i DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Sarvice

Food and Drug Administration
1401 Rockvidle Pike
39 Rockville, MD 20852-1448

5390 ‘03 SPP29 R9B9 T
November 19, 2001:

-Mr. Ron Sanyal, M. Pharm., CQE, RAC
Manager, Regulatory Affairs
bioMérieux, Inc.

100 Rodolphe Street
Durham, North Carolina 27712

Re: BP010001/0
Product: NucliSens® HIV-1 QT
Device Code: MZF

Date Received: 02-JAN-01

Dear Mr. Sanyal:

The Center for Biologics Evaluation and Research (CBER) of the Food and Drug’
Administration (FDA) has completed its review of your premarket “approval application
(PMA) for the NucliSens® HIV-1 QT. This device is intended for use in oonjuncuon
with clinical presentation and other laboratory markers of disease progression for
prognostic assessment of HIV-1 infected patients, and for monitoring the effects of anti-
retroviral therapy by serial measurements 6f plasma HIV-1 RNA for pedlamc and adult
patients with baseline viral loads greater than 93,000 and 28,000 copies of HIV-1 viral
RNA/mL respectively. We are pleased to inform you that the PMA is approved subject to
the conditions described below and in the "Conditions of Approval” (encfosed) You may
begin commercial distribution of the devme upon recelpt of this letter, ~~~~#

1. The lyophilization process must be fully validated during the manufacturing of the
first three commercial lots of the NucliSens® HIV-1 QT test.

2. bioMérieux wﬂl provide lot release test results for the first three commercial lots of
the NucliSens® HIV-1 QT test. Thereafter, lot release data will be submitted to
CBER from every third lot of test kits for a period of 12 months under a surveillance
program. The need for continued surveillance of this test kit beyond this period will
be determined by CBER.

2 003m -0LYY AAV /




2-BP010001/0

Expiration dating for this device has been approved as 12 months under storage and
shipping conditions described in the ) package insert. The protocol you used to establish
this expiration dating is considered an approved protocol for the purpose of extending the
expiration dating as provided by 21 CFR 814.39(a)8).

CBER will publish a notice of its decision to approve your PMA in the FEDERAL
REGISTER. The notice will state that a summary of the safety and-effectiveness data
upon which the approval is based is available to the public upon request. Within 30 days
of publication of the notice of approval in the FEDERAL REGISTER, any interested
person may seck review of this decision by requesting an opportunity for administrative
review, cither through a hearing or review by an independent advisory committee, under
section 515(g) of the Federal Food, Drug, and Cosxnctlc Act (the act) ’

Failure to comply with the conditions of approval invalidates this approval order.
Commercial distribution of a device that is not in compliance with these conditions is a
violation of the act. '

You are reminded that as soon as possible, and before commercial distribution of your
device, you must submit an amendment to this PMA submission with copies of all
approved labeling in final printed form.

All required documents should be submitted in triplicate, unless otherwise specxﬁed, to
the address below and should reference the above PMA number to facilitate processing.

Document Control Center (HFM-99)

Center for Biologics Evaluation and Research
Food and Drug Administration

1401 Rockville Pike

Rockville, Maryland 20852-1448

If you have any questions concerning this approval order, please contact ‘Sayah Nedjar,
Ph.D. at (301) 827-3524. ’

Sincerely yours,

Ml Nekdrass
Hira L. Nakhasi, Ph.D.
Director S
Division of Emerging and
Transfusion Transmitted Diseases
Office of Blood Research and Review ~
Center for onloglcs Evaluation and Research
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CONDITIONS OF APPROVAL

APPROVED LABELIN As soon as poss1ble and before commercxal dxstnbuuon of
your device, submit three copies of an amendment to this PMA submission" with coples of
all approved labehng in final prmted form to the PMATocmmem Center

(HFZ-401), Center for Devices and Radiological Health, Food and Drug Administration
(FDA), 9200 Corporate Blvd., Rockville, Maryland 20850.

ADVERTISEMENT. No advertisement or other descnptlve pnnted material 1ssued by
the applicant or pnvaxe label distributor with respect to this dewce shall recommend or -
imply that the device may be used for any use that is not mcluded in the FDA approved
labelmg for the device. If the FDA approval order has restnct ] aie, distnbutxon and
use of the device to prescnptxon use in accordance with 21" CFR 1.109 and spemﬁed '
that this restriction is bemg 1mposed in accordance with the | prov1s10ns of section 520(e)
of the act under the authority of section 515(d}1)(B)(i)) of‘ the' act, all advertxsements and
other descriptive printed material issued by the apphcant or distributor with respect to the
device shall include a brief statement of the intended uses of the devme and relevant
warnings, precautions, side effects and contraindications.

