT ¥ Zika RNA 1D Assay
{kPCR) Kit that is consistent with, and does not exceed, the terms of this letter of authorization.

Phave concluded, pursuant to section S64(d)2) of the Act, 1}131 it is reasonable to beligve that the
known and potential benefits of the authorized VERSANT® Zika RNA 1.0 Assay (kPCRY Kitin
the specified population, when used for detection of Zika virus and 1o diagnose Zika virus
infection and used consistently with the Scope of Authorization of this letter {Section 1),
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outweigh the known and potential risks of such a product.

I have concluded, pursuant 1o section 364(d)(3} of the Act, based on the totality of ‘iClCm.‘chC
evidence available to FIDA, that it is reasonable to believe that the authorized VERSANT® Zika
RNA 1.0 Assay (kPCR) Kit may be effective in the detection of Zika virus and diagnosis of Zika
virus infection, when used consistently with the Scope of Authorization of this letter (Section 1),
pursuant to section 364(c)2)(A) of the Act,

FDA has reviewed the scientific information available to FDA, including the information
supporting Ih(: conclusions described in Section I above, and concludes that the authorized
VERSANT® Zika RNA 1.0 Assay (kPCR) Kit, when used for detection of Zika virus and to
diagnose Zika virus infection in the specified population (as described in the Scope of
Authorization of this letter {Section 113}, meets the criteria set forth in section 564(c) of the Act
concerning safety and potential effectiveness.

The emergency use of the authorized VERSANT™ Zika RNA 1.0 Assay (kPCR) Kit under this
EUA must be consistent with, and may not exceed, the terms of this letler, including the Scope of
Authorization (Section 1) and the Conditions of Authorization (Section IV}, Subject to the
terms of this EUA and under the circumstances set forth in the Secretary of HHS's determination
described above and the Secretary of HHS's corresponding declaration under section 564(bi(1},
the VERSANT™ Zika RNA 1.0 Assay (kPCR) Kit deseribed above is authorized to detect Zika
virus and diagnose Zika virus infection in individuals meeting CDC Zika virus clinical criteria
{e.g., clinical signs and symptoms associated with Zika virus infection) andfor CDC Zika virus
epidemiological criteria {e.g., history of residence in or travel to geographic regions during a
period of active Zika virus transmissions at the time of travel, or other epidemiologic criteria for
which Zika virus testing may be indicated).

This EUA will cease to be effective when the HHS declaration that circumstances exist to justify
the EUA is terminated under section 564(b)2) of the Act or when the EUA is revoked under
section 364(g) of the Act.

EiL Waiver of Certain Reguirements

I am waiving the following requirements for the VERSANT® Zika RNA 1.0 Assay (kPCR) Kit
during the duration of this EUA:

s Current good manufacturing practice requirements, including the guality svstem
requirements under 21 CFR Part 820 with respect to the design, manufacmrc:
packaging, labeling, storage, and distribution of the VERSANT® Zika RNA 1.0
Assay (kPCR) Kit

# Labeling requirements for cleared, approved, or investigational devices, including
labeling requirements under 21 CFR 809.10 and 21 CFR 809.30, except for the
intended use staternent (21 CFR 809.10(a)(2), (b)(2)), adequate directions for use
{21 LLS.C, 352(0), (21 CPR BOS.10(b)(5), (7). and (8)), any appropriate limitations
on the use of the device including information required under 21 CFR 809.10(a)(4},
and any available information regarding performance of the device, including
requirements under 21 CFR 809.10(0)(12),
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IV, Conditions of Aunthorization

Pursuant 1o section 564 of the Act, | am establishing the following conditions on this
authorization:

Siemens Healtheare Diagnostics Ine. and lis Authorized Distributor(s)

A

D

F.

G

H.

Siemens and its suthorized distributor(s) will distribute the authorized VERSANT®
Zika RNA 1.0 Agsay (kPCR) Kit with the authorized labeling, as may be revised by
Siemens in consultation with DMD/OIR/CDREH, only to authorized laboratories.

Siemens and its authorized distributor(s) will provide to authorized laboratories the
authorized VERSANTY Zika RNA 1.0 Assay (kPCR) Kit Fact Sheet for Health Care
Providers, the authorized VERSANTY Zika RNA 1.0 Assay (8PCR) Kit Fagt Sheet for
Pregnant Wemen, and the authorized VERSANT® Zika RNA 1.0 Assay (kPCRY Kit
Fact Sheet for Patients,

Siemens and 18 authorized distributon(s) will mske available on their websites the
authorized VERSANTY Zika RNA L0 Assay (kPCR) Kit Fact Sheet for Health Care
Providers, the authorized VERSANT® Zika BNA 1.0 Assay (kPCR) Kit Fact Sheet for
Pregnant Womer, and the authorized VERSANTY Zika RNA 1.0 Assay (kPCRYKit
Fact Sheet for Patients.

Siemens and its suthorized distributor(s) will inform apthorized labortories and
relevant public health authority(ies) of this BUA, including the terms and conditions
herein.

Siemens and its authorized distributor(s) will ensure that authorized laboratories using
the authorized VERSANT® Zika RNA 1.0 Assay (kPCR) Kit have s process in place
for reporting tes! results to health care providers and relevant public heatth authorities,
as appropriate.”

Through a process of inventory control, Slemens and s authorized distributor{s} will
matitain records of device usage.

Siemens and its authorized distributor(s) will collect information on the performance
of the test. Slemens will report to FDA any suspected ccowrence of false positive and
false negative results and significant deviations from the established performance
characteristics of the test of which Siemens becomes aware.

Siemens and its authorized distributor(s) are avthorized to make available additional
information relating to the emergency use of the authorized VERSANT® Zika RNA 1.0
Assay (kPUR)Y Kit that is consistent with, and does not exceed, the terms of this letter
of authorization,

* For guestions related 1o reporting Zika test results to relevant public health authorities, it is recommended that
Siemens gnd suthorized laboratories consult with the applicable country, state or territory hialth department(s),

According to CDC, Zika is a nationally netifiable condition (see 7

wve e ke,
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L

M.

Siemens will notify FDA of any authorized distributor(s) of the VERSANT® Zika
RNA 1.0 Assay (kPCR) Kit, including the name, address, and phone number of any
authorized distributor(s).

Siemens will provide its authorized distributor(s) with a copy of this BUA, and
communicate 1o its authorized distributor(s) any subsequent amendments that might
be made to this EUA and its authorized accompanying materials (e.g., fact sheets,
mstructions for use).

Stemens may request changes to the authorized VERSANTY Zika RNA 1.0 Away
(kPCR) Kit Fact Sheet for Health Care Providers, the authorized VERSANT® Zika
RNA 1.0 Assay (kPCR) Kit Fact Sheet for Pregnant Women, and the authorized
VERSANT” Zika RNA 1.0 Assay (KPCR) Kit Fact Sheet for Patients. Such requests
will be made by Siemens in consultation with, and require concurrence of,
DMD/OIR/CDRH.

Siemens may request the addition of other instruments for use with the authorized
VERSANT® Zika RNA 1.0 Assay (KPCR) Kit. Such requests will be made by Siemens
in consultation with, and require concurrence of, DMD/OIR/CDRH.

Siemens may request the addition of other extraction methods for use with the authorized
VERSANTY Zika RNA 1.0 Assay (kPCR) Kit. Such requests will be made by Siemens
in consultation with, and require concurrence of, DMD/OIR/CDRH.

Siemens ma\f request the addition of other specimen types for use with the authorized
VERSANT® Zika RNA 1.0 Assay (kPCR) Kit. Such requests will be made by Siemens
in consultation with, and reguire concurrence of, DMD/OIR/CDIRH.

Siemens may request the addition of other control materials for use with the authorized
VERSANT® Zika RNA 1.0 Assay (kPCR) Kit. Such requests will be made by Stemens
in consultation with, and require concurrence of, DMD/OIR/CDRH.

Siemens may request the addition of other materials and ancillary reagents for use with
the authorized VERSANT® Zika RNA 1.0 Assay (kPCR) Kit. Such requests will be
made by Siemens in consultation with, and require concurrence of, DMIVOIR/CDREL

Siemnens will assess traceability® of the VERSANT® Zika RNA 1.0 Assay (kPCR) Kit
with FDA-recommended reference material(s). After submission to FDA and
DMIDVOIR/CDRH' s review of and concurrence with the data, Stemens will update its
labeling to reflect the additional testing.

Siemens will track adverse events and report to FDA under 21 CFR Part 303,

* Traceability refers to tracing analytical sensitivityfreactivity back to a FDA recommended reference material,
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8. Authorized lahoratories will include with reports of the results of the VERSANT® Zika
RNA 1.0 Assay (kPCR) Kit the authorized Fact Sheet for Health Care Providers, the
authorized Fact Sheet for Pregnant Women, and the authorized Fact Sheet for Patients,
Under exigent circunsstances, other appropriate methods for disseminating these Fact
Sheets may be used, which may include mass media.

T. Authorized laboratories will perform the VERSANT® Zika RNA L@ Assay (KPCRY Kit
on the QuantStudio™ 5 Real-Time PCR “}} stem; the CFX96 Touch™ Real-Time PCR
Detection System, the Applied Biosystems”™ 7500 Fast Dx Beal-Time PCR Instniment or
vther authorized instruments.

U, Authorized laboratories will perf()rm the VERSANTY Zika RNA 1.0 Agsay (kPCR)Y Kit
using eithr:r the VERSANT® kPCR Sample Preparation (SP) system (also referred to as
VERSANTY kPCR Molwu]ar System 5P with the VERSANTY MIPLX Software
Sohution and the VERSANT Sample Preparation 1.0 Reagents or with the QlAamp viral
RMNA Mim Kit with manual extraction, or with other authorized extraction methods.

V. Authorized laboratories will perform the VERSANTY Zika RNA 1.0 Assay (kPCR) Kit
on seram, EDTA plasma, or urine (collected alongside a patient-matched serum or
plasma specimen) or with other authorized specimen types.

W. Authorized laboratories will have a process in place for reporting test results 1o health
care providers and relevant public health authorities, as appropriate.”

X, Authorbred laboratories will collect information on the performance of the test and report
to Slemens, any st ted oceurrence of false positive or false negative results of which
they become aware.

Y. All laboratory personnel using the test should be appropriately trained in RT-PCR
techniques and use appropriste laboratory and personal protective equipment when
handling this kit, and use the 1est in accordance with the authorized labeling,

Siemens Healtheare DHagnostics Ine., its Authorized Distributor(s) and Aathorized
Laboratories

2. Blemens, its authorized distributor(s) and authorized laboratories, will ensure that any
records associated with this EUA are maintained until notified by FDA. Such records
will be made available to FDIA for inspection upon request.

