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2098 Gaither Road
Rockvilte MD 20850

Sierra Diagnostics, L.L.C. FEB 2 8 2002
c/o Donald R. Stone, Esq.

Kirkpatrick and Lockhart, LLP

1800 Massachusetts Avenue, NW

Suite 200

Washington, DC 20036-1221]

Re: k013819

Trade/Device Name: Sierra Diagnostics L.L.C. Urine Collection, Preservation and
Transport System

Regulation Number: 21 CFR 866.2900

Regulation Name: Microbiological Specimen Collection and Transport System

Regulatory Class: Class |

Product Code: JTW

Dated: February 11, 2002

Received: February 12, 2002

Dear Mr. Stone:

We have reviewed your Section 510(k) premarket notification of intent to market the device
referenced above and have determined the device is substantially equivalent (for the indications
for use stated in the enclosure) to legally marketed predicate devices marketed in interstate
commerce prior to May 28, 1976, the enactment date of the Medical Device Amendments, or to
devices that have been reclassified in accordance with the provisions of the Federal Food, Drug,
and Cosmetic Act (Act) that do not require approval of a premarket approval application (PMA).
You may, therefore, market the device, subject to the general controls provisions of the Act. The
general controls provisions of the Act include requirements for annual registration, listing of
devices, good manufacturing practice, labeling, and prohibitions against misbranding and
adulteration.

If your device is classified (see above) into either class I1 (Special Controls) or class I1I (PMA), it
may be subject to such additional controls. Existing major rcgulations affecting your device can
be found in the Code of Federal Regulations, Title 21, Parts 800 to 898. In addition, FDA may
publish further announcements concerning your device in the Federal Register.

Please be advised that FDA’s issuance of a substantial equivalence determination does not mean
that FDA has made a determination that your device complies with other requirements of the Act
or any Federal statutes and regulations administered by other Federal agencies. You must
comply with all the Act’s requirements, including, but not limited to: registration and listing (21
CFR Part 807); labeling (21 CFR Part 801); good manufacturing practice requirements as sct
forth in the quality systems (QS) regulation (21 CFR Part 820); and il applicable, the electronic
product radiation control provisions (Sections 531-542 of the Act); 21 CFR 1000-1050.
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This letter will allow you to begin marketing your device as described in your 510(k) premarket
notification. The FDA finding of substantial equivalence of your device (o a legally marketed
predicate device results in a classification for your device and thus, permits your device to
proceed to the market.

If you desire specific advice for your device on our labeling regulation (21 CFR Part 801 and -
additionally 809.10 for in vitro diagnostic devices), please contact the Office of Compliance at
(301) 594-4588. Additionally, for questions on the promotion and advertising of your device,
please contact the Office of Compliance at (301) 594-4639. Also, please note the regulation
entitled, “Misbranding by reference to premarket notification” (21CFR 807.97). Other general
information on your responsibilitics under the Act may be obtained from the Division of Smal!
Manufacturers International and Consumer Assistance at its toll-free number (800) 638-2041 or
(301) 443-6597 or at its internet address "http://www.fda.gov/cdrb/dsma/dsmamain html".

Sincerely yours,

Steven I. Gutman, M.D., M.B.A.
Director
Division of Clinical Laboratory Devices
Office of Device Evaluation
Center for Devices and

Radiological Health

Enclosure



510(k) Number:

Device Name: Sierra Diagnostics L.L.C. Urine Collection, Prescrvation and Transport
System

Indications for Use:
The Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport System is indicated for -
use in the collection, preservation, and transportation of urine specimens at temperatures not

exceeding 60°C for testing with the Abbott LCx® Neisseria gonorrhoeae and Chlamydia
frachomatis assays.

PLEASE DO NOT WRITE BELOW THIS LINE. CONTINUE ON ANOTHER PAGE IN NEEDED

““Concurrence of CDRH, Office of Device Fleuauon (ODE)
. % ok ol

. (Dlv?sion Si
Prescription Use L Over-The Counter Use ___
(Per 21 CFR 801.109) Divislon of gﬁﬁucal Laboratory Devices

510(k) Number {0 [ 38/ G
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Memorandum

Reviewer(s) - Name(s)___ Patricia M. Beverly February2@, 2002

stiiect:  510(k) Number ___KO013819 /81

To:

The Record - It is my recommendation that the subject 510(k) Notification:

[IRefused to accept.
DRequires additional information (other than refuse to accept).

‘/Is substantially equivalent to marketed devices. per 21 CFR 866.2900
Specimen Collection and Transport System
CINOT substantially equivalent to marketed devices.
De Novo Classification Candidate? Oves 1 No

Clother (e.g., exempt by regulation, not a device, duplicate, etc.)

Is this device subject to Postmarket Surveillance? Ovyes v’ No
Is this device subject to the Tracking Regulation? OvYES v NO
Was clinical data necessary to support the review of this 510(k)? ‘/YES OOno
Is this a prescription device? v YES O ~No
Was this 510(k) reviewed by a Third Party? CJyEs 4 NO
Special 510(k)? CIvEs v NO
Abbreviated 510(k)? Please fill out form on H Drive 510k/boilers Oves v NO
This 510(k) contains:

Truthful and Accurate Statement DRequested v Enclosed
(required for originals received 3-14-95 and after)

V'As 10(k) summary OR [JA 510(k) statement
[ The required certification and summary for class III devices
] The indication for use form (required for originals received 1-1-96 and after)

Material of Biological Origin O vEs v NO

The submitter requests under 21 CFR 807.95 (doesn’t apply for SEs):

O No Confidentiality (W] Confidentiality for 90 days O continued Confidentiality exceeding 90 days

Predicate Product Code with class: Additional Product Code(s) with panel (optional):

JTW / S{sttg: Tra.nsifi; Aerobic /CLASS T
Review: y . QWLQ BﬂQ'@ ‘3/2‘ ,/p 0

(Braneh Chief) (Branch Code) (Tate)

(Datel) '

e Final Re'\iéq\:: - (Ol “’(”"M\/
(ﬁvision Director) v

Revised:8/17//99



§10(k) "SUBSTANTIAL EQUIVALENCE'
DECISION-MAKING PROCESS (DETAILED)

L iK013819

- New Deviee ts Compared to
Mackcted Dovioe™
l Ng Do the Diffcroaces Aller the [ntendod Yes
Does New Device [lave Same —— Therapoutic/Diagnostic/cte.
Indication Statcaets? Effcct (la Dedding, May "Not Substaatialiy
Contider Impact oo Salety and Equivelont®
EfCoctivencas)?* Dctermination
No
Descedptive Information New Deviee Ilas Same latended Neer Devite tHas New
about New er Marketed Use and May be “Substantialiy {ntraded Usc
Device Requested Equivalent™ y
as Neoded
l 1
Does New Device Have Same No Could the New  yrao Do the New Charcteristics oo
Technologioal Charscterlstics, ——————+ Cherscteristics Ralse New Types of Safcty or — é
€.§-, Design, Materlals, cte.? Affect Safety -~ Effectvencss Questions™
. or Effcctivencss?
Yes No
Ne
No Arc the Doseeiptive Da Acorpted Schentific Methods
- r— cleristics Precise Enough | Exist for Assexslog Effects of ——
to Ensure Equivalence? the New Charncteristics? No
. Yes Yes
| .
: No Are Parformance Datn Availablc Are Peclormance Data Available 1
u 1o Assess Equivalence?*** to Assess Effects of New
Characterlstics?=""
d Yes
Yeu
PerCocraance Perfocwamor
Data Data
Required Required
\ | J
L Perfonaance Date De trfie O Q O Perfarmance Data Deaonstoate «
Equivalence? Yes Yes . Equivalence?
[ No No

“Substantiaily Equivaicnt®
Octermination

To (3) 10 (2)

510(k) submissions compare ncw devices 1o markeled devicés. FDA requests additional information if the relationship
belween markeled and “predicate” {pre- Amendments or ceclassified post-Amendments) devices s unclear.

This decision is normally bascd oa desceiptive information alonc, bul himited testing information is sometimes required.

*** Data may be in the 310(k), ather SI0(k)s, the Center's classification files, or the literature.



REVISED:3/14/95

THE 510(K) DOCUMENTATION FORMS ARE AVAILABLE ON THE LAN UNDER
510(K) BOILERPLATES TITLED "DOCUMENTATION" AND MUST BE FILLED
OUT WITH

EVERY FINAL DECISION (SE, NSE, NOT A DEVICE, ETC.).

"SUBSTANTIAL EQUIVALENCE” (3E) DECISION MAKING DOCUMENTATION

K013819

Reviewer: Patricia M. Beverly

Division/Branch: DCLD-Microbiology

Device Name: Urine Collection, Preservation and Transport System, Sierra Diagnostics
L.L.C.

Product To Which Compated (510(K) Numbet If Known): Abbott LCx ® Neisseria gonorrboeae
and Chlamydia trachomatis assay, accessory item, Standard Collection Cup, K935833/K 934622

YES NO
1. Is Product A Device v If NO = Stop
2. 18 Device Subject To 510(k)? v If NO = Stop
3. Same Indication Statement? v If YBS = Go To 5
4. Do Differences Alter The Effect Or If YES = Stop NE
Raigse New Issgues of Safety Or
Effectiveness?
5. Same Technological Characteristics? v If YES = Go To 7
6. Could The New Characteristics Affect If YEB = Go To 8
Safety Or Effectiveness?
7. Descriptive Characteristics Precise v If WO = Go To 10
Enocugh? I1f YBS = Stop SE
8. New Types Of sSafety COr Effectiveness If YBES = Stop NE
Questions?
9. Accepted Scientific Methods Exist? If NO = Stop NE
10. Performance Data Available? v If NO = Request
Data
11. Data Demonstrate Egquivalence? v Final Decision:
SE
Note: In addition to completing the form on the LAN, "yeg" responses to

questions 4, 6, 8, and 11, and every "no" response requires an
explanation.



Urine Coltection System

Intended Use:

The Urine Collection System is intended for use for the collection, preservation, and
transportation of urine specimens at temperatures not exceeding 60°C for testing with the
Abbott LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays. The system
contains a nucleic acid preservative which inactivates a broad range of heat catalyzed
enzyme systems that are responsible for the degradation of the nucleic acid targets. This
slows the nucleic acid degradation process and therefore allows urine specimens to be stored
at room temperature for 6 days prior to testing with the LCx® assay. This system’s
preservative prevents the log phase growth of bacteria that may cause a shift in the urine pH.
The device also| Joptimal
conditions for the LCx® assay.

Device Description: Provide a statement of how the device is either
gimilar to and/or different from other marketed deviges, plus data (if
necegsary) to support the statement. Does the device design use software?
Provide a summary about the devices design, materials, physical properties
and togicology profile if important.

The Urinle Collection System is similar to the Standard Collection Cup that is already 510(k)
cleared. The Urine Collection System is similar in that they both collect, and transport urine
specimens while preserving the nucleic acid targets. Both systems preserve the nucleic
acids in the specimen but they differ in that the Urine Collection System contains a chemical
preservative and the standard urine cup is refrigerated. Storage for the Urine collection
system is < 60° C and the predicate device storage is 2-8° C.

The Urine Collection system consists of a sterile urine cup that contains a preservative and

_| The beads in the cup serve as an indicator that the preservative is

present in the specimen. The urine collection cup is marked with “maximum” and
“minimum” fill lines. The patient fills the cup with first stream urine to a level between the
two lines that are marked on the cup. This ensures that the preservative-to-urine ratio in the
specimen will be within the effective dilution range for the preservative. After the patient
closes and labels the cup, the specimen is transported to the laboratory without refrigeration,

EXPLANATIONS TO "YES" AND "NO" ANSWERS TO QUESTIONS ON PAGE 1 AS
NEEDED

7.

1.

Explain how descriptive characteristics are not precise enough!

The descriptive characteristics are not precise enough. Comparative studies for determination
of the preservation nucleic acids needs to be demonstrated because the manufacturer’s assay
does not recommend use of preservatives.

Explain how the performance data demonatrates that the device is or is
not substantially equivalent:

In this multi-center comparison study, of 582 patients, 80 subjects were pasitive for
Chlamydia and Neisseria gonorrhea, and 502 subjects were negative. All testing was
performed with the LCx® assay. The study was performed at five sites. At four of the
study sites, a preservative-to-urine ratio of 1:10 (2ml preservative to 20 ml of urine) were

Page 2
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Urine Collection System
used, while a ratio of 1:5 (4ml of preservative to 20 m! of urine) was used at one study
site. Specimens collected in the predicate device were refrigerated within one hour of
collection. Testing on these specimens began within 24 hours of collection. Specimens
collected in the Urine Collection System were transported and stored at ambient
temperature (21° C) for 6 days prior to testing. The firm reported 100% correlation to the
standard urine collection cup.

Recovery studies were performed with fresh urine spiked with chalamydial and
gonococcal DNA targets. The chlamydia targets were from the nine individual serovars
that occur in cervical infections. The gonococcal targets represented 18 individual PIA
serovars and 25 PIB serovars that comprise pathogenic Neisseria gonorrhea, Fresh urine
samples were frozen at —70° C and the preserved specimens were stored a or 6
days. Control tubes without DNA targets were prepared in an identical manner. The firm
reported 100% correlation between the refrigerated and preserved specimens.

An analytical study was performed using two concentrations (1:10 to 1:15) of the
preservative of Sierra. To confirm the sensitivity of the assay on the LCx®, ten
gonococcal serovars were serially diluted and fresh urine was spiked with a gonococcal
culture of less than Non-preserved specimens were tested within 1 day (stored at
—70° C) and preserved specimens were tested at 6 days (stored at 25° C). Tests results
demonstrated that the device could effectively preserve nucleic acid targets to the LCx®
assay level of detection.

The FDA Guidance Document “Review Criteria for Assessment of /n-Vitro Diagnostic
Devices For Direct Detection Of Chlamydia in Clinical Specimens”, “Review Criteria For
Nucleic Acid Amplification-Based In-Vitro Diagnostic Devices For Direct Detection Of
Infectious Microorganisms” and FDA recommendations made were followed. Included in the
package insert are the performance characteristics and the correlation data.

All the review criteria were satisfied, and the package insert and labeling format conforms to
21 CFR § 809.10. The studies demonstrated that the Urine Collection Transport System to
be substantially equivalent to other legally marketed devices performing the same testing
such as the predicate device.

Page 3
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U ADDENDUM TO MEMORANDUM

To: FILE, KO13819

From:Reviewer, Bactericlogy Branch, Division of Clinical Laboratory Devices, Office
of Device Evaluation

Date: February 15, 2002

Re: Sierra Diagnositics, L..L.C. — Urine Collection, Preservation and
Transport System

ADDENDUM

Donald Stone, Kirkpatrick & Lockhart, LLP, counsel for Sierra, submitted all the
additional information requested by telephone on February 12, 2002. Responses to
the requested concems have been addressed and placed in the original document

K013819.
The review of the submission is now complete. | recommend a substantial
! equivalent determination.
| ) H
p Q—@‘Muk M. P),w.,a’
Patricia M. Beverly 24, - for
Reviewer
reddie M. Poole, Chief

2/15/02



DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

Food and Drug Administratiaon
Center for Devices and

Badiological Health

Office of Device Evaluation

Document Mail Center (HFZ—401)

9200 Cecrporate Blvd.

February 12, 2002 Rockville, Maryland
SIERRA DIAGNOSTIC, L.L.C. 510¢(k) Number: K013819

C/0 KIRKPATRICK & LOCKHART LLP Product: URINE

1800 MASSACHUSETTS AVE., NW COLLECTION,

SUITE 200 PRESERVATION AND
WASHINGTON, DC 20036 TRANSPORT SYSTEM

ATTN: DONALD R. STONE

The additicnal information you have submitted has been received.

We will notify you when the processing of this submission has been
completed or if any additional informatiom is required. Please
remember that all correspondence concerning your submission MUST
be sent to the Document Mail Center (HFZ-401) at the above
letterhead address. Correspondence sent to any address other than
the one agbove will not be considered as part of your official
premarket notification submission. Because of equipment and
personnel limitations we cannot accept telefaxed material as part
of your official premarket notification submission, unless
specifically requested of you by an FDA official.

The Safe Medical Devices Act of 1990, signed on November 28, states
that you may not place this device Iinto commercial distribution
until you receive a letter from FDA allowing you to do so. As in
the past, we intend to complete our review as quickly as possible.
Generally we do so 90 days. However, the complexity of a submission
or a requirement for additional Information may occasionally cause
the review to extend beyond 90 days. Thus, if you have not received
a written decision or been contacted within 90 days of our receipt
date you may want to check with FDA to determine the status of your
submission.

If you have procedural or policy questions, please contact the
Division of Small Manufacturers International and Consumer Assistance

(DSMICA) at (301) 443-6597 or at their toll-free number (800) 638-2041,

or contact me at (301) 594-1190.

Sincerely yours,

Marjorie Shulman
Supervisory Consumer Safety Officer
Premarket Notification Section
Office of Device Evaluation
Center for Devices and

Radioclogical Health
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Kirkp atriCk & LOCkhart LLP 1800 Massachusetts Avenue, NW
Swite 200

Washington, DC 20036-1221
202.778.9000
www kl.com

February 11, 2002

Donald R. Stone
202.778.9067
Fax: 202.778.9100
VIA FEDERAL EXPRESS

dstone@kl.com

Food and Drug Administration
Document Mail Center (HFZ-401)
Center for Devices and Radiological Health

1
LR N -
Office of Device Evaluation m = S
9200 Corporate Boulevard 2‘;_:‘: = Z
Rockville, MD 20850 .,...5 5 %
RE: 510(k) No. K013819 (Sierra Diagnostics, LLC) - Response to quuest for ?::2
Additional Information vy f:i., o
Dear Sir or Madam:
W On behaif of Sierra Diagnostics, LLC (“Sierra”), and in response to requests received
from Ms. Patricia Beverly of the Office of Device Evaluation (*ODE"), we have enclosed
the following information for inclusion in the file for 510(k) No. K013819
1. The line (raw) data concerning the clinical study at 5 sites in tabular form
(Exhibit 1).
2. The line (raw) data concerning the analytical studies in tabular form
(Exhibit 2).
3. The raw absorbance data from the analytical studies (Exhibit 3)
4. A new Truthful and Accurate Statement on a separate page from all other
information (Exhibit 4).
5. The appropriate Financial Disclosure form concerning the clinical
investigators and their relation to and remuneration by the company {Exhibit 5)
6. Revised device labeling (Exhibit 6).
| i’
N/

DC-488912 v1 0306475-0100

BOSTON = DALLAS = HARRISBURG w LOS ANGELES = MIAMI = NEWARK = NEW YORK ® PITTSBURGH = SAN%;

NCISCO » WASHINGTON



Kirkpatrick & Lockhart ue

FDA, Document Mail Center
February 11, 2002
Page 2

In accordance with 21 C.F.R. § 807.90, the enclosed information has been provided in
duplicate with the original and two copies of this cover letter. Please note that Exhibits
1, 2, and 3 of this submission contain trade secret and confidential commercial
information and, therefore, are exempt from public disclosure under the Freedom of
Information Act (5 U.S.C. § 5§52(b}(4)) and the applicable Food and Drug Administration
(*FDA") regulations (21 C.F.R. § 20.61).

We believe that the enclosed information completely responds to the requests noted in
the FDA's January 29, 2002 memorandum. Therefore, we reguest that 510(k) No.
013819 be immediately removed from “hold” status.

Thank you for your prompt attention to this matter.

/i:erely, /@7

LJ'

Donald R. Stone

Enclosure(s)

cc: Michael H. Hinckle, Esq., w/ encl.
Mr. Robert Koch - Sierra Diagnostics, LLC, w/ encl.
Mr. Tony Baker — Sierra Diagnostics, LLC, w/ encl.

/2
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PREMARKET NOTIFICATION

TRUTHFUL AND ACCURATE STATEMENT

[As Required by 21 CFR 807.87(k)]

I certify that, in my capacity as Chief Technical Officer for Sierra Diagnostics,
L.L.C., | believe to the best of my knowledge, that all data and information
submitted in premarket notification number K013819 are truthful and
accurate and that no material fact has been omitted.

,-——7,’/___._--”-—

Tony K. Baker
Chief Technical Officer
Sierra Diagnostics, L.L.C.

Date: gg_mﬂum O
~)

77
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[PROPOSED PACKAGE INSERT]

SIERRA DIAGNOSTICS, L.L.C.
URINE COLLECTION, PRESERVATION AND TRANSPORT SYSTEM
For use with the Abbott LCx® Assays for Neisseria gonorrhoeae
and Chlamydia trachomatis

Indications for Use:

The Sierra Diagnostics L.L.C. Urine Collection, Preservation, and Transport System is indicated
for use in the ¢ollection, preservation, and transportation of urine specimens at temperatures not
exceeding for testing with the Abbott LCx® Neisseria gonorrhoeae and Chlamydia
trachomatis assays.

Warning: Abbott recommends that a preservative-free, sterile urine collection cup be used with
the LCx® assays. This system contains preservatives and indicator beads. Users should perform
their own validation studies for the use of this system with the LCx® assays.

Caution: Abbott recommends that urine specimens stored at room temperature should not be
used for testing. The labeling of the LCx® assays state specimens should be: (1) shipped to the
testing laboratory either at 2-8°C or frozen so as to arrive within 24 hours of shipment;

(2) stored by the testing site at either 2-8°C or -20°C and processed within 4 days of collection if
held at 2-8°C, or within 60 days if held at -20°C; and (3) if frozen, used immediately upon
thawing. As evidenced by the data and instructions provided below, compliance with these
precautions is not required when using this collection system.

Precautions:
Specimens should not be collected from patients who have urinated one hour prior to the
collection.

Instruction for Use:

The patient should be instructed to fill the collection cup with first pass urine (the first part of the
stream) to a level between the two lines printed on the outside of the cup. After the urine is
collected, verify that the cup is securely closed and labeled with the patient’s ID number and date
of collection. The red indicator beads serve as a reminder that the preservative is present in the
specimen. Transport the specimen to the laboratory for testing. There is no need to refrigerate
or freeze the specimen. The specimen will be suitable for LCx® testing for 144 hours (6 days)
provided it is stored at temperatures not exceeding 60°C (140°F).

Storage:
The Urine Collection, Preservation and Transport System should be stored at room temperature
until the expiration date. Use prior to expiration date printed on outside of package.

.



Performance and Correlation Data

1.

Frozen
(Mean 5/CO*)

Preserved
(Mean S/CO*)

Difference

Frozen

{Mean S/CO*)

Preserved
(Mean S/CO*)

Difference

“Spiked” Urine Recovery Studies (N. gonorrhea)

* 8/CO = LCx® Sample Rate/Cutoff Value

120 hrs. @ +30°C_

Positive  Negative Total
10 3 13
(2.460) (0.03)
10 3 13
(2.393) (0.03)
0 0 -
0.067) ()
106% Correlation
120 hrs, @ +60°C
Positive Negative Total
10 3 13
{2.465) (0.03)
10 3 13
(2.489) (0.13)
0 0 -
(0.024) (0.10)

100% Correlation

Frozen
{Mean S/CO*)

Preserved
{Mean S/CO*)

Difference

Frozen
{Mean S/CO*)

Preserved
{Mean 5/CO*)

Difference

144 hrs. @ +30°C

Positive Negative Total
10 3 13
(2.594) {0.11)
10 3 13
(2.741) 0.11)
0 0 —
(0.147) (0)
100% Correlation
144 hrs. @ +60°C
Positive Negative Total
10 3 13
(2.441) (0.02)
10 3 13
(2.540) (0.02)
0 0 _
(0.099) {0)
100% Correlation

77



2. “Spiked” Urine Recovery Studies (C. trachomatis)
* $/CO = LCx® Sample Rate/Cutoff Value
96 brs. @ +30°C 120 hrs. @ +30°C
Positive  Negative Total Positive Negative Total
Frozen 10 3 13 Frozen 10 3 13
{Mean $/CO*) (2.441) (0.02)
Preserved 10 3 13 Preserved 10 3 13
{Mean S/CO") (2.504) (0.02)
Difference 0 0 — Difference 0 0 —
(0.063) ()]
100% Correlation 100% Correlation
144 hrs. @ +30°C 144 hrs. @ +60°C
Positive  Negative Total Positive Negative Total
Frozen 10 3 13 Frozen 10 3 13
Preserved 10 3 13 Preserved 10 3 13
Difference 0 0 — Difference 0 0 —-
100% Correlation 100% Correlation
3. Clinical Correlation Study Data (5 Clinical Sites)
Analysis of Positive LCx® Results (C = C. trachomatis; N = N. gonorrhea)
Site 1’ Site 2' Site 3' Site 4 Site &°
C C N C N N C
Unpreserved* 17 13 2 14 5 9 1 15
Preserved** 17 13 2 14 s | o 1 15
Correlation (%) 100 100 100 100 100 ! 100 180 160 100 100
* 2-8°C - 24 hrs.

** Ambient Temp. — 144 hrs,

! Preservative to urine ratio = 1:10
? Preservative to urine ratio = 1:5
{No specimens were both C and N positive)



. [PROPOSED PACKAGE LABEL]

Cup Label (4.0 ml preservative)

URINE COLLECTION, PRESERVATION
AND TRANSPORT SYSTEM

40ML LOTH____

EXP. DATE

STORE AT ROOM TEMP.

FOR IN VITRO DIAGNOSTIC USE ONLY

WARNING: Contains sodium thiocynate
and EDTA as preservatives

Patient

ID

Date . ._ Time

Physician

Phone

SIERRA DIAGNOSTICS, L.L.C.
SONORA, CA. 95370

Sterile Label for Cup (attaches between cup and cap)

STERILE




_DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

Food and Drug Administration
Centar for Devicas and
Radiological Health

Office of Device Evaluation
Documant Mall Center (HFZ-401)
8200 Corporate Blvd.

January 31, 2002 Rockville, Maryland 20850
SIERRA DIAGNOSTIC, L.L.C. 510{(k) Number: K013819

C/0 KIRKPATRICK & LOCKHART LLP Product: URINE

1800 MASSACHUSETTS AVE., NW COLLEGCTION,

SUITE 200 PRESERVATION AND
WASHINGTON, DC 20036 TRANSPORT SYSTEM

ATTN: DONALD R. STONE

We are holding your above-referenced Premarket Notification (510(k))
for 30 days pending receipt of the additional information that was
requested by the Office of Device Evaluation. Please remember that
all correspondence concerning your submission MUST cite your 510(k)
number and be sent in duplicate to the Document Mail Center (HFZ-401)
at the above letterhead address. Correspondence sent to any address
other than the one above will not be considered as part of your
official premarket notification submission. Because of equipment
and personnel limitations, we cannot accept telefax material as part
of your official premarket notification submission unless specifically
requested of you by an FDA official.

The deficiencies identified represent the lssues that we believe need to be
resolved before our review of your 510(k) submission can be successfully
completed. In developing the deficlencles, we carefully considered the
statutory criteria as defined in Section 513(i) of the Federal Food, Drug,

and Cosmetiec Act for determining substantial equivalence of your device.