T APPROVAL APPLICATION (PMA) SUPPLEMENT. Before makmg
any change affecting the safety or effectiveness of the device, submit a PMA suppfement
for review and approval by FDA unless the change is of a type for which a "Specxal PMA
Supplement-Changes Being Effected" is permitted under 21 CFR 814.39(d) oran
alternate submission is permitted in accordance with 21 CFR 814. 39(e). APMA
supplement or alternate submission shall comply with apphcable requirements under 21
CFR 814.39 of the final rule for Premarket Approval of Medical Devices.

-t
All situations which require a PMA supplement cannot be briefly summanzed, please
consult the PMA regulation for further guidance. The guldance prowded below is only
for several key instances.

A PMA supplement must be submitted when unanhcxpated adverse effects, mcreas&s m
the incidence of anticipated adverse effects, or devxce failures neeessxtate a labehng,
manufacturing, or device modification.

A PMA supplement must be subxmtted if the device is to be modified and the mod;ﬁed
device should be subjected to animal or laboratory or clinical testmg desxgned to
determine if the modified device remains safe and effective.

A "Special PMA Supplement - Changes Being Effected" is limited to the labelmg, quahty
control and manufacturing process changes specified under 21 CFR' 814.39(d)(2). It ’




allows for the addition of, but not the replacement of ‘previously approved, quahty control
specifications and test methods. These changes may be 1mp1emented before FDA
approval upon acknowledgment by FDA that the submission Semg processed as a
“Special PMA Supplement - Changes Being Effected.* , owledgment is in
addition to that issued by the PMA Document Mail Center for ali \ supplements
submitted. This procedure is not apphcable to changes m devxce demgﬁ, composition,
specifications, circuitry, software or energy source.

Alterpate submisgions permitted under 21 CFR 814 39(e) apply fo changes that otherw:se
require approval ofaPMA supplement before 1mplementatton of the  change and include
the use of a 30-day PMA supplm or m pgstapgroval r_gggtt FDA must have
previously indicated in an advxsory oplmon to the affected mdustry orin correspondence
with the applicant that the alternate submissi n is pertmttedw for the change. Before such
can occur, FDA and the PMA’ apphcantfs otved must agree upon any reeded testing
protocol, test results, reporting format, information to be reported, and the alternate
submission to be used.

POSTAPPROVAL REPORTS. Continued approval of this PMA is contingent upon the
submission of postapproval reports required under 21 CFR 814.84 at intervals of 1 year

from the date of approval of the original PMA. Postapproval 1 reports for supplements
approved under the original PMA, if applicable, are to be included in the next and

subsequent annual reports for the ongmal PMA unless specified otherwise in’ the approval o

order for the PMA supplement. Two copies identified as "Annual Report” and | beanng ‘
the applicable PMA reference number are to be submxtted to the PMA Doc ument Ma.ll ‘
Center (HFZ-401), Center for Devwes and ”Radmlogmal ‘ X
Administration, 9200 C‘orporate Blvd., Rockville, Mﬁylancf 20850. The postapproval
report shall indicate the begmmng and endmg date of the period ¢ covered by the report and
shall include the following mformatxon required by 21 CFR 814.84: ‘ )

( l)Identlﬁcatlon of changes described in 21 CFR 814. 39(2) and changes required
to be reported to FDA under 21 CFR814.39(b). ek

(2) Bibliography and summary of the followmg mformauon not prevmusly
submitted as part of the PMA and that is known to or reasonably should be known
to the applicant: (

(a)unpublished reports of data from any clinical mvestlgatxons or
nonchmcal laboratory studies mvolvmg the dev:ce or related dewces
("related” devices include devices whmh are the same or substantlally

similar to the applicant's device); and
(b)reports in the scientific literature coﬁcermng the device.

If, after reviewing the bibliography and summary, FDA concludes that agency revxew of
one or more of the above reports is required, the apphcant shall submxt two coples of each




identified report when so notified by FDA.