Conditions Related to Advertising and Promotion

AdL Al advertising and pmmatl{mai descriptive printed matter relating to the use of the
authorized VERSANT® Zika RNA 1.0 Assay (kKPUR) Kit shall be consistent with the

7 Vor questions related to reporting Zika test results 1o relovant public heatth avthorities, it is recommended that
Siemens and authorized laboratories consalt with the applicablé ¢ ¢, state or feritory health department{s}).
According to CDC, Zika is a nationally notifiable condition. |
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Fact Sheets and authorized labeling, as well as the terms set forth in this EUA and the
apphicable requirements set forth in the Act and FDA regulations.

BB. All advertising and promotional descriptive printed matter relating to the use of the
authorized VERSANT™ Zika RNA 1.0 Assay (KPCR) Kit shall clearly and
conspicuously state that:

o This test has not been FDA cleared or approved;

& This test has been authorized by FDA under an EUA for use by authorized
laboratories;

e« This test has been authorized only for the detection of ENA from Zika virus and
diagnosis of Zika vires infection, not for any other viruses or pathogens; and

e This test is only authorized for the duration of the declaration that circumstances
exist justifving the authorization of the emergency use of i virro Hagnostic tests for
detection of Zika virus andior disgnosis of Zika virus infection under section
564{b} 11 of the Act, 21 UR.C. § 360bbb-3(b)( 1}, unless the authorization is
terminated or revoked sooner.

No advertising or promotional descriptive printed matter relating 1o the use of the authorized
VERSANTY Zika RNA 1.0 Assay (RPCR) Kit may represent or suggest that this fest is safe or
effective for the diagnosis of Zika virus infection,

The emergency use of the authorized VERSANT® Zika RNA 1.0 Assay (kPCR) Kit as
deseribed in this letter of authorization rovst eomply with the conditions and all other ferms
of this authorization.

V. Duration of Authorization

This EUA will be effective until the declaration that cireumstances exist justifying the
authorization of the emergency use of in vitko dagnostic teste for detection of Zika virus andior
diagnosis of Zika virus infection is terminated under section 364021 of the Actor the FUIA is
revoked under section 564(g) of the Act.

Sincerely,
.
.‘.{ A ”
L B

Luciana Borio, M.,
Apting Chiel Scientist
Food and Drug Adminisiration

Enclosures



Federal Register/Vol. 81, No. 209/Friday, October 28, 2016 /Notices

75103

%

oL
T

Ftg

—.
™

_./@ BEPARTMENTOF HEALTH AND HUMAN SERVICES

Fesird rrnd Divvg Addrodmisiradion
il Sgeing, WD 20092

Aungustd, 2016

Mr. Roy Johnson

Manager, Regulatory Affairs
Luminex Corporation

12212 Technology Blvd,
Austin, TX 78727

Dear Mr. Johnson:

This letter 1s in response W vour request that the Food and Drug Administration {FDA) issue an
Em ergency Use Authorization (EUA) for emergency use of Luminex Corporation”s (" Luminex™
AMAP® MultiFLEX™ Zika RNA Assay for the qualitative detection of RNA from Zika virus in
human serum, plasma, and urine {wllected alongside @ patient-maiched serum or plasma
specimen} from individuals meeting Centers for Disease Contral and Prevention (CDC) Zika
wvirus clinical eriteria (e g, olinical signe and symptoms associated with Zika virus infection)
andfor CDC Zika virus epidemiological criteria (e.g., history of residence in or travel to a
geographic region with active Zika transmission at the time of travel, or other epidemiotogical
criteria for which Zika virus festing may be indicated), by laboratories in the United Stafes that
are certified under the Clinical Laboratory Improvement Amendments of 1988 (CLIA}, 42
UL8.C. § 2634, o perform high complexity tests, or by similarly qualified non-1.3. laboratories,
pursuant to section 564 of the Federal Food, Drug, and Cosmetic Act (the Act) {21 US.C. §
360bbb-33." Assay results are Tor the identification of Zika virus RNA, Zika viros RNA is
generally detectable in these specimens during the acute phase of infection and, according to the
updated CDC Guidance for 118, Laboratories Testing for Zika Virus Infection’, up to 14 days in
serun and wrine (possibly longer in urine), following onset of sympioms, if presem Positive
results are indicative of current infection.

On February 26, 2016, pursuant to section S64(B 10 of the Act (21 US.C. § 360bbh-
IBHINCY, the Secretary of Health and Human Services (HHS) determined that there is a
significant potential for a public health emergency that has a significant potential to affect
nat:onai security or the health and security of 1.8, citizens living abroad and that involves Zika
wirus.” Pursuant to section 564(by 13 of the Act (21 U.S.C. § 360bbb-3(b 1)), amt on the basis
of such determination, the Secretary of HHS then declared that eircumstances exist justifving
the authorization of the emergency use of in vitre diagnostic fests for detection of Zika virus

} For ease of reference, this Tetier will refer (o “laboratories in the United States {LL5.) dhat are certified under the
Clhinical Laboratory Improvement Amendments of 1988 (CLIAY 42 U.8.C. § 2635, 1o perform high complexity
tesis, or by similarly qualiﬁed non-U.8, laboratories™ as “anthorized laboratories™

Axall.iblb at g warwendv o ok debioraariesTob-puidasee bami (last updated on July 26, 2016),

* As amended by the Pandemic and All Hazards i*repare-:inew Resuthorizatron Act, Pub. L. Wo. 173-5, under section
SO EHCT of the Act, the Searetary may make a determination of a public healih emergency, orof & significant
potential for o public health emergency.
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and/or diagnosis of Zika virus infection, subject to the terms of any authorization issued under
21 U.S.C. § 360bbb-3(a).*

Having concluded that the eriteria for issuance of this authorization under section 564(c) of the
Act (21 U.S.C. § 360bbb-3{c)y are met, | am awthorizing the emergency use of the xMAP®
MultiFLEX™ Zika RNA Assay (as described in the Scope of Authorization section of this letter
{Section 1)) in individuals meeting CDC Zika virus clinical criteria (e.g., clinical signs and
symptoms associated with Zika virus infection) andfor CDC Zika virus epidemiclogical criteria
{e.g., history of residence in or travel to a geographic region with active Zika transmission at the
time of travel, or other epidemiclogical oriteria for which Zika virus festing may be indicated)
{as described in the Scope of Authorization section of this letter (Section 1)} for the detection of
Zika virus infection by authorized Iaboratories, subject to the terms of this authorization.

L. Criteria for Issuance of Authorization

Thave concluded that the emergency use of the xMAP® MultiFLEX™ Zika RNA Assay for
the detection of Zika virus and diagnosis of Zika virus infection in the specified population

meets the criteria for issuance of an authorization under section 564(¢) of the Act, because |
have concluded that

L. The Zika virus can cause Zika virus infection, a serious or life-threatening discase or
condition to humans infected with the virus;

ok

Based on the totality of scientific evidence available 1o FDA, it is reasonable to believe
that the xMAP” MultiFLEX"™ Zika RNA Assav, when used with the specified
instrument and in accordance with the Scope of Authorization, may be effective in
detecting Zika vires and diagnosing Zika virus infection, and that the known and
potential benefits of the xMAP® MultiFLEX™ Zika RNA Assay for detecting Zika
virus and diagnosing Zika virus infection outweigh the known and potental risks of
such product; and

3. There is no adequate, approved, and available alternative to the emergeney use of the
*MAPY MultiFLEX™ Zika RNA Assay for detecting Zika virus and diagnosing Zika
. . . £
virus infection.”

1. Scope of Authorization

P have concluded, pursuant to section 564(d)(1) of the Act, that the scope of this authorization is
limited to the use of the authorized xMAP® MultiFLEX™ Zika RNA Assay by suthorized
laboratories for the detection of RNA from Zika virus und diagnosis of Zika virus infection in
individuals mecting CDC Zika vires clinical eriteria (e.g., clinical signs and symptoms
associated with Zika virus infection) andfor CDC Zika virus epidemiclogical criteria (e.g.,
history of residence in or travel (o a geographic region with active Zika transmission at the time
of travel, or other epidemiological criteria for which Zika virus testing may be indicated).

*HHS, Determination and Declaration Regarding Fmergency Use af in Vitro Iiagnostic Tests for Detection of £ika
Virus andior Diagnosis of Zika Virus Infection. 81 Fed. Reg. 10878 (March 2, 2016},
* N other oriterka of issuance have been preseribed by regulation under section 564{cH4) of the Act,
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The Authorized xMAP” MultiFLEX™ Zika RNA Assay

The xXMAP® MultiFLEX™ Zika RNA Assay 1s a real-time PCR (RT-PCR) assay for the
qualitative detection of RNA from Zika virus in serum, plasma, and urine (collected alongside a
patient-matched serum or plasma specimeny and other authorized specimen types.

To perform the xMAP” MultiFLEX™ Zika RNA Assay, samples arc first extracted to isolate the
Zika virus RNA. Nucleie acids are isolated and purified from the sample using the BioMericus's
NuchSENS easyMag nucleic acid extraction system, or other authorized extraction methods. An
Internal Control sequence is added to the sample prior to extraction and is used as & control for
the sample extraction and the amplification reaction.

Extracted total nucleie acid is then simultancously amplified using target specific primers and
probes for RT-PCR followed by amplicon hybridization to probe-coupled microspheres.
Streptavidin-conjugated R-Phycoerythrin (SAPE) is added, and detection of the targets of
interest is performed on & Luminex VD xMAP instrument (MAGPEX or Luminex 100/200) or
other authorized instruments,

The XMAP* MultiFLEX"™ Zika RNA Assay includes the following materials, or other
authorized materials or ancillary products:

& Primer Mix

s Streptavidin-Phycoervihrin (SAPE)

#  Microsphere mix

s  Buffer A

s  Buffer B

¢ MBS2 bacteriophage RNA extraction control

The xXMAP® MultiFLEX™ Zika RNA Assay requires the following control materials, or other
authorized control materials; all assay controls listed below must generate expected results in order for
a test to be considered valid:

» Intemal Control (Bacteriophage MS2)

This intemal positive control is added to each test sample as well as to each external control
prior (o extraction. The internal control allows the user to ascertain whether the extraction and
reverse-transcription’ amplification steps of the assay are functioning correctly.

e No Template Control (NTC)

No Template Controls (NTCs) for the amplification/ detection steps are DNase- and RiNase-
free distilled water in place of specimen nucleic acids and must be included in each assay run,
The NTC is a control for contamination or improper function of the assay reagents which
could result in false positive results.

s External Positive Control

An External Positive Control may be used with the XMAP® MultiFLEX™ Zika RNA Assay
based on local guidelines or laboratory standard operating procedures (SOPs). The External
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Positive Control should be processed with the same workflow as clinical specimens. A
pasitive result for the Zika vires specific RNA confioms the assay is performing &s expected.