We also considered the burden that may be incurred in your attempt to respond
to the deficlencies. We believe that we have considered the least burdensome
approach to resolving these issues. If, however, you believe that Information
is being requested that is not relevant to the regulatory decision or that
there is a less burdensome way to resolve the issues, you should follow the
procedures outlined in the "A Suggested Approach to Resolving Least Burdensome
Issues" document. It is available on our Center web page at:
http://www.fda.gov/cdrh/modact/leastburdensome.html

If after 30 days the requested information, or a request for an extension
of time, is not receilved, we will discontinue review of your submission
and proceed to delete your file from our review system. Pursuant to

21 CFR 20.29, a copy of your 510(k) submission will remain in the Office
of Device Evaluation. If yecu then wish to resubmit this 510(k)
notification, a new number will be assigned and your submission will be
considered a new premarket notification submission.

Please remember that the Safe Medical Devices Act of 1990 states that
you may not place this device into commercial distribution until you
receive a decislon letter from FDA allowing you to do so.



If you have procedural or policy questions, please contact the

Division of Small Manufacturers International and Consumer Assistance (DSMICA)}
at (301) 443-6597 or at their toll-free number (800) 638-2041, or contact me
at (301) 594-1190.

Sincerely yours,

Marjorie Shulman

Supervisor Consumer Safety Officer

Premarket Notification Section

Office of Device Evaluation

Center for Devices and
Radiological Health
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Feam:

DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Memorandum

Reviewer(s) - Name(s)___ Patricia M. Beverly January 29, 2002

Mect: 510(k) Number K013819

To;

The Record - It is my recommendation that the subject 510(k) Notification:

CIRefused to accept.

‘/Requires additional information (other than refuse to accept). Telephene Hold
Clis substantially equivalent to marketed devices.
Onot substantially equivalent to marketed devices.

De Novo Classification Candidate? CIvEs 0O ~o
Dlother (e.g., exempt by regulation, not a device, duplicate, etc.)

Is this device subject to Postmarket Surveillance? OJvEs [ Nno
Is this device subject to the Tracking Regulation? Oves O No
Was clinical data necessary to support the review of this 510(k)? Oves Owno
Is this a prescription device? Oves O ~No
Was this 510(k) reviewed by a Third Party? COvEs O No
Special 510(k)? Olves Ono
Abbreviated 510(k)? Please fill out form on H Drive 510k/boilers Oves 0 ~no
This 510(k) contains:

Truthful and Accurate Statement DRequested [ Enclosed
(required for originals received 3-14-95 and after)

[JA 510(k) summary OR [JA 510(k) statement

[ The required certification and summary for class Il devices

[J The indication for use form (required for originals received 1-1-96 and after)
Material of Biological Origin Oves Ono

The submitter requests under 21 CFR 807.95 (doesn’t apply for SEs):

[J No Confidentiality [ Confidentiality for 90 days [ Continued Confidentiality exceeding 90 days

LI
1

Predicate Product Code with class: Additional Product Code(s) with panel (optional):

“~d:8/17//99

Rcview%&%qﬁ\/. Q'}'OL' [‘Sﬂdﬂ l/l?/&}
ch Chief) (Branch Code) Date)

Final Review:

{Division Director) (Date)

s7
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TX/RX NO 1813 .

CONNECTION TEL 912027788100

SUBADDRESS

CONNECTION ID KIRKPATRICK & LD

ST. TIME 01/29 14:21

USAGE T 01'08

PGS. 3

RESULT OK

DIV]S]ON OF CLINICAL LABORATORY DEVICIES
MICROBIOLOGY BRANCH

FAXING

2098 Gaither Road, HFZ-440
. Rockville, Maryland 20850

‘L.L' Phone No.: (301) 594-2096

“THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT 1S ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW, If you are not the addressee, or a person authorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other
action based on the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone and return it ta us at the above address by mail. Thank you.”

Fax No.: (301) 594-5940 or (301) 594-5941

DATE: _January 29, 2002 Fax No.: _202-778-9100

TO: Donald R. Stone
Michael H. Hinckle
Kirkpatrick & Lockhart, LLP

 "FROM: Patricia Beverly
y
\l‘ﬁo. of pages (including cover sheet): __3

s 5

COMMENTS: Sierra Diagnostics, L.L.C- Urine Collection, Preservation and Transport System
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| |IV I SION OF CLIN]CAL LABORATORY DEVICES

2~  MICROBIOLOGY BRANCH
w[[ FAXING

2098 Gaither Road, HFZ-440
Rockville, Maryland 20850

Phone No.: (301) 594-2096

“THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT 1S PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW, 1f you are not the addressee, or a person authorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure, dissemination, copying, or other
action based on the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone and return it to us at the above address by mail. Thank you.”

Fax No.: (301) 594-5940 or (301) 594-5941

DATE: January 29, 2002 Fax No.: 202-778-9100

NER: Donald R. Stone
Michael H. Hinckle
Kirkpatrick & Lockhart, LLP

FROM: Patricia Beverly

No. of pages (including cover sheet): __ 3
COMMENTS: Sierra Diagnostics, L.L.C- Urine Collection, Preservation and Transport System

NOTE: Please advise if transmission is illegible.

Thanks
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The submission will be complete when the above concerns are addressed. Mr.
Hinkle was informed that this submission would be placed on hold as of today’s date.

Bt 0. Coonly

Patricia M. Beverly /
Review Scientist  Date: /-2‘} oz

® Page 2
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JAN-28-82 17:40 FROM:KIRKPATRICK LULKNMAR) PR VRN YTIFOP R R RN] Y - e

1800 Massachusetts Avenue, NW
Second Floor

Washington, DC 20036-1800
202.778.8000

Fax: 2027789100

-« Kirkpatrick &Lockhartuiie Fax: 202.76.9200

Date <« January 28, 2002 No. of Pages,

including jal_

coversheat »

Transmit To -

Name Company Phone Fax
Pat Beverly FDA 301-594-2086 301-594-5840
From = Donald R. Stone Phone - 202-778-9067
Secretary = Anne Picciano Phone = 202-778-340Q7
Client/Matter Name Client/Matter Number Attorney Number
il Sierra Diagnostics 0306475-0100 3051

COMMENTS: Please see attached.

Whan you are sending to us, please be sura toinclude acover  Transmitted by: Time:
shest with your transmiital and a telaphone number whare yoy
can be contactad in casa of squipment malfunction.

IMPORTANT: The materials transmitiad by this facsimila are sent by an attemey or his/her agent, and are considered confidential
and are intended only for the use of the individual of entity named. if tha addressee is a cllent, these mataralg may also be subjact
i to applicabla priviages, If the recipient of these materials is not the addressee, or the employse or agent regpensible for the
J_,/ delivery of these matsiials to the sddresees, ploase be awara that any dissemination. distribution or copying of this communication
is stictly prohibited. If you have received this communlcation in emror, please immgdiately notify us at 202 7789358 (collect} and
return the transmitted matesiale 1o us at the above addrass via the U.S. Pestal Service. We will reimburse you any costs incurred in
connection with this emonecus transmission and your return of these matefials. Thank you. Please report problems with

reception by calling 202.778.9358.

¢/
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~ -Kirkpatrick & Lockhart .

Ahet b o mal T sy

1800 Massachusefts Avenue, NW
Second Fleor

Washington, DC 20036-1800
202.778.9Q00

Fax. 202.778.9100

Fax: 202.778.9200

FAX

Date = January 28, 2002 No. of Pages,
including
coversheet -

Transmit To -
Name Company
Pat Beverly FDA

From = Donald R. Stone
Secretary = Anne Picclano

BA

Phone Fax
301-584-2096 301-594-5940

Phone = 202-778-9087
Phone « 202-778-2407

Client/Matter Name Client/Matter Number Attorney Number
, Sierra Diagnostics 0306475-0100 3051
e
COMMENTS: Please see aitached.
When you are sending 1o us, please be sure o inciude acover  Transmitted by: Time:
sheat with your transmitial and g talephone number where you
can be coatactad In case of squipment malfunction.
IMPORTART: The materials transmitted by thiz facsimtle are sent by an attorney ot hismer agent, and are considered confidential
;o and ar¢ intended only for the use of the Individuat or entity named. if the addressee is a client, these materials may also be subject
N to applicable privileges. If the reclplert of these materials i3 hot the addressee. or the employee or agernt responsible for the
delivety of these malerials to the addressee, please be awite that any dissemination, distribution or copying of this communication

Is strictly prohibited. If you have recaived this communicstion in srror, please immediately notify us gt 202.778.9358 (collect) and
returh the transmitted materials to us at the above 2ddmss via the U.S. Postal Servica. We will reimburse you any costs incurred in
connection with this sfroneous transmission and your retum of these materals, Thank you. Please report problems with

ammmtlan b anilla= 209 TTO QAER
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JAN-268-02 17:4d5 FROM:KIRKF;FALRILK LULARMAK] F T

Kirkpatrick & Lockhart wp 18C0 Massachusetts Averue, NW
Surte 200

Washingten, DC 20036-1221
- 202.778.9000
\L../ www.ki.com

January 28, 2002

Donald R_ Stone
202 7789067

Fax: 202.778.8100
dstonekl.com

Food and Drug Administration

Document Mail Center (HFZ-401)

Office of Device Evaluation

Center for Devices and Radiciogical Health
9200 Corporate Blvd.

Rockville, MD 20850

Attn: Ms. Patricia Bevetly

Re: 510(k) Premarket Notification No. K013819: Sierra Diagnostics,
L.L.C. - Urine Collection, Preservation and Transport Systemn

.’ Dear Ms. Beverly:

In a telephone conversation on Friday, January 25, 2002, you requested the following
items regarding the above referenced 510(k). Those items were:

1. The line (raw) data concerning the clinical study at 5 sites in tabular form.

2. The line (raw) data concemning the analytical studies in tabular form.

3 A new Truthful and Accuracy Certification on a separate page from all
other information.

4, The appropriate Financial Disclosure forms concerning the clinical

investigators and their relation to and remuneration by the company.

Accordingly, enclosed as Exhiblts 1 and 2, respectively, please find the requested raw
data for the clinical studles and /n vitro studies conducted by Sierra Diagnostics, L.L.C.
(“Sierra™) concerning the company’s Uring Collection, Preservation, and Transport
System (the “Urine Collection System”). Please note that, with respect to the clinical
studies, data were coliected only for specimens that tested “positive” at time zero in the
unpreserved container. The Urine Collection System is designed to preserve nucleic
acids for detection with the LCx® assays. When initizl LCx® testing of an
“Unpreserved” specimen indicated that no target nucleic acids were present (i.e., a
“negative” result), there was no scientific ratlonale for testing the corresponding

N’ 45
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YAN-ZB-J2 17:30 FROM:EIRKPATRICK LUCKHAK]

I A L E A N Y T

Kirkpatrick & Lockhart wr

_ Ms. Patricia Beveriy
4 January 28, 2002
. Pagez2

“preserved” specimens because it was presumed that there were no nucleic acids to
preserve. This rationale was further buttressed by Sierra’s “spiked” urine testing, which
confirmed the lack of false positives in specimens preserved with the Urine Collection
System. Based on this reasoning, a 100% correlation of negative test resuits for the
LCx® assays and the Urine Collection System was inferred in the fables in the original
510(k). e

Additionaly, the requested “Truthful and Accurate Statement™ and “Certification:

Financial Interests and Amrangements of Clinical Investigators™ are enclosed as Exhibits
3 and 4.

Sincerely,
F Mu/% /E' %z/&

Donald R. Stone

Enclosures
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PREMARKET NOTIFICATION
TRUTHFUL AND ACCURATE STATEMENT

{As Required by 21 CFR 807.87(k)]

1 certify that, in my capacity as Chief Technical Officer for Sicrra Diagnostics,
L.L.C, 1 believe to the best of my knowledge, that all data and information
submitted in prermarket notification number K013819 are truthful and
accurate and that no material fact has been omitted.

/-f:_/_-—-f.“-

Tony K. Baker
Chief Technical Officer
Sierra Diagnostics, L.L.C.

Date: _&g_ﬁﬂu&j L N

ias10
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SCREENING CHECKLIST
FOR ALL PREMARKET NOTIFICATION [510(k)] SUBMISSIONS

510(k) Number: K02 19

The cover letter clearly identifies the type of 510(k) submission as (Check the
appropriate box):

O Special 510(k) - Do Sections 1 and 2
O Abbreviated 510(k) - Do Sections 1, 3 and 4
\EJ Traditional 510(k) or no identification provided - Do Sections 1 and 4

Section 1: Required Elements for All Types of 510(k) submissions:

Present Inadequate
or Missing

{ Cover letter, containing the elements listed on page 3-2 of the
Premarket Notification [510)] Manual.

Table of Contents.

Truthful and Accurate Statement.

Device’s Trade Name, Device’s Classification Name and

Establishment Registration Number.

Device Classification Regulation Number and Regulatory Status
Class I, Class I1, Class III or Unclassified).

Proposed Labeling including the material listed on page 3-4 of the

Premarket Notification [510)] Manual,

Staternent -of Indications for Use that is on a separate page in the

premarket submission.

Substantial Equivalence Comparison, including companisons of

the new device with the predicate in areas that are listed on page

3-4 of the Premarket Notification [510)] Manual.

510(k’ marypr 510(k) Statement.

Description of the device (or modification of the device) including

diagrams, engineering drawings, photographs or service manuals.

Identification of legally marketed predicate device. * _

Compliance with performance standards. * [See Section 514 of

| the Act and 21 CFR 807.87 (d).]

Class III Certification and Summary. **

Financial Cerufication or Disclosure Statement for 510(k) V4

notifications with a clinical study. * {See 21 CFR 807.87 (i)}

510(k) Kit Certification ***

Qo 1w/

* - May not be applicable for Special 510(k)s.

** - Required for Class III devices, only.

*##% - See pages 3-12 and 3-13 in the Premarket Notification [510)] Manual and the r/
Convenience Kits Interim Regulatory Guidance. /



Section 2: Required Elements for a SPECIAL 510(k) submission:

Present

Inadequate
or Missing

Name and 510(k) number of the sponsor’s own, unmodified
predicate device.

A description of the modified device and a comparison to the
_| sponsor’s predicate device.

A statement that the intended use(s) and indications of the
modified device, as described in its labeling, are the same as the
intended uses and indications for the sponsor’s unmodified
predicate device,

A statement that the modification has not altered the fundamental
technology of the sponsor’s predicate device.

A Design Control Activities Summary that includes the following
elements (a-e):

a. [dentification of Risk Analysis method(s) used to assess the
impact of the modification on the device and its components, and
the results of the analysis.

b. Based on the Risk Analysis, an identification of the required
verification and validation activities, including the methods or
tests used and the acceptance criteria to be applied.

¢. A Decdlaration of Conformity with design controls that includes
the following statements:

A statement that, as required by the risk analysis, all
verification and validation activities were performed by the
designated individual(s) and the results of the activities
demonstrated that the predetermined acceptance criteria were
met. This statement is signed by the individual responsible
for those particular activities.

A statement that the manufacturing facility is in conformance
with the design control procedure requirements as specified
in 21 CFR 820.30 and the records are available for review.
This statement is signed by the individual responsible for
those particular activities.
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Section 3: Required Elements for an ABBREVIATED 510(k)* submission:

Present Inadequate
or Missing

For a submission, which relies on a guidance document and/or
special control(s), a summary report that describes how the
guidance and/or special control(s) was used to address the risks
associated with the particular device type. (If a manufacturer
elects to use an alternate approach to address a particular risk,
sufficient detail should be provided to justify that approach.)

For a submission, which relies on a recognized standard, a
declaration of conformity [For a listing of the required elements
of a declaration of conformity, SEE Required Elements for a
Declaration of Conformity to a Recognized Standard, which
is posted with the 510(k) boilers on the H drive.]

For a submission, which relies on a recognized standard without a
declaration of conformity, a statemnent that the manufacturer

intends to conform to a recognized standard and that supporting
-| data will be available before marketing the device.

For a submission, which relies on a non-recognized standard that
has been historically accepted by FDA, a statement that the
manufacturer intends to conform to a recognized standard and
that supporting data will be available before marketing the device.

For a submission, which relies on a non-recognized standard that
has not been historically accepted by FDA, a statement that the
manufacturer intends to conform to a recognized standard and
that supporting data will be available before marketing the device
and any additional information requested by the reviewer in order
to determine substantial equivalence.

Any additional information, which is not covered by the guidance
document, special control, recognized standard and/or non-
recognized standard, in order to determine substantial
equivalence.

* - When completing the review of an abbreviated 510(k), please fill out an

Abbreviated Standards Data Form (located on the H drive) and list all the guidance

documents, special controls, recognized standards and/or non-recognized
standards, which were noted by the sponsor.

/73




Section 4; Additional Requirements for ABBREVIATED and TRADITIONAL
510(k) submissions (If Applicable):

Present Inadequate
or Missing

a) Biocompatibility data for all patient-contacting materials, OR
certification of identical material/formulation:

b) Stenlization and expiration dating information:

1 , St ﬁrll]za];]nn prOC‘PQQ

| i1) validation method of sterilizatian process

i) SAT,

v cify nvragen free

e o
c) Soﬁg:: Documentation:

Items with checks in the “Present but Deficient” column require additional
information from the sponsor. Items with checks in the “ Missing” column must be
submitted before subjt/ntive review of the document.

Passed Screening Yes No
Rcviewer:‘&@% ‘ ol
- Concurrenct’by Review Btanch: M_MC/{

Date: ‘\'Lg \Q‘ v

The deficiencies identified above represent the issues that we believe need to be resolved
before our review of your 510(k) submission can be successfully completed. 1n developing
the deficienctes, we carefully considered the statutory criteria as defined in Section 513(1) of
the Federal Food, Drug, and Cosmetic Act for determining substantial equivalence of your
device. We also considered the burden that may be incurred in your attempt to respond to
the deficiencies. We believe that we have considered the least burdensome approach to
resolving these issues. If, however, you believe that information is being requested that is
not relevant to the regulatory decision or that there is a less burdensome way to resolve the
issues, you should follow the procedures outlined in the “A Suggested Approach to
Resolving Least Burdensome Issues” document. It is available on our Center web page at:
hup://www.fda.gov/cdrh/modact/leastburdensome.html
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Internal Administrative Form

YES NO

Did the firm request expedited review?
Did we grant expedited review?

ad Ll

Have you verified that the Document is labeled Class IlI for GMPN /
purposes? : A
If, not, has POS been notified?

[s the product a device?
Is the device exempt from 510(k) by regulation or policy?
Is the device subject to review by CORH?

/

@R[N o ;A

Are you aware that this device has been the subject of a previous NSE
decision?
9. If yes, does this new 510(k) address the NSE issue(s), {e.g.,

performance data)? vy A

10. Are you aware of the submitter being the subject of an integrity
investigation?

11.1f, yes, consult the ODE Integrity Officer.

12.Has the ODE Integrity Officer given permission to proceed with the
review? {Blue Book Memo #|91-2 and Federal Register 90N0332, &Mq
September 10, 1991.

el




DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service

Food and Drug Administration
Center for Devices and
Badiological Health

Office of Devices Evaluatlon
Document Mall Center (HFZ—401)
9200 Corporate Blvd.

November 16, 2001 Rockville, Maryland 20850
STERRA DIAGNOSTIGC, L.L.C. 510(k) Number: KO013819

C/0 KIRKPATRICK & LOCKHART LLP Recelved: 16-NOV-2001

1800 MASSACHUSETTS AVE., NW Product: URINE COLLECTION,

SUITE 200 PRESERVATION AND
WASHINGTON, DC 20036 TRANSPORT SYSTEM

ATTN: DONALD R. STONE

The Center for Devices and Radiological Health (CDRH), Office of Device Evaluation (ODE),
has received the Premarket Notification you submitted in accordance with Section 510(k)
of the Federal Food, Drug, and Cosmetic Act(Act) for the above referenced product. We
have assigned your submission a unique 510(k) number that is cited above. Please refer
prominently to this 510(k) number in any future correspondence that relates to this
submission. We will notify you when the processing of your premarket notification has
been completed or if any additional information is required. YOU MAY NOT PLACE THIS
DEVICE INTO COMMERCIAL DISTRIBUTION UNTIL YOU RECEIVE A LETTER FROM FDA ALLOWING YOU TO
DO SO.

As a reminder, we would like to mention that FDA requires all 510(k) submitters to
provide an indications for use statement on a separate page. If you have not included
this indications for use statement in addition to your 510(k} summary (807.92), or

a 510(k) statement (807.93), and your Truthful and Accurate statement, please do so

as soon as possible. If the above mentioned requirements have been submitted, please

do not submit them again. There may be other regulations or requirements affecting your
device such as Postmarket Surveillance (Section 522(a)(l) of the Act) and the Device
Tracking regulation (21 CFR Part 821). Please contact the Division of Small Manufacturer
International and Consumer Assistance (DSMICA) at the telephone or web site below for
more information.

The Clinical Laboratory Improvement Amendments of 1988 (CLIA) requires the categorization
of commercially marketed test systems by level of complexity. If your device is a test
system that requires categorization you will be notified of your complexity as an
enclosure with any clearance letter.

Please remember that all correspondence concerning your submission MUST besent to the
Document Mail Center (DMC)(HFZ-401) at the above letterhead address. Correspondence
sent to any address other than the DMC will not be considered as part of your official
premarket notification submission. Because of equipment and personnel limitations,

we cannot accept telefaxed material as part of your official premarket notification
submission, unless specifically requested of you by an FDA official. Any telefaxed
material must be followed by a hard copy to the DMC (HFZ-401).

You should be familiar with the manual entitled, "Premarket Notification 510(k)
Regulatory Requirements for Medical Devices" available from the DSMICA. If you have
other procedural or policy questions, or want information on how to check on the status
of your submission (after 90 days from the receipt date), please contact the DSMICA at
(301) 443-6597 or its toll-free number (800) 638-2041, or at their Internet

address http://www.fda.gov/cdrh/dsmamain.html or me at (301) 594-1190,

Sincerely yours,

Marjorie Shulman // 1~
Consumer Safety Officer



KirkpatriCk & LOCkhart LLP 1800 Massachusetts Avenue, NW

Suite 200
Washington, DC 20036-1221
L 202.778.9000

www.kl.com

November 14, 2001 (CO l 5 g/[g

Donald R. Stone
202.778.9067

VIA FEDERAL EXPRESS ::;;ngg-"%ﬁm z s
T =
Ty
Food and Drug Administration Vi '“::
Pocument Mail Center (HFZ-401) o =
Center for Devices and Radiological Health e T
Office of Device Evaluation }:} =5
9200 Corporate Boulevard *

Rockville, MD 20850

Re: 510(k) Premarket Notification: Sierra Diagnostics, L.L.C. — Urine Collection,
Preservation and Transport System

Dear Sir or Madam:

Pursuant to Section 510(k) of the Federal Food, Drug, and Cosmetic Act and 21 C.F.R.
§ 807.7, enclosed please find a 510(k) premarket notification for the Sierra Diagnostics,
L.L.C. Urine Collection, Preservation and Transport System (for use with the Abbott
LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays), which Kirkpatrick &
Lockhart LLP is forwarding as counsel to the submitter, Sierra Diagnostics, L.L.C.,
Senora, California (“Sierra”).

In accordance with 21 C.F.R. § 807.90(c), we have enclosed the original and one copy
of the premarket notification submission, as well as the original and two copies of this
cover letter.

Please note that Exhibits 6, 7, and 8 of Sierra's 510(k) submission contain trade secret
and confidential commercial information and, therefore, are exempt from public
disclosure under the Freedom of Information Act (5 U.S.C. § 552(b)(4)) and the
applicable Food and Drug Administration regulations (21 C.F.R. § 20.61).

' 27,
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Kirkpatrick & Lockhart . 1800 Massachusetts Avenue, NW
Suite 200

L Washington, DC 20036-1221
262.778.9000
www._kl.com

November 14, 2001

Donald R. Stone
202.778.90_5}; 9100
Fax: 202.778.
VIA FEDERAL EXPRESS Fax. 2027789
—d & a
Food and Drug Administration ic_} =)
Document Mail Center (HFZ-401) . o
Center for Devices and Radiological Health IV -
Office of Device Evaluation o F B
9200 Corporate Boulevard N :
Rockville, MD 20850 o =3 £

Re: 510(k) Premarket Notification: Sierra Diagnostics, L.L.C. — Urine Collection,
Preservation and Transport System

g Dear Sir or Madam:

Pursuant to Section 510(k) of the Federal Food, Drug, and Cosmetic Act and 21 C.F.R.
§ 807.7, enclosed please find a 510(k) premarket notification for the Sierra Diagnostics,
L.L.C. Urine Collection, Preservation and Transport System (for use with the Abbott
LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays), which Kirkpatrick &

Lockhart LLP is forwarding as counsel to the submitter, Sierra Diagnostics, L.L..C.,
Senora, California (“Sierra™).

In accordance with 21 C.F.R. § 807.90(c), we have enclosed the original and one copy

of the premarket notification submission, as well as the original and two copies of this
cover letter.

Please note that Exhibits 6, 7, and 8 of Sierra’s 510(k) submission contain trade secret
and confidential commercial information and, therefore, are exempt from public

disclosure under the Freedom of Information Act (5 U.S.C. § 552(b){4)) and the
applicable Food and Drug Administration regulations (21 C.F.R. § 20.61).
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Kirkpatrick & Lockhart i

‘o’ Food and Drug Administration
CDRH, Document Mail Center
November 14, 2001
Page 2

if you have any questions concerning this notification, please contact either me at (202)
778-9067 or Michael Hinckle at (202) 778-9296.

Sincerely,
¥ :_r'? T
,,)ho-rw,/év ﬁ ' 3.
Donald R. Stone
Enclosure(s)

cc.  Michael H. Hinckle
Sierra Diagnostics, L.L.C.
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PREMARKET NOTIFICATION (“510(K)”)
Sierra Diagnostics, L.L.C.
Urine Collection, Preservation and Transport System
(For Use with the Abbott LCx® Neisseria gonorrhoeae
and Chlamydia trachomatis assays)

The following information is being submitted in accordance with
21 C.F.R. § 807.87:
SUBMITTER’S INFORMATION

A. Address
Sierra Diagnostics, L.L.C.
21109 Longeway #C
Sonora, CA 95370
Tele: (209) 536-0886
Fax: (209) 536-0853

B. Manufacturing Site
Same as above.

C. Contact Person
Donald R. Stone, Esq.
Michael H. Hinckle, Esq.
Kirkpatrick & Lockhart, LLP
1800 Massachusetts Ave., NW
Washington, DC 20036
Tele: 202 778-9067 / 202 778-9296
Fax: 202 778-9100

D. Establishment Registration Number
2953142

II. PRODUCT CLASSIFICATION

A. Device Class

Class Il - Accessory to Neisseria spp. and Chlamydia serological
reagents.
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Neisseria gonorrhoeae and Chlamydia trachomatis assays and referenced in the
package inserts for the LCx® devices (See 510(k) Nos. K935833 (Neisseria
gonorrhoeae) and K934622 (Chlamydia trachomatis)). Copies of the package
inserts for the Abbott LCx® gonococcal and chlamydial assays are included in
this submission as Exhibits 4 and 5, respectively.