F kst as M&M& o e od

F c ﬁcr RE ORT m As provxded by21

i Qgﬁter (HFZ-401), C evices and
Radiological Health, Food and D%E A“&mmsu'auon, 9266 Corporate Blvd., Rockv111e, -
Maryland 20850 within 10 days after the applicant receives or has knowledge of N
information concerning:

Defect Rgp_grt" to the PMA Document

(1)A mix-up of the device or its labeling with another article.

(2)Any adverse reaction, side eﬁ'ect, m]ury, tox1cxty, or sensmwty reaction that is
attributable to the device and A

(a)has not been addressed by the device's labelingor

(b)has been addressed by the device's labeling, bt is occurring with
unexpected severity or frequency.

(3)Any significant chemical, physxcal or other change or detcnoratmn in the
device or any failure of the device to meet the speclﬁcatlons estabhshed in the
approved PMA that could not cause or contnbute to death or serious mjury but are
not correctable by ad]ustmcnts or other mamtenance procedurw descnbed in the
approved labeling. The report shall include a dlscussmn;of the applicant's ’
assessment of the change, detenorauon or fallur
implemented corrective actlon by the appilcant When such events are correctable
by adjustments or other maintenance procedures described in the approved .
labeling, all such events known to the applicarit shall be included in the Axmual

Report described under "Postapproval Reports" above unless specified otherwise =~

in the conditions of approval to this PMA. This postapproval report sﬁgil
appropriately categorize these events and include the number of reported and
otherwise known instances of each category durmg the reporting period. ’
Additional information regarding the events discussed above shall be submitted
by the applicant when determined by FDA to be neomsary to provxde contmued
reasonable assurance of the safety and effectiveness of the dev1cc for its mtended
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REGULATION. The Medical Device Reporting (MDR) Regulation became effective on_
December 13, 1984. This regulanon was rcplaced by the reportmg reqmrements of the
Safe Medical Devices Act of 1990 which became effective July 31, 1996 and requires
that all manufacturers and importers of medxcal devxces mcludmg in vitro dlagnosuc
devices, report to the FDA whenever they recexve or othermse become aware of




information, from any source, that reasonably suggests that a device marketed by the
manufacturer or importer:

&

(1)May have caused or contnbuted toa death or serious mjury; or’

(2)Has malfunctioned and such device or s1mrlar devree marketed by the |
manufacturer or importer would be likely to cause or contribute to a death or
serious injury if the malfunction were to recur.

The same events subject to reportmg under the MDR Regulatron may also be sub;ect to
the above "Adverse Reactlon and Devrce Defect Reportmg" reqmrements in the
"Conditions of Approval” for this PMA. FDA has defermined that such duplicative
reporting is unnecessary.- Whenever an event mvolvmg a device is subject to reportmg
under both the MDR Regulation and the "Condrtrons of Approval" for a PMA, the
manufacturer shall submit the w
the time frames as identified in 21 CFR 303 IO(c) ﬁsﬁfg ?ﬁ?‘r orm 35004, i.e., 30 days
after becoming aware of a reportable death, serious mjury, or malfunctron as descnbed in
21 CFR 803.50" and 21 CFR 803.52 and 5 days after becoming aware that a reportable
MDR event requires remedial action to prevent af unreasonable risk of substantial harm
to the public health. ‘The manufacturer i is respons1b1e for subrmttmg a baseline report on
FDA Form 3417 for a device when the devxce model is first reported under 21 CFR
803.50. This baseline report is to include the PMA reference number. Any wntten report
and its envelope is to be speerﬁcally 1dent1ﬁed, e.g., “Manufacturer Report A Day ‘
Report,” “Baseline Report * etc. ,

Any written report is to be submitted to:

Food and Drug Administration

Center for Devices and Radxologlcal Health

Medical Deviee Reportmg - :

PO Box 3002 A e e
Rockville, Maryland 20847-3002 =~ ‘

Copies of the MDR Regulation (FOD # 336&1336)and FDA pubhcatrons entltled “An

o
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Overview of the Medical Dewcekepomng Regulatro (FOD #A509) and “Medi
Device Reporting for Manufacturers” (FOD #987) are available on the CDRH
Home Page They are also available through CDRHs Fact-

899-0381. Written requests for information can be made hy sendmg a facsrmrle to
CDRH’s Division of Small Manufacturers Intematlon i and Consumer Assistance |
(DSMICA) at 301-443-8818." -
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