To produce & vahid run, the test controls must meet the performance specifications
outlined in the Instructions for Use.

The above deseribed XMAP® MultiFLEX™ Zika RNA Assay, when labeled consistently with
the labeling authorized by FDA entitied “sMAP® MultdFLEX™ Zika RNA Assay Instructions
for Use” (available at

bt e e eoviMedicn Devives/Sy SmerpeneySiiustionsfuen TE TS0 ooy, which may
be revised by Luminex in consultation with the Division of Microbiology Devices {DMDYOffice
of In Vitre Disgnostics and Radiological Health (OIRYCenter for Devices and Radiological
Health {CDRHY, 18 authorized to be distributed to and tsed by authorized laborgtories under this
BUA, despite the fact that it does not meet certain requirements otherwise required by federal
law.

The above described xMAP® MulGFLEX™ Zika RNA Assay is authorized to be accompanied
by the following information pertaining to the emergency use, which is authorized to be made
available to health care providers, pregnant women, and other patients:

s  Fact Sheet for Health Care Providers: Interpreting xMAPE MuliFLEX™ Zika RNA
Assay Results

& Fact Sheet for Pregnant Women: Understanding Results from the xMAP®
MultiFLEX™ Zika RNA Assay

& Fact Sheet for Patients: Understanding Results from the xMAPE® MuldFLEX™
Ziks RNA Assay

Ag deseribed in Section IV below, Lunvinex 15 also authorized fo make available adiditional
information relating to the emergency use of the authorized xMAP® MuliFLEX™ Ziks RNA
Assay that is consistent with, and does not exceed, the terms of this letter of authorization.

T have coneluded, pursuant to section 564012} of the Act, that it is reasonable to believe that the
known and polential benefits of the authorized xMAP®R MultdFLEX™ Zika RNA Assay ip the
specified population, when used for detection of Zika virus and to dlagnose Zika virus infection
and used consistently with the Bcope of Authorization of this letter (Section I1), vutweigh the
known and potential risks of such a product.

[ have concluded, parsiiant 16 section 564{d)(3) of the Act, based on the fotahity of scientific
evidence available to FDA, that it is reasonable to believe that the authorized xMAP®
MulGFLEX™ Zika RNA Assay may be effective in the detection of Zika virgs and diagaosis of
Zika virus infection, when used consistently with the Scope of Authorization of this letter
{Section I}, pursuant to section S64{cH2HA) of the Act

FDA has reviewed the scientific information available to FDA, including the information
supporting the conclusions described in Section 1 above, and concludes that the authorized
*MAPE MultFLEX™ Zika RNA Assay, when used for detection of Zika virus and to diagnose
Zika virus infection in the specified population {as described in the Scope of Authorization of
this leiter (Section 1)), mieets the criteria set forth in section 564(v) of the Act concerning safety
and potential effectiveness,
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The emergency use of the authorized xXMAP® MultFLEX™ Zika RNA Assay under this EUA
must be consistent with, and may not exceed, the tarms of this letter, including the Scope of
Authorization (Section 11} and the Conditions of Authorization {Section IV} Subject 1o the
terms of this EUA and under the circumstances set forth in the Secretary of HHS's determination
described above and the Secretary of HHS s corresponding declaration under section 564(b}(1),
the xMAPE MultiFLEX™ Zika RNA Assay described above is authorized to detect Zika virus
and diagnose Zika virus infection in individuals meeting CDC Zika virus clinical criteria {e.g.,
clinical signs and symptoms associated with Zika virus infection) andfor CDC Zika virus
epidemiological criteria {e.g., history of residence in or travel 10 geographic regions during a
period of active Zika virus transmissions at the time of travel, or other epidemiological criteria
for which Zika virus testing mayv be indicated).

This EUA will cease to be effective when the HHS declaration that circumstances exist 1o justify
the EUA is terminated under section 564(b3(2) of the Act or when the BUA is revoked under
section 564(g) of the Act.

I Waiver of Certain Requirements

1 am waiving the following requirements for the xMAP® MultiFLEX™ Zika RNA Assay during
the duration of this EUA:

& Curent good manufacturing practice requirements, including the guality system
requirements under 21 CFR Part 820 with respect to the design, manufacture,
packaging, labeling, storage, and distribution of the xMAP® MultiFLEX™ Zika
RNA Assay.

» Labeling requirements for cleared, approved, or investigational devices. including
labeling requirements under 21 CFR 809.10 and 21 CFR 809.30, except for the
intended use statement (21 CFR 809.10(a)(2), (b)(2)), adequate directions for use
(21 U.S.C.352¢1)), (21 CFR 809.10(bY(5), (7). and (8)), any appropriste limitations
on the use of the device including information required under 21 CFR 809100234,
and any available information regarding performance of the device, including
requirements under 21 CFR 809.10(b)12),

IV. Conditions of Authorization

Pursuant to section 564 of the Act, | am establishing the following conditions on this
authorization:

Luminex Corporation and Its Authorized Distributor(s)

A, Luminex and its authorized distributor(s) will distribute the authorized xMAPE
MultFLEX™ Zika RNA Assay with the authorized labeling, as may be revised by
Luminex in consultation with DMIYOIR/CDRH, only to authorized laboratories,

B. Luminex and its authorized distributor(s) will provide to authorized laboratories the
authorized xMAPE MultiFLEX™ Zika RNA Assay Fact Sheet for Health Care
Providers, the authorized xMAP® MultiFLEX™ Zika RNA Assay for Pregnant
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Women, and the authorized SMAP® MultFLEX™ Zika RNA Assay Fact Sheel for
Patients.

Luminex and its authorized distributor(s) will make available on their websites the
authorized xMAP® MultiPFLEX™ Zika RNA Assay Fact Sheet for Health Care
Providers, the authorized xMAP® MultiFLEX™ Zika RNA Assay Fact Sheet for
Pregnant Women, and the suthorized xMAPE MuldFLEX™ Zika RNA Assay Faet
Sheet for Patients,

Luminex and its avthorized distributor(s) will inform autherized Iaboratories and
relevant public health authority(ies) of this EUA, including the terms and conditions
herein.

Luminex and its authorized distributor(s) witl ensure that suthorized laboratories using
the authorized sMAP® MultFLEX™ Zika RNA Assay have a process in place for
reporting test results to healtli care providers and relevant public health authorities, as
appropriate.”

Through a progess of inventory control, Luminex and its authorized distributor{s) will
maintain records of device usage.

Luminex and its authorized distributor(s) will collect information on the performance
of the test. Luminex will report to FDA any suspected oceurrence of false positive and
false negative results and significant deviations from the established performance
characteristics of the test of which Luminex becomes aware,

Luminex and its guthorized distributor(s) are suthorized to make available additional
information relating to the emergency use of the authorized xMAPE MulliFLEX ™
Zika RNA Assay that is consistent with, and does not exceed, the terms of this letter of
authorization,

Luminex Corporation

I

Luminex will notify FDA of any authorized distributon(s) of the xMAP®
MultFLEX™ Zika RNA Assay, inchuding the name, address, and phone number of
any guthorized distributor(s).

Luminex will provide its suthorized distributor{s) with a copy of this EUA, and
communicate o its authorized distributor{s} any suhsequent amendments that might
be made to this EUA and its authorized accompanying materials (e.g., fact sheets,
instrctions for use).

Luminex may reguest changes to the authorized xXMAPE MoliFLEX™ Ziks RNA
Assay for Health Care Providers, the authorized xMAP® MultiFLEX™ Zika RNA
Assay Fact Sheet for Pregnant Women, and the authorized xMAPS MultiFLEX ™

¥ For questions reluted to reporting Ziks test results 1o relevant public health awthorities, i is recommended that
Leminex and suthorized laboratories consult with the applicable country, state or territory health department(s),
Aweording to CDC, Zika virus disease s 5 natonally notifiable condition {see i iwww oo ooviriln),
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M.

.

0.

R.

Zika RNA Assay Fact Sheet for Patients. Such requests will he made by Luminex in
consultation with, and require concurrence of, DMD/OIR/CDRH.

Luminex may request the addition of other instroments for use with the authorized
SMAPER MuliFLEX™ Zika RNA Assay. Such requests will be made by Luminex in
consultation with, and reguire concarrence of, DMD/OIR/CDRH.

Luminex may request the addition of other extraction methods for use with the authorized
xMAP® MultFLEX™ Zika RNA Assay. Such requests will be made by Luminex in
consultation with, and require concurrence of, DMD/OIR/CDRH.

Luminex may request the addition of other specimen types for use with the authorized
AMAPE MultiFLEX™ Zika RNA Assay. Such requests will be made by Luminex in
consultation with, and require concurrence of, DMDVOIR/CDRH.

Luminex may request the addition of other control materials for use with the authorized
xMAPE MultiFLEX™ Zika RNA Assay. Such requests will be made by Luminex in
consultation with, and require concurrence of, DMDVOIR/CDRH,

Luminex may request the addition of other materials and ancillary reagents for use with
the authorized xMAP® MultiFLEX™ Zika RNA Assay. Such requests will be made by
Luminex in consultation with, and require concurrence of, DMDVOIR/CDRH.

Luminex will assess traceability” of the XMAP® MultiFLEX™ Zika RNA Assay with
FDA-recommended reference material(s). After submission to FDA and
DMD/OIR/CDRH s review of and concurrence with the data, Luminex will update its
labeling to reflect the additional testing.

Luminex will track adverse events and report to FDA under 21 CFR Part 803,

Authorized Laboratories

8.

Authorized laboratories will include with reports of the results of the XMAP®
MultiFLEX™ Zika RNA Assay the authorized Fact Sheet for Health Care Providers, the
authorized Fact Sheet for Pregnant Women, and the authorized Fact Sheet for Patients,
Under exigent circumstances, other appropriate methods for disseminating these Fact
Sheets may be used, which may include mass media.

Authorized laboratories will perform the xMAPE MultiFLEX™ Zika RNA Assay ona
Luminex IVD xMAP instrument (MAGPIX or Luminex 100/200) or other authorized
instruments,

Authorized laboratories will perform the xMAPE MultiFLEX™ Zika RNA Assay using
the BioMerieux"s NuchiSENS sasyMag nucleic acid extraction system or other authorized
entraction methods,

? Traceubiliny refers 1o macing analvtical sensitiviny/reacti ity back 10 8 FDA recommended referenie material,
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V. Authorized laboratories will perform the MAPE MuliFLEX™ Zika RNA Assay on
serum, plasma, or urine (collected alongside a patient-matehed serum or plaswia
specimen) or with other authorized specimen types,

W. Authorized laboratories will have a process in place for reporfing test results to health
care providers and relevant public health authorities, as appropriate.