VIII. DESCRIPTION OF THE DEVICE

Abbott’s LCx® gonococcal and chlamydial assays have shown excellent
sensitivity and specificity in clinical trials using urine as the primary specimen.
However, the major disadvantage to the use of urine as a test specimen is the
need to (1) immediately refrigerate the specimen at 2-8°C, and (2) transport the
specimen to the testing laboratory within 24 hours of collection. These
precautions are required because the nucleic acid targets that the LCx® assays

detect degrade over time due to the enzyme activity that naturally occurs in
urine.

The Urine Collection System acts to slow the nucleic acid degradation process
and therefore allows urine specimens to be stored at room temperature (up to

60°C) for 6 days prior to testing with the appropriate LCx® assay. The device
achieves this result by:

1. Inactivating a broad range of heat catalyzed enzyme systems that are
responsible for the degradation of the nucleic acid targets;

2. Preventing the log phase growth of bacteria that can result in a shift
in the urine pH; and

3. Buffering the specimen to stabilize the pH at optimal conditions for
the LCx® assay.

The Urine Collection System is comprised of a sterile urine cup that contains a
preservative and three red indicator beads. The beads in the cup serve as an
indicator that the preservative is present in the specimen. A quantitative list of
the proprietary components of the preservative is provided in Exhibit 6.

The urine collection cup is marked with “maximum” and “minimum?” fill lines.
In use, the patient is instructed to the fill the cup with first stream urine to a
level between the two lines that are marked on the cup. This ensures that the

preservative-to-urine ratio in the specimen will be within the effective dilution
range for the preservative {i.e., 1:10 to 1:15).

Sierra proposes to market the Urine Collection System in any one or more of
the following five package sizes:
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Volume of Preservative Collection Cup Size

40 ml

40 ml

90 ml

90 ml

90 ml

To use the Urine Collection System, the patient fills the collection cup with first
stream urine to a level between the maximum and minimum levels. After the
patient closes and labels the cup, the specimen is ready to be transported to
the laboratory without the need for refrigeration. Based on the data provided
in this submission, Sierra has determined that the preserved urine should be
tested within 6 days of collection and should be stored at temperatures not
exceeding 60°C (the preserved urine may also be frozen),

Lastly, the Urine Collection System will be packaged in a heat sealed bag, and
will be labeled with a 24 month expiration date.

IX. STATEMENT OF SIMILARITIES TO, AND/OR DIFFERENCES FROM,
THE PREDICATE DEVICE

The Urine Collection System is identical to the standard collection cup
referenced in the LCx package insert with the exception of the addition of a
preservative and indicator beads. The basic intended use of both devices is the
same (i.e., to collect, store, and transport urine specimens while preserving the
nucleic acid targets). The only significant differences between Sierra’s device
and the predicate device are: (1) the predicate device uses refrigeration to
preserve the nucleic acids in the specimen while Sierra’s device uses a

chemical preservative; and (2) the Sierra device is specifically labeled for use
with the LCx assays.

As evidenced by the comparative studies contained in this submission, Sierra’s

Urine Collection System is as safe and effective for the collection and
preservation of urine specimens for LCx testing as the predicate device.
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X. COMPARISON TABLE OF THE DEVICE TO THE PREDICATE DEVICE

DNA/RNA Protect System Standard Collection Cup
Intended Use | Collection, Preservation, and Collection, Preservation, and
Transport of Urine Specimens for Transport of Urine Specimens for
LCx testing LCx testing
Storage 7 4 days at 2-8°C
Requirements
Preservative Chemical Preservation None, relies on refrigeration
Sterile Yes Yes

XI. PERFORMANCE STUDIES

Sierra has confirmed the effectiveness of its Urine Collection System through a
variety of test methods. As described in greater detail below and in the
attached tables, Sierra has compared its device to a standard collection cup
{with refrigeration) to demonstrate that urine specimens collected and
preserved in the Urine Collection System will provide LCx® test results for N.
gonorrhea and C. trachomatis that are identical to those of specimens collected
and preserved with the predicate device.

A, Spiked Urine Studies

Sierra spiked fresh urine with chlamydial and gonococcal DNA targets

[

. The chlamydial targets were from the 9 individual

chlamydial serovars (types B, D, E, F, G, H, I, J, K) that occur most frequently
in cervical infections, and the gonococcal targets represented the 18 individual
PIA serovars and the 25 individual PIB serovars that comprise pathogenic

Neisseria gonorrhea.

The spiked urine samples were divided in half and either frozen at -70°C or
preserved with the Sierra preservative at a ratio of 1:10 (preservative to urine).
Control tubes without DNA targets were prepared in an identical manner.

The urine_specimens preserved with the Sierra Urine Collection System were
for 160 hours, while the “fresh” specimens were stored at -70°C.
Each specimen was then tested and the results tabulated. A summary of the
test results is enclosed at Exhibit 7, Tables 1A -~ 1E and 2A - 2G. These data
demonstrate that the Sierra Urine Collection System is equivalent to the
predicate device in its ability to preserve chlamydial and gonococcal DNA
targets in urine for detection with the LCx® assays.

stored at
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B. Multi-8ite Clinical Study

In order to demonstrate that the Sierra’s Urine Collection System is
substantially equivalent to the predicate device in a clinical setting, Sierra
conducted a multi-site clinical study. Subjects at each site (male and female)
were instructed to fill two cups with urine to a premarked volume of 20 ml.

The first approximately 20 ml of urine was always added to the predicate device
while the second approximately 20 ml was added to the Sierra Urine Collection
System cup. This design was used in order to eliminate any potential wash out
effect and ensure that, were any wash out to occur, the predicate device would
have the greater number of potential DNA targets. At four of the study sites, a
preservative-to-urine ratio of 1:10 (2 ml preservative to 20 ml of urine) was
used, while a ratio of 1:5 (4 ml of preservative to 20 ml of urine) was used at
one study site.

The specimens collected in the predicate device were refrigerated (2-8°C) within
one hour of collection and transported (packed with ice packs) to the laboratory
for LCx® testing within 24 hours of collection. The specimens collected in the
Sierra Urine Collection System were transported to the laboratory at ambient
temperature and stored at ambient temperature for 144 hours prior to testing.

Test results for the preserved specimens were correlated against the
refrigerated specimens. All results correlated at 100%. Summaries of the data
from all sites are enclosed at Exhibit 7, Tables 3A - 3E.

Also enclosed as Tables 4A and 4B of Exhibit 7, are the presentations of the
clinical study data from females and males demonstrating that the Urine
Collection System effectively preserves specimens from both symptomatic and
asymptomatic patients.

C. Spiked Urine Sensitivity Testing At Varying Preservative-to-
Urine Ratios

To ensure that the Urine Collection System did not have an adverse effect on
the sensitivity of the LCx® assay, and to demonstrate the range of effective
preservative-to-urine ratio of the device, Sierra conducted an analytical
sensitivity test using two concentrations of Sierra’s preservative. According to
the LCx® package insert, the sensitivity of the assay is 10 cfu of N. gonorrhea
organisms. Thus, Sierra confirmed the effectiveness of its Urine Collection
System by preparing serial dilutions of 10 gonococcal serovars (1A-13, 1A-20,
1A-5, 1A-2, 1A-3, 1B-17, 1B-2, 1B-18, 1B-7, 1B-5), and spiking fresh urine
specimens with a gonococcal culture of less than 10 cfu. LCx® test results
were recorded from unpreserved spiked specimens (stored at -70°C, tested
within 24 hours) and spiked specimens preserved with either a 1:10 or 1:15

concentration of Urine Collection System preservative (stored at 25°C and
tested after 144 hours).
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The data from the analytical sensitivity testing, which is enclosed as Table 5 of
Exhibit 7, demonstrates that preserving a urine specimen with Sierra’s Urine
Collection System does not affect the sensitivity of the LCx® assay, and that
the preservative is effective when used in a dilution range of 1:10 to 1:15.

D. Stability Study

To confirm that the stability of the Urine Collection System throughout its
labeled expiration dating period, Sierra compared the nuclear magnetic
resonance (NMR) and elemental analysis test results obtained from a 33 month
old device with a newly manufactured device. Those data confirmed that the
system is stable throughout the labeled 24-month expiration period.

| & BIOCOMPATIBILITY INFORMATION

The Urine Collection System is not intended to contact the body of the user and
therefore does not present any biocompatibility issues.

II. STERILIZATION INFORMATION

The interior of the Urine Collection System cup and its contents (i.e.,
preservative and indicator beads) will be sold sterile. A description of the
sterilization process is contained in Exhibit 8.

III. SPECIFIC GUIDANCE DOCUMENT

Not applicable.
IV. TRUTHFUL AND ACCURATE STATEMENT

I certify that, in my capacity as Chief Technical Officer for Sierra Diagnostics,
L.L.C., I believe to the best of my knowledge, that all data and information

submitted in this premarket notification are truthful and accurate and that no
material fact has been omitted.

e

Tony K. Baker
Chief Technical Officer
Sierra Diagnostics, L.L.C.

November 13, 2001
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EXHIBIT 1

PROPOSED PRODUCT LABELING
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[PROPOSED PACKAGE INSERT]

SIERRA DIAGNOSTICS, L.L.C.
URINE COLLECTION, PRESERVATION AND TRANSPORT SYSTEM
For use with the Abbott LCx® Assays for Neisseria gonorrhoeae
and Chlamydia trachomatis

Indications for Use

The Sierra Diagnostics L.L.C. Urine Collection, Preservation, and Transport System is indicated
for use in the collection, preservation, and transportation of urine specimens at temperatures not
exceeding 60°C for testing with the Abbott LCx® Neisseria gonorrhoeae and Chiamydia
trachomatis assays.

Precautions

Specimens should not be collected from patients who have urinated one hour prior to the
collection.

Instruction for Use

The patient should be instructed to fill the collection cup with first pass urine (the first part of the
stream) to a level between the two lines printed on the outside of the cup. After the urine is
collected, verify that the cup is securely closed and labeled with the patient’s ID number and date
of collection. The red indicator beads serve as a reminder that the preservative is present in the
specimen. Transport the specimen to the laboratory for testing. There is no need to refrigerate
or freeze the specimen. The specimen will be suitable for LCx® testing for 144 hours (6 days)
provided it is stored at temperatures not exceeding 60°C (140°F).

Storage
The Urine Collection, Preservation and Transport System should be stored at room temperature
prior to use. Use prior to expiration date printed on outside of package.
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[PROPOSED PACKAGE LABEL)]

Cup Label (2.0 mi preservative)

URINE COLLECTION, PRESERVATION
AND TRANSPORT SYSTEM

20ML LOT#

EXP. DATE

STORE AT ROOM TEMP.

FOR IN VITRO DIAGNOSTIC USE ONLY

SIERRA DIAGNOSTICS, L.L.C.
SONORA, CA. 95370

Patient

ID

Date Time

Physician

Phone

Sterile Label for Cup (attaches between cup and cap)

STERILE

73/



EXHIBIT 2

INDICATIONS FOR USE
STATEMENT
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510(k) Number:

Device Name: Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport
System

Indications for Use:
The Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport System is indicated for

use in the collection, preservation, and transportation of urine specimens at temperatures not

exceeding 60°C for testing with the Abbott LCx® Neisseria gonorrhoeae and Chlamydia
trachomatis assays.

PLEASE DO NOT WRITE BELOW THIS LINE. CONTINUE ON ANOTHER PAGE IN NEEDED

Concurrence of CDRH, Office of Device Evaluation (ODE)

Prescription Use OR

oo Over-The Counter Use
N (Per21 CFR 801.109)
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EXHIBIT 3

510(k) SUMMARY
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Kirkpatrick & Lockhart u.»

Food and Drug Administration
P CDRH, Document Mail Center
November 14, 2001

Page 2

If you have any questions concerning this notification, please contact either me at (202)
778-9067 or Michael Hinckle at {202) 778-9296.

Sincerely,

)b.ow - %%—Q
Donald R. Stone
Enclosure(s)

cc: Michael H. Hinckle
Sierra Diagnostics, L_.L.C.
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510(k) Summary

| General Information on Submitter
Name: Sierra Diagnostics, L.L.C.
Address: 21109 Longeway #C
Sonora, CA 95370
Telephone: (209) 536-0886
Fax: (209} 536-0853
Contact Person: Tony Baker
Date Prepared: October __, 2001
II. General Information on Device
Name: Sierra Diagnostics L.L.C. Urine Collection,

Preservation and Transport System

Classification Name: Accessory to Neisseria spp. and Chlamydia
serological reagents

III. Predicate Device

The standard urine collection cup used to collect specimens for testing with
the Abbott LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays and
referenced in the package inserts for the LCX® devices (See 510(k) Nos. K935833
(Neisseria gonorrhoeae) and K934622 (Chlamydia trachomatis)).

IV. Description of Device

The device is comprised of a urine collection cup containing of a nucleic acid
chemical preservative. The device allows urine specimens for LCx® gonococcal or
chlamydial testing to be preserved for up to 6 days at temperatures not to exceed
60°C. Inert indicator beads are included in the urine cup as an indicator that a
preservative is present in the sample.

V. Intended Use

The Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport
System is intended for use in the collection, preservation, and transportation of
urine specimens at temperatures not exceeding 60°C for testing with the Abbott
LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays.
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oy V1. Technological Characteristics of Device Compared to Predicate Device

The Sierra Urine Collection, Preservation, and Transport System and the
predicate device share the same technological characteristics with the exception
of the method of preservation. The predicate device employs mperature
preservation method while the Sierra device uses chemical pfeservation.

'd
’

VII. Summary of Performance Data

The effectiveness of the Sierra Urine Collection, Preservation, and Transport
System was established by the comparative testing of fresh and preserved urine
spiked with gonococcal and chlamydial DNA. LCx® testing of samples that were
preserved through refrigeration for 24 hours were compared with results for
specimens preserved with the Sierra device and tested after being held for 144
hrs. at 60°C. There was a 100% correlation between the refrigerated and
preserved samples.

Effectiveness was further established by a muliti-site clinical study. The results of
this study demonstrated that the device effectively preserved gonococcal and

chlamydial nucleic acid targets in urine specimens from symptomatic and
asymptomatic males and females.

\«s The effective preservative concentration range and effect on LCx® sensitivity was
established by a study using urine specimens spiked with less than 10 cfu of 10
different gonococcal serovars. Results from this test proved that Sierra’s device

effectively preserved nucleic acid targets down to the LCx® level of detection with
a preservative to urine ratio ranging from 1:10 to 1:15,
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EXHIBIT 4

Abbott LCx® Neisseria gonorrhoeae
Assay Product Labeling
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ABROIT
X®
PROBE SYSTEM

Neisseria
gonorrhoeae
Assay

Note Changes Highlighted

N\
‘!

Coustomier Support Cenger (UISA)
1-BUOO-527.1K86GY
Ounside of UISA

Contact your local Customer Service Center
GO-8477 10
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INTENDED USE

The LCx® Neisseria gonorrhocar Assay uses LCR™ (Ligase Chain
Reaction) amplification technology in the LCx Probe System for the
direct, qualitative detection of a specific rarget pucleic acid sequence
in the Opa gene of Neisseria gonorrhoeae in female endoocrvical and
male urethral swab specimens or in male and female urine specimens
from symptomatic and asymptomatic males and females.

SUMMARY AND EXPLANATION OF THE
TEST

Gonorrhea is one of the most commonly reported sexually
transmitted diseases in the United States with nearly 700,000
reported cases per year. N. gomorrhocar is the etiologic agent of
gonorrthea. In men, gonorrhea infection usually sesuls in acure
anrerior urethritis accompanied by a purulent exudate'. In women,
the infection is most often found in the cervix, bur the vagina and
uterus also may be infecred. Frequently the infection is
asympromatic, especially in women. Withour twearmene, local
complication of gonococal infestion can occur including pelvic
inflammatory disease (PID) or scute salpingitis for women and
cpididymitis for men!.

N. gonorrboear is a Gram-negative, oxidase-positive diplococcus
without flagellae’. The gold standard for the detection of gonorrhea
is the culture of N. gonorrhoeas. Presumprive diagnosis of gonorrhea
is based on the morphological examination, Gram stain, and oxidase
measurement of the culture isolate. Confirmation procedures have
been used for definitive identification of N. gonorrboear including
sugar fermentation, Auorescent antibody staining, nucleic acid
hybridization and agglurination?-.

The LCx Neisseria gonorrborar Assay uses the nucleic acid
amplificarion method LCR to detect the presence of V. gonorrheeac
DNA directly in clinical specimens®. The four cligonucleotide probes
in the LCx assay recognize and hybridize wo a specific arges sequence
within the Opa gene of N, gomorrbeeas DNA. The oligonucleotides
arc designed o be complementary to the targer sequence so thar in
the presence of targee, the probes will bind adjacent to one ancther.
They can be enzymatically joined to form the amplification produce
which subsequencly serves as an addirional rarget sequence during
lurther rounds of amplification. The product of the LCR reaction

is detected on the Abbott LCx Analyzer.

BIOLOGICAL PRINCIPLES OF THE
PROCEDURE

Specimen Preparation

Specimen preparation is che first step of the LCx Neisseria gonorrhoeae
Assay during which the DNA of the organism is released and made
accessible 1o the enzymes and other components of the LCR reaction.
This eneails disrupting the cells and separating the strands of the
DNA wichin the specimen. This is accomplished by heating the
clinical specimen in Swab Specimen Transport Buffer for
endocervical and male urethral swabs, or LCx Urine Specimen
Resuspension Buffer for urine specimens,

Amplification

The LCR targer is located in the Opa genes of M. gonorrhocar. The
48 base pair sequence was selecred as the target DNA because it is
conserved in all strains of N. gonerrboear thus sudied, and it is the
most specific to M. gonarrhorar®. Up to 11 copies of the Opa gene are
found per cells

In the DNA amplificarion step, the prepared sample is added 1o the
LCR reaction mixture consisting of four aligonucleotide probes,
thﬁmble ligase and polymerase, and individual nucleotides in
buffer,

The four oligonucleotide probes are designed in pairs that hybridize
to complementary single-stranded /. gonerrhoear target sequences
exposed in sample preparation. When a pair of probes has hybridized
T0 @ rarger sequence on a single srrand of DNA, there is & gap of a
few nucleotides between the probes. Polymerase ace to fill in this gap
with the nucleotides in the LCR reaction mixture. Once the gap is
filled, ligase can covalently join the pair of probes to form an
amplification product thar is complementary to the original targer
sequence and can ieself serve as a target in subsequent rounds of
amplification. Amplification occurs when the LCR reaction mixcure
and sample are incubated in a DNA thermal cycler.

During thermal cycling, the temperature is raised sbove the melting
point of the hybridized amplification product causing it ro dissociate

from the original target sequence. Lowering the temperature allows
more of the oligonucleodde probes to hybridize o the targews now
available. The temperature continues o be cycled in chis manner
uneil sufficient numbers of target amplification producr have
accumulated and can be detected by Microparticle Enzyme
immunoassay (MEIA). Because the number of rargets increases
exponentially, forty thermal cycles are sufficient to achieve up to a
billion-fold amplification in che number of targer sequences.
Detection

The two pairs of oligonucleotide probes in the LCx MNeisseria
gonorrhoeae Assay arc labeled wich immunoreactive chemical groups
called haptens. Each individual probe has cither a capcure hapren
{recognized by an antibody arrached o the MELA microparticles) or
adetection hapren (recognized by an antibody conjugared 1o alkaline
phosphatasc). The probes are labeled such that, when they are joined
during the LCR reaction, the amplification product has the caprure
hzpten at on¢ end and the decection hapten at the other. In the LCx
Analyzer, a2 sample of the amplificaion produer is automarically
cransferred to an incubation well’. Here the microparticles coared
with anti-capture hapten (Rabbit) bind the amplification producr as
well as any unligated probes carrying the caprure hapten. The
reaction mixcure is then automatically rransferved to a glass fiber
matrix to which the microparticle complexes bind irreversibly. A
wash step removes the unligated probes having only the detection
hapten. The bound microparrticle complexes are then incubated with
anci-detection hapren (Rabbir): Alkaline Phosphatase conjugate
which binds to the detection haptens. This antibody conjugate binds
only to amplification producr. The antibody conjugate can then be
detected by addition of the substrate, 4-Methylumbelliferyd
Phosphate, which is dephosphorylated by alkaline phosphatase o
produce a2 fluorescent molecule, 4-Merthylumbsetliferone. chat is
measured by the MEIA optical assembly.

Prevenuion of DNA Contamination

Amplification reactions such as LCR are sensitive to accidental
intreduction of product from previous amplification reacrions.
False-positive results could occur if cither the clinical specimen or the
LCx reagents used in the amplification step become contaminated
by accidennal introduction of even a few molecules of amplification
praduct. Measures 1o reduce the risk of DNA contaminacdion in che
taboratory include physically separaring acrivities involved in
performing LCR, chemically inactivating amplification product and
complying to good laboratory pracrice.

Dedicated Laboratory Areas

Sample preparation must be completed in a dedicared area (Area 1)
of the laboratory. Area 1 is used for processing of samples {speciment,
LCx Gonorrhea Megative Controf and Calibrator) and the addition
of processed samples to LCx Gonorrhea Amplificarion Vials.
Amplification and detection of amplification producr is complered
in a second dedicated arca (Area 2).

Aerosol Connainment

To reduce the risk of DNA contamination due 1o aerosols formed
during piperting, pipettors with aerosol barrier pipette tips must be
used for all piperting exoept for one step of the Urine Specimen
Preparation prorocol. This protocol allows for fine-tipped,
single-use, plastic disposable pipettes. Refer to Specimen
Preparation, Urine Specimen Preparation in this assay package insert,
lnactivation of Amplification Product

Ta reduce the risk of amplificarion product conamination, at the
end of the LCx Neisseria gonorrboear Assay, amplifieation product is
auzomatically inactivaced using @ rwo-reagent, chemical inactivation
sysiem. Both reagenes (a chelated meal complex and an oxidizing
agent) are delivered into the LCx Reaction Cells by the LCx Analyzer
after the amplification producr has been detected. The ensuing,
reaction tesults in the nearly complete destruction of any nucleic acid
present. This effectively reduces the risk of conramination of the
laborarory by amplification product.

REAGENTS

LCx STD Swab Specimen Collection and Transport Kit

(100 individually-wrapped sterile Collection Systems)

Each Collection System contains: one capped ransport tube with 0.5
ml Swab Specimen Transport Buffer, one large-tipped cleaning
swab, and onc smali-tipped specimen swab. Swab Specimen

Transporr Buffer conains 250 mM MgCla. Preservative: Sodium
Azide.
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LCx® Urine Specimen Preparation Kit
(100 tests, 4 bordes of LCx Urine Specimen Resuspension Buffer,
and 100 LCx Urine Specimen Microfuge Tubes wich Cap Locks)
LCx Urine Specimen Resuspension Buffer contains 250 mM MgClz
and detergent. Preservative: Sodium Azide.
LCx Gonorrhea Amplification Kir*
L.Cx Gonorrhea Amplification Vials
(96 vials, 0.090 mL per vial)
Four aligonucleotide probes cach at >10'" molecules per
reaction, enzymes {21 unit thermostable DNA polymerase and
210,000 unics thermostable DNA ligase), 23 pM dNTP, 220
BM NAD, and scabilizers in a buffered solution. Preservadve:
Sodium Azide.
LCx Gonorrhea Negative Control, Calibrator and Activation
Reagent
{8 sets of each)
LCx Gonorrhea Negative Control (N)
(0.48 mL per bortle)

24.8 pg/ml Salmon Testes DNA in a buffered solution.
Preservarive: Sodium Azide,

LCx Gonorrhea Calibrator (C)

{0.48 mL per boule)

Exrracted DNA from inactivated N. gomorrhoeas a1
approximately 540 CFU/mL in a buffered solurion.

{100 rsrs)b

1. 1 botde, (6 mL)
Anti-Caprure Hapten {Rabbic) coated Microparticles, >0.025%
solids in buffered solution. Preservarive: Sodium Azide,

2. 1 borde, (8 mlL)
Anti-Detecrien Hapeen (Rabbit): Alkeline Phosphatase
Conjugate, >0.01 pg/mL., in buffered solution with stabilizers
and antimicrobiats.

3. 1 bottle, {7 mL)
4-Methylumbelliferyl phosphare, 1.2 mM, in lmBered solution.
Preservative: Sodium Azide.

4. 1 botde, (25 mL)
Metal chelate, »5 mM, in buffered solution,

*The LCx Gonotthea Amplification Kit and the LCx Gonorrhea Detection
Reagent Pack are u3 a sec which must be wsed together, Verify thay
the lor numbers are identical before use.

cre are 100 teany provided in the LCx Gonorrhes Detecrion Rexgent Pack.
Ninety-six tests aze provided for the LCx Neiverie fmﬂhﬂl Asszy. An
additional 4 ress remain, of which 3 tests are provided for the purpose of
mubluhoo(ling the detection portion of the asay. See che LCx Analyzer
Openations Manua), Seccion 10.

(

LCx Inactivation Diluent (1)

(2 botdles, 900 mL per bortle)

An aqueous solution of 6-7.9% hydrogen peroxide.

LCx System Diluent (2)

{4 bortles, 1000 mL per bortle)

Tris-Acerare Buffer, >0.01 M. Preservative: Sodium Azide.

WARNINGS AND PRECAUTIONS
For In Virre Diagnostic Use.

The LCx Neisseria gonorrhoeac Assay is only for use with female
endocervical and male urethral swabs, or male and female urine
specimens, and is limited to specimens collecred, transporred and
stored according to instructions in the SPECIMEN COLLECTION
AND TRANSPORT TO TEST SITE and SPECIMEN
PREPARATION sections.

Usc only the LCx STD Swab Specimen Collection and Transport
Kit for collection of swab specimens.

LCx STD Swab Specimen Collection Systems in which transpon
media has spilled out should nor be used.

The LCx STD Swab Specimen Collection and Transpornt Kit is
intended to be used only in LCx Assays which require irs use. No
other intended use is applicable.

Use only the LCx Urine Specimen Preparation Kit for urine
specimen processing.

The LCx Gonorrhea Amplification Kir and the LCx Gonorrhea
Detection Reagent Pack are packaged a5 a set which must be used
together, Verify that the lot numbers are identical before use.

Do nat mix reagents from different los. Do not pool reagents.

Use ewo dedicated arcas within the laborarory for performing the LCx
Neisseria gonorrboeae Assay: Area 1 and Area 2.