K. Authorized laboratories will collect information on the performance of the test and report
to Luminex, any suspected oceurrence of Talse positive or false negative results of which
they become aware,

Y. All laboratory personnel using the test should be appropriately trained in RT-PCR
techuigues and use appropriate laboratory and personal protective eqguipment when
handling this kit, and use the test in accordance with the authorized labeling,

Luminex Corporation, its Authorized Distributor(s) and Authorized Laboratories

Z.  Luaminex, its authorized distributor{s) and authorized laboratories, will ensure that any
records assoviated with this EUA are maintained until notified by FDA. Such records
will be made available to FDA for inspection upon request.

Conditions Related to Advertising and Promotion

AAL AN advertising and promotional deseriptive printed matter relating to the use of the
authorized sMAPE MuoltiFLEX™ Zika RNA Assay shall be consistent with the Fact
Sheets and authorized labeling, as well as the 1emms set forth In this EUA and the
applicable requirements set forth in the Act and FDA regulations.

BB. All advertising and promotional descriptive printed maiter relating to the use of the
authorized xXMAP® MultiFLEX™ Zika RNA Assay shall clewrly and conspicuously
state that:

& This test has not been FDA cleared or approved:

® Thistest has been authorized by FDA under an BEUA for use by suthorized
laboratories;

s This test has been authorized only for the detection of RNA from Zika wirus and
diagnosis of Zika virus infection, not for any other viruses or pathogens; and

#  This test is only authorized for the duration of the declaration that circumstances
exist justifying the authorization of the emergency use of i vitre dlagnostic tests for
detection of Zika virus and/or diagnosis of Zika virus infection under section
S64(b3 1) of the Act, 21 ULS.C. § 360bbb-3(b) 1), unless the authorization is
terminated or revoked sooner.

" For questions related to reporting Fika test resulis 1o refevant public health suthorities, it is recommended that
Laminex and authorized aboratories consnlt with the applicable country, state or territory health departmeni(x).
According to COL, Eika virgs disease is a nationally notifiable condition (see hup wew,
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No advertising or promotional descriptive printed matter relating to the use of the authorized
XMAP® MultiFLEX™ Zika RNA Assay may represent or suggest that this test is safe or
effective tor the diagnosis of Zika virus infection.

The emergency use of the authorized xMAPE MuluFLEX™ Zika RNA Assay as described
in this letter of authorization must comply with the conditions and all other terms of this
authorization.

¥. Duration of Authorization

This EUA will be effective until the declaration that eircumstinces exist justifving the
authorization of the emergency use of in vitro diagnostic tests for detection of Zika virus andfer
diagnosis of Zika virus infection is terminated under section 564(b)(2) of the Act or the ELA is
revoked under section 564(g) of the Act.

Sincerely,
Rebert M. Califf, M.D.
Commissioner of Food and Drugs

Enclosures
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P and Dirg Aadiminisiratios
Sieer Bpding, BEF 70082
August 17, 2016
Estela Raychaudburi
President

InBics International, Inc.
562 1" Avenue 8., Suite 600
Seattle, WA 98104

Drear Ms, Raychandhwi:

This letter is in response 1o your request that the Food and Drug Administration (FDA) issue an
Emergency Use Avthorization (EUA} for emergeney use of InBios International, Tnc."s (MInBios™,
ZIKY Deteet™ 1gM Capture FLISA for the presumptive detection of Ziks virus IgM antibodies in
human sera collected from individuals meeting the Centers for Disease Control and Prevention
{CDC) Zika virus clinical criteria (e.g., a history of clinical signs and symptoms associated with
Zika vivus infection}y and/or CDC Zika virus epidemiological criteria {e 2., history of residence in
or ravel to a geographic region with active Zika transmission at the time of travel, or other
epidemiclogical eriteria for which Zika virus testing may be mdicated), by laboratories in the
United States that are vertified under the Clinical Laboratory Improvement Amendments of 1988
{CLIA), 42 UB.LC. § 263a, w perform high complexity tests, or by similarly qualified son-U 8.
laboratories,’ pursuant to section 564 of the Federal Food, Dirug, and Cosmetic Act {the Acty (21
U.8.€. § 360bbb-3). Where there are presumptive Zika positive, possible Zika positive, or
presumptive other flavivirus positive results from the ZIKV Detect'™ IgM Capture ELISA,
confinuation of the presence of anti-Zika Igh antibodies or other favivirus IgM antibodies
requires additional testing, as described in the Scepe of Authorization of this letter (Section I and
in the authorized Instructions for Use document, and/or consideration alongside test results for
other patient-matched specimens using the latest COC guideline for the diagnosis of Zika vires
infection.

On February 26, 2006, pursuant 1o section 5640 THC) of the Act (21 UE.C. § 360bbb-
MHBYIHCY, the Secretary of Health and Homan Services (HHS) determined that there is a
significant potential for a public health emergency that has a significant potential o affect national
security or the health and security of United States ¢itizens living abroad and that involves Zika
virus”® Pursuant to section S64{bi 1) of the Act£21 ULS.C. § 360bbb-3(1)( 1)), and on the basis of
such determination, the Secretary of HHS then declared that clreumstances exist justifying the

authorization of the emergency use of in vifro dagnostic tests for defection of Zika virus and/or

! For ease of reference, this letler will refir to “laboratories in the United States that are cortiBed under the Clinical
Laboratory baprovement Armendments of 1988 (CLIA), 42 USCL ¥ 2634, w perform high complexity tests, or by
simnilarly qualified non<UL%, faborabories™ as “authorized laborstories.”

? As amended by the Pandemic and All-Hazards Preparedness Resuthorization Aet, Pub, L. Mo, 135, under section
SEMB RN of the Act, e Secretary may miake o determination of 2 public health emergenty, or of & sienifica
potential for a pubilic health emergency.
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diagnosis of Zii;a virus infection, subject to the terms of any authorization issued under 21 US.C.
8 360bbb-3{a).”

Having concluded that the criteria for issuance of this authorization under section S64(cy of the Act
{21 U.S.C. § 360bbb-3(c)) are met, | am authorizing the emergency use of the ZIKV Derect’™ igM
Capture ELISA (as described in the Scope of Autherization section of this letter (Section 111 in
individuals meeting CDC Zika virus clinical criteria (e.gz., a history of clinical signs and svmptoms
associated with Zika virus infection} and/or CDC Zika virus epidemiological criteria (e.g., history
of residence in or fravel fo a geographic region with active Zika transmission at the time of travel,
or other epidemiological eriteria for which Zika virus testing may be indicated) (as described in the
Scope of Authorization section of this letter (Section 11y} for the presumptive detection of Zika
virus infection by authorized laboratories, subject to the terms of this authorization.

1. Criteria for Issuance of Authorization

1 have concluded that the emergency use of the ZIKV Dereer’™ 1gM Capture ELISA for the
presumptive detection of Zika virus-specific IgM antibodies in the specified population meets the
criteria for issuance of an authorization under section 564(¢) of the Act, because | have
concluded that:

1. The Zika virus can cause Zika virus infection, a serious or life-threatening disease or
condition to humans infected with the virus;

2. Based on the totality of scientific evidence available to FDA, it is reasonable to believe that
the ZIKV Deteer™ IgM Capture ELISA may be effective in diagnosing Zika virus infection,
and that the known and potential benefits of the ZIKV Detecs™ 1gM Capture ELISA for
diagnosing Zika virus infection outweigh the known and potentiad risks of such product,
when, for presumptive Zika positive, possible Zika positive, and presumptive other
flavivirus positive results, additional testing (as described in the Instructions for Use
document} is performed and/or test resulis for other patient-matched specimens {using the
latest CDC guideline for the diagnosis of Zika virus infection) are considered; and

3. There is no adequate, approved, and available alternative to the emergency use of the
ZIKV Dereer™ 1gM Capture ELISA for diagnosing Zika virus infection.

il. Scope of Authorization

1 have concluded, pursuant to section 564(d)(1) of the Act, that the scope of this authorization is
timited to the use of the authorized ZIKV Detect™™ 1gM Capture ELISA by authorized laboratories
for the presumptive detection of Zika virus-specific IgM antibodies in individuals meeting CDC
Zika virus clinical criteria (e.z., a history of clinical signs and symptoms associated with Zika virus
infection) and/or CDC Zika virus epidemiological eriteria (e.p., history of residence in or fravel to a
geographic region with active Zika transmission at the time of travel, or ofher epidemiological

PHHS. Determination and Declavation Regarding Emergency Use of In Fitro Diagnostic Tests Sor Dotection of Zika
Virus andior Diggnosis of Zika Virus Infection. 81 Fed, Reg. 10878 (March 2, 2016}
*No other criteriz of issuance have been prescribed by regulation under section S64(ci4) of the Act.
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criterig for which Zika virus testing may be indicated) when, for presumptive Zika positive, possible
Zika positive, and presumptive other flavivirus positive results, additional testing (as desoribed in
the Instractions for Use document) is performed” and/or test results for other patient-matched
specimens {using the latest CDC guideline for the diagnosis of Zika virus infection) are consadered.

The Authorized ZIKV Detecr’™ IgM Capture ELISA

The ZIKV Detect' ™ IgM Capture ELISA is an IgM antibody capture enzyme-linked
inumunosorbent assay for the in vitro presumptive detection of Zika virus-specific Igb antibodies
in human sera and other authorized specimen types from individuals meeting CDC Zika virus
clinical criteria (e.g., a history of clinical signs and symptoms associated with Zika virus infection)
and/or CDC Zika virus epidemiological eriteria (e.g., history of residence in or travel to a
geographic region with active Zika transmission at the time of travel, or other epidemiological
criteria for which Zika virus testing may be indicated). The test procedure is based on capluring
human IgM antibodies from the patient specinien on a microtiter plate using anti-human-igh
antibudy followed by the addition of Zika virus specific antigen and detector conjugate.

One of the Hmitations of this test is the possibility of false positive results in patients with a
history of infection with other flaviviruses. For presumptive Zika positive, possible Zika positive,
and presumptive other flavivirus positive specimens, additional testing (as described in the
Instructions for Use document) and/or consideration of test resulls for other patient-matched
specimens, using the latest CDC guideline for the diagnosis of Zika virus infection, is therefore
required to confirm Zika virus infection.

The assay uses a purified antibody specific for human 1gM that is immobilized on a test plate to
capture IgM antibodies from a human specimen. A serum specimen from a patient and positive
and negative controls are added to the test plate, and incubated to allow the IgM antibodies from
the specimen to bind to the immobilized antibody. After washing, Ready-To-Use Zika virus
antigen {Zika Ag), a Cross-reactive Control Antigen (CCA}, and a Normal Cell Antigen (NCA} are
added separately to appropriate focations on the ELISA plate and allowed to incubate. During
incubation the Zika Ag binds to any Zika viras-specific IgM antibodies caprured on the plate.
Following a washing step, a flavivirus specific monoclonal antibody conjugated to horseradish
peroxidase is then added which binds to any immobilized Zika Ag and generates a colorimetric
optical signal upon addition of a chromogenic substrate that can be measured by &
spectrophotometer or other instruments that mey be authorized. Any signals generaied in the wells
exposed o CCA and NCA are analyzed as part of the test procedure and used to aid in the
interpretation of the ELISA results.

The ZIKV Deteer ™ 1gM Capture FLISA includes the following materials, or other authorized
materials:

s Coated Microtiter Test Strips for IgM: ELISA plate strip holder with 96 (12x8 strips)
polystyrene microtiter wells pre-coated with capture antibodies specific for human Igh.

¥ As discussed in the Tnstructions for Use document, the additianal testing for presumptive Ziks positive and possible
Zika positive resulis §s to be performed wsing the latest CIIC guideline for the diagnosis of Zika vires infection, and the
additional testing Tor pr ive uther flaviviras posttive results is to be performed with FDA-cleared Dengue and
Waest Nile viras 1gM dovices,
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&

ZIKY Sample Dilution Buffer: The buffer solution is used to dilute all serum
spechimens and controls prior to testing in the ZIKV Detec/™ IgM Capture ELISA.

Ready-To-Use ZIKV Recombinant Antigen for IgM (Zika Ag): The Zika Ag
comprises the Zika envelope glycoproteins and is used in the ZIKV Defect™ IgM
Capture ELISA.

Cross-reactive Control Antigen for ZIKV Ighd (CCA): The CCA cocktail is used o
aid i the interpretation of the ELISA results.

Normal Cell Antigen for ZIKV IgM (NCA): The NCA is used to ard in the
interpretation of the ELISA results.

100X Conjugate for ZIKV IgM: This is horseradish peroxidase-labeled monoclonal
anti-Flavivirus antibody used to generate the optical signal measured by the ELISA
spectrophotometer.

Conjugate Diluent for ZIKV: This solution is used to dilute the 100X Conjugate for
ZIKV Igh solution during the ELISA procedure.

10X Wash Buffer: Concentrated wash buffer used during the ELISA procedure.

Liguid Tetramethylbenzidine Substrate: Chromogenic substrate that reacts with the
horseradish peroxidase conjugete to generate the optical signal measured by the ELISA
spectrophotometer.

Stop Selution: Used to terminate the reaction between the chromogenic substrate and
the horseradish peroxidase conjugate.

The ZIKV Derect”™ 1gM Capture ELISA requires the following control materials or other
authorized control materials provided with the kit:

ZIBY 1gM Positive Control: The positive control aids in verifving the validity of the

kit.

ZIKY 1gM Negative Confrol: The negative contrel aids in verifying the validity of the

kit

Controls listed above must'be included on each 96-well plate. Controls must generate expected
results in order for a plate to be considered valid.

The ZIKV Deteer”™ 1gM Capture ELISA also requires the use of additional materials and ancillary

reagents commonly used in clinical laboratories and that are described in the authorized ZIKV

Detect’

M 1gM Capture ELISA Instructions for Use,

The above deseribed ZIKV Derect™ 1gM Capture ELISA, when labeled consistently with the
labeling authorized by FDA entitled “ZIKV Dereer™ IgM Capture FLISA Instructions for Use™
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{available at
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authorized to be distributed to and used by authorized laboratories under this BEUA, despite the
fact that it does not meet certain requirements otherwise required by federal law. This labeling
may be revised by InBiog in consultation with, and with concurrence of, the Division of
Microbiology Devices (DMDYO{fice of In Vitro Diagnostics and Radiological Health
(OIR Y Center for Devices and Radiological Health {CDRH),

The above deseribed ZIKY Derecr™ IgM Capture ELISA is authorized 1o be accompanied by the
following information perfaining 1o the emergency use, which is authorized fo be made available
to health care providers, pregnant women, and other patients:

& Fact Sheet for Health Care Providers: Interpreting ZIKY Deseef’ ™ 1gM Capture ELISA
Resubts

s  Fact Sheet for Pregnant Women: Understanding Results from the ZIKV Dereor™ IgM
Capture ELISA

s Faot Sheet for Patlents: Understanding Results from the ZIKV Derecr ™ IgM Caprure
ELISA

Other Fact Sheets developed by InBios in consyltation with, and with concurrence of, the Office
of Counterterrorism and Emerging Threats {OCETYOMice of the Chief Scientist (0CS¥OMice
of the Commissioner (OC) and DMIVOIR/CDRH may be authorized to accompany the above
described ZIKV Detect™ IgM Capture ELISA and to he made available to health care
providers, pregnant women, and other patients,

As deseribed in Section IV below, InBios is also authorized to make available additional
information relating (o the emergency use of the authorized ZIKV Detecs’ ™ Igh Capture ELISA
that is consistent with, and does not exceed, the terms of this letter of authorization.

I have concluded, pursuant to section 564(d)2) of the Aet, that it is reasonable 1o believe that the
known and povential benefits of the authorized ZIKY Derear™ 18M Capture ELISA in the
specified population, when used for presumptive detection of Zika virus-specific IgM antibodies
andd used consistently with the Scope of Authorization of this letter (Section IT), outweigh the
known and potential risks of such a product.

I have concluded, pursuant to section 5640413 ) of the Act, based on the totality of scientific
evidence available to FDA, that it is roasonable to believe that the authorized 21KV Detear™
Igd Capture ELISA mav be effective in the diagnosis of Zika vires infection, when used
consistently with the Scope of Authorization of this Jetter (Section 11}, pursuant to section
S64{CHTUAY of the Act.

FDA has reviewed the scientific mformation available to FDA, including the information
supporting the conclusions deseribed in Seetion T shove, and concludes that the authorized ZIKV
Dereet™ 1gM Capture ELISA, when nsed to diagnose Zika viras infection in the spesified
population {as described in the Scope of Authorization of this letter (Section 113}, meets the
criteria set forth in section 564(c) of the Act concerning safety and potential effectiveness.
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The emergeney use of the authorized ZIKV Derect™ 1gM Capture ELISA under this EUA must be
consistent with, and may not exceed, the terms of this letter, including the Scope of Authorization
{Section 1) and the Conditions of Authorization (Section IV). Subject to the terms of this EUA and
under the circumstances set forth in the Secretary of HHS's determination described above and the
Secretary of HHS's corresponding declaration under section 564(b3(1 ), the ZIKV Deseer™ 1M
Capture ELISA described above is authorized to diagnose Zika virus infection in individuals
meeting CDC Zika virus clinical criteria (e.g., a history of clinical signs and symptoms sssociated
with Zika virus infection) and/or CDC Zika virus epidemiological oriteria (e.g., history of residence
in or travel to a geographic region with active Zika transmission at the time of travel, or other
epidemiological criteria for which Zika virus testing may be indicated).

This EUA will cease 1o be effective when the HHS declaration that circumstances exist to justify
the EUA is terminated under section 564(b)(2) of the Act or when the EUA is revoked wnder
section 564(g) of the Act.

111, Waiver of Certain Requirements

I am waiving the following requirements for the ZIKV Dereet™ 1M Capture ELISA during
the duration of this EUA:

« Current good manufacturing practice requirements, including the quality system
requirements under 21 CFR Part 820 with respect to the design, manufacture,
packaging, labeling, storage, and distribution of the ZIKY Perec™ Igh Capture
ELISA.

» Labeling requirements for cleared, approved, or investigational devices, including
labeling requirements under 21 CFR 809,10 and 21 CFR 809.30, except for the
intended use statement (21 CFR 809.10(a)(2), (B)(2)}, adequate directions for use (21
LLS.C.332(D)), (21 CFR 809.10(b)(5), (7). and (8)), any appropriate Himitations on the
use of the device including information required under 21 CFR 809, 10{a){4), and any
available information regarding performance of the device, including requirements
under 21 CFR 809, 100} 12).

i¥. Conditions of Authorization

Pursuant to section 564 of the Act, | am establishing the following conditions on this
authorization:

InBios and Its Authorized Distributor(s)

A, InBios and its authorized distributor(s) will distribute the authorized ZIKV Detect™™ fght
Capture ELISA with the authorized labeling only to authorized laboratories. InBios may
rexjuest changes to the authorized labeling, Such requests will be made by InBios in
consultation with, and require concurrence of, DMD/OIR/CDRH.

B.  InBios and its authorized distributor(s) will provide to authorized laboratories the
authorized ZIKV Detect”™ [gM Capture ELISA Fact Sheet for Health Care Providers, the
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InBios

L

authorized ZIKV Detecr™ 1gM Capture ELISA Fact Sheet for Pregnant Women, and the
authorized ZIKV Detect’™ 1gM Capture ELISA Pact Sheet for Patients, and any
additional ZIKV Detect™ IgM Capture ELISA Fact Sheets for Health Care Providers,
Pregnant Women, and Patients that OCET/OCS/OC and DMD/OIR/CDRH may
authorize,

InBios and its authorized distributor(s) will make available on their websites the
authorized ZIKV Derec™ 1gM Capture ELISA Fact Sheet for Health Care Providers, the
authorized ZIKV Detect™ 1gM Capture ELISA Fact Sheet for Pregnant Women, and the
authorized ZIKV Derecr™ 1gM Capture ELISA Fact Sheet for Patients, and any
additional ZIKV Detect™ IgM Capture ELISA Fact Sheets for Health Care Providers,
Pregnant Women, and Patients that OCET/OCS/OC and DMD/OIR/CDRH may
authorize,

InBios and ts authorized distributor(s) will inform authorized laboratories and relevant
public health suthority(ies) of this EUA, including the terms and conditions herein.

InBios and its authorized distributor(s) will ensure that authorized laboratories using the
authorized ZIKV Derect™ 1gM Capture ELISA have & process in place for reporting test
results to health care providers and relevant public health authorities, as appropriate.”

Through a process of inventory control, InBios and its avthorized distributor(s) will
maintain records of device usage.

InBios and its authorized distributor(s) will collect information on the performance of the
assay, InBios will report to FDA any suspected occurrence of false negative results and
significant deviations from the established performance characteristics of the assay of
which InBios becomes aware.

InBios and its authorized distributor(s) are authorized to make available additional
information relating to the emergency use of the suthorized ZIKV Derece™™ IeM Capture
ELISA that is consistent with, and does not exceed, the terms of this letter of
authorization,

InBios will notify FDA of any authorized distributor(s) of the ZIKV Derect'™ IgM
Capture ELISA, including the nume, address, and phone number of any authorized
distributor(s).