Area 1 is to be used for the processing of samples (specimens, LCx
Gonorrhea Negartive Control and Calibraror), and the addition of
samples to the LCx Gonorrhez Amplification Vials. Use of a bicsafery
hood or glove box equipped for UV irradiation is tecommended. Al
reagents and equipment used in Area 1 (such as pipettors,
microcenrrifuge and the Abbote LCx Dry Bath) should remain in
this dedicated arcu at all times. Area 1 ivems should never be used
when working with amplification preduct. Do not bring
amplification product inte Area 1. Specimens, and activated
Negative Contral and Calibrator should be svored separately from
Amplification Vials. All pipetting should be performed with aerosol
barrier pipette tips except for a disposable pipetre which may be used
far one step in the Urinc Specimen Preparation prorocol. Swab
specimens must enly use extended-length (275 rmm in length) acrosol
barrier pipette tips to aspirate specimen from rransport tubes, Cap
locks must be placed on LCx Urine Specimen Microfuge tubes before
specimens are heated in the LCx Dry Bath,

Area 2 is dedicated 1o amplificarion by thermal cycling and detection
of the amplification product. All equipment, ruch as the Abbort LCx
Thermal Cycler, the LCx Analyzer, and all the accessories for the
LCx Analyzer must be kept in this area, The LCx Gonorrhea
Detection Reagent Pack must be stored at 2-8°C. Care muat be
taken to separate the detection reagent pack thart is in use from
direct contact with samples and other LCx reagents. During
execution of the detection protocol, aerotols from emplification
product may potentially contaminate any surface within the closed
LCx Analyzes. Everything inside the LCx Analyzer (induding the
detecrion reagent pack and the carousel) must be considered potential
sources of TINA cantumination end must be kept away from other
1 reagenin, Negativn Congrols, Culibiion stid apevimens

The 1Ux Uanlidsrator comisimy exveas tet] INA lpiun N VRS irne
that huve ieen s vaied by o hoat amd Cirmaal ieatniem o ese
All specimens amdd reagenis shaokd be bandlod ws piseniiatly
infectious matersals using universsl Procoutions us llnx:iﬁﬂl e the
O5SHA Swandard® on blondbarne puthogens. Decerber, P9, ac
other applicable biosafery guidelines.”?' This includes. bur ia wo
limited to, the ust of eye protection, Jub coar and dipasable gloves.,
Wash hands thoroughly after handling kit reagenes and specimens,
Do not pipetre by mouth. Do not smoke, cat or drink in arcas in
which specimens or kit reagents are handied.

To reduce the risk of DNA contaminarcion, clean and disinfecr all
spills of specimens and reagents using 1% {v/v) sodium hypochlorite
solution, followed with 70% (v/v) ethanol. Note: Chlorine solutions
may pit equipment and metal, Use sufficient amounts or repeated
applications of 70% ethanol untl chlorine tesidue is no bonger
vigible,

Dispose of all materials that have come into contact with specimens
and reagents in accordance with local, state and federal regulations.
Solid waste may be incinerated or autcclaved for an appropriate
period of time. Due 10 variations among autoclaves and in waste
configuration, each user must verify the effectiveness of the
decontamination cycle using biological indicators.

This product concains sodium azide as a preservarive.

Sodium azide has been reported to form lead or copper azide in
laboracory plumbing, Thest azides may explode on percussion, such
#s hammering. To prevent formation of lead or copper azide, fush
drains thoroughly with water after disposing of solutions containing
sodium azide.

To remove contamination from old drains suspected of azide
accumulation, the National Inscicute for Occupational Safery and
Health recommends the following: {1) siphon liquid from trap using
a rubber or plastic hose, (2) fill with 10% sodium hydroxide solution,
(3) allow to stand for 16 hours, and (4) Aush well with water.
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Avoid contact of che skin or mucus membranes with the metal chelate
solution or with deposits around the wash sttion of the LCx®
Anglyzer. The LCx Inacrivation Diluent (1) can irritate slan, If
contact accurs with cither solution, wush immediavely with soap and
Jarge amounts of water.

Do not use kits or reagents beyond the expiration date.

Use accurarely calibrated equipment.

Failure to adhere to assay package insent instructions may result in
erroneous results,

1F the 5tep-Cycle run of the chermal cycler is interrupred or aborred,
the run is invalid. Do not continue 1o process these samples. Make
sure that the amplification vial caps are tightly closed. Remoave
carcfully to a bichazard bag and scal the bag. Dispose of according
w0 the procedure of waste disposal in the LCx Thermal Cycler
Operations Manual, Secrion 8: Hazards, Biosafety.

Some components of this product contain Sodium Azide. For a
specific listing, refer to the REAGENTS section of this package
insert, The components conmaining Sodium Azide are classified per
applicable European Economic Community {EEC) Directive as:
Hamful (Xn). The following are the appropriate Risk (R) and Safery
(S) phrases.

12 Harmbd if swallowed.

R32  Contact with acids liberates very roxic gas,
gz Keep ow ol;_::ndo ﬁ;fd children, —
13 Keep away , deink and animal feedi 3
53  ‘Weu suinsble procective clothing.
546 If swallowed, seek medical advice immediately and show this
coatsiner or labd,

The LCx Inactivation Diluent (1) contains Hydrogen Peroxide and
is clussified per applicable European Economic Communicy (EEC)
Direcrives as: Oxidizing (O) and Izricane (Xi). The following are the
appropriate Risk (R) and Safety (S) phrases.

Ra Contact with combustible material may cavse fire,
R3G/R3S  leritaing wo eyes and skin.
512 Keep locked up and our of neach of children.

S536/3%  Wear puitable procective dodhing and eye/face protection.
526 In case of concact with eyes, rinl‘e immediately with plenty of

warer sivd seek medical ndvice.
514l Kewp away from direct sunlight.

STORAGE INSTRUCTIONS

1. LCx Reaction Cells may be stored at 15-30°C uncil the
expiration date.

2. The LCx Gonotrhea Amplification Vials, LCx Gonorrhea
Activation Reagent, Negative Control, and Calibrator must be
scored at 2-8°C unil the expirarion date.

3. The LCx Gonorrhea Detection Reagent Pack muse be
refrigerated at 2-8°C when not in use. Care must be mken 1o
separate the LCx Gonorrhea Detection Reagent Pack chat is in
us¢ from direct contact with samples and ather LCx kit reagents.
The detection reagents must not be frozen.

4. The LCx System Diluent (2) and the LCx Ingcrivation Dilsent
{1) may be stored at 15-30°C until the expiration dare. The LCx
Inactivation Diluenc (1) musc be kept away from direct sunlight.

SPECIMEN COLLECTION AND TRANSPORT
TO TEST SITE

For domestic or international shipments, specimens should be
packaged and labeled in compliance with applicable state, federal and
international regulations covering the transport of clinical specimens
and criclogic agents/infectious substances.

Time and tempenature conditions for storage must be adhered to
during mansport.  See Swab Specimen Transport and Urine
Specimen Collection and Transport Sections for srorage conditions.
For swab specimen collection, use only the LCx STD Swab Specimen
Caollecrion and Transport Kit. (Na. 3B15 or No. 6C94).

Note: Do Not Use The Lasge-tipped Cleaning Swab For Specimen
Collection.

Note: Swab or usine specimens that are moderately b ter
than approximately 0.5% (v/¥)) or grosaly mucoid m&m
approximately 5% (w/v)) thould not be vested since they may cause
inhibition in the LCx Neitseria gonorrhocae Assay,

Endocervical Swab Specimen Collection

1. Remove excess mucus from the exocervix with the large-tipped
cleaning swab provided in the LCx STD Swab Specimen
Collection System and discard,

2. Insert the small-tipped, specimen swab into the endocervix and
rotate the swab for 15 to 30 seconds 1o ensure adequace
sampling.

3. Verify that all Swab Specimen Transport Buffer is at the botiom
of the rube. 1 necessary, tap or shake the solution down to the
bortom of the tube. Unscrew the cap of the ranspore tube, insert
the swab into the transport rube and break the swab at the score
line. Replace the cap securely making sure the swab fits into the
cap and then serew on the cap undil it clicks inve place.

4. Label the transport tube with the patienc’s ID number and date
of collection,

Male Urethral Swab Specimen Collection

1. Insert the small-tipped, specimen swab 2 to 4 cm into the
urcthra and rotate the swab for 3-5 seconds to ensure adequate
sampling.

2. Verify that all the Swab Specimen Transpore Buffer is ar the
botom of the wbe. If necessary, tap or shake the solution down
1o the bortom of the ube. Unscrew the cap of the transport rube,
insert the swab into the eransport cube and break che swab ac the
score line. Replace che cap securely making sure the swab fits
into the cap and then screw on the cap uaril it clicks into place.

3. Label the transpore tube with the patient’s [D number and dare
of collection.

Swab Specimen Transport

1. Swab specimens can be shipped to the laborarory or resting site
at 2-30°C or frozen. Swab specimens muse arrive at the testing
site within 24 hours of shipmenz or be frozen.

2. Upon receipt in the laboratory or wsting site, the swab
specimens may be stored ar 2-30°C, otherwise score at -20°C or
below until processed. Store specimens at 2-30°C if wescing is
performed within 4 days of collection, If specimens are shipped
frozen. mainrain them at -20°C or below until testing.

3. All swab specimens stored at -20°C or below must be processed
within G0 days of specimen collection.

Urine Specimen Collection and Transport

1. Collect specimen in a plastic, preservative-free, sterile urine
specimen collection cup from patients who have noc urinated
within one hour prior to collection.

2. The patient should collect the first 15-20 mL of voided urine
(the first part of the stream).

3. Verify the cup iasecurely closed and labei the collection cup with
the patient’s ID number and date of collecrion.

4. Refrigerate the specimen immediarely as 2-8°C or store a5 -20°C
or below.

Note: Urine specimens mwst not be transported or stored at
15-30°C.

Caution: Urine Specimens siored at Room Temperasure should nor
be wied for testing.

1. Urine specimens can be shipped to the laborarory o resting site
at 2-8°C or frozen. Urine specimens must arrive at the test site
within 24 hours of shipment.

2. Upon receipr in the laboratory or testing site, the urine specimen
may be stored at 2-8°C or -20°C or below until processed.

3. All yrine specimens stored at 2-8°C raust be processed within 4
days of specimen collection.

4. All urine specimens stored at -20°C ar below must be processed

within 60 days of specimen collection. Once frozen specimens
shouid nos be thawed wnril ready for testing.

MATERIALS PROVIDED

A. LCx Gonorrhea Amplification Kit
LCx Gonorrhea Amplification Vials

LCx Gonorrhea Negative Conrrol, Calibrator and
Activation Reagent
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'B%.l LCx® Gonorrhea Detection Reagent Pack
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For inrernitional

TERIALS REQUIRED BUT NOT
PROVIDED
The LCx Probe System for the LCx Neigeria gonorrhosar Assay
consists of one LCx Analyzer, anc LCx Thermal Cycler, and one LCx
Dry Bath.
COLLECTION SITE
LCx STD Swab Specimen Collecion and Transport Kit
{No. 3B15-24 or No. 6C94-24)
100 Collection Systems
Specimen cubes containing 0.5 mL Swab Specimen Transport
Buffer
Sterile Urine Specimen Collection Cup
Plastic, preservative-free seerile cup with a secure, screw-top cap
capable of holding ar least 25 mLs of urine.
AREA 1 (Specimen Preparation Area)
LCx Urine Specimen Preparation Kit
(No. 3B21-24)
100 vests for processing urine specimens
Specimen Tube Racks
Precision Pipettors
100 pL, with aerosol barricr pipette tips (standard Jength) Swab
specimens require extended-length pipette tips (275 mm in
length)
1.0 mL, with aerosol barrier pipetie tips.
Fine-tipped, Single-use, Plastic Disposable Pipetre (oprional)
X SYSTEMS® Cenurifuge (No. 9527) or Equivalent Laboratory
Microcentrifuge
(speed 29,000 x g) for centrifuging urine specimens and pulse
cenerifuging amplification vials if required prior to addicion of
specimens, Calibrator or Concrols.
Note: Some centrifuges may require adapters for centrifuging
amplification vials.
Abbott LCx Dry Bath
{(No. 8B23)
For heat processing of specimen.
Swub Tube Closures
(No. 3B55-30, quanrtity 500)
For resealing Swab Transport Tubes after processing,
Vortex Mixer
AREA 2 (Amplification and Detection Area)
Abbott LCx Thermal Cycler
(No. 8B24)
Software version 2.1 or higher.
Abbott LCx Analyzer
{No. 9A40)
The LCx Analyzer and accessories used for dereczion.
LCx System Module, version 1.0 or higher.
LCx Assay Module 1, version 2.0 or higher,
Assay Activation as described in the LCx Analyzer Operations
Manual is required to initiate use of the LCx Neimeria
Lonorrhoeae Assay.
LCx Inacrivation Diluent (1)
{No. 7B15-04)
2 x 900 mL bortles
LCx System Diluent (2)
(No. 7B14-04)
4 x 1000 mL borles
X SYSTEMS Centrifuge (No. 9527) or Equivalent Laboratory
Microcentrifuge
:\lnu: This must be a separate unit other than the one in Area
{spced 29,000 x p) for pulse cenwifuging amplification vials
before placing into the LCx Reaction Cells.

Note: Some centrifuges may require adaprers for centrifuging
amplification vials.

SPECIMEN PREPARATION

The use of the LCx Gonorrhea Negative Control and Calibraror is

integral to the performance of this LCx assay. These reagents must

be prepared in conjunction with specimens to be tested. Refer (o the

Quality Control Procedures secrion for derails.

All specimen storage and processing must take place in the

dedicated Specimen Preparation Arca (Area 1).

The LCx Dry Bath will require 20-40 minutes to heat up from a

cold start, Confirm the dry bath has reached 97°C (£2*C} before

proceeding.

Swab Specimen Preparation

1. Allow specimen to completely thaw if frozen.

2. Inser specimen tubes into wells of preheated dry bath and allow
the heat block temperature 1o srabilize o 97°C(22°C).

3. Afer the temperature of che heat blocks is stabilized ac 97°C,
heat specimens for 15 minutes (+1 minute). Failure to reach
97°C (£2°C} could impair release of the DNA in the specimen
and may result in false negarive results.

4.  Remove specimen from the dry bach and allow ro cool at room
temperature for 15 minutes (£5 minutes).

5. After cooling, unscrew the cap and express the specimen swab
along the inside of the tube so that liquid drains back inte the
sample solution at the borrom of the rube. The expressed swab
and original closuze should be discarded, and new Swab Tube
Closure (No. 3B55) should be screwed on until it clicks in place.

6. Teat the processed swab specimen immediately or store ar -20°C
or below for up 1o 90 days. If the processed specimen is stored
frozen, it must be completely thawed prior to addition to the
LCx Gonorrhea Amplification Vial.

7. Before opening the LCx Gonorrhez Amplification Vials, verify
by visual inspection chat no liquid is in the cap of the vial. The
amplification reagent level should measure approximately
two-thirds of the conical part of the vial. i necessary, che vial
may be pulse centrifuged in a microcentrifuge for 10-15 seconds.

. Using 2 pipettor and extended-length pipette tips (275 mm in
length) with aerosol barriers, add 100 pL of each processed
specimen to the appropriately labeled LCx Gonorrhea
Amplification Vial and make sure each vial is securely closed.
Transfer the vials to Area 2 and immediacely place in the LCx
Thermal Cycler for amplification. See LCx Amplification.

Urine Specimen Preparation

1. Allow urine specimen to completely thaw if frozen. Mix urine
in the utine collection cup by swirling to resuspend any scetled
marerial. [t is not necessary for alf particulare matter to be fully
dissolved.

2. Using a pipetror with acrosol barrier pipeae tips, transfer 1 mL

of mixed urine into the LCx Urine Specimen Microfuge Tube

from the LCx Urine Specimen Preparation Kit (No. 3B21).

Cenerifuge at 29,000 x g for 15 minuves (2 minuzes) in a

microcentrifuge.

4. Using a fine-tipped, plastic disposable pipetie, gently aspirate
the urine supernatant off. Be caurious not to contact or dislodge
the peller, which may be translucent. The time between
centrifugarion and removal of supernaant must not exceed 15
minutes.

5. Usinga pipettor with acrosol barrier pipette tips, add 1.0 mL of
LCx Urine Specimen Resuspension Buffer. Close the lid of che
microfuge tube and tesuspend the pellet by vortexing untif the
pellec is off the bottom of the rube.

G.  Secure tube dlosure wich 4 cap lock uncil it clicks into place.

7. Insertspecimen tubes into wells of preheated dry bath and allow
the heat block temperature to stabilize 10 97°C (£2°C).

8. After the emperature of the hear blocks is stabilized ac 97°C,
heat specimens for 15 minutes (£1 minure). Failure to reach
97°C {32°C) could limit relcase of the DNA in the specimen
and may result in false negative results.

2. Remove the specimen from the dry bath and allow to cool at
room iemperawre for 15 minuces (5 minutes). Remove cap
lock and discard.

10. Pulse cencrifuge the processed urine specimen in a

microcentrifuge for 10-15 seconds.
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13.

. Test the processed urine specimen immediacely, or store for up

o 60 days at -20°C or below prior to testing. The processed
urine specimen must be completely thawed prior to addition o
the LCx® Gonorrhea Amplification Vial.

Before opening the LCx Gonorrhea Amplification Vials, verify
by visual inspection that ne liquid is in the cap of the vial. The
amplification reagent level should measure approximately
two-thirds of the conical part of the vial, If necessary, the vial
may be pulse centrifuged in 2 microcenuifuge for 10-15 geconds.

Using a pipettor with asrosol barrier piperte tips, add 100 pL of
euch processed urine specimen to the appropriarely labeled LCx
Gonorchea Amplification Vial and make surc each vial is
securely closed. Transfer the vials 10 Area 2 and immediacely
place in the LCx Thermal Cycler for amplification. See
procedure under LCx Amplificarion.

PROCEDURE
Procedural Precavtions

1.

7.

Work in a laboratory using DNA amplification methods shouid
always flow in 1 onc-way direction beginning in the Specimen
Preparation Area (Area 1), then moving 1o the Amplificacion
and Detection Area (Area 2). Do not bring any materials from
Area 2 into Area 1.

Surface cleaning wing a 1% (v/v) sodium hypochlorite
sotution followed by 70% (v/v) ethanol should be performed
on bench tops and pipettors at least once per day prior to
beginning an LCx Assay.

Note; Chlorine solutions may pit equipment and metal. Use
sufficient amouncs or repeated applications of 76% ethanof
until chlorine residue is no longer visible.

Monthly monitoring procedures for the presence of DNA can
be found in the Quality Control Section of this package insert.
In addition, if the LCx Negative Conol consistemtly fails the
NEG HIGH or NEG AVE HIGH specifications for the LCx
Neisseria gonorrhocac Assay Parameters, laborarory
<ontamination may be suspect. If this occurs contact LCx CSC.
The LCx Neisseria gonorvhoear Assay is designed o be detected
only on an Abbort LCx Analyzer.

AN plastic marerials coming 1nto contact with the specimen
should be froe of any residue from previous specimens, Tesgents,
or cleaning compounds,

During the sample (specimens, Calibrators or Negarive
Controls) addition step, only one LCx Gonorrhea Amplificarion
Vial should be open at any given time. After this step, the vials
should remain closed throughour che thermal cydling and
detection procedures. This aids in the prevencion of
Cross~contaminaton.

Only one borde of Negartive Control or Calibrator should be
open at any one time,

LCx Amplification

Refer to the LCx Thermal Cycler Operations Manual for
derailed instructions on thermal cycler operation. Tum the LCx
Thermal Cycler on for at least 15 minutes prior to use.
Collect all LCx Gonorrhea Amplification Vials conwining
samples, Negative Control and Calibrator from Area 1 and
transfer vo Area 2 for thermal cycling,
LCx thermal cyding conditions should be edited to the
following amplification parameters described boow.
Assay Step-Cycle File:

Segment1l  93°C for | second

Segment2  59°C for 1 second

Segmenr3  62°C for 1 minute 10 seconds
Cycle count 40 cycles

The amplification run time is approximately 2 houss.

The Assay Srep-Cycle File is "Linked to” the Soak File at 25°C,
indefinirely.

Place the amplification vials into the theemal cycler, and iniciate
run. After completion of the thermal cycler run, amplification

product may remain &t 15-30°C for up to 72 hours prior to LCx
detection.

LCx Detection and Inactivation of Amplification Produat

LCx Nerirseria gororrbosae Assay Parameters

The following LCx Neisseria gonorrhoeae Assay parameters have been
factory ser in the Assay Module and may not be edited. These

parameters can be printed and displayed according to the procedure
in your LCx Analyzer Qperations Manual, Section 5.

Assay 12 Gonorrhea LCR

3 SAMPLE REP 1
32 MAX NRM 0.500
33 MIN CORR 0.950
34. MAX INTRCPT 12000.0
45. CAL HIGH 2230.00
46. CAL LOW 370.00
47, CAL AVE HIGH 2000.00
48. CAL AVE LOW 600.00
54. NUM POS CNTL o
35 NUM NEG CNTL 2
61. % CUT OFF 25.000
83. NUM CAL 2
85. NEG HIGH 145.00
86. NEG LOW 0.00
87. NEG AVE HIGH 100.00
88. NEG AVE LOW 0.00

15.

16.

Refer to your LCx Analyzer Operations Manual for detailed
instrument operation procedures. Before running the LCx
Analyzer, check to see thar LCx Inactivation Diluent (1)
conzains 2 minimum of 100 mL and the LCx System Diluent
(2) eontains a minimum of 250 mL.

Remove che LCx Gonorrhea Amplification Vials from the LCx
Thermal Cycler.

Place LCx Reacrion Cells into an MELA Carousel; lock the
carousel.

Pulse centrifuge the LCx Gonorrhea Amplification Vials in
microcentrifuge for 10-15 seconds before placing inta the LCx
Reaction Cells.

Place the amplification vials into the LCx Reaction Cells in the
following order: Negative Controls in positions 1 and 2,
Calibrarors in positions 3 and 4, and specimens in the remaining
positions.

Place the carousel into the LCx Analyzer.

Lock the Amplification Vial Rerainer by turning che handle
counterclockwise,

Remove the LCx Gonorrhea Detection Reagent Pack from
2-8°C storage, gently invert it 5 times, and open the reagent pack
bottles in the numeric order: 1, 2, 3, 4.

Look for any film chat may have formed over the openings of

the reagent bortles, 1f present, remove using 4 long, clean piperre
tip or 2 wooden applicator stick for each borele.

. Place the LCx Gonorrhea Detection Reagent Pack into the LCx

Analyzer.

- Press RUN on the LCx Analyzer control panel. Final assay

results will be printed in approximarely 60 minures.

- Remove the assay results printout from the LCx Analyzer.
. After completion of the detection procedure, remove the LCx

Gonorthea Detection Reagent Pack, and close the caps in the
numeric order: 4,3,2,1. Store the detection reagent pack ar
2-8°C.

- Unlock the Amplification Via} Retainer by turning the handie

clockwise until it is no longer over the ME!A carousel.

Remove the MEIA Carousel, individually remove the LCx
Reaction Cells, and dispose appropriarely.

Review the assay resules and record patient resulrs.

QUALITY CONTROL PROCEDURES
Negative Control and Calibrator Preparation

Al Calibrator and Negative Control preparation must take place
in the dedicated Specimen Preparation Arez (Area 1).

The LCx Neisseria gonorrboeae Assay procedure requires that the
LCx Gonorrhea Negative Control and the Caiibrator be ran in
duplicate with each MEIA carousel of dlinical specimens.
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2. The LCx® Gonorrhea Negative Control and Calibrator are
activated by the addition of 100 pL of LCx Gonorrhea
Activation Reagent. After addition, the contents of the bortles
are then recapped and vortexed for 2-5 seconds. Use activated
Negarive Concrol and Calibrator immediarcly or store ac 2-8°C
“ar up to 8 hours.

L"‘Not adding activation reagent or adding incotrece volumes of
activation reagent may give erroneons results and the un may
be invalid. .

3.  Before opening the LCx Gonorthea Amplification Vials, verify
by visual inspection that no liquid is in the czp of the vial. The
amplification reagent level should measure approximately
two-thirds of the conical pare of che vial, If necessary, the vials
may be pulse centrifuged in a microcentrifuge for 10-15 seconds.

4. Using a pipettor with acrosol barrier pipette tGps, add 100 pL
each of the activared LCx Gonorrhea Negative Control and
Calibrator 10 the appropriately labeled LCx Gonorrhea
Amplification Vials and make surc each vial is securely closed.
Transfer the vials to Area 2 and immediacely place in the LCx
Thermal Cycler for amplification. See LCx Amplificarion.

Positive Control

A paiitive conrol thar monitors the entire assay procedure including
the specimen processing step should be tested in accordance with
requirements of appropriate accrediting organizations. For such a
control, 2 known positive urine specimen can be processed in paralld
and tested with unknown specimens. Specimens used as processing
concrols muse be stored per the Specimen Collection and Transport
to Test Site section in this assay package insere.

Aleernatively, N, gonerrhocae cells (available from ATCC, Catalogue
N0.27631) may be subcultured or an existing subculture of V.
gonorrhoeac may be used as a positive control.

Preparing the Cell Stock and the Positive Control

1. Thaw lyophilized stock, or vial of stock culture ar room
temperature and inoculate a chooolate agar plate within 30
minuoes of thawing cells.

Incubare the inoculated plare at 37°C with $% COz for 24 10
6 hours until growth is noted.

3. Suspend and seriaily diluce cells in phosphate buffered saline to
determine CFU/mL by routine labotatory procedures.

4. Dilure cell stock to approximately 1 x 107 CFU/mL in uypricase
say broth containing 20% glycerol. To store stock, aliquot in
100 pl. to 500 gL volumes and keep at -20°C or below,

5. Preparing the Posicive Control: Serlally dilute cell stock to
approximately 1 X 10° CFU/mL in LCx Utine Resuspension
Buffer. Aliquot 1.0 mL volume in LCx Urine Specimen
Microfuge Tubes and use or store at -20°C or below.

6. Thaw the aliquot, if frozen. Hear the aliquot in the LCx Dry
Bath ar 97°C (32°C) for 15 minuces (1 minute). Note: Place
Cap Locks on the microfuge tubes before heating. Allow tubes
to cool to room temperature before handling.

7. Perform amplification and detection in parallel with unknown
specimens.

The positive control should give a positive assay value (S/CO ratio

21.00). Each laborarory should establish a target value and limics for

cach control batch using statistical control rules. (See NCCLS

C-24A.) These targec values and limics should be maintained

throughout storage.

Assay Validity
Validity of the LCx Gonorrhea Negative Conurol and Calibrator
assay results are aucomatically asscased by the LCx Analyzer before
procceding to analyze specimen assay resulis.
The LCx Analyzer first verifies that the assay resules of the Negative
Control and Calibrator are within the specified ranges of the LCx
Neisieria gonorrhoeac Assay Paramerers by comparing the assay results
of the Negarive Conrrol and Calibrater to the values listed in che
#reay pacamieters. A run is valid when the individual and average
s are wichin the values listed for CAL HIGH, CAL LOW, CAL
HIGH, CAL AVE LOW, NEG LOW, NEG HIGH, NEG
AVE HIGH, and NEG AVE LOW purameters in the LCx Neitseria
gonormbacae Assay Pacameters.