InBios will provide its avthorized distributor(s) with a copy of this EUA, and
communicate to its authorized distributor(s) any subsequent amendments that might be
made to this EUA and its authorized accompanying materials (e.g., fact sheets,
mstructions for use).

® For questions related to reporting Ziks test results to relevan public health authorities, it is recommended that InBics

and authorized laborsories consult with 1he applicable countey

tate, or territory health department{s). A ing o
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K.

M.

[nBios may request changes to the authorized ZIKV Detect'™ IgM Capture ELISA Fact
Sheet for Health Care Providers, the authorized ZIKV Detect’ " 1gM Capture ELISA Fact
Sheet for Pregnant Women, and the authorized ZIKV Detect'™ 1M Capture ELISA Fact
Sheet for Patients, InBios may also request that InBios develop new ZIKV Detect™™ IpM
Capture ELISA Fact Sheets for Health Care Providers, Pregnant Women, and Patients, if
appropriate, and may request changes to such Fact Sheets. All such requests listed in this
condition of authorization will be made by InBios in consultation with, and require
concurrence of, OCET/OCS/OC and DMD/OIR/CDRH,

InBios may request the addition of other instruments for use with the suthorized ZIKV
Derect™ IgM Capture ELISA. Such requests will be made by InBios in consulation
with, and require concurrence of, DMD/OIR/CDRH.

ZIKY Deteet™ IgM Capture ELISA. Such requests will be made by InBios in
consultation with, and require concurrence of, DMD/OIR/CDRH.

InBios may request the addition of other ancillary reagents for use with the authorized

InBios may regmﬂ:s;t the addition of other specimen tvpes for use with the authorized
ZIKV Detect™ 1gM Capture ELISA, Such requests will be made by InBios in
consultation with, and require concurrence of, DMD/OIR/CDRH.

InBios may r%guest the addition of other control materials for use with the authorized
ZIKY Detect’™ 1gM Capture ELISA. Such reguests will be made by InBios in
consultation with, and require concurrence of, DMD/OIR/CDRH.

InBios mayv request substitution for or changes to the authorized materials used in the
detection process of the human anti-Zika [gM in the specimen. Such requests will be
made by InBios in consultation with, and require concurrence of, DMDIQIR/CDRH.

InBios will track adverse events and report to FDA under 21 CFR Part 803,

mBios will evaluate the performance of the ZIKV Deteer™ IgM Caprure ELISA with a
FDA-recommended or established panel(s} of characterized clinical specimens, and will
submit that performance data to FDA. After DMD/OIR/CDEH s review of and
concurrence with the dats, InBios will update its labeling, in consultation with, and with
concurrence of, DMIDVOIR/CDRH, to reflect the additional testing,

Authorized Luboratories

8.

Authorized laboratories will inelude with reports of the results of the ZIKV Detert’™ 1gM
Capture ELISA the suthorized Fact Sheet for Health Care Providers, the authorized Fact
Sheet for Pregnant Women, and the authorized Fact Sheet for Patients, and any additional
ZIKV Detect™ 1gM Capture ELISA Fact Sheets for Health Care Providers, Pregnant
Women, and Patients that OCET/OCS/0OC and DMDVOIR/CDRH may authorize, Under
exigent circumstances, other appropriate methods for disseminating these Fact Sheets may
be used, which may include mass media,
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T.

Awvthorized laboratories will perform the ZIKV Detecr’™ IgM Capture ELISA on serum or
with other authorized specimen types.

Within the United States and its territories, authorized laboratories will report all
presumptive Zika positive, possible Zika positive, and presumptive other flavivirus positive
results to nBios.

Authorized laboratories will have a process in place to assure that, for presumptive Zika
positive, possible Zika positive, and presumptive other flavivirus positive results, additional
testing (as described in the Instructions for Use document) is performed andfor test resulis
for other patient-matched specimens, using the latest CDC guideline for the diagnosis of
Zika virus infection, are considered,

Authorized laboratories will have a process in place for veporting test results fo health care
providers and relevant public health authorities, as appropriate,”

Authorized laboratories will collect information on the performance of the assay and repont
to InBios any suspected occurrence of false negative results and significant deviations from
the established performance characteristics of which they become aware.

All laboratory personnel using the assay should be appropriately trained in performing and
interpreting immunoassays techniques, use appropriate laboratory and personal protective
equipment when handling this kit, and use the test in accordance with the authorized
labeling,

InBioes, Its Authorized Distributor(s), and Authorized Laboratories

Z.

InBias, its authorized distributor(s), and authorized laboratories will ensure that any records
associated with this EUA are maintained until notified by FDA. Such records will be made
available to FDA for inspection upon request.

Conditions Related to Advertising and Promotion

AA.

BB.

All advertising and promotional descriptive printed matter relating to the use of the
authorized ZIKV Derecr™™ 1gM Capture ELISA shall be consistent with the suthorized Fact
Sheets and authorized labeling, as well as the terms set forth in this BUA and the
applicable requirements set forth in the Act and FDA regulations.

All advertising and promotional descriptive printed matter relating to the use of the
authorized ZIKY Detect™ 1gM Capture ELISA shall clearlv and  conspicucusly siate that:

»  This test has not been FDA clearved or approved;

= This test has been authorized by FDA under an EUA for use by anthorized
laboratories;

? For questions related 1o reporting Zika test results to relevan public health suthorities, it s recommended tat InRios
and authorized laborstories consult with the applicable country, state, or terriiory lealih department(s]. According io

CDC, Zika is & nationally notifisble condition (see hit

iwwwade govizika’l
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»  This test has been avthorized only for the diagnosis of Zika virus infection and
not for any other viroses or pathogens; and

= This test is only authorized for the duration of the declaration that circumstances
exist justifying the avthorization of the emergency use of in vitro diagnostic tests
for detection of Zika virus andfor diagnosis of Zika virus infection under section
564(b){(1) of the Act, 21 U.S.C. § 360bbb-3{(b)(1). unless the authorization is
rerminated or revoked sooner,

No advertising or promotional deseriptive printed matter relating to the use of the authorized
ZIKV Detect' ™ 1gM Capture ELISA may represent or suggest that this test is safe or effective for
the diagnosis of Zika virus infection.

The emergency use of the authorized ZIKY Deteer ™ 1gM Capture ELISA as deseribed in this
letter of authorization most comply with the conditions and all other terms of this authorization.

V. Duration of Authorization

This EUA will be effective until the declaration that circomstances exist justifying the authorization
of the emergency use of in vitre diagnostic tests for detection of Zika virus and/or diagnosis of Zika
virus infection is teominated under section 564(b)2) of the Act or the EUA is revoked under
section 564(g) of the Act,

Sincerely,

s "j\* g .

Robert M. Califf, M.D.
Commissioner of Food and Drogs

Enclosures
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Angust 26, 2016

Jiotao Chen, Ph.D.

Divector, Regulatory Affairs
Roche Molecular Systems, Inc.
4300 Hacienda Drive
Pleasanton, CA 94588

Dear D, Chen:

This letteris in response o vour request that the Food and Drug Administration (FDA) issue an
Emergena:v Use Authorization (EUA) for emergency use of Roche Molecular Systems, Ine.’s
Lightix® Zika sRT-PCR Test for the gualitative detection of RNA from Zika viros in human
serum and EDTA plasma from individuals meeting Centers for Disease Control and Prevention
{CDC) Zika virus clifvcal criteria {e.g., clinical signs and symptoms associated with Zika virus
nfection) snd/or CDC Zika virus epidemiological eriteria (e.g., history of residence in or travel
io a geographic region with active Zika transmission at the time of travel, or other
epidemiclogicel eriteria for which Zika virus testing may be indicated), by laboratories in the
United States (U.8.) that are certified under the Clinical Laboratory Improvement Amendments
of 1488 (CLIA), 42 U.8.C. §2634, 1o perform high complexity tests, of by similarly qualified
non-ULS, laboratories, pursuant 1o section 564 of the Federal Food, Drug, and Cosmetic Act (the
Act) (21 18,0, § 360bbh-3)." Test results are for the identification of Zika viras RNA. Zika
viras RNA is generally defeciable in these specimens during the acute phase of infection and,
according to the updated CDC Guidance for 1.8, Laboratories Testing for Zika Virus Infection,”
approximately 7 days following onset of symproms, if present. Positive resulis are indicative of
current mfection.

On February 26, 2016, pursuant to section 564(b3 1 ){C) of the Act {21 U.B.C. § 360bbb-
IBIEHCY), the Seeretary of Health and Human Services (HHS) defermined that thereis a
significant potential for a public health emergency that has a sipnificant potential to affect
national security or the health and security of ULS. citizens iving abroad and that involves Zika
virug.” Pursuant to section 564(b}(1) of the Act (21 U.8.C, § 360bbb-3(b}{ 1)), and on the basis
of such determination, the Seorefary of HHS then déclared that circumStances exist justifving
the guthorization of the emergency use of in vitre diagnostic tests for detection of Zika virus

" For ease of reference, this fewer will refer to “laboratories in the United States {115} that are cortified under the
Chinical Lyborstory Improvement Amendments of 1988 (CLIAY 42 U5, § 2634, 1o perform high complexity
fests; o1 by simikirly qualified non-US, }abmdmms. a5 “authorized ai:aoramrm

Axaliabie at huwpe v nde s e b (ast updated on August 24, 2G16).

® A5 smended by the Panderic and Al Hazards i‘mpamdne‘-« Reauthorization Act, Pob. L. Mo, 1135, under section
564 T HC) of the Act, the Seeretary may make o determination of a public health emergency, or of & significant
potenttal for a public health emerpency.
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and/or diagnosis of Zika w irus infection, subject to the terms of any authorization issued under
21 U.S.C, § 360bbb-3{a).

Having concluded that the eriteria for issuance of this authorization under section 564(c) of the
Act (21 LLB.C. § 360bbb-3(c)) are met, | am authorizing the emergency use of the LightMix™
Lika rRT-PCR Test (as described in the Scope of Authorization section of this letter {Section 113
i individuals meeting CDC Zika virus clinical criteria (e.g., clinical signs and symptoms
associated with Zika virus infection) and/or CDC Zika virus epidemiological eriteria (e.g.,
history of residence in or travel to a geographic region with active Zika transmission at the time
of travel, or other epidemiological eriteria for which Zika virus testing may be indicated) {as
described in the Scope of Authorization section of this letter (Section ID) for the detection of
Zika virus infection by authorized laboratories, subject to the terms of this authorization.