In the event of an invalid Negarive Control or Calibrator assay resulr,
the assay results princout will identify the our-of-range result, che
S/CO ratio of the specimens will NOT be calculated and a flag
indicating an invalid result will occur in the NOTE column of the
printout nexe to che specimen assay resules. If an our-of-range result
is identified on the printous, refer to che LCx Analyzer Opecations
Manual, Section 10: Troubleshooting and Diagnostics for an
explanation of the error message. Instrucrions for troubleshooting
the derection portion of the assay can also be found under General
Troubleshooting Procedures, LCx MEIA Performance
Troubleshooting.

The LCx Analyzer does nor calculare imprecision berween Negative
Control or Calibeator replicare values.

Note: Ensure the LCx Negative Conurols and Calibrators are in the
correct order ot the MELA carousel to avoid an invalid cun.

If an amplification vial opens during thermal cycling, the sample is
tovalid and should not be used. Make sure that the amplificacion vial
caps are tightly closed. Remove carefully to a biohazard bag and seal
the bag. Dispose of according o procedure of waste disposal in the
LCx Thermal Cycler Operations Manual Secrion 8: Hazards,
Biosafery.

Displayed and Printed Error Codes

Ifa displayed or printed error code appears, refer ro the LCx Analyzer
Operations Manual, Secrion 10.

Monitoring the Laboratory for the Presence of Amplification
Product

It is recommended thar this test be done ac keasc once 2 month o
monitor laboravory surfaces and cquipmeat for contamination by
amplification product.

Using the small-tipped specimen swab from an LCx STD Swab
Specimen Collection System, insert the swab inro the tube of the
Swab Specimen Transport Buffer. Allow the tip ro become saturated
with the buffer. When the tip is saturated, remove from the container
and wipe the desired area using a broad sweeping motion. Replace
the swab jnto the transport tube and break ar the scored mark. Process
following the LCx Neisseria gonerrhocae Assay procedure. 1t is very
important to be sure 1o test all aress that may have been exposcd to
samples andfor amplificadon product, This includes pipettors,
pipector handles, LCx Analyzer function keys, LCx Thermal Cycler
funcrion keys, bench surfaces, microcentrifuges and cencrifuge
adaprers, IF pesitive results (8/CO ratic 21.00) on surfaces are
observed, clean the contaminated areas with 1% (viv) sodium
hypochiorite soludon, followed by 70% (v/v) ethanol, Follow the
appropriate operations manual for cleaning and decontamination
cquipment if positive resulcs are observed. Note: Chiorine solutions
may pit equipment and metal. Use sufficient amounts or repeated
applications of 709 cthanol until chlorine residue is no longer

visible. Repeat this cleaning procedure until the results are negative
(S/CO ratio <1.00),

RESULTS

CALCULATIONS

The LCx Neisseria gonorrhoeae Assay uscs MELA detecrion on the
LCx Analyzer o detect N. gonorvhorae DNA. All calcularions are
performed automatically.

The presence or absence of V. gomarrhoese is determined by relating
the LCx Assay results for the specimen to the Curoff value. The
Cutoff value is the mean RATE (c/s/s) of the LCx calibrator
duplicaces multiplied by 0.25.

Calculation of the Cutoff value:

Curoff value = 0.25 x (Mean of LCx Gonorrhea Calibrator RATES)

The S/CO value is determined by caleulating a ratio of the sample
RATE to the Cutoff value.

_S _ Sample RATE
GO ™ "Curoff Value
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INTERPRETATION OF RESULTS

Patient specimens results should be interpreted and reported as
follows:

SICoO

Ratio Result Report

21.20 LCx® Positive V. gonorrhoeae DNA detected, and
positive for . gonorrhoeae by LCR™
amplification and MEIA detection.

<0.80 LCx Negative N rnarrbaue DNA not detecred,
and presumprively negative for
N. fomrdmuz by LCR amplification
and MEIA detection. Specimen may
not contain N. gonorrhoeae or may
be negative due to inhibitors in the
specimen.

0.80-1.20 1CxEquivocal Repeat LCx vest. If repeac test S/CO
ratio is greater than or equal to 1.00,
N. gonorrhoeae DNA derecred, and
pasitive for N, gomorrboeae by L.CR
amplification and MEIA detection.
If the repeat test s bets than $/C0O
ratio 1,00, V. gemerrhoeas DNA nin
detecred and presumptively negative
for N, go by LCR amplifi-
cation and MEIA detecrion.

Note: Check the printout for initial results with S/CO values of
0.80-1.20 which require repeat testing,

LIMITATIONS OF THE PROCEDURE

1. Optimal performance of this test requires adequare specimen
collection (sampling columnar epithelial cells) and handling (see
Specimen Collecrion section}, The assay should be performed
only on swab samples from the endocervix and male urethra or
on urine from males and females. The use of specimens other
than those listed has not been validaced. Specimen adequacy can
only be assessed by microscopic visualization of columnar
epithelial cells in the swab specimens.

2. A negative result does not exclude the possibility of infection
because resulrs are dependent on adequate specimen collection
and absence of inhibitors. The presence of LCR inhibirors may
cause false negative results with this product. The effect of
freezing samples on inhibition or on che ability to decect low
levels of organisms has aot been determined. Resules from the
LCx N. genorrhoeas Assay should be interpreted in conjunction
with other laborarory and clinical data available to the clinician.

3. A positive result for the presence of V. gomorrhoeae nuceic acids
in the endocervical specimens does not establish the causative
agenc for salpingitis or PID. A negative resule for the N
gonorrhoear nucleic acids in the endocervical specimen does not
exclude gonococeal infection as 8 cause of ascending infecrion.

4, The LCx Nrisseria gonorripeac Assay is not intended to replace
culture and other methods for diagnosis of gonococcal infection.
Sympromatic patients may have cervicitis, urinary tracr
infections, or vaginal infecrions due to other causes or
concurrent infections with other agenrs. Assessment of
antimicrobial susceptibility, auxotype or scrotype is dependen:
on culture isolation,

5. Use of the LUs Neineria gonorrborne Assay is lnited 1
prersonnel who have been teained an e puocedires of wn 1400
Anay andl the LUx Anwlyecs,

6. The LC» Inpctivation procedure reduces the risk ol
contamination by amplification produci. However, DNA
coptamination from the Calibrator or clinical specimens must
be controlled by goed laboratory practice and careful adherence
1o the procedures specified in the package insert.

7. Therapeutic success or filure cannot be determined as .
gonorrhoeae nucleic acids may pemsist following appropriate
antimicrobial therapy.

8. The LCx Neisseria gonorrhoeae Assay should not be used for the
evaluation of suspected sexual abuse or for other medico-legal
indications. Verification by an alternate merhod is
recommended when results may have psycho-social impact.

9.  The LCx Neisseria gonorrhoeae Assay provides qualitative results.
No corcelation can be drawn berween the magnitude of a
pasitive LCx Neisseria gonorrboeae Assay signal and the number
of Neisseria gonorriocar cells within an infecred specimen.

10. Some spermicidal agents and feminine powder sprays interfere
with the assay and should therefore not have been used prior to
collection of specimens for the assay.

11. Swab or urine specimens chat are moderate bloody (greater than
approximately 0.5% (v/¥)) should not be tested since chey may
cause inhibition in the LCx Neiseria gonorrhocar Assay.

12. Swab or urine specimens that are grossly mucoid (greater than
approximately 5% (w/v)) should not be tested since chey may
cause inhibition in the LCx MNeiveria gonorrhocac Assay.
Therefore, it is important that the exocervix be wiped free of
mucus prior to collection of the swab specimen to insure optimal
specimen condition.

13. The LCx Neisseria gonorrhoeac Assay for male and female urine
testing must be petformed on firsc carch urine specimens
{defined as the first 15-20 mL of the urine scream). The effeces
of other variables such as first-catch vs. mid-stream, post
douching, etc. have not been determined.

14 The eflects of other potential variables such as vaginal discharge,
use of tumpons, douching, ec.. and apecimen collection
variables have not been determined.

15. The predicrive value of an assay will depend on discase
prevalence in any particular population. See Table 2 for
calculared predicrive values at different hypothetical prevalence
rates that were derived from LCx sensitivity and specificicy
results.

EXPECTED VALUES

The LCx Nrisseria gonorrhoear Asszy was tested on a tosal of 3362
specimens obtained from patients attending sexally cransmitted
disease dinics or OB/GYN clinics. For endocervix and male urethra
testing, one swab specimen was taken 1o streak the culture plate and
then the same swab specimen was used for the LCx assay. For urine
testing, a urine specimen was collected after the endocervical or male
urechral swab was raken. LCx Assay urine results were compared 1o
the endocervical or male urethral culturc. Discrepant specimen pairs
with culture-negartive and LCx-positive results were re-analyzed by
LCR using another N. gonorrhoeae specific probe set wargeting the
Pilin gene.

Prevalence

The prevalence of positive N. gonorrhoear specimen results in patient
populations varies depending on population characreristics such as
age, sex and risk factors, and can vary depending on testing
methodology. During clinical tials, prevalence using the LCx
Neisseria gonorrhocar Assay was observed 1o range from 3.5% to
35.6% as shown in Table 1.

Table 1
Prevalence of LCx Positive Results by
Sample Type and Tesc Site
No. Pos/
Sample Type Test Sice  No. Tested % PREV
Female Endocervical 1 28/142 9.7
2 711492 14.4
3 LM 1KY 6.9
4 127342 3.5
Female Llring 1 22119 18.5
3 52/340 15.3
3" 21121 17.4
Mialc Usciheal ] 731205 35.6
2 128/429 29.8
3* 171116 147
Male Urine 1 57/163 35.0
2 168/590 28.5
3* 117114 9.6

‘In-house testing of specimens collected from sites 1, 2 and 4.
Positive and Negative Predictive Values

The calculated positive and negative predictive values (PFV and
NPV) for different hypothetical prevalence races using overall LCx

sensitivity and specificicy of 97.5% (626/642) and 98.3%
{2673/2720), respectively, are shown in Table 2.
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Table 2
LCx® Neisseria gonorrhoeae Assay Calculated Predictive
Values at Hypothetical Prevalence Rates

Positive Negative
Prevalence  Sensitivity  Specificity  Predictive  Predictive
Rate (9¢) {96} (%) Value (%)  Value (%)
5 97.5 98.3 75.1 99.9
10 97.5 98.3 B&.4 99.7
15 97.5 98.3 210 99.6
20 97.5 98.3 93.5 99.4

Frequency Distribution

A votal of 3362 male and female specimens were assayed at four
clinical sites. The frequency of S/CO values (sample c/¢/s o cutoff
o/sfs) of the specimens is iHluserated in Figure 1. The distribution of
S/CO values is as follows: 79.54% of the S/CO values were <0.80,
19,78% were 21.20, and (.68% were berween 0.80 and 1.20. Six of
the 23 specimens with S/CO values herween 0.80 and 1,20 were
culcure positive, Of the 17 remaining culture negative specimens, 13
were tested by LCR probe set targeting the Pilin gene and seven were
positive by this LCR rest.

Fragquency Disiripution of LCx Nalssaria gonorhosas Asssy {rm3362)
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*Valus under each column is the mudpaint LCx aignai for that cell.

SPECIFIC PERFORMANCE
CHARACTERISTICS

The performance characteristics of the LCx Neiwseria gonorrboear
Assay established during clinical trials were generated on an carlier
version of the LCx instrument. Reproducibility studies, however,
were generated using the current version of the LCx instrument.
Performance chatacteristics were determined by comparing LCx
assay results to culture results for N. gonorrhoeae.

The results of the clinical studies are shown in Tables 3A, 3B, and
3C. For the clinical specimens twested, there were 642 (486 frozen and
156 fresh) thar were culture positive, OF the 642 culture positive
specimens, the LCx astay was negative for 16 (12 frozen and 4 fresh).
The reason for these results could be inhibition, collection varizbles,
or other factors, The LCx assay was positive for an addirional 47
specimens that were culture negative (39 frozen and 8 fresh), 41 of
which (33 frozen and B fresh) were positive by an alternare target rese
(specimens with LCx positive/culture negative discordant results
were tested by LCR with 4 diflerent prohe sct targering the Pilin gene
region of M. pomerrhucae). There were 15 specimens with $/CO
values berween 0.80and 0.99. Twelve of the 15 were culisre negarive

Eight of the 12 culture negative specimens were tested by LCR Pilin
assay and 4 were positive by chis test.

Specificity

The following list identifics the bacteria, parasites, viruses, yeast and
fungi that have been tosted in the LCx Neiseria gonorrboeae Assay.
All isolares were cested using the equivalent of ac Jeast 107 copies of
genomic DNA per test excepr as indicated. The tested organisms
include those that arc commeonly found in the urogenital tract us well
as others. Al] gave negarive values.

Acinesobacier calroacetivus Lacrobacillus plantarum
Actinomyces israelii Mima polymorpha
Adenovirus® Moraxella lacunata
Aeremonas bydrophila Morganella morganii
Alcali i Moraxella osloensis

Bacilsey subsilis Mycobacterium avium
Bacillus thuringiensis Lf:bdmn'um gordonar
Bacteroides fragilis M;apfam hominis

Bifidobacterium longum
Branbamells catarrialis
Candida albicans
Candida glabrase
Chiamydta trachomatis
Cirobaceer fresndii
Clostridium .lpomi:?m
Corynebacierium hoffmanni
Corynebacterivm renale
Crypococcws laurensii
Cyromegalovirus*
Edwardsiella varda
Lnserobacter atrogenes
Enterobacter cloacar
Enterococeus faecalis
Engerococcus faeciunm
Epstein-Barr Virus®
cherichia coli
Ewingella americana
Flavobacterium odorasum
Fusobacrerium nucleatsm
Gardnerella vaginalis
Harmaphilus iflurnzar
Huemaphilis parainfluenzae
Hafrew alvei
Helicebacier gylor:
Herella vagincola
Hepatitis B Virus®
Herpes Simplex Virus 17
Herpes Simplex Virus 1I°
Human Herpes Virus®

Neisserna cararrbalss
Neisseria cinerea
Neisseria elongara
Nexsrers e
Neisseria cens
Neisseria lactamica
Neitseria meningitidis
Nrisseria mucosa
Neisseria perflava
Neisseria polyraccharear
Neisseria sicea
Neisseria nubflava

Pepsostreprococeus productus
Plhvomen

iomonas shigelloides
Propionibacterium acnes
Proceus mirabilis
Progens vulgaric
Providencia stuarsii
Psewdamonas aeruginosa
Saccharemsyces cerevisiae
Salmonella enteritidis
Saimonellz minnesora
Salmonclla typhincrium
Serratia marcescens
Shistosoma haematobinm*
Shigella sonnei
Seap OCCUS AUreus
Staphylococcus epidermidis
Streprocoecus a ’
Streprococeus farcalis
Strepeococess musans

. Human immunodeficiency Streprococeus pyogenes

Virus cype T

Human Papilloma Virus 16° Treponems pailidsem

Human Papilloma Virus 18~ Trichomonas waginalir

Human T-Cell Lymphorrapic Ureaplarma urealyticum
Virus 1

Kiebsiella prevmoniae Varicalla-zoster Virus*

Lactobacitlus casel Veillonella parvula

Yersinia enterocolitica
* Testing using equivalent of 10% copies of genomic DNA per test.

Analytical Sensitivity

The analytical sensitvity of this assay (limit of derection) is 10
Colony Forming Unixs (CFU) of any of the 6 auxotrophs of Neisseria
gonorrhocae. The analytical sensitiviry of this assey was determined
by a serial dilucion study on all 6 auxotrophs {suxotype 1, 5, 9, 12,
16, and 22). Each auxotroph was diluted to less than 10 CFU per
reaction and tested in the LCx Nrisserie gonorrhocar Assay. In all
cases, cach replicate of a dilution giving 10 CFU per vest (100 pL
specimen volume) was positive by the LCx Nrisseria gonorvhoeae
Assay.

Inactivation Efficiency of Amplificarion Producs

A 107 fold reduction of the amplification product concentration is
achieved in overamplified samples by the inactivation chemistry used
in the LCx Neisseria gonorrhoeas Astay. For dclinical specimens, 40
positive urine and swab specimens were wied to evaluatc the
inactivation cfficiency. Amplified specimens were diluted 100-fold
and then inactivaced using the UCx assay procedure before re-testing
with the LCx Neisseria gonorrhoacac Assay. All specimens showed
negarive tesules (S/CO ratio <1.00) afrer inaceivation,
Reproducibility

Assay reproducibilicy ol the 1.Cx Newsenia gonorrhocae Assay was
demonstrated by testing a 5-member panel consisting of 4 ditutions
of V. gonervhoear in a specimen matrix. This reproducibility panel
was rup at three different sites in eriplicate ewice 2 day for three days.
The clinical trials were all run in laboratories with a high degres of
expertise in DNA amplification assays. It was important to
demonstrate the reproducibility obeained by technicians who had no
prior expericnce with this type of assay, Therefore, the technicians at
™o of the sites in which the reproducibility panel was run had been
instructed in the LCx Neisseria gonorrhoeas Assay buc had not
previously sun DNA amplification assays. The resules of the average
within-run, berween run and berween day and rotal reproducibility
of the LCx Nrisseria gomorrhocar Assay are shown in Table 4. The
variance estimates presented in Table 4 were caleulated from the
variance componenis obeained using SAS's® PROC NESTED
procedure. Variance estimates are curnulative from left 1o right, i.e.,
"Wichin Run® variabiliry is included in the "Between Run" reem, etc.
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Coeflicients of Variation {CV) for Panel Member A and the Negative
Control are not presented, instead the Standard Deviation (SD) is
presented as the measure of variability. Results are presented
according to the National Committee for Clinical Laborarory
Standards (NCCLS).

Negative Control and Calibrator Performance

The performance of the Calibrator used during the clinical wials was
evaluated by calculering the overall mean and the percent Coefficienc
of Variation (%CV) across the vatid runs. {(See Table 5). The overall
%CV was calculated without regard to replicates. The average within
run %CV is the %CV of each Calibrazor replicare averaged over 212
runs. For the Negative Control, the overall Standard Deviarion {(SD)

is presenced as the measure of variability. These results are similar w0
the results obtained in Table 4, Reproducibility.
Proficiency

In order to determine the proficiency of the LCx® Neisseria
gonormrhoeae Assay, a 24-member pand consisting of 24 unique
samples at various LCx signals in urine and swab samples were tested.
This panel was run ac three different sites using three separate
instruments and each sample was analyzed once. The vechnicians ac
all sices were incxpericnced users and received trining on the LCx
Assay just prior to beginning the proficiency study, The resules of

this study demonstrared 100% agreement on this panel across all
three cest sites.

Table 3A
Performance Summary Compared to Culrare: Frozen Specimens
LCx Pos Pot MNeg Neg Sencitivicy Specificity
Sample Type Sympromswlogy Toml Culture  Pos Neg Pos Neg (95% C.1) (95% C.I)
Female Endocervical Asympromaric 623 24 11 3 585 88.9% (24/27) 98.2% (585/596)
(70.8-97.6) (96.7-99.1)
Symptomaric 332 47 8 0 277 100.0% (47/47) 97.2% (2771285)
(92.5-160.0) (94.5-98.8)
Female Urine * Asympromatic 140 23 1 2 114 92.0% (23/25) 99.1% (114/115)
(74.0-99.0) (95.3-100.0}
Symptomatic 237 43 0 2 192 95.6% (43/45) 100.0% (192/192)
(84.9-99.5) (98.1-100.0)
Male Urethesl Asympromatic 172 ] 2 1 163 85.7% (&/7) 98.8% (163/165)
{42.1-9%.6) {95.7-99.9)
Symptomatic 412 155 [ 2 249 98.7% (155/157) 97.6% {249/255)
(95.5-99.8) (54.9-99.1)
Male Urine * Asympromatic 234 6 1 | 226 B5.7% (6/7) 99.6% (226/227)
(42.1-99.6) (97.6-109.0)
Sympromaric 466 170 10 H 285 99.4% (170/171) 96.6% (285/295)
(96.8-100.0) {93.9-94.4)
Toeal Asympromatic 1,169 59 15 7 1,088 89.4% (59/66) 98.6% (1088/1103)
{79.4-95.6) (97.8-99.2)
Symptomatic 1,447 415 24 5 1.003 98.8% (415/420)  97.7% (1003/1027)
{97.2-99.6) (96.5-98.5)
Table 3B
Pecformance Summary Compared to Cuiture by Site: Frozen Specimens
LCx Pos Por  Neg Neg Sensitvity Specificity
Sample Type Sice Torl Culwe  Pos  Neg  Pus  Neg (95% C.L) {95% C.1)
Female Endocervical Sire § 142 5 3 ] 114 100.0% {25/25) 97.4% (114/117)
(86.3-100.0) (92.7-99.5)
Sire 2 282 30 r 2 243 93.8% (30/32) 97.2 (243/250)
(79.2:99.2) {94.3.98.9)
Site 3 (In-house) 189 9 4 1 175 90.09% (9/10} 97.8 (1751179}
(35.5-99.7) (94.4-99.4)
Site 4 342 P05 e 330 100.0% (717} 98.5 (330/335)
{59.0-100.0) (96.6-99.5)
Femnale Urine * Siee 1 119 21 1 1 96 95.5% (21/22) 99.0% (96/97}
(77.2.99.9) (94.4-100.0)
Sire 2 137 24 Q 2 111 92.3% (24/26) 100.0% (111/111)
{74.9-99.1) {96.7-100.0)
Site 3 {In-house) 121 21 ] 1 99 95.5% (21/22) 100.0% (99799}
_ {77.2-99.9) (96.3-100.0)
Male Urethral Site 1 205 70 3 Q 132 100.0% (70/70) 97.8% {132/135)
(94.9-100.0} (93.6-99.5)
Sice 2 263 76 3 2 182 97.4% (76/78) 98.4% (182/185}
{91.0-99.7) 195.3.99.7)
Site 3 (In-house} 116 15 2 1 98 93.8% (15/16) 98.0% (987100}
(69.8-99.8) {93.0-99.8)
Male Urine * Site [ 163 54 3 0 106 100.0% (54/54) 97.2% (106/109)
(93.4-100.0} (92.2-99.4)
Sice 2 423 114 5 0 304 100.0% (114/114) 98.4% (304/309)
{96.8-100.0) (96.3-99.5)
Sice 3 (In-house) 114 E 3 2 10 80.0% (8/10) 97.19% (101/104}
(44 .4.97.5) (91.8-99.4)

* Comparison cultures for these specimens were performed on endocervical and male urethral swab specimens, respectively.
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Table 3C
Performance Summary Compared to Culture: Fresh Specimens (Site 2)

LC® P Pas  Neg Neg Sensitiviry Specificity
Sample Type Symptomatology  Total Culturr Pos Neg Pos  Neg (95% C.1) (959 C.L)
Female Endocervical Asympromaltic 78 10 3 0 65 100.0% (10/10) 95.6% (65/68)
(69.2-100.0} (B7.6-99.1}
Sympromauc 132 20 1 0 111 100.0% (20/20) 99.1% (1117/112)
(83.2-100.0) £95.1-100.0)
Female Urine * Asympromatic 74 9 1 0 64 100.0% (9/9} 98.5% (64/65}
(66.4-100.0) (91.7-100.0)
Sympromaric 129 17 1 3 108 85.0% (17/20) 99.1% (108/109)
(62.1-96.8) (95.0-100.0)
Malc Urethral Asympromartic 74 1 0 0 73 100.096 {1/1) 100.0% (73/73)
{2.5-100.00 195.1-100.0)
Sympromatic 92 47 1 ¢ 44 100.0% (47/47) 97 8% (44/45)
(92.5-100.0) (88.2-99.9)
Male Urine * Asymptomatic 74 1 0 1] 73 100.0%6 {111} 100.0% (73/73)
(2.5-100.0} 95.1-100.0)
Sympromatic 93 47 1 1 44 97.9% (47/48) 97.8% (44/45)
(88.9-99.9) (88.2-99.9)
Toral Asymptomatic 300 21 4 a 275 100.0% (21/21) 98.6% (275/279)
(83.9-100.0) (96.4-99.6)
Sympromatic 445 131 4 4 307 97.0% (131/13%5) 98.79% (307/311)
92.6-99.2) {96.7-95.6)

Although it was not included in the analysis described in Tabler 3A, 3B and 3C, diserepant specimen pain with culturc-negarive and LCx-positive results were
re-analyzed by an LCx using an sleernate . gonorhosse probe sex targeting che Pilin gene. Of the f; LCx-positive, culruse-negative specimen puics, 41 were
found 10 be positive with the Pilin asay induding 18/23 cndocervical speamens, 3/3 female urine specimens, 979 male umh:l:ocimm. and 11712 maie urine
specimens. These dau indicate that these apparent false positive spocimens, may have been, in fict, true positives thar were missed by culture. The LCx Aszy was
negacive for 16 of 642 culture positive specunens. The reason for these results could be inhibition. collection variables or other factors.

* Comparison cultures for these specimens were performed on endocervical and male urethral swab specimens, respectively.

Table 4
Reproducibility

P ‘Within Run Berween Run Between Day Tozal

anel Mean
Member N SICO (5D} (%CV) {5} (%CV) {sD) (3CY) (SD) (3CV)

A 54 0.02 0.004 NA 0.004 NA 0.004 NA 0.006 NA

B 54 2.01 0.293 14.5 0.332 16.5 0.461 22.9 0.576 28.6

C 54 4.07 0.221 5.4 0.397 9.8 0.397 9.8 0.638 15.7

D 54 5.33 0.129 24 0.300 5.6 0.43] 8.1 0.581 10.9

E 54 5.77 0.220 3.8 0.389 6.7 0.603 10.5 0.675 1.7
Pancl Mean Widhin Run Berween Run Bexween Day Toral
Member N RATE (SD) {2%CV) {5D) (%CV) (SD) {%CVY) (5D) {®WCV)
Negative 54 6.8 273 NA 2.73 NA 2.78 NA 2.92 NA
Calibrator 54 1392.9 60.06 4.6 115.05 89 161.40 12.5 161.40 12.5
NA = Not Applicable

Table 5 BIBLIOGRAPHY

Reproducibility of LCx Gonorrhea

1. Bovre K: Family VIIL Neissetiacese Prevor 1933; 119. Kri
Negative Control and Calibrator Values (212 Runs) ve K: Family VII1. Neisseriaceae Prevot 9. Krieg,

N.R and Hol,, J.G. (Eds): Bergey's Manual of Systernaric

Negative Bacreriology. Williams and Wilkins, Baltimore, 1984; 288-296.

Sample Calibraror Conuol 2. Morello JA, Janda WM, and Docrn GV: Neisseria end

Mean (d/sls) 1715 86 Branhamella Manual of Clinical Microbiology 1991; Balows A,

sD 219.8 63 Hausler W], and Herrmann KL. (Eds), 258-261.

%V 3. Hale YM, Melton ME, Lewis ]S, and Willis DE: Evaluation of
Average Within Run 5.5 NA the PACE 2 Nristeria gonorrhoeae assay by three public health
Ovenali 18.8 NA laborarories. fournal of Clinical Microbiolgy 1993; 31: 451-453.