I. Criteria for Issuance of Authorization

Lhave concluded that the emergency use of the LightMin™ Zika rRT-PCR Test for the
detection of Zika virus and diagnosis of Zika vires infection in the specified population meets
the criteria for issuance of an authorization under section 364(c) of the Act, because | have
concluded that:

b The Zika virus can cause Zika virus infection, a serious or life-threatening disease or
condition to humans infected with the virus;

o

Based on the totality of scientifie evidenee available to FIJA, it is reasonable to believe
that the LightMix™ Zika rRT-PCR Tesi, when used with the specified instrumeni(s) and
in accordance with the Scope of Authorization, may he effective in defecting Zika virus
and dmgnoxm&, Zika virus infection, and that the known and potential benefits of the
LightMix® Zike rRI-PCR Test for detecting Zika virs and diagnosing Zika virus
infection outweigh the known and potential risks of such product; and

s

There is no adequate, approved, and gvailable alternative to the emergency use of the
Lighit’dix™ Zika rRT-PCR Test for detecting Zika viros and diagnosing Ziks virus
infection,”

. Scope of Authorization

Fhave concluded. pursaant to section ‘364((&)( 1) of the Act, that the scope Qi this authorization is
limited to the use of the authorized LightMix" Zika rRT-PCR Test by authorized labotatories for
the detection of RNA {from Zika virus and diagnosis of Zika virus infection in individuals
meeting CDC Zika virus clinical criteria {e.g, clinical signs and symptoms associated with Zika
virug infection) and/or CDC Zika virus epidentiological criteria (e.g., history of residence in or
travel to 3 geographic region with active Zika transmission at the time of travel, or other
epidemiologieal criteria for which Zika virus testing may be indicated).

S HHS, Determination and Devlaration Reg, wavding Emergency Use of in Vitro Dicgnostic Tests for Detection af Lk
!:rm and’or Dingrosis of Zika Viess Infecrion. 81 Fed. Reg. 10878 (March 2, 2016},
* Mo other eriteris of jssuance have been preseribed by regolation under section 354(¢H4) of the Act.
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The Authorized Ligkmiix‘g‘ Zika rRI-PCR Test

The LightMix™ Zika sRT-PCR Test is a real-time reverse transcription polymerase chain resction
{rRT-PCR} assay for the qualitative detection of RNA from Zika viros in human serum, EDTA
plasma, and other authorized specimen types.

To perform the LightMix™ Zika »RT-PCR Test, specimens are first extracted 10 isolate the Zika
virus RNA. MNucleic acids are isolated and purified from the sample using either the automated
Roche MagINA Puore 96 System together with the Roche MagNA Pure 96 DNA and Viral NA
Large Volume reagent kit or the MagNA Pure Compact Insifument and MagNA Pure Compact
MNucleic Acid [solation Kit I - Large Volume, or other authorized extraction methods,

The purified RNA is reverse transcribed into ¢DNA, which is then amplified. The Roche
LightCycler” Multiplex RNA Virus Master reagent, which contains reagents and enzymes for
reverse transcription and specific amplification of the Zika viros targeted region, is added. The
tRT-PCR is performed on the Roche LightCycler” 480 Instrumemt [I, Roche cobas z 480
Analyzer (open channel) or other authorized instruments.

The LightMix™ Zika rRT-PCR Test includes the following materials, or other authorized
materials:

s LightMix® Zika fRT-PCR Test PSR (I Vial): Contains pathogen-specific reagent
(PSR}, i.e., lyophilized primers and FAM-labeled probe that specifically detect Zika
wiral RNA,

o LightMix” Zika rRT-PCR Test ivRNA Positive Control (1 Vial): Contains
Iyophilized synthetic RNA, designed to react with the LightMix™ Zika rRT-PCR Test
PSR to indicate whether the ZightMix™ Zika rRT-PCR Test has worked properly,

The LightMix™ Zikq rRT-PCR Test roquires the following control materials, or other authorized
control materials, to be included in each run; all controls listed below must generate expected
results in order for a test to be considered valid, as outlined in the LigheMix™ Ziku rRT-PCR Test
Instructions for Use:

®  Negative Process Control: PCR-grade water is used in place of clinical samples
from the beginning of the sample extraction process. The Negative Process Control Is
run in parsllel with clinical specimens in each specimen extraction run.

#  Negative rRT-PCR Controb: PCR-grade water is used at the tRT-PCR step to test
for absence of cross-contamination,

& Positive Control: Containg a synthetic RNA transcript containing the virus region
targeted by the LightMix”™ Zika rRT-PCR Test. The Positive Control is used starting
at the tRT-PCR step, then run in parallel with elinical specimens and the negative
controls in cach assay run,

s Extraction Control: The Extraction Control is the Roche RNA Process Control LSR
{RPCY. The Extraction Control is run together with every clinical specimen from the
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beginning of the extraction process and is detected by tRT-PCR using a primer pair
and a Cy5-labeled probe that are different from the Zika virus specific primer pair and
probe,

The LightMix" Zika rRT-PCR Test also requires the use of additional materials and ancillary
reagents commonly used in olinical laboratories and that are deseribed in the authorized
LightMix" Zika RT-PCR Test Instructions for Use.

The above described LightMix™ Zika rRT-PCR Test, when labded consistently with the labeling
authorized by FDA fzmztled Inatrumms fm qu Light’xehx Zika rtRT-PCR Test” (available at
bt eeww Ta oo Wedis ety BmersenovSnuations nond 1 61990 b, which may
be revised by Roche M{}Icmﬂar S};stems, }nc in conwltatmn with the Division of Microbiology
Dievices (DMDYOftice of In Vitre Diagnosties and Radiclogical Health {OIRY Center for
Devices and Radiological Health {CDRH), 15 authorized to be distributed to and vsed by
authorized laboratories under this EUA, despite the fact that i does not meet certain
requirements otherwise reguired by federal law.

The shove described Lighrdis™ Zika rRT-PCR Test is authorized 1o be accompanied by the
following information pertaining to the emergency use, which is authorized to be made available
0 health care providers, pregnant women, and other patients;

& Fact Sheet for Health Care Providers: Interpreting LightMix” Zika rRT-PCR Test
Results )

»  Fact Sheet for Pregnant Womien: Understanding Results from the LightMix™ Zika
FRT-PUR Test

& Fact Sheet for Patients: Understanding Results from the LightMix” Zika rRT-PCR
Test

As described in Section IV below, Roche Molecular Systems, Ine., Roche Diagnostics, and other
authorized distributer(s} are also authorized to make available additional information relating to
the emergency use of the authorized LightMix™ Zike rRT-PCR Test that is consistent with, and
does not exceed, the terms of this letfer of guthorization.

1 have concluded, pursuant to section 564(d42) of the ffm that it is reasonable 1© believe that the
known and potential benefits of the authorized LightMix™ Zika vRT-PCR Tewr in the spectfied
population, when used for detection of Zika virus and to diagnose Zika virus infection and used
consistently with the Scope of Avthorization of this letter (Section 1), outweigh the known and
potential risks of such a product,

1 have coneluded, pursuant to section 564(d)(3) of the Act, based on the fotality ofsclentific
evidence available to FDA, that it is reasonable to believe that the avthorized LightMix” Zika
rRI-PUR Test may be effective in the detection of Zika viras and diagnosis of Zika virus
infection, when wsed consistently with the Scope of Authorization of this Jetter {Section 1D,
pursuant to section 564(cH2HAY of the Act.

FDA has reviewed the scientific information available to FDA, including the information
supporting the conclusions described in Section [ above, and concludes that the authorized
LighiMix™ Zika rRT-PCR Test, when used for detection of Zika virus and to diagnose Zika virus
infection in the specified population (as described in the Scope of Authorization of this letter
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{Section 1)), meets the criteria set forth in section 564(c) of the Act concerning safety and
potential effectiveness.

The emergency vse of the anthorized LightMix™ Zika rRT-PCR Test under this BUA must be
consistent with, and may not exceed, the terms of this lefter, including the Scope of
Authorization (Section II) and the Conditions of Authorization (Section IV). Subject to the
terms of this EUA and under the circumstances set forth in the Secretary of HHS's determination
described above and the Secretary of HHS's corresponding declaration under section 564(bX 1),
the LightMix™ Zika rRT-PCR Test described above is authorized 1o deteet Zika virus and
diagnose Zika virus infection in individuals meeting CDC Zika virus clinical criteria {e.g.,
clinical signs and svmptoms associated with Zika virus infection) and/or CDC Zika virus
epidemiological criteria {e.g.. history of residence in or travel to geographic regions with active
Zika virus transmissions at the time of travel, or other epidemiological criteria for which Zika
virus testing may be indicated).

This EUA will cease to be effective when the HHS declaration that circumstances exist to justify
the EUA is terminated under section 364(b¥2) of the Act or when the EUA is revoked under
section 564(g) of the Act.

I11, Waiver of Certain Requirements

I am waiving the following requirements for the LightMix™ Zika rRT-FCR Test during the
duration of this EUA:

s Current good manufacturing practice requirements, including the quality system
requirernents under 21 CFR Part 820 with respect to the design, manufacture,
packaging, labeling, storage, and distribution of the LightMix™ Zika rRE-PER Fest,

¢ Labeling requirements for cleared, approved, or investigational devices, including
labeling requirements under 21 CFR 809.10 and 21 CFR 809.30, except for the
intended use statement (21 CFR 809.10(a)(2}, (b)(2)), adequate directions for use
{21 LL8.C 352(0), (21 CFR 809.10(b)X(5), (7). and (8)), any appropriate limitations
on the use of the device including information required under 21 CFR 809.10a)4),
and any available information regarding performance of the device, including
requirements under 21 CFR 8090.10(b)(12).

1V, Conditions of Authorization®

Pursnant to section 564 of the Act, T am establishing the following conditions on this
authorization:

Roche Molecular Systems, Inc., Roche Diagnostics, and/or Other Authorized
Distributor(s)’

* Unless otherwise specified, Rovhe Molecular Svsiems, Inc. and Roche Diagnostics are the responsibile parties for
satisfying the Condiions of Authorization.