4. Burcak D, Ching SF, Hu HY and Lee H: Ligase Chain

Range (c/sfs) 565.1- 1589.5 3.8-66.8 Reaction for the Detection of Infectious Agents. Molecular

Methods for Virus Detecsion 1995; Wiebrauk D, and Farkas DH
{Eds); Academic Press Inc, 315-328.
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Stern A, Brown M, Nickel P, and Meyer TF: Opacity genes in
Neisseria gonorrioear: Control of phase and antigenic variation.
Cell 1986; 47: 61-71.

Meyer TE, Gibbs CP, and Hass R: Variarion and control of
protein expression in Neisseria. Annual Review of Microbiology
1990; 44: 451-477.

Fiore M, Mitchell ], Doan T, Nelson R, Wiater G, et al.: The
Abborr IMx automarted benchtop immunochemistry analyzer
system. Clinical Chemisery 1988; 34: 1726-1732,

US Department of Labor, Occupational Safety and Healch
Administrarion, 29 CFR Part 1910.1030, Gccupasional
Expasure to Bloodborne Pathogens, final rule. Fad Register, 1991;
56:No. 235:64175-82.

U.S. Department of Health and Human Services, Biosafety in

Microbiological and Biomedical Laboratories. HHS Publication
number (CDC) 93-8395.

World Health Organization. Laboratory Biosafecy Manual.
Geneva. World Health Organization, 1993,

National Committee for Clinical Laboratory Standards.
Protection of Labaratory Workers for Infectious Discase
Transmitted by Blood, Body Fluids, and Tissue: Tenuative
Guidelines. NCCLS Documemt M29-T2. Villanova, Pa
NCCLS, 1991

Notice: The purchasc of this product allowa the purchaser to use it
for amplification of nucleic acid sequences and for detection of
nucieic acid sequences for human in-vitro diagnostics in accordance
with the stated intended use. No general patent or other license of
any kind other than this specific right of use from purchasc is
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INTENDED USE

The LCx® Chlamydia trachomatis Assay uses LCR™ (Ligase
Chain Reaction) emplification rechnology in the LCx Probe
System For the direct, qualitative deteccion of plasmid DNA
of C. trachomatis in female endocervical and male urethral
swab specimens or in male and female urine specimens from
symptomatic and asympromatic males and fernales.

SUMMARY AND EXPLANATION OF
THE TEST

Chlamydia are non-motile, Gram-negative, obligate
intracellular parasites of eukaryoric cells. They form
inclusions in the cycoplasm of the host cell. Chiarydia
rrachomatis, one of three chlamydial specics, is known 10 be
a major eriologic agent of urogenital infections associated
with salpingitis, ectopic pregnancies and tubal factor
infersility in women as well as nongonoceccal urethritis and
epididymitis in men'3, The genital site most commonly
infected in women is the cervix, but the infecrion can be
asympromatic and, if uncreated, is likely 1o ascend 1o the
uterus, fallopian tubes and ovaries and may reault in pelvic
inflammatory disease {PID)*. Neonawes born of infected
mothers can contract inclusion cenjunceivitis,
nasopharyngeal infections and pneumonia duc to
C. machomaris®. Infection by C. trachomasis in men is also
often asympiomatic and, if untreated, may lead 1o
epididymitis, a major complication?.

The LCx Chiamydia trachomatis Assay uses the nucleic acid
amplification method LCR to derect the presence of
C. trachomatis plasmid DNA directly in clinical specimens.
The four oligonucleotide probes in the LCx assay recognize
and hybridize to a specific target sequence within the
C. trachomatis plasmid DNA. The oligonucleotides are
designed to be complementary o the target sequence go
that in the presence of target, the probes will bind adjacent
to one another. They can then be enzymatically joined to
form the amplification product which subsequently serves
as an additional target sequence during further rounds of
amplification. The product of the LCR reaction is detected
on the Abbott LCx Analyzer.

BIOLOGICAL PRINCIPLES OF THE
PROCEDURE

Specimen Preparation

Specimen preparation is the first step of the LCx Chlamydia
trachomatis Assay, during which the DNA of the organism
is released and made accessible to the enzymes and other
components of the LCR reaction. This enrails disrupting
the cells and s¢pararing the strands of the DNA wirhin the
specimen. This is accomplished by heating the clinical
specimen in Swab Specimen Transport Buffer for
endocervical and male urethral swabs, or LCx Urine
Specimen Resuspension Buffer for urine specimens.

Amplification

1n addition o its chromosemal DNA, C. machomaris harbors
a cryptic plasmid, which is found in all serovars at
approximatsly 10 copies per elementary body or reticulate
body®. The LCR target is located within this plasmid and is
% short sequence which is highly conscrved among all the
serovars of C, tachomaris but is not found in other species”.

In the DNA amplification step, the prepared sample is added
to the LCR reaction mixture consisting of four
oligonucleotide probes, thermostable ligase and polymerase,
and individual nucleoatides in buffer.

The four oligenucleotide probes are designed in pairs thar
hybridize 1o complementary single-stranded C. srachomatis
rarget sequences exposed in sample preparation. When a
pair of probes has hybridized to a target sequence on asingle
strand of DA, there is a gap of a few nucleotides berween

the probes. Polymerase aces to fill in this gap with the
nucleotides in the LCR reaction mixwre, Once the gap is
filled, ligase can covalentdy join the pair of probes o form
an amplification producr that is complementary o the
original rarget sequence and can irself serve as a targer in
subscquent rounds of amplification. Amplification occurs
when the LCR reaction mixture and sample are incubated
in a DNA thermal ¢ycler.

During thermal cycling, the temperature is raised above the
melting point of the hybridized amplification producc
causing it to dissociate from the original @rger sequence.
Lowering the temperature allows more of the oligopucleotide
probes to hybridize to the wrgees now available. The
temperature continues to be cycled in this manner unttl
sufficient numbers of targer amplification produce have
accurnulated and can be detected by Micropartide Enzyme
Immunoassay (MELA). Because the number of targets
increases exponentially, forry thermal cycles are sufficienr o
achieve up 1o 3 billion-fold amplification in the number of
target sequences.

Detection

The rwo pairs of oligonucleotide probes in che LCx
Chlamydia rrachomatis Assay are labeled with
immunoreactive chemical groups called haptens. Each
individual probe has either a caprure hapten (recognized by
an antibody attached o the MEIA microparticles} or a
derection hapten (recognized by an antibody conjugated
alkaline phosphatase}. The probes arc labeled such thar, when
they are joined during the LCR reaction, the amplification
product has the capture hapten at one end and the detection
hapren ac the other. In the LCx Analyzer, a sample of the
amplification product is auromatically transferred to an
incubation well.® Here the microparticles coated with
anti-capture hapren (Rabbir) bind the amplification product
as well as any unligated probes carrying the capture hapien.
The reaction mixrure is then automarically transferred w0 2
glass fiber matrix to which the microparticle complexes bind
irreversibly. A wash step removes the unligated probes having
only the detection hapten. The bound microparticle
complexes are then incubated with anti-detection hapten
{Rabbit): Alkaline Phospharase conjugace which binds w
the detection haptens. This antibody conjugate binds only
to amplification products. The antibody conjugate can then
be detected by addition of cthe substrate.
§-Methylumbellifery! Phosphate, which is dephosphorytaced
by alkaline phospharase to produce a fluorescent molecule,
4-Methylumbelliferone, thar is measured by the MEIA
optical assembly.

Prevention of DNA Contamination

Amplificatien reactions such as LCR are sensitive o
accidental introduction of product from previous
amplification reactions. Falsc-positive results could occur if
cither the clinical specimen or the LCx reagents used in the
amplification srep become contaminated by accidental
introduction of even a few molecules of amplification
product. Measures 10 reduce the risk of DNA contamination
in the laboratory include physically separaring activities
involved in performing LCR, chemically inactivating

amplification product and complying w0 good laboratory
practice.

Dedicated Laboratory Areas

Sample preparation must be complered in a dedicated area
(Arca 1) of che laboracory. Asea | is used for processing of
samples (specimens, LCx Chlamydia Negarive Control and
Calibrator} and the addition of processed samples to LCx
Chlamydia Amplificarion Vials. Amplification and detection
of amplification product is completed in a second dedicated
area (Area 2).
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Aerosol Containment

To reduce the risk of DNA contamination due to atrosols
formed during pipetting, pipettors with acrosol barrier
pipette tips must be used for all pipetting excepr for one
step of the Urine Specimen Preparation protocol. This
protocol allows for fine-tipped, single-use, plasdc disposable
pipettes, Refer to Specimen Preparation, Urine Specimen
Prepararion in this assay package inserr.

Inactivation of Amplification Product

To reduce the risk of amplification product contamination,
at the end of the LCx Chlamydia srachomaris Assay,
amplification product is automacically inactivated using a
two-teagent, chemical inactivation system. Both reagents {2
chelared metal complex and an oxidizing agent) are delivered
into the LCx Reaction Cells by the LCx Analyzer after the
amplification product has been detected. The ensuing
reaction results in the nearly complete destruction of any
nucleic acid present. This effectively reduces the risk of
conramination of the laboratory by amplification product.

REAGENTS

LCx STD Swab Specimen Collection and
Transport Kit
{100 individually-wrapped sterile Collection Systems)

Each Collection System contains: one capped transport
tube with 0.5 ml. Swab Specimen Transport Buffer, one
large-tipped cleaning swab, and one small-tipped
specimen swab. Swab Specimen Transpert Buffer
contains » 50 mM MgClz. Preservative: Sodium Azide.

LCx Urine Specimen Preparation Kit
(100 tests, 4 bottles of LCx Urine Specimen
Resuspension Buffer, and 100 LCx Urine Specimen
Microfuge Tubes with cap locks)

LCx Urine Specimen Resuspension Buffer contains
2 50 mM MgCl: and detergent. Preservartive: Sodium
Azide.

LCx Chlamydia Amplification Kit
1LCx Chlamydia Amplification Vials
(96 vials, 0.090 mL per vial)
Four oligonucleoride probes each st >10'° molecules per
reaction, enzymes { 2 1 unit thermostable DNA
polymerase and > 10,000 units thermostable DNA
ligase), > 3 pM each of two dANTPFs, » 20 pM NAD,
and stabilizers in a buffered solution. Preservative:
Sodium Azide.
LCx Chiamydia Negative Control, Calibrator, and
Activation Reagent
{6 sets of each)
LCx Chlamydia Negative Control (N)
(0.48 mL per bortle)
z 1.B pg/mL Salmon Testes DINA in 2 buffered solution.
Preservative: Sodium Azide.
LCx Chlamydia Calibrator (C)
(0.48 ml. per boule)
Extracted DNA from inactivated C. trachomasis
elemencary bodies ar approximarely 20 IFU/ml in »
buffered solurion, Preservacive: Sodium Azide.
LCx Chlamydia Activation Reagent (A)
(0.7 mL per borde)
Z 300 mM MgCly, dye: red (FD&C Red No. 2) and

stabilizers in buffered solution. Preservative: Sodium
Axide,

LCx Chlamydia Detection Reagent Pack®

(100 tests)®

1. 1 Botde, (6 mL}
Anti-Caprure Hapten (Rabbir) costed Microparticles,
> 0.025% solids in buffered solution. Preservative:
Sodium Azide.

2. 1 Bortle, (8 mL)

Ant-Detection Hapten {Rabbit): Alkaline Phospharase
Conjugate > 0.01 pg/mL, in buffered solution with
stabilizers and antimicrobials.

3. 1 Borde, (10 ml}

4-Methylumbelliferyl phosphare (MUP} 1.2 mM, in
buffered solution. Preservative: Sodium Azide.

4. 1 Bottle, (25 ml.)
Meral chelate, > 13.5 mM, in buffered solution.

 The LCx Chlarnydia Amplificatian Kit and the LCx Chismydu Detection
Reagent Pack ore packaged as » se1 which must be used togerher. Verify chat che
Lot numbers are identical before use.

B There are 100 wras provided in che LCx Chiampdin Dececxion Reagent Pack.

Ninecy-six tesos are provided for the LCx Chlempulia trechowearic Assay. An

additional 4 rest remain. of which 3 reau are provided for the purpose of
bicshooring the deiection portian of the assay. Sec the LCx Anslyzer

Opcrations Manual. Seccion 10

LCx Inactivation Diluen: (1)

(2 Bordes, 900 mL per borde)
An agueous solution of 6-7.9% hydrogen peroxide.

LCx System Diluent (2}
(4 Botdes, 1000 mL per bottle)

Tris-Acctate Buffer, » 0.01 M. Preservative: Sodium
Azide.

WARNINGS AND PRECAUTIONS
For Jn Vitro Diagnestic Use.

The LCx Chlamydia trachomatis Assay is only for use with
female endacervical and male wrethrai swabs, or male and
fernale urine specimens, and is limited to specimens
collected, transporred and stored according ro instrucrions
in the SPECIMEN COLLECTION AND TRANSPORT
TO TEST SITE and SPECIMEN PREPARATION

sections.

Use only the LCx STD Swab Specimen Collection and
Transport Kit for collection of swab specimens.

LCx STD Swab Specimen Collection Systems in which
uansport media has spilled out should not be used.

The LCx STD Swab Specimen Collection and Transport
Kit is intended to be used only in LCx Assays which require
its use. No other intended use is applicable.

Use only the LCx Urine Specimen Preparacion Kit for urine
specimen processing.

The LCx Chlamydia Amplification Kit and the LCx
Chlamydia Detection Reagent Pack are packaged as a ser

which must be used together. Verify thar the lot numbers
are identical before use.

Do not mix reagents from different lots. Do not pool
reagents.

Use rwo dedicated areas within the taboratory for performing
the LCx Chlamydia srachomati Assay: Area 1 and Area 2.

Area 1 is to be used for the processing of ssmples (specimens,
LCx Chlamydia Negative Control and Calibrator), and the
addition of samples ro the LCx Chlamydia Amplificacion
Vial. Use of a biosafery hood or glove box equipped for UV
irradiation is recommended. All reagents and equipment
used in Area 1 (such as pipettors, microcentrifuge and the
Abbott LCx Dry Bath) should remain in this dedicated
area at all times. Area 1 items should never be used when
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working with amplification product. Do not bring
amplification product into Area 1. Specimens, activared
Negative Control and Calibrator should be stored separately
from Amplification Vials. All piperting should be petformed
with acrosol barzier piperte tips except for a disposable pipette
which may be used for one step in the Urine Specimen
Preparation protocol, Swab specimens must only use
extended-length (> 75 mm inlength) aerosol barrier pipette
tips to aspirate specimen from transporr tubes. Cap locks
must be placed on LCx Urine Specimen Microfuge tubes
before specimens are heated in the LCx Dry Bath.

Area 2 is dedicated 1o amplificacion by thermal cycling and
devection of the amplification product. All equipment, such
as the Abbore LCx Thermal Cycler, the LCx Analyzer and
all the accessories for the LCx Analyzer must be kept in
this area. The LCx Chlamydia Detection Reagent Pack
munt be stored at 2-8°C. Care must be taken to separate
the detection reagent pack that is in use from direct contact
with samples and othes LCx reagents. During execution of
the detecrion protocoed, acrosols from amplification producr
may potentially contaminarte any surface within che closed
LCx Analyzer. Everything inside the LCx Analyzer (including
the detection reagent pack and the carousel) must be
considered potenrial sources of DNA contamination and
must be kept away from other LCx reagents, Negacive
Conerols, Calibrators and specimens.

The LCx Calibrator concains extracced DNA from
C. trachomatis elementary bodies that have been inacrivared
by a heat and chemical wreatment process. The LCx
Calibrator contains potentially infectious components. No
known test method can offer complete assurance that
products derived from inactivated microorganisms will not
transmit infection. It is recommended that the LCx
Calibrator and human specimens be handled in accordance
with the OSHA Standard on Bloodbhorne Pathogens.?
Biosafery Level 219 ot other appropriate biosafery
practices'1'? should be used for materials that contain or
arc suspected of containing infectious agents. These
precautions include, bu are not limited to the following:

1. Wear gloves when handling specimens or reagents,
2. Do not pipetee by mouth.

3. Da norea, drink, smoke, apply cosmetics, or handle
conract lenses in areas where chese macerials are
handled.

4. Clean and disinfect all spills of specimens or reagents
using a rubetculocidal disinfectant such 25 1%
sodium hypochlorite, or other suitable
disinfecrant. 4 Nate: Chlorine solutions may pic
equipment and metal. Use sufficient amounus or
repeated applications of 70% ethanol until chlorine
residue is no longer visible.

5. Decontaminate and dispose of all specimens,
reagents and other porentially contaminated
materials in accordance with local, state and federal
regulations. 1316

To reduce the risk of DNA contaminacion, clean and
disinfect all spills of specimens and regents wsing 1% (viv)
sodium hypochlorite solurian, followed with 70% (v/v}
ethanol. Note: Chiorine solutions may pit equipment and
metal, Use sufficient amounts or repeated applications of
70% ethanol until chlorine residue is no longer visible.

This product contains sodium azide as 2 preservarive.

Sodium azide has been reported to form lead or copper azide
in laboratory plumbing. These azides may explode on
percussion, such as hammering. To prevent formation of
lead or copper azide, flush drains thoroughly with water
after disposing of solurions conuining sodium azide.

To remove contamination from old drains suspected of azide
accumnalarion, the National Instivure for Occupational Safety
and Health recommends che following: (1) siphon liquid
from ctrap using a rubber or plastic hose, (2) fill with 10%
sodium hydroxide solution, (3} allow to stand for 16 hours,
and (4} flush well with water.

The LCx STD Swab Specimen Collection and Transport
Kit, LCx Urine Specimen Preparation Kit, LCx Chlamydia
Negative Control, LCx Chlamydia Calibrator, LCx
Chlamydia Activation Reagent, Microparticles,
4-Methylumbelliferyl phosphate (MUP) and LCx System
Diluent () contwin Sodium Azide and are classified per
applicable European Community (EC) Directives as:
Harmful (Xn). The following are the appropriate Risk (R}
and Safery (5) phrases.

R22 Harmful if swallowed.
x R32 Contact with acids liberaces very raxic gas.

52 Keep out of the reach of children.

513 Keep away hom food, drink and animal
Feedingaufhi.

$36 Wear suitable protective clorhing.

546 If swallowed, seek medical advice
immediately and show chis concaines or
label.

The LCx Inactivation Diluent (1} contains Hydrogen
Peroxide and is classified per applicable European
Community (EC) Directives zs: Irritant (Xi). The following
are the appropriate Risk (R} and Safety (S) phrases.

R36/38 Irmcaning, 1o eyes and skin.
52 Keep out of the reach of children.
526 In case of contact wich eves, rinse

immediately with plenry of wurer and
seek medical advice.

536/39 Wear suirable procective cloching and eye/
face procection.

$46 1f swallowed, seck medical advice
immediacely and show this container or
label.

Da noc use kit or reagents beyond expiration date.

Use accurately calibrated equipment.

Failure o adhere o assay package insert instructions may
result in erroneous results.

If the Step-Cycle run of che thermal cyeler is interrupred or
aborted, the run is invalid. Do not continue 1o process these
samples. Make sure that the amplification vial caps are tighely
closed. Remove carefully 1o a bichazard bag and seal the
bag. Dispase of according o procedure of waste disposal in
the LCx Thermal Cycler Operations Manual, Section 8:
Hazards, Biosafery.

STORAGE INSTRUCTIONS

1. LCx Reaction Cells may be stored at 15-30°C until the
expiration date.

2, The LCx Chlamydia Amplification Vials, LCx
Chlamydia Activation Reagenz, Negative Contral, and

Calibraror must be stored at 2-8°C until the expiration
date,

3. The LCx Chlamydia Detection Reagent Pack must be
refrigerated at 2-8°C when not in use. Care must be
taken to separate the LCx Chlamydia Detection Reagent
Pack that is in use from direct contact with samples and

other LCx kit reagents, The detection reagents must not
be frozen.

4. The LCx System Diluent {2) and LCx Inactivation
Diluent (1) may be stored ar 15-30°C until the
cxpiration date. The LCx Inactivation Diluent (1) musr
be kept away from direcr sunlight.

5. The LCx Urine Specimen Preparation Kit may be stored
at 15-30°C uniil the expiration dare.

6. The LCx STD Swab Specimen Collecrion and Transport
Kix may be stored ar 15-30°C until the expiration dare.
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SPECIMEN COLLECTION AND
TRANSPORT TO TEST SITE

Fot domestic or internasional shipments, speciraens should
be packaged and labeled in compliance wich applicable scate,
federal and international regulations covering the transport
of clinical specimens and ctiologic agents/infecrious
substances.

Time and temperature conditions for storage must be
adhered to during transport. See Swab Specimen Transpore
and Urine Specimen Collection and Transport Sections for
storage conditions.

For swab specimen collection, use only the LCx STD Swab
Specimen Collection and Transport Kit (Na. 6C54).

Note: Do Not Use The Large-tipped Cleaning Swab For
Specimen Collection.

Note: Swab or urine specimens that are moderately blcody
(greater than approtimarely 0.5% (v/v)) or grossly mucoid
(greater than spproximatcly 10% (w/v)} should not be
tested since they may cause inhibition in the LCx

Chiamydia trachomatis Assay.
Endocervical Swab Specimen Collection

1. Remove excess mucus from the exocervix with the
large-tipped cleaning swab provided in the LCx STD
Swab Specimen Collection Systemn and discard.

2, Insert the small-tipped, specimen swab into the
endocervix and rorare che swab for 15 10 30 seconds to
ensure adequarte sampling.

3. Verify that all Swab Specimen Transport Buffer is ar the
bortom of the tube. If necessary, 1ap or shake dhe solution
down to the botrom of the tube. Unscrew the cap of the
transpore tube, insert the swab into the transport tube
and break the swab ac the score line, Replace the cap
securcly making sure thac the swab fits into the cap and
then screw on the cap undil it clicks into place,

4. Label the transport tube with the patient’s ID number
and dare of collection.

Male Urethral Swab Specimen Collection

1. Insert the small-tipped, specimen swab 2 w0 4 em inte
the urethra and rocare the swab for 3-5 seconds tg ensure
adequate sampling.

2. Verity thar all Swab Specimen Transport Buffer is at the
bottom of the tube. If necessary, tap or shake the solution
down to the bottom of the tube. Unscrew the cap of the
transport tube, insert the swab into the transporr mbe
and break the swab ar che score line. Replace the cap
securely making sure that the swab fits into the cap and
then screw on the cap until it clicks into place.

3. Label the transport rube with the patient’s ID number
and date of collection.

Swab Specimen Transport
1. Swab specimens can be shipped to the laboratory or
testing site at 2-30°C. or frozen. Swab specimens must

arrive at the test site within 24 hours of shipment or be
frozen.

2. Upon reczipt in the laborarory or testing site, the swab
specimens may be stored ac 2-30°C, otherwise store ar
-20°C or below until processed. Score specimens at
2-30°C if resting is performed within 4 days of collecrion.
If specimens are shipped frozen, mainrain them a1 -20°C
or below until testing.

3. All swab specimens stored a1 -20°C or below must be
processed within 60 days of specimen collection.

Urine Specimen Collection and Transport

1. Collece specimen in a plastic, preservative-free, sterile
urine specimen collection cup from patients who have
not urinated within one hour prior to collection.

2. The patientshould collect the first 15-20 ml. of voided
urine (the first part of the stream).

3. Verify the cup is sccurely closed and label the collection
cup with the patient’s ID) number and dare of collection.

4. Refrigerate the specimen immediarcly at 2-8°C, or store
at -20°C or below.

Note: Urine specimens must not be transported or
stored at 15-30°C.

Caurtion: Urine Specirmens stored at Room Temperature should

nos be used for testing.

1. Urine specimens can be chipped to the laboratory ot
testing site at 2-8°C or frozen. Urine specimens must
arrive at the test sice wichin 24 hourt of shipment.

2. Upon receipt in the laboratory or vesting site, the urine
specimen may be stored at 2-8°C or -20°C or below
until processed.

3. Al urine specimens stored at 2-8°C must be processed
wirhin 4 days of specimen collection.

4. All urine specimens stored at -20°C or below must be
processed within 60 days of specimen collection. Once

frozen specimens should not be thawed until ready for
testing.

MATERIALS PROVIDED

LCx Chiamydia trachomatis Assay
(No. 9B11.91)*
96 Tess
A. LCx Chlamydia Amplification Kic
1Cx Chlamydia Amplification Vials
LCx Chlamydia Negative Control, Calibraror
and Activation Reagent
B. LCx Chlamydia Detection Reagent Pack
* No. 9B11-97 includes an LCx Chlamydia Amplification Kit (96

tests), LCx Chlamydia D Reagent Pack (100 tests), and
LCx Reaction Cells, List No. 9A48-01 {96 celks).

MATERIALS REQUIRED BUT NOT

PROVIDED

The 1.Cx Probe System for the LCx Chlamydia trachomaris

Assay consists of one LCx Analyzer, one LCx Thermal Cycler,
and one LCx Dry Bach.

COLLECTION SITE

LCx STD Swab Specimen Gollection and Transport Kit
(No. 6C94-24)
100 Collection Systems
Each Collecrion System contains: one capped transport
tube with 0.5 mL Swab Specimen Transport Buffer, onc
large-ripped cleaning swab, and one small-ripped
specimen swab, Swab Specimen Transport Buffer

conraing 2 50 mM MgCh. Preservative: Conrains
Sodium Azide.

Sterile Urine Specimen Collection Cap

Plascic, preservative-free sterile cup wich a secure,

screw-top cap capable of holding at beast 25 mbs of urine.

ARFA 1 (Specimen Preparation Area)
LCx Urine Specimen Preparation Kit

{No. 3B21-24)

100 Tests for processing urine specimens
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Specimen Tube Racks
Precision Pipettors

100 pL, with acrosol barrier pipere tips (standard
length)
Swab specimens require extended-length pipette tips
(> 75 mm in length}.
1.0 mL, with aerosol barrier pipette tips
Fine-tipped, Singlc-use, Plastic Disposable Pipectte
{optional)
X SYSTEMS® Centrifuge (No. 9527) or Equivalent
Laboratory Microcentrifuge
(Speed 2 9,000 x g) for cenuifuging urine specimens
and pulse centrifuging of amplification vials if required
prior to addition of specimens, Calibrator or Controls.
Note: Some centrifuges may require adapters for
centrifuging amplification vials.
Abbott LCx Diry Bath
(No. 8B23)
For hear processing of specimen.
Swab Tube Closures
{No. 3B55-30, quantity 500)
For resealing Swab Transport Tubes after processing.
Vorrex Mixer

AREA 2 (Amplification and Detection Area)
Abbott LCx Thermal Cycler

{No. 8B24)
Software version 2.1 or higher

Abbott LCx Analyzer
(No. 9A40)
The LCx Analyzer and accessories used for detecrion.
LCx System Module, version 3.0 or higher.
1.Cx Assay Module 2, version 2.0 or higher.

Assay Activation as described in the LCx Analyzer
Operations Manual is required to initiate use of the LCx
Chlamydia trachomatis Assay.

LCx Inactivation Diluent (1)
(No. 7B15-04)
2 x 500 mL bottes

1Cx System Diluent (2)

(No. 7B14-04)
4 x 1000 mL bortles

X SYSTEMS Centrifuge (No. 9527) or Equivalent
Laborstory Microcentrifuge

Note: This must be a separate unit other than the one
in Area 1,

(Speed > 9,000 x g} for pulse centrifuging of
amplification vials before placing into the LC‘l Reaction
Cells.

Note: Some centrifuges may require adapters for
centrifuging amplification vials.

SPECIMEN PREPARATION

The use of the LCx Chlamydia Negative Control and
Calibrror is integral to the performance of this LCx assay.
These reagents musc be prepared in conjuncrion with

specimens to be tested. Refer to the Qualicy Control
Procedures section for derails.

All specimen storage and processing must take place in
the dedicated Specimen Preparation Area (Area 1).

The LCx Dry Bath will require 20-40 minutes to heat up
from a cold start. Confirm the dry bath has reached 97°C
(22°C) before procesding.

Sw:b Specimen Preparation

Allow specimen w completely thaw if frozen.

2. Inserc specimen twbes in wells of preheated dry bath
and allow the heat block temperature to stabilize to 97°C
x2°Q).

3. Afrer the temperature of the hear blocks is stabilized at
97°C, hear specimens for 15 minutes (21 minure).
Failure 10 reach 97°C (x2°C) could impair release of
the DNA in the specimen and may result in false negative
results,

4, Remove specimen from the dry bath and allow o cool
at room temperacure for 15 minutes {25 minutes).

5. After cooling, unscrew the cap and express the specimen
swab along the inside of the tube so thar liquid drains
back into the sample solution at the bottom of the tube.
The cxpressed swab and original closure should be
discarded, and a new Swab Tube Closure (No. 3B5%)
should be screwed on unril it clicks into place.

6. Test the processed swab specimen immediately or score
at -20°C or below for up to 60 days. If the processed
specimen is stored frozen, it must be complerely thawed
prior to addition to the LCx Chlamydia Amplificarion
Vial,

7. Before opening the LCx Chlamydia Amplification Vials,
verify by visual inspection that no liquid is in the cap of
the vial. The amplification reagent level should measure
approximately rwo-thirds of the conical part of the vial.
H necessary, the vial may be pulse centrifuged in 2
microcentrifuge for 10-15 seconds.

8. Using a pipettor and extended-length piperee tips (2 75
mm in length) wich aerosol barriers, add 100 pL of each
processed specimen to the appropriately labeled LCx
Chlamydia Amplificadon Vial and make sure cach vial
is securely closed. Transfer the vials to Area 2 and
immediatcly place in the LCx Thermal Cycler for
amplification. Sec LCx Amplification.

Unnc Spccunen Preparation
Allow urine specimen 1o completcly thaw if frozen. Mix
urine in the urine collection cup by swirling ro resuspend
any setcled marerial. It is not necessary for all particulate

mateer to be fully dissolved.

2. Usinga pipetwor with acrosol barsier pipette rips, transfer
1 mL of mixed urine into the Urine Specimen Microfuge
Tube from the Urine Specimen Preparztion Kic {(No.
3Ba1}.

3. Centrifuge at » 9,000 x g for 15 minutes {+2 minutes)
in a microcentrifuge.

4. Using a fine-tipped, plastic disposable piperte, gendy
aspirate the urine supernatant complerely off the peller.
Be cautious not to contact or dislodge the peller, which
may be wranslucent, The time between centrifugation
and removal of supernavant must not exceed 15 minuces.

5. Using a piperror with acrosol barrier pipetce tips, add
1.0 mlL of LCx Urine Specimen Resuspension Buffer.
Close lid of microfuge tube and resuspend the peliet by
vortexing uncil the pellet is off the borrom of the tube.

6. Secure the tube closure with a cap lock until it clicks
into place.

7. lnsent specimen rubes in wells of preheared dry bath
and allow the heat block temperature to stabilize 10 97°C
(£2°C0).

/57
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After the remperature of the hear blocks is stabilized ar
97°C, heat specimens for 15 minutes (¢1 minute).
Failure 1o reach 97°C (£2°C) could limit release of the
DNA in the specimen and may resulr in false negative

resules.

Remove the specimen from the dry bath and allow to
ool at room remperature for 15 minutes (5 minuees).
Remove cap Jock and discard.

Pulse-centrifuge the processed urine specimen in a
microcentrifuge for 2 minimum of 10-15 seconds.

. Test the processed urine specimen immediately, or store

for up to 60 days at 2-8°C or -20°C or below prior 10
testing. If the processed urine specimen is stored frozen,
it must be complerely thawed prior to addition to the
LCx Chlamydia Amplification Vial.

Before opening the LCx Chlamydia Amplificacion Vials,
verify by visual inspection that no liquid is in the cap of
the vial. The amplification reagent level should measure
approximately rwo-thirds of the conical part of the vial.
if necessary, the vial may be pulsc centrifuged in a
microcentnfuge for 10-15 seconds.

Using a piperror with aerosol barries pipene tips, add
100 pL of each processed urine specimen to the
appropriately labeled LCx Chiamydia Amplification Vial
and make sure each vial is securely closed. Transfer the
vials to Area 2 and immediarely place in the LCx Thermal
Cycler for amplification. See procedure under LCx
Amplification.

PROCEDURE
Procedural Precantions

1.

Work in a laboratory using DNA amplification methods
should always flow in a one-way direcrion beginning in
the Specimen Preparation Area (Area 1), then moving
10 the Amplification and Detection Area (Area 2). Do
not bring any materials from Area 2 into Area 1.
Surface cleaning using a 1% {v/v) sodium hypochlorits
solution followed by 70% (v/¥) ethanol should be
performed on bench tops and pipettors at leass once
per day prior 1o beginning an LCx Assay.

Note: Chlorine solutions may pit equipment and
metal. Use sufficient amounts or repeated applications
of 70% cthanol until chlorine residue is no longer
visible.

Monchly monitoring procedures for the presence of
DNA can be found in the Quality Control Sectien of
this package insert. In addition, if the LCx Negative
Control consistencly fails che NEG HIGH or NEG AVE
HIGH specifications for the LCx Chiamydia trachomaris
Assay Parameters, laboratory contamination may be
suspect. If this occurs conract LCx CSC.

. The LCx Chlamydia rachomatis Assay is designed 1o be

detected only on an Abbotr LCx Analyzer.

All plastic materials coming into contact with the
specimen should be free of any residue from previous
specimens, reagenits, or cleaning compounds.

During the sample (specimens, Calibrators or Negative
Controls) addition step, only one LCx Chlamydia
Amplification Vial should be open ac any given tme.
Affter this step, the vials should remain closed throughout
the chermal cydling and detection procedures. This aids
in the prevendon of cross-contamination.

Only one bottle of Negative Control or Calibrator
should be open at any one rime.

LCx Amplification

1. Refer wo the LCx Thermal Cycler Operations Manual
for detiled instructions on thermal cydler operation.
Turn the LCx Thermal Cycler on for at least 15 minutes
prior to use.

Collect all LCx Chlamydia Amplification Vials
coneaining samples, Negative Control and Calibrator
from Arca 1 and transfer to Area 2 for thermal cycling.
3, LCx thermal cycling conditions should be edited o the

following amplification paramecers described below:

Assay Step-Cycle File:

~

Segment 1 93°C for 1 second

Segment 2 59°C for 1 second

Segment 3 62°C for 1 minure 10 seconds
Cycdle counc 40 cycles

The amplification rur rime is approximarely 2 hours.

The Assay Step-Cycle File is “Linked to” the Soak File
at 25°C, indefinitely.

4. DPlace the amplification vials into che thermal ¢ycler, and
initiate run. After completion of the thermal cycler run,
amplificzrion product may remain ar 15-30°C for up 1o
72 hours prior to LCx detection.

LCx Detection and Inactivation of Amplification
Product

LCx Chiamydia erachomaris Assay Parameters

The following LCx Chlamydia trachomatis Assay paramerers
have been factory set in the Assay Module. These parameters
can be princed, edited, and displayed as applicable, according

to the procedure in your LCx Analyzer Operations Manual,
Section 5.

ASSAY #16 CHLAMYDIA LCR
PARAMETER DEFAULT FARAMETER DEFAULT
1 SPOOL LOCKOUT 1 34 MAXINTRCPT 120000
6 EQUIVZONELO" O0.8G 45 CAL HIGH 2400.00
? EQUIV ZONEHI® 1.00 46 CAL LOW 35000
9 LS CHECK HI 113 47 CALAVE BIGH  2200.00
10AIR TEMP 5.0 48 CALAVELOW  550.00
11AIR DEV 20.0 % NUMPOSCTRL ¢
13 REAG TEMP 35.0 55 NUM NEG CTRL 2
14 REAG DEV &7 61 % CUTOFF 45.000
16DIL TEMP 5.0 T 83 NUMCAL 2
17DIL DEV 0.5 85 NEG HIGH 250.00
9 REMOTE TEMP 0.0 85 NEG LOW 0.00
20REMOTE DEV 15 87 NEGAVEHIGH i50.00
32MAX MRMSE 0.500 88 NEGAVELOW  0.400
13MIN CORR 0.930

* These asmy parsmetens we editable. Meate refer 1o the LCx Analyzer
Operations Mamual, Section 5, for instruction on ediring of wry
pammerers,

With the LCx Chlamydia Assay, patient results flling within

the Equivocal Zone will be flagged as EQV in the NOTE

column of the assay resules printout. The Equivocal Zone

Low and High parameters arc set at defaule S/CO values of

0.80 end 1.00 respectively, which results in an $/CO

Equivocal Zone of 0.80 - 0.99, These parameters may be

edited if desired, but may only be edited to allow for the use

of an expanded Equivocal Zone provided sufficient data has

been generated by your laboratory. Please refer vo Secrion 5

of the LCx Analyzer Operations manual for editing

insrrucrions. The EQUIV ZONE LO and EQUIV ZONE
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HI paramerers may be edited in the following ranges:

EARAMETER DEFAULT EDITABLE RANGE
6 EQUIVZONELO 0380 0.00- 0.80
7 EQUIVZONEHI 100 1.00 - 2.00

1. Refer to your LCx Analyzer Operations Manual for
detailed instrument operation procedures. Before
running the LCx Analyzer, check to see that LCx
Inacrivation Diluent (1} contins a minimum of_ 100
mL and the LCx System Diluent (2) concains a
minimum of 250 mL.

2. Remove the LCx Chlamydia Amplification Vials from
the LCx Thermal Cydler.

3. Place LCx Reacrion Cells into a MELA Carousel; lock

rhe carousel.

4, Pulse centrifuge the LCx Chlamydia Amplification Vials
in a microcentrifuge for 10-15 seconds before placing
into the LCx Reaction Cells.

5. Place the amplification viaks into the LCx Reaccion Cells
in the following order: Negative Controls in positions 1
and 2, Calibrators in positions 3 and 4, and specimens
in the remaining positions.

6. Plaoe the carousel into the I.Cx Analyzer.

7. Lock the Amplification Vial Retiner by turning the
handle counterclockwise.

8. Remove the LCx Chlamydia Detection Reagenr Pack
from 2-8°C storage, gently invert it § times, and open
the reagent pack bortles in the numetic order: 1,2, 3, 4.

9. Look for any film that may have formed over the
openings of the reagent bortles. If present, remove using
2 long, clean pipette tip or 2 wooden applicator stick for
each botde.

10. Place the LCx Chlamydia Detecrion Reagent Pack into
the LCx Analyzer.

11. Press RUN on the LCx Analyzer conrol panel. Final
azsay resules will be printed in approximarely 60 minutes.

12. Remove the assay printour results from the LCx
Analyzer.

13. After completion of the detection procedure, remove
the LCx Chlamydia Detecrion Reagent Pack, and close
the caps in the numeric order: 4, 3, 2, 1. Seore the
devection reagent pack ar 2-3°C.

14. Unlock the Amplification Vial Retainer by turning the

handle clockwise until it is no longer over the MEIA
carousel.

15. Remove the MEIA Carousel, individually remove the
LCx Reaction Cells, and dispose appropriarely.
16. Review the assay results and record pacient results,

QUALITY CONTROL PROCEDURES
Negative Control and Calibrator Preparation

All Calibrator and Negative Control preparation must take
place in the dedicated Specimen Preparation Area

(Area 1).

). The LCx Chiamydia trachomaris Assay procedure
requires thar the LCx Chlamydia Negarive Control and
the Calibrator be run in duplicate with each MELA
carousel of clinical specimens.

2. The LCx Chlamydia Negative Control and Calibrator
are activated by the addition of 100 pL of LCx
Chlamydia Acrivation Reagent. Afer addition, the
contents of the bottles are then recapped and vorrexed
for 2-5 seconds. Each boutle of uctivated Negative
Control or Calibrator is designed to be used up o 48
hours if stored ac 2-8°C.

Not adding activation reagent or adding incocrect
volumes of activetion reagent may give erroneous
results and the run may be invalid.

3. Before opening the LCx Chlamydia Amplification Vials,
verify by visual inspection that ne liquid is in the cap of
the vial. The amplificarion reagenr ievel should measure
approximately rwo-thirds of the conical part of the vial.
If necessary, the vial may be pulse cenerifuged in a
microcentrifuge for 10-15 seconds,

4. Using a pipertor with aerosol barrier pipette tips, add
100 pl. each of the activated LCx Chlamydia Negarive
Control and Calibraror to the appropriately labeled LCx
Chlamydia Amplificadion Vial and make sure each vial
is sccurely closed. Transfer the vials to Area 2 and
immediately place in the LCx Thermal Cycler for
amplification. See LCx Amplification.

Pasitive Control

A positive contral that monitors the entire assay procedure
including the specimen processing step should be rested in
accordance with requiresnents of appropriate acerediting
organizations.

Cells infecred with C. trachomaris (availeble from ATCC,
Cacatogue No. VR-902B)} may be processed and tested.

1. Peller a single vial of cells by centrifugation.

2. Resuspend in 1.0 ml of LCx Urine Specimen
Resuspension Buffer and serially diluce. It is
recommended chat a 10-* «o 104 ditution be used for
testing.

3. Heat the diluced celi preparation {1.0 mL. in LCx Urine
Specimen Mictofuge Tubes) in the LCx Dry Bath ar
97*C (22°C) for 15 minures (*] minure).

Note: Place Cap Locks on the microfuge wbes before
heating. Allow tubes to cool w room temperature
before handling.

4. Perform amplification and detection in parallel with
unknown specimens.

The positive control should give a pesitive assay value
(S/CO ratio z 1.00). Additional commercially available
controls may be used.

Assay Validicy

Validity of the LCx Chlamydia Negative Control and
Calibrator assay results are sutomatically assessed by the LCx
Analyzer befare proceeding wo analyze specimen sssay results.
The LCx Analyzer first verifies that the assay results of the
Negative Conirols and Calibrator are within dhe specified
ranges of the LCx Chlamydia trachomaris Assay Parameters
by comparing the assay results of the Negarive Control and
Calibrator to the values listed in the assay paramerers. A
run is valid when the individual and average results are within
the values listed for CAL HIGH, CAL LOW, CAL AVE
HIGH, CAL AVE LOW, NEG LOW, NEG HIGH, NEG
AVE HIGH, and NEG AVE LOW parameters in the LCx
Chiamydia tnachamatis Assay Paramevers.

In the event of an invalid Negative Control or Calibrator
assay result, che assay resules printour will identify the
ouc-of-range result, the S/CO ratio of the specimens will
NOT be calculated and a flag indicating an invalid result
will occur in the NOTE column of the printout nex to the
specimen assay results. [f an cant-of-range result is identified
on the printout, refer to the LCx Analyzer Operations
Manual, Section 10: Troubleshooting and Diagnostics for
an explanation of the error message. Instructions for
croubleshooting the detection portion of the assay can also
be found under General Troubleshooting Procedures, LCx
MEIA Performance Troubleshooting,
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The LCx Analyzer does nor calculate imprecision berween
Negarive Control or Calibrator replicare values.

Note: Engure the LCx Negative Controls and Calibrators
are in the oorrect order on the MEIA carousel to avoid an
invalid run.

If an amplification vial opens during thermal cycling, the
sample is invalid and should not be used. Make sure thar
the amplificztion vial caps are tightly closed. Remove
carefully to a bichazard bag and seal the bag. Dispose of
according to procedure of waste disposal in the LCx Thermal
Cycler Operations Manual, Section 8: Hazards, Bicsafery,

Displayed and Printed Error Codes

¥f a displayed ar printed error code appears, refer to the LCx
Analyzer Operations Manual, Secrion 10,

Monitoring the Laboratory for the Presence of
Amplification Product

It is recommended that this test be done at least once a
month ro moniror labortory surfaces and equipment for
contamination by amplification producr.

Using the smail-ripped specimen swab from an LCx Swab
Specimen Coliection System, insert the swab into the wbe
af Swab Specimen Transport Buffer. Allow the tip to become
saturated with the buffer. When che tip is saturared, remove
from the container and wipe the desired area using 2 broad
sweeping motion. Replace the swab into the transport tube
and break 2r the scored mark. Process following che LCx
Chiamydia srachomatis Assay procedure. It is very imporcant
10 be sure to test all aress thar may have been exposed to
samples and/or amplification product. This includes
pipertors, pipettor handles, LCx Analyzer funcrion keys, LCx
Thermal Cycler function keys, bench sutfuces,
microcentrifuge and centrifuge adaprers. If positive resules
{§/CO ratio > 1.00) on surfaces are observed, clean the
contaminated areas with 1% (v/v) sodium hypochlorite
solution, followed by 70% (v/v} ethanal. Follow the
appropriate operations manual for cleaning and
decontaminating equipmenc if positive results are observed.
Note: Chlorine solutions may pit equipment and metal
Use sufficient amounsts or repeated applications of 70%
ethanol until chlosine residue is no longer visible. Repear
this cleaning procedute until the results are negarive (S/CO
ratis < 1.00),

RESULTS
CALCULATIONS

The LCx Chlamydia trachomatis Assay uses MELA detection

on the LCx Analyzer 1o detect C. machomatis plasmid DNA.

All calculations are performed automatieally.

The presence or absence of C. machomatis is determined by

relating the LCx Assay results for the specimen to the Cutoff

value. The Curoff value is the mean RATE (c/s/s) of the

LCx calibraror duplicates multiplied by 0.45.

Calculation of the Cutoff value:

Curoff value = 0.45 x (Mean of LCx Chlamydia Calibrator
RATES)

The S/CO value is determined by calculating a ratio of the

sample RATE to the Cutoff value.

5 = Sample RATE
CcO Cutoff Value

INTERPRETATION OF RESULTS

Interpreration of specimen results is as follows:

SICO RATIO RESULT/REPORT

»or= EQUIVZONE HI  LCx Posirive, C. rrachomatis
plasmid DNA  is dereceed,
and positive for
C. trachomatis by LCR
amplification and MEIA
detecrion.

< EQUIV ZONE LO LCx Negative. C. tachomatis
plasmid DNA is not derected
and presumed negative for
C. trachomaris by LCR
amplification and MEIA

derection,

»or = EQUIVZONE LO  1.Cx Equivocal. Repeat LCx

and « EQUTV ZONE HI  test. If the repeat test S/CO
ratic is greacer than or equal
o 1.00, C rtrachomaris
plasmid DNA is detected,
and positive for
C. trachomatis by LCR
amplification and MEIA
detection. If the repear test is
less than the $/CO ratio of
1.00, C. trachomaris plasmid
DNA is not detected and
presumed ncgative for
C. trachomatis by LCR
amplification and MEIA
derection.

NOTE: On repeat west, the
printout will display EQV
for repeat test results falling
in the Equivocal range;
however, all repeat results
should be interpreted per the
above criteria.

NOTE: A prosumed negative result may be caused by

possible inhibition of the LCx method, collection variables
or other factors.

LIMITATIONS OF THE PROCEDURE

1. As with any diagnostic test, results from the LCx
Chlampyeia trachomaic Assay should be incerpreted in
conjunction with other dinical and laborarory findings.

2. The LCx Chiamydia tmachomatis Assay will not derect
plasmid-free varianes of C, machomaris.

3. Optimal performance of this rest requires adequare
specimen collection (sampling eolumnar epithelial cells)
and handling (see Specimen Collection section). The
assay should be performed only on swab samples from
the endocervix and male urethra or on urine from males
and females. The use of specimens other than those listed
has not been validated. Specimen adequacy can only be
assessed by microscopic visualization of columnar
epithelial cells in the swab specimens.

4. A negative resulr docs not exclude the passibility of
infection because results are dependent on adequate
specimen collection and absence of inhibitors. The
presence of LCR inhibitors may cause false negative
results wich this product.

5. Use of the LCx Chiamydia rachomaris Assay is limited
to personnel who have been trained in the procedures
of an LCx Assay and the LCx Analyzer.

6. The LCx Inactivation procedure reduces the risk of
contamination by amplification producr. However,

s
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DNMA contamination from the Calibrator or clinical
specimens must be controlled by good laboratary
practee and careful adherence to the procedures specified
in the package insett.

Therapeutic success o7 failure should not be determined
as chlamydial nucleic acids may persist following
appropriate antimicrabial therapy.??

8. Use of the LCx Chlamydia trachomasis Assay is not
approved for the evaluavion of suspected sexual abuse as
well as for other medico-legal indications, or when
positive resulcs may have psycho-social impacr.

9. The LCx Chlamydia trachomatis Assay provides
qualitative results. No correlation can be drawn berween
the magnitude of a positive LCx Chlemydiaz achomaris
Assay signal and the number of Chlamydia srachemaris
cells within an infected specimen. The assay detects anly
C. tmachomatis, not C. piittaci or C. pneumoniae.

10. Some spermicidal agents and feminine powder sprays
interfere with the assay and should thercfore not have
been used priar to collection of specimens far the assay.

11. Swab or urine specimens that are moderately bloody
(greater than approximarely 0.5% (v/¥)) should not be
tested since they may cause inhibition in the LCx
Chlamydia trachomatis Assay.

12. Swab or urine specimens that are gmesly mucoid (greater
than approximarely 109% (w/v)) should not be tested
since they may cause inhibidon in the LCx Chlantydia
srachomais Assay. Therefore, it is important that the
exocervix be wiped free of mucus prior to collection of

the swab specimen to ensure optimal specimen
condirtion.

13. The LCx Chiamydia srachomatic Assay for male and
female urine resting must be performed an first carch
random urine specimens (defined as the firsc 15-20 mL
of the urine stream). The effecis of other variables such
as first-catch vs. mid-stream, post douching, et have
not been determined.

14. The cHects of other potential variables such as vaginal
discharge, use of ampons, douching, etc., and specimen
collection variables have not been determined.

15. The prediceive value of an assay will depend on disease
prevalence in any particular population. See Table 2 for
hypothetical predictive values at different prevalence races
thar were derived from culture and DFA sensitivity and
specificity results.

16. The LCx Chlamydia trachomasis Assay is not intended
1o replace cervical exam and endocervical sampling For
diagnosis of urogenital infection. Patienss may have
cervicitis, urethriris, urinary tract infections, or vaginal
infecrions due to other causes or concurrent infections
with other agenes.

17. Optimal assay performance and minimal inhibition are
dependent upon removal of all urine supernatant from
the pellet during urine processing.

EXPECTED VALUES

A touat of 3281 male and female swab and urine specimens
were obtained from parients attending six different hospirals
or clinics including sexually transmicred disease dinies,
family planning clinics and OB/GYN clinics.

Chlamydia srachomatis was detected by estimating the
number of inclusion forming unics found in culture of the
male urethrsl or endocervical swabs. A specimen was
determined to be positive if one or more indlusions were
found. If cell culture was negative and the DFA cest was
positive, the specimen was considered positive for
C. erachomaris.

Prevalence

The prevalence of positive C. srachomaiis specimen resula
in patient populations varies depending on population
characreristics such as age, sex and risk factors, and can vary
depending on resting methodelogy. During clinical trials,
prevalence using the LCx Chlamydia trachomatis Assay was
observed 1o range from 0% to 25.4% as shown in Table 1.

Table 1
Prevalence of LCx positive results by
Sample Type and Test Site
No. Pos/
Sample Type Tett Sice No. Tested % PREV
Female Endocervical 1 231196 11.7
2 761414 184
ar 31265 12.%
4 111202 5.4
5 39/589 6.6
Female Urine 2 40/196 204
& 18/231 7.8
L] 231290 7.9
Male Urethral 1 306217 13.8
3* 257111 225
5 0/2 0.0
Male Urine 1 GBl412 16.5
6 15/59 254
4 9/97 9.3
* In-house

Positive and Negative Predictive Values

The hypothetical positive and negative prediciive values
(PPV and NPV) for different prevalence rates using
sensitivity and specificity of 93.1% and 97.1%, respectively,

are shown in Table 2.
Table 2

LCx Chlamydia rrachomatis Assay
Hypothetical Predictive Values at

Different Prevalence Rates
Positive Negarive
Prevalence  Senaitiviry Specificity Predictive Predictive
Rare (%) (96) (%) Value (%) Value {9%)
3 93.1 97.1 62.8 9.6
10 911 97.1 78.1 99.2
15 93.1 9.1 B5.0 98.R
0 LN 97.1 889 98.3

ye!



T T &

TR NN

Frequency Dismribution

A total of 3281 male and femalc specimens were assayed at
six clinical sites. The frequency of $/CO values (sample
c/sfs to cutoff c/s/s) of the specimens is ithuserared in Figure
1. The distribution of the S/CO valucs is as follows: 87.19%
of the $/CO values were <0.80, 12.5% were »1.0, and 0.4%
were between 0.80 and 0.99. Three of the thirteen specimens
with S/CO values berween 0.80 and 0.99 were culture
positive/LCx negative discordants. There were 19 LCx
positive specimens with $/CO values berween 1.0and 1.3,
of which 9 were either culture or DFA positive. Nine of the
ten remaining specimens were posigve when rested by LCR
for the major outer membrane protein (MOMP) gene.

Figure 1
Frequency Disiribution ol LCx Chlamyaia trachomatia Assay (ne3281)
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SPECIFIC PERFORMANCE
CHARACTERISTICS

The performance characreristics of the LCx Chlamydia
srachomatis Assay were determined by comparing assay results
to results of rissue culture for C. mrachomacis, specimens with
LCx positive/culture negative discordant resutts were revested
by direce fluorescent monoclenal antibody (DFA) rest,
Because tissue culture and DFA may not detect all specimens
with C. trachomatis, addirional testing with a different probe
set for the MOMP gene region of C. srachomiaris was used
for specimens char were culture negative/DFA negative/LCx
positive,

The resules of the clinical studics are shown in Tables 3 and
3A. For the clinical specimens tested, there were 252 that
were culture pasitive. Of the 252 culture positive specimens,
the LCx assay was negative for 24. The reason for these resules
could be inhibition, coilection variables, or other facrors.
The LCx assay was positive for an additional 157 specimens,
73 of which were DFA positive. An additional 80 of the 84
remaining culnure negative, LCx positive specimens that were
not confirmed by DFA were positive by an akernate probe
test (LCR assay run on the LCx Analyzer using a probe set
urgeting the MOMP gene region of C. machomanis). This
aternace warger tesc was performed only on specimens that

were positive in the LCx Assay, but negative by culture and
DFA.