At the time of suthorization, Roche Dlagnostics is the sole authorized distributer of the LightMix”™ Zika yRT-POR
Test, manufaciured by TIB MOLBIGL GmbH,
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Roche Diagnostics and other authorized distributor(s} will distribute the authorized
LightMix® Zika rBT-PCR Test with the authorized labeling only to suthorized laboratories,
Changes to the authorized labeling may be made by Roche Molecular Systems, Inc. in
consultation with, and require concurrence of, DMD/OIR/CDRH,

. Roche Diagnostics and other authorized distributor(s) will provide to authorized

taboratories the authorbzed LightMix” Zika rRT-POR Test Fact Sheet for Health Care
Providers, the authorized Zightdin® Ziks rRI-PCR Test Fact Sheet for Pregnant
Women, and the suthorized LightMix”™ Zitkg #RI-PCR Test Fact Sheet for Patients,

. Roche Diagnostics and other sguthorized distributor(s) will make available on their

websites the authorized LightMix”™ Zika rRT-PCR Test Fact Sheet for Health Care
Providers, the authorized LightMix™ Zika rRT-PCR Test Fact Sheet for Pregnant
Wormen, and the suthorized LightMix® Zike vRT-PCR Test Pact Sheet for Patients,

. Roche Dhagnostics and other authorized distributor(s) will inform authorized

laboratories and relevant public health authority(ies) of this BUA, including the terms
and conditions herein,

Roche Diagnostics and other authorized distributor(s) will ensure that the authorized
Iahorateries using the authorized LightAfix™ Zika rRT-POR Test have - process in place
for reporting test resalts to health care providers and relevant public health authorities,
as appropriate.’

Through a proocess of inventory control, Roche Diagnostics and other authorized
distributor{s) will maindain records of device usage.

. Roche Diagnostios and other authorized distributor(s) will collect information on the

performance of the test and provide this information 10 Roche Molecular Systems, Ine,
Roche Molecular Systems, Inc. will report to FDA any suspected occutrence of false
positive and false negative results and significant deviations from the established
performance characteristies of the test of which Roche Molecular Systems, Inc,
becomes aware.

. Roche Molecular Systems, Inc., Roche Diagnostics, and other authorized distributor(s)

are authorized to make avatlable additional information relating to the emergeney use
of the authorized Lighthix® Zika rRIZPCR Tesrthat is consistent with, and does not
exceed, the terms of this letier of suthorization.

Molecular Systems, Inc.
Roche Molecular Systems, Inc. will notify FDA of any additional authorized

distributor(s) of the LightMix® Zika sRT-PCR Test. ingl uding the name, address, and
phone number of any additional, authorized distributor(s).

¥ For guestions related fo reporting Zika test-results o relevant public health authoriies, 118 recommended that
Hoche Moleoular Systems, Inc., Roche Dhagoostios, other autborbeed distributon(s), and authorized laboratories
womsilt with the applicable counry, siate or territory health department(s). According vo CDC, Zika vitus disease is
a nationally notifiable condiion {see Blin e idi sou vty
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1. Roche Molecolar Systems, Ine. will provide Roche Diagnostics, other authorized
distributor{s), and TIB MOLBIOL GmbH with a copy of this EUA, and communicate
to Roche Diagnostics, other suthorized distributor(s), and TIB MOLBIOL GmbH any
subsequent amendments that might be made to this EUA and its authorized
accompanying materials (e.g., Fact Sheets, Instructions for Use).

K. Roche Molecular Systems, Inc. may request changes to the authorized LigheMix™ Ziko
rRT-PCR Test Fact Sheet for Health Care Providers, the authorized LighiMix" Zike
rRI-PCR Tesi Fact Sheet for Pregnant Women, and the authorized LightMis"™ Fika
rRI-PUR Test Fact Sheet for Patients. Such requests will be made by Roche
Molecular Systems, Ine. in consultation with, and require concurrence of,
DMD/OIR/CDRH.

L. Roche Molecular Systems, Inc. may request the addition of other instruments for use
with the authorized LightMix” Zika rBT-PCR Test. Such requests will be mmade by Roche
Molecular Systems, Inc. in consultation with, and require concurrence of,
DMD/OIR/CDRH.

M. Roche Molecular Systems, Inc. may request the addition of other extraction methods for
nse with the authorized LightMix™ Zika rRT-PCR Test, Such requests will be made by
Roche Molecular Systems, Ine. in consultation with, and require concurrence of,
DMD/OIR/CDRH,

N. Roche Molecular Systems, Inc. may request the addition of other specimen types for
use with the authorized LightMix™ Zika rRT-PCR Test. Such requests will be made by
Roche Molecular Systems, Inc. in consultation with, and require concurrence of,
DMDVOIR/CDRH.

0. Roche Molecular Systems, Inc. may request the addition of other control materials for
use with the authorized LightMix™ Zika rRT-PCR Tesr. Such requests will be made by
Roche Molecular Systems, Ine. in consultation with, and require concurrence of,
DMIVOIR/CDRH,

P. Roche Molecular Systems, Inc. may request the addition and/or substitution of other
ancillary reagents and materials for use with the authorized LightMix™ Zika rRT-PCR
Test, Such requests will be made by Roche Molecular Svstems, Inc. in consultation
with, and require concarence of, DMD/OIR/CDRH,

Q. Roche Molecular Systems, Ine, will assess traceability” of the LighidMix™ Zika rRT-PCR
Test with FDA-recoramended reference material{s). After submission 1o FDA and
DMD/OIR/CDRH s review of and coneurrence with the data, Roche Maolecular
Systems, Ine. will update its labeling to reflect the additional testing,

R. Roche Molecular Systems, Inc., assuming the medical device reporting responsibilities
of the manufacturer of the LightMix™ Zika vRT-PUR Test, will track adverse events and
veport to FDA under 21 CFR Part 803,

* Traceability refers 1o Iracing anahytice] sensitivity/reactiviry back to o FDA recommended reference material,
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Authorized Laboratorics

5. Authorized Iaboratories will include with reports of the resulis of the LigheMix” Zika
rRI-PCR Test the authorized Fact Sheet for Health Care Providers, the authorized Fact
Sheet for Pregnant Women, and the authorized Fact Sheet for Patients, Under exigent
circumstances, other appropriate methods for disseminating these Fact Sheets may be
used, which may include mass media,

T. Authorized laboratories will perform the LightMix® Zika rRE-PCR Test on the Roche
LightCyeler™ 480 Instroment 1, Roche cobas z 450 Anal wzer {open channel), or other
authorized instruments,

U, Authorized laboratories will perform the LightMix™ Zika »RT-PCR Test using the
autornated Roche MagNA Pure 96 System together with the Roche MagNA Pure 96
DINA and Viral NA Large Volome reagent kif, the MagNA Pure Compact Instrament and
MagNA Pure Compact Nucleic Acid Tsolation Kit T - Large Volume, or other suthorived
extraction methods.

V. Authorized laboratories will perform the ZightMi™ Zika rRT-PCR Test on human serum,
EDTA plasma, or with other authorized specimen types.

W. Authorized laboratories will have a process in place for reporting test results to health
care providers and relevant publie health authorities, as appropriate.™

X. Authorized Iaboratories will collect information on the performance of the test and report
to Roche Diagnostics any suspected cecurrence of false positive or false negative results
of which they become aware,

Y. All laboratory personnel using the test should be appropriately mrained in tRT-PCR
techniques and use appropriate laboratory and personal protective equipment when
handling this kit, and use the test in accordance with the authorized labeling,

Roche Molecular Systems, Ine., Roche Diagnostics, Other Authorized Distribufor{s), and
Authorized Laboratories

Z. Roche Molecular Systems, Inc., Roche Diagnostics, other authorized distributors), and
authorized laboratories will ensure that any records associgted with this FUA are
maintaived until notified by FOA. Such records will be made available to FDA for
inspection upon request,

Cenditions Helated o Advertising and Promotion
Ad. All advertising and promotional deseriptive printed matter relating to the use of the

atithorized LightMix” Zika rRT-PCR Test shall be consistent with the Fact Sheets and
authorized labeling, as well a5 the terms set forth in this EUA and the applicable

" Far questions d ior reporting Zika test results 1o relevant public health anthorities, 1t is reco that
Roche Moleeular Svstems, Inc., Roche Diagnostios, other authorized distribytor(s), and suthorized labortories
comsult with the spphivable conntry, staw or territary Bealth deparanends). Acvording 1o CDC, Zika virus disisse s
A nafionally notifiabde condition (see Je v ede vyl
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requirements set forth in the Act and FDA regolations.

BB. All advertising and promotional deseriptive printed matter relating to the use of the
authorized LightMix™ Zika rRT-PCR Test shall clearly and conspicuously state that:

¢ This test has not been FDA cleared or approved;

@ This test has been authorized by FDA under an EUA for use by authorized

laboratories;

e This test has been authorized only for the detection of RNA from Zika virus and
diagnosis of Zika virus infection, not for any other viruses or pathogens; and

® This test is only quthorized for the duration of the declaration that circumstances
exist justifying the authorization of the emergency use of in vitro diagnostic tests for
detection of Zika virus and/or diagnosis of Zika virus infection under section
S64(b)(1) of the Act, 21 U.8.C. § 360bbb-3(b){(1), unless the authorization iz
rerminated or revoked sooner.

Mo advertising or promotions] descriptive printed matter relating to the use of the authorized
LightMix™ Zika rRT-PCR Test may represent or suggest that this test is safe or effective for the
diagnosis of Zika virug infection.

The emergency use of the authorized LightMix™ Zike rRT-PUR Test as described in this letter
of authorization must comply with the conditions and all other terms of this authorization,

Y. Duration of Authorization

This EUA will be effective until the declaration that circumstances exist justifying the

authorization of the emergency use of in vitro diagnostic tests for detection of Zika virus and/or
dingnosis of Zika virus infection is terminated under section 564{b)2) of the Act or the EUA is
revoked under section 564{g) of the Act.

Enclosures

Dated: October 24, 2016.
Leslie Kux,
Associate Commissioner for Policy.
[FR Doc. 2016-26066 Filed 10-27-16; 8:45 am]
BILLING CODE 4164-01-C

Sincerely,

"‘/ (adrgd

2 4

Robert M. Cahiff, M.D.

Commissioner of Food and Drugs

DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Food and Drug Administration
[Docket No. FDA-2013-N-0578]

Agency Information Collection
Activities; Submission for Office of
Management and Budget Review;
Comment Request; General Licensing
Provisions: Biologics License
Application, Changes to an Approved
Application, Labeling, Revocation and
Suspension, and Postmarketing
Studies Status Reports

AGENCY: Food and Drug Administration,
HHS.
ACTION: Notice.

SUMMARY: The Food and Drug
Administration (FDA or we) is

announcing that a proposed collection
of information has been submitted to the
Office of Management and Budget
(OMB) for review and clearance under
the Paperwork Reduction Act of 1995.

DATES: Fax written comments on the
collection of information by November
28, 2016.

ADDRESSES: To ensure that comments on
the information collection are received,
OMB recommends that written
comments be faxed to the Office of
Information and Regulatory Affairs,
OMB, Attn: FDA Desk Officer, FAX:
202—-395-7285, or emailed to oira_
submission@omb.eop.gov. All
comments should be identified with the
OMB control number 0910-0338. Also
include the FDA docket number found
in brackets in the heading of this
document.
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