Specificity

The following lisc identifies the bacteria, parasites, viruses,
yeast and fungi that have been tested in the LCx Chlamtydia
srachomatis Assay. All isolates were tested using the equivalent
of at least 107 copies of genomic DNA except as indicared.
The tested organisma include thuse that are commonly found

in the urogenital trace as well as others. All gave negative
valttes,

Acinetobacier cakeoaresions Mercoriin lacunasa
Achinospyes ivanlis Morgenells mosgamii
Adenovirus M e awisis
Arramengs lyivaphile Myvobacarrium gordsnac
Alcaligenes faccalis Myebacterium teberculos
Bocilloa subrilis Myaplasma homing
Baciller vharringiensi Neirwrie gonormboonr

Bacterwides fragiti Neiteria Licsamsics
Bifidvbwcscrinme loxgum Neisseria memingiridio
Blassomyons devmatitidu Nrisserin sicat
Brasbmiells catarrhali Human Papilloma Virus 16
Coneliela albicans Human Papilloma Virus 18
Condida glabrasa Putrurelia mubeciss
Cimebactrr freundii Pepiesirep barotseicus
Chlemydia preumoniar Pepsvetrepiwoaccrs prodiatic
Chlempdin pritaci Plesomeonas rvigetloides
Clastridism gporogene: Praproribacterinm arnc:
Corynebacterisan renale Provens mirabilis
Craprococtus dvaentiz Providencia steartis
Crpptocecrus weaforman: Proceus vulpary
Cyromegaloviru Poeudomonas arruginesa
Edwerdriells varda Saccharompes cerevinae
Entgrobacter mvopenn Salmenella enreriidis
Ensevobacter cloarse Salmoneils weinnespta
Enverecoccer fucenlis Sabmanclla oyplimurium
Jmccsum Schaswensa harmarobmm

Epezein.Burr Vit Shigrila mnn
Ewingells amyricana Sunplrrlacoctus epidermidic
Favebacserium sdoranem Streprocecri agalacriar
Fusbacrerium muclearm Streprocecras mns
Gunduerills yuaginalis Sorvproreorus musen
Haemepbhibis influencac Serepeaceccns paesmonias
" bilis ducreyi
Hufnia thori v
Helicobacrer pylar:* Triponewa pallistum
Hepatitis B Vivus Trachamenas waginaiis
Herpes Slmplex Virus | Uresplasma wrealyticum
Harpes Simplex Virus 1) Varicells-zoster Virut
Haoplarma caprviasen Veilionela caviae
Human Herpes Virw 6 Veillowelle parvula
Human Immuncddicioncy Veillgrerile gpecres

Vinu type 1 Vibrie panchaemolyticss
Human T-Cell Lymphotropic Horsinia ensareredsrccd

Virus type |
Kirbsiclls preumoniar
Larsbaciiuy oesei
* Temed using cquivalent of 108 copies of genomic DNA.
Analytical Sensitivity

The analytical sensitivity of this assay (limit of detection) is
1 Inclusion Forming Unit {IFU) of any of che 15 serovars of
Chlamydia rachomaris, The analytical sensitivicy of this assay
was determined by a serial dilution study on alt 15 serovars
of Chlamydia trachemais \A, B, B2, C. D, E,E G, H. 1, ],
K. L1, L2, L3). Each serovar was diluted 1o less than 1 JFU
per reaction and 1ested in the LCx Chiamydia rrachomatis
Assay. In all cases, each replicate of a dilution giving
< 1 IFU per test (100 pL specimen volume) was positive by
the LCx Chiamydia machomatis Assay.
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Table 3
Performance Summary Compared to Culture and DFA Testing
LCx Pos Pos Pou Neg Neg
Popularion By Culture  Pos Neg Neg Pos Neg Sensiriviey Specificiry
Sumple Type N DFA NA Poy Neg NA NA 95% C.1) 5% C.1)
Female Endocervical  Sympromatic 602 39 6 ] H 547 90.0% {45/50) 99.1% (547/352)
(78.2-96.7) (97.9-99.7
Asymptomatic 1,064 72 M 25 7 926 93.8% {106/113) 97.4% {926/951)
(87.7-97.5) (95.1-98.3)
Female Urine™ Symptomatic 393 20 ] 7 1 357 96.69% {28/29) 98.1% (357/364;
(82.2-99.9) (96.1-99.2)
Asymptomatic 324 24 8 " F4 76 94.1% (32134) 95.2% (276/290)
(80.3-99.3) {92.0-97.3)
Male Urechnl Sympramaric 260 40 1 8 0 211 100.0% (41/41) 96.3% (2117219
19).4-100} (92.9-98.4)
Asympeomaric 70 5 0 1 3 63 83.3% (5/6) 98.4% (63/64)
35.9-92.6) (91.6-100}
Male Urine* Sympromatic 354 41 9 20 <] 278 89.3% (30/56) 93.3% (278/298)
(78.1-96.0) (89.5.-95.9
Axympromacic 214 1 7 4 2 19 90.0% {18/20) 97.9% {190/194)
{58.3-98.8) {94.8-59.4)
Total Sympromaric 1.60% 140 24 40 12 1393 93.2% (164/176)  97.29% (1393/1433)
Asympromaric  1.672 1z 49 44 12 £455 93.19% (161173 97.19% (1435/1499)
Table 3A
Performance Summary Compared to Culture and DFA Testing by Site
LCx Fee Pos Pos Neg Neg
Test Culcure Pos Neg, Neg Pag Sensitiviey Specificicy
Sample Type Sire Torl DFA NA Poa Neg NA NA 95% Cl) {95% C.1)
Female Endocervical 1 196 20 ] 3 3 170  B7.0% (20/23) 98.3% LI70/173)
(66.4-97.2) (95.0-99.6)
z 414 38 23 15 2 336 D6EW 16163 95 7% (33IEFI51)
(89.0-99.6) (9.1-97.6)
3 (In-house) 263 18 9 5 0 233 100.0% (274277 97.9% (233/238)
(87.2-100.0) (95.2-99.3)
4 202 9 1 i 1 190 90.9% {10/11} 99.5% (190/121)
(58.7-99.8) (97.1-99.9)
5 589 %6 7 6 & 544 84.6% (3M39)  98.9% (544/330)
(69.5-54.1) (97.6-99.6)
Femaie Urine* 2 196 2i [] 13 2 154 93.1% (27/29) 92 1% (154/167)
772992 197.1-95.8)
6 23] 6 -4 3 0 213 100.0% (15/1%)  98.6% (213/216)
73.2-100.) (96.0-99.7)
4 90 17 1 % 1 266  94.7% (18/19)  98.2% (266/271)
{74.0-99.9) (95.8-99.4)
Male Unrthral ] n? 25 1 4 1 186 96.3% (26527} 97.9% (186/150)
(81.0-95.9) (94.7-99.4)
3 (In-house} 111 20 ] 3 ] B6  100.0% (20/20)  94.5% (36/91)
{83.2:100.00 {87.6-98.2)
5 2 0 0 o L 2 100.0% {2/2)
(15.8-100.0)
Male Lrine* 1 412 37 9 2 7 337 BG.BW (46/53)  93.9% (337/359)
(74.7-94.5} (90.9-96.1)
6 59 8 7 [+] L] 44 100.0% (15/15) 100.0% {(44/44)
(78.2-100.0) [92.0-100.0)
4 97 7 [} 2 ] 87 87.5% (718) 97.8% (87/89)
(47.4-99.7) (92.1-99.7)

Alchough it was nior included in the arlysis desciibed abave, 1 LGy, sy

wpecific for sequences conwined within the MOMP gene of Chlumpin mrachemasis was uped

10 etamine the culture fogarive/LCx posiive specimens which were noc confirmed by DFA. Eighry of dhese 84 specimens were shown to be poultive for Onlemgtia
mechemanis nucleic scld by the MOMP amay. These dats indi ;

!’?‘nﬂnu! and DFA. The LCx Asty was negative for 24 of 252 culoure posicive specimens. The reason For these resuls could be inhibirion, collection varisbles or ather
tOrE.

thet these spy

“Compari k for these speci

were p

12

fulse posicive ¢

may have been, in fact, crue positves chat were missed

d on endacervical and male urethnl swab specimens, reapecrively.
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Table 4

Reproducibility
Mean Wichin Run Berween Run Between Day Toul
Punel Member N SICO {5D) %0V 5Dy (%CV; (50} (%CV; (5Dt [3 ]
A o0 o.02 0.020 NA 0.021 NA £.021 NA 0022 NA
B 20 2.23 0.396 17.8 0428 1.2 U428 12.2 0458 20.6
C 20 ES1 0.265 a4 0.380 12.0 .30 12.0 0422 13.3
D %0 3.0 0161 4.0 0312 78 0335 84 0.422 10.6
E 9 4.6% 0.136 29 0.414 8.9 0414 89 0.518 1.3
Mean Wichin Run Between Run Berween Day Toal
N RATE {sD) (36CV) sD) (%CV) (5D (%CY) (5D} (WY}
INegative Conrrol 78 178 749 NA 27.49 NA 2754 NA 18.35 NA
Calibrator 78 1089.8 97.69 90 103.71 %5 127.64 1.7 142,97 131
*NA « Not Applicabie
Table 5 Negative Control and Calibrator Performance
LCx Chlamydia The performance of the Calibrator used during the clinical

Reproducibility of Negative Control and Calibrator
Values (318 Runs)

Negarive

Sample Calibrator Contrel
Mewn (civ's) 1219.5 16.3
3D 100.0 1.5
"V

Average Within Run 5.2 NA

Ovenall 16.4 NA
Ranpe {</nls} 577.6 - 1960.% 0-2222

Inactivation Efficiency of Amplification Product

A 107 fold reduction of the amplification producr
concentration is achieved in overamplified samples by the
inactivation chemistry used in the LCx Chlamydia
mrachomatis Assay. For clinical specimens, 70 positive utine
and swab specimens were used to evaluate the inactivation
efficiency. Amplified apecimens were diluced 100-fold and
then inacivated using the LCx assay procedure before
re-testing with the LCx Chlamydia tmachomatis Assay. All
specimens showed negative resules (S/CO racio < 1.00) afrer
inactivation.

Reproducibility

Assay reproducibility of the LCx Chlamydia trachomatis
Assay was demonstrared by 1esting a 5-member panel
consisting of 4 dilutions of Chlampdia srachomaris-infecred
McCoy eells in a specimen macrix. This reproducibility panel
was run a¢ four different sites in triplicate twice 2 day for
three days. The clinical trials were all run in laboratories
with a high degree of expertise in DNA amplification assays.
It was important to demonstrate che reproducibilicy obrained
by technicians who had no prior experience with this type
of assay. Therefore, the rechnicians at two of the sites in
which che reproducibility panel was run had been instructed
in the LCx Chlamydia trachomatis Assay but had not
previously run DNA amplification assays. The results of the
average wichin-run, berween run, becween day, and rotal
reproducibility of the LCx Chiamydia trachomatis Assay arc
shown in Table 4. The variance estimares presented in Table
4 were calculared from the variance companents obained
using SAS's® PROC NESTED procedure. Variance
estimetes are cumulative from left to right, i.e., "Wichin
Run" variability is included in the “Berween Run® term,
ecc. Coefficients of Variation (CV) for Pancl Member A and
the Negative Control are not presented, instead the Srandard
Deviation {SD) is presented as the measure of variability,
Results are presented according to the National Commictee
for Clinical Laboratory Standards (NCCLS).

wrials was evaluared by caleulating the overall mean and the
percent Cocfficient of Variation (%CV) across the valid runs.
(Sce Table 5). The overall %CV was calculated wichout
regard to replicates. The average within run %CV is the
%CV of each Calibrator replicate averaged over 318 runs,
For the Negative Control, the overall Standard Deviacion
(SD) is presented as the measure of variabilicy. These resuits
are similar ro the results obrained in Table 4, Reproducibility.

Proficiency

In order ro determine the proficiency of the LCx Chlamydia
srachomatis Assay, a 20-member pane} consisting of 20
unique samples at various LCx signals in urine and swab
samples were tested. This panel was run at three differenc
sites and each sample was analyzed once. The technicians a1
all sites were inexperienced users and received training on
the LCx Assay just prior 1o beginning the proficiency study.
The results of this study demaonstrared 1% agreement on
this panel across all three sites.
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Neotice:

The purchase of this product allows the purchaser to use
it for amplification of nucleic acid sequences and for
detection of nucleic acid sequences for human bs-Vigre
diagnostics in accordance with the stated intended uge.
No general patent or other license of any kind other than
this specific right of use fromn purchase is granted hereby,
LCx®, LCR™, and X SYSTEMS® are trademarks of Abbort
Laboratories.

SAS?® is not a trademark of Abbon Laboratorics.

—

ABBOTT LABORATORIES
Diagnostics Division
Abbott Tark, Hlinois 60064 Seprember, 2000

e



EXHIBIT 6

Device Components

Vi



This page represents 1 whole-page redactions.



EXHIBIT 7

Performance Study Data Tables



CONFIDENTIAL

Tables 1A through 1E
Aged Urine Study Using LCx® Assay and Sierra Diagnostics Collection, Preservation, and
Transport System With Urine Spiked With N. gonorrhea

Table 1A

Lot No. 06x—Frozen (-70°C); Preserved (120 hrs. @ +30°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 _—

Lot No. 08x—Frozen (-70°C); Preserved (144 hrs. @ +30°C)

Correlation = 100%

4

Table 1B

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

Table 1C

Lot No. 011x—Frozen (-70°C); Preserved (120 hrs. @ +60°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

1 /G 7
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Table 1D

Lot No. 015x—Frozen (-70°C); Preserved (144 hrs.

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 -

Correlation = 100%

Table 1E

Lot No. 016x—Frozen (-70°C); Preserved (160 hrs. D

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

APYAL b TSR e .
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Tables 2A through 2G
Aged Urine Study Using LCx® Assay and Sierra Diagnostics Collection, Preservation, and
Transport System With Urine Spiked With C. tfrachomatis

Table 24

Lot No. 84x—Frozen (-70°C); Preserved (96 hrs. @ +30°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 -—

Correlation = 100%

Table 2B

Lot No. 06x—Frozen (-70°C); Preserved (120 hrs. @ +30°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

Table 2C

Lot No. 08x—Frozen (-70°C); Preserved (144 hrs. @ +30°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 -—

Correlation = 100%

3 7/
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Table 2D

Lot No. 09x—Frozen (-70°C); Preserved (144 hrs. @ +60°C)

Paositive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 -

Correlation = 100%

Table 2E

Lot No. 011x—Frozen (-70°C); Preserved (160 hrs. @ +60°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

Table 2F

Lot No. 015x—Frozen (-70°C); Preserved (180 hrs. @ +60°C)

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

CONFIDENTIAL
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Table 2G

Lot No. 016x—Frozen (-70°C); Preserved (166 hrs.

Positive Negative Total
Frozen 10 3 13
Preserved 10 3 13
Difference 0 0 —

Correlation = 100%

5
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Clinical Study Summary Data
Table 3A
Site 1

Preservative vol. = 2.0ml / Collection Cup Size = 90ml

. " Positive Results .
Specimen Chlamydia Gororhea Negative Results
Unpreserved
2-8°C 17 4 155
24 hrs.
Preserved
Ambient Temp.** 17 4 155
144 hrs.
Correlation 100% 100% 100%

* Average combined total volume (preserved and unpreserved) wasd4ml.
** Average transport temperature was 48°C. Ambient storage temperature was 21°C,

Table 3B
Site 2

Preservative vol. = 2.0ml / Collection Cup Size = 90ml

s Positive Results ;
Specimen Chlamydia Gonorrhea Negative Results
Unpreserved
2-8°C 13 2 145
24 hrs.
Preserved
Ambient Temp.** 13 2 145
144 hrs.
Correlation 100% 100% 100%

* Average combined total volume (preserved and unpreserved) was S2ml.
** Average transport temperature was 63.9°C. Ambient storage temperature was 21°C.

6
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Preservative vol. = 2.0ml / Collection Cup Size = 90mi

CONFIDENTIAL

Table 3C

Site 3

Positive Results

S .
Specimen Chlamydia Gonorrhiea Negative Results
Unpreserved
2-8°C 14 5 80
24 hrs.
' Preserved
Ambient Temp.** 14 5 80
144 hrs.
Correlation 100% 100% 100%

* Average combined total volume (preserved and unpreserved) was 43ml.

** Average transport temperature was 58.8°C. Ambient storage temperature was 21°C.

Table 3D

Site 4

Preservative vol. = 2.0ml / Collection Cup Size = 90ml

Positive Results

L .
Specimen Chlamydia Goro—tica Negative Results
Unpreserved
2-8°C 9 1 52
24 brs.
Preserved
Ambient Temp.** 9 1 52
144 hrs.
Correlation 100% 100% 100%

* Average combined total volume (preserved and unpreserved) was 52ml.

** Average transport temperature was 63.9°C. Ambient storage temperature was 21°C.

7
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Table 3E
Site 5

Preservative vol. = 4.0ml / Collection Cup Size = 90ml

. * Positive Results .
Specimen Chlamydia . Gonorrhea Negative Results
Unpreserved
2-8°C 15 0 70
24 hrs.
Preserved
Ambient Temp.** 15 0 70
144 hrs.
Correlation 100% 100% 100%

* Average combined total volume (preserved and unpreserved) was 49ml.
** Average transport temperature was 46.2°C. Ambient storage temperature was 25°C.
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Symptomatic vs. Asymptomatic Results By Sex and Study Site

Table 4A
Female Subjects
Symptomatic Asymptomatic
Subjects Positive Negative Subjects Positive Negative
Site 1 84 11 73 76 6 70
Site 2 53 10 43 87 3 84
Site 3 50 9 41 31 2 29
Site 4 34 6 28 18 3 15
Site 5 33 10 23 40 5 35
Total 254 46 208 252 19 233
Table 4B
Male Subjects
Symptomatic Asymptomatic
Subjects Positive Negative Subjects Positive Negative

Site 1 26 3 23 0 -- --
Site 2 20 2 18 0 - -
Site 3 14 3 11 5 2 3
Site 4 8 1 7 2 2 0
Site 5 3 2 1 9 1

Total 71 11 60 16 5 i1

9
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Table 5

LCx® Gonococeal Serovar Sensitivity At Varying Preservative to Urine Concentrations

(Spiked Urine)

Serovar Unpreserved (-70°C/24 hrs.) Preserved (25°C/144 hrs.)
' Result Ratio Result
1A-13 . 1:10 Positive
Positive 1:15 Positive
1A-20 . 1:10 Positive
Posit
ostuve BE Positive
1A-5 . 1:10 Positive
Posit -
ositive BE Positive
1A2 . 1:10 Positive
Posit
osthve 115 Positive
1A-3 . 1:10 Positive
P
ositive 1:15 Positive
1B-17 Positive 1:10 P033t?ve
1:15 Positive
1B2 ... 1:10 Positive
P
ositive 1:15 Positive
1B-18 Positive 1:10 POS}t?ve
_ 1:15 Positive
1B-7 Positive 1:10 POS{t!VC
1:15 Positive
1B-5 Positive 1:10 Pos!t?ve
1:15 Positive

10
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\WJ Sierra Diagnostics, L.L.C.
Premarket Notification — Urine Collection, Preservation and Transport
System

Sterilization Information

Sierra purchases the collection cup component of the Urine Collection System
from Samco Scientific, who contracts with Steris Isomedix to have the cups
sterilized by gamma irradiation prior to shipment to Sierra.

Upon receipt of the collection cups, Sierra aseptically fills the cups with the
preservative and indicator beads. Prior to filling, Sierra sterilizes the
preservative by passage through a 0.2 micron filter, and the indicator beads by
steam autoclave. The sterility assurance level (SAL) for the interior of the
finished device is 106,

Stenlity of the finished device is confirmed by conducting a USP sterility test on
a statistically valid sample size of each manufactured lot in accordance with
Sierra’s standard operating procedures.
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510(k) Summary

KOl
I General Information on Submitter 0 / 3 f / q

Name: Sierra Diagnostics, L.L.C.

Address: 21109 Longeway #C
Sonora, CA 95370

Telephone: (209) 536-0886

Fax: (209) 536-0853

Contact Person: Tony Baker

Date Prepared: October __, 2001

II. General Information on Device

Name: Sierra Diagnostics L.L.C. Urine Collection,
Preservation and Transport System

Classification Name: Accessory to Neisseria spp. and Chlamydia
serological reagents

III. Predicate Device

The standard urine collection cup used to collect specimens for testing with
the Abbott LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays and
referenced in the package inserts for the LCx® devices (See 510(k) Nos. K935833
(Neisseria gonorrhoeae) and K934622 (Chlamydia trachomatis)).

IV. Description of Device

The device is comprised of a urine collection cup containing of a nucleic acid
chemical preservative. The device allows urine specimens for LCx® gonococcal or
chlamydial testing to be preserved for up to 6 days at temperatures not to exceed
60°C. Inert indicator beads are included in the urine cup as an indicator that a
preservative is present in the sample.

V. Intended Use

The Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport
System is intended for use in the collection, preservation, and transportation of
urine specimens at temperatures not exceeding 60°C for testing with the Abbott
LCx® Neisseria gonorrhoeae and Chlamydia trachomatis assays.



VI. Technological Characteristics of Device Compared to Predicate Device

The Sierra Urine Collection, Preservation, and Transport System and the
predicate device share the same technological characteristics with the exception
of the method of preservation. The predicate device employs a temperature
preservation method while the Sierra device uses chemical preservation.

VIl. Summary of Performance Data

The effectiveness of the Sierra Urine Collection, Preservation, and Transport
System was established by the comparative testing of fresh and preserved urine
spiked with gonococcal and chlamydial DNA. LCx® testing of samples that were
preserved through refrigeration for 24 hours were compared with results for
specimens preserved with the Sierra device and tested after being held for 144
hrs. at 60°C. There was a 100% correlation between the refrigerated and
preserved samples.

Effectiveness was further established by a multi-site clinical study. The results of
this study demonstrated that the device effectively preserved gonococcal and
chlamydial nucleic acid targets in urine specimens from symptomatic and
asymptomatic males and females.

The effective preservative concentration range and effect on LCx® sensitivity was
established by a study using urine specimens spiked with less than 10 cfu of 10
different gonococcal serovars. Results from this test proved that Sierra’s device
effectively preserved nucleic acid targets down to the LCx® level of detection with
a preservative to urine ratio ranging from 1:10 to 1:15.



DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
2098 Gaither Road
Rockville MD 20850

Sierra Diagnostics, L.L..C. FEB 2 8 2002
¢/o Donald R. Stone, Esq.
Kirkpatrick and Lockhart, LLP
1800 Massachusetts Avenue, NW
Suite 200

Washington, DC 20036-1221

Re: k013819
Trade/Device Name: Sierra Diagnostics L.L.C. Urine Collection, Preservation and

Transport System
Regulation Number: 21 CFR 866.2900
Regulation Name: Microbiological Specimen Collection and Transport System
Regulatory Class: Class 1
Product Code: JTW
Dated: February 11, 2002
Received: February 12, 2002

Dear Mr. Stone:

We have reviewed your Section 510(k) premarket notification of intent to market the device
referenced above and have determined the device is substantially equivalent (for the indications
for use stated in the enclosure) to legally marketed predicate devices marketed in interstate
commerce prior to May 28, 1976, the enactment date of the Medical Device Amendments, or to
devices that have been reclassified in accordance with the provisions of the Federal Food, Drug,
and Cosmetic Act (Act) that do not require approval of a premarket approval application (PMA).
You may, therefore, market the device, subject to the general controls provisions of the Act. The
general controls provisions of the Act include requirements for annual registration, listing of
devices, good manufacturing practice, labeling, and prohibitions against misbranding and
adulteration.

If your device is classified (see above) into either class II (Special Controls) or class III (PMA), it
may be subject to such additional controls. Existing major regulations affecting your device can
be found in the Code of Federal Regulations, Title 21, Parts 800 to 898. [n addition, FDA may
publish further announcements conceming your device in the Federal Register.

Please be advised that FDA’s issuance of a substantial equivalence determination does not mean
that FDA has made a determination that your device complies with other requirements of the Act
or any Federal statutes and regulations administered by other Federal agencies. You must
comply with all the Act’s requirements, including, but not limited to: registration and listing (21
CFR Part 807); labeling (21 CFR Part 801}); good manufacturing practice requirements as set
forth in the quality systems (QS) regulation (21 CFR Part 820); and if applicable, the electronic
product radiation control provisions (Sections 531-542 of the Act); 2} CFR 1000-1050.
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This letter will allow you to begin marketing your device as described in your 510(k) premarket
notification. The FDA finding of substantial equivalence of your device to a legally marketed
predicate device results in a classification for your device and thus, permits your device to
proceed to the market.

If you desire specific advice for your device on our labeling regulation (21 CFR Part 801 and -
additionally 809.10 for in vitro diagnostic devices), please contact the Office of Compliance at
(301) 594-4588. Additionally, for questions on the promotion and advertising of your device,
please contact the Office of Compliance at (301) 594-4639. Also, please note the regulation
entitled, “Misbranding by reference to premarket notification” (21CFR 807.97). Other general
information on your responsibilities under the Act may be obtained from the Division of Small
Manufacturers International and Consumer Assistance at its toll-free number (800) 638-2041 or
(301) 443-6597 or at its internet address "http://www.fda.gov/cdrh/dsma/dsmamain.html".

Sincerely yours,

M%

Steven 1. Gutman, M.D., M.B.A.
Director
Division of Clinical Laboratory Devices
Office of Device Evaluation
Center for Devices and

Radiological Health

Enclosure



510(k) Number:

Device Name: Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport
System

Indications for Use:
The Sierra Diagnostics L.L.C. Urine Collection, Preservation and Transport System is indicated for -
use in the collection, preservation, and transportation of urine specimens at temperatures not

exceeding 60°C for testing with the Abbott LCx® Neisseria gonorrhoeae and Chlamydia
trachomatis assays.
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Quality Control Page

This document was provided by: FOI Services, Inc
11 Firstfield Road
Gaithersburg MD 20878-1704 USA
Phone; 301-975-9400
Fax: 301-975-0702
Email: infofoi@foiservices.com

Do you need additional U.S. Government information?

Since 1975, FOI Services, Inc has specialized in acquiring government files using the Freedom of
Information Act. We have millions of pages of unpublished documentation already on file and available for
immediate delivery.

Many of the documents you need are available for immediate downloading at:
www.foiservices.com

Unless specified otherwise, all of FOI Services' documents have been released by the U.S. Government under the provisions of the
Freedom of Information Act and are therefore available to the general public. FOI Services, Inc. does not guarantee the accuracy of
any of the information in these documents; the documents will be faithful copies of the information supplied to FOI Services, Inc.




