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Meeting Minutes — FDA/Bio-Rad Laboratories Liquichek ToRCH Plus Control

510(k) submission teleconference.

This memorandum summarizes the discussions that transpired between the agency and
Bio-Rad Laboratories with respect to the Bio-Rad Laboratories Liquichek ToRCH Plus
Control 510(k) submission teleconference.

A teleconference was held on January 7, 2002, between Bio-Rad Laboratories and the
FDA. The discussion served to discuss open issues identified by the FDA in relation to
the Bio-Rad Laboratories Liquichek ToRCH Plus Control 510(k) Submission [K013716].

In attendance at the meeting were representatives from Bio-Rad Laboratories and the
FDA. The meeting participants were as follows:

Food and Drug Administration:
Woody Dubois (DCLD/CDRH)

Kathy Wright (DCLD/CDRH)
Tom Simms (DLCD/CDRH)
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Bio-Rad Laboratories:
Donna Chapman
Elizabeth Platt

Yvette Lloyd

Farrah Kamalian
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. Introduction:
The discussion commenced with an introduction and welcome from Bio-Rad
Laboratories. All parties from the FDA were confirmed present by Bio-Rad Laboratories.

Bio-Rad Laboratories briefly discussed the nature of the product manufactured at QSD,
and reiterated the scope and purpose of the conference call.

The groups referenced the proposed agenda, and both groups agreed to utilize the
proposed agenda.

The FDA began with a brief introduction and reiterated that while global harmonization is
rapidly transpiring, the FDA solely has jurisdiction over those products which are
intended for the domestic market, regardless of whether they are to be sold
internationally.

Bio-Rad Laboratories suggested that the discussion would commence with the parties
from the FDA addressing each issue identified by the reviewer, and then proceeding with
a discussion as to whether the issue has 1) been satisfied by the Bio-Rad Laboratories
response, and if not, 2) indicate what is the fundamental nature of the issue that still
requires resolution. All parties agreed to this.

I List of issues:
The group agreed to begin discussing the list of issues identified by the agency. In order
to provide the best summary of the discussion, each issue has been provided in bold,

italicized print. The subsequent discussion and agreements (if assented) are provided
in regular print.

Administrative Issues

The sponsor has provided examples how they derived an assigned value for each of the

analytes of their control material. Discussion follows:

a) The First page discussion, section 6, states that the value assignment for the
Abbott Tumor Marker is generated...... The sponsor should indicate how this
is relevant to the device.

As per the FDA, the written response submitted by Bio-Rad Laboratories satisfies the
issue.

Status: CLOSED

b) On the first page of section 6 to the second the last paragraph has a disclaimer
that the values are provided simply ‘as a guide’ and that ‘each laboratory
should establish [their] own specific means and acceptable ranges’. As an
assayed control, this value should not be considered as a ‘guide’ but is
considered a true value for a particular lot of material. Therefore, this we
recommend a statement be presented in the Pl but rewritten to reflect this
concept.

The FDA articulated that CDRH does not like the idea of an ‘assayed’ quality control
that has a corresponding disclaimer in the labeling discounting the representative
ranges. The FDA considers this ‘guide’ disclaimer more appropriate for an
unassayed control.
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Bio-Rad Laboratories inquired as to what text the FDA would recommend to
mitigate the issue.

The FDA suggested that changes to the intended use and indications for use to list
only those approved assays which have been validated with the control be listed.

Status: UNRESOLVED. Bio-Rad Laboratories will discuss the issue and formulate a
response to the Microbiology branch.

It should be noted that the groups digressed momentarily to discuss the concept of
labeling. Bio-Rad Laboratories is currently undergoing a labeling review at the
Office of Compliance. ODE in the past has performed labeling reviews for Bio-Rad
Laboratories.

The FDA expressed a concern that labeling reviews for cleared 510(k)s need to
transpire at ODE . Bio-Rad Laboratories reiterated that labeling reviews to the insert
go through the Office of Compliance and that this has been done in the past to
review global labeling changes which do not affect the 510(k) status.

Mr. Dubois indicated that he has spoken with Dr. Gutman regarding the listing of
unapproved devices in this insert. He reiterated that the FDA’s position for this
product has not changed. In short, the FDA will not allow the listing of unapproved
devices in this package insert.

In the interest of time, the groups agreed to table this discussion and take it offline,
as it is something that affects not only the device which is the subject of the
conference call, but potentially affects all Bio-Rad Laboratories devices.

¢} There are provided protocols which contain two different sets of instructions
for assay manufacturers and for reference laboratories. The sponsor
recommends (first protocol) that assay manufacturer run this device for a
minimum of 20 replicates whereas the reference laboratories’ instructions
(second protocol) are for a different function. The manufacturers are to test
this device for reproducibility and establishing a mean and range. The
reference labs are apparently to use this device as a specimen would be used.
However, it is unclear why this investigator is requested to supply results of
cutoff values, sample to cutoff ratios, clinical interpretation and quality control
sample to cutoff ratio values (see comment #9). It is puzzling what sample(s)
the sponsor wants this information for and how the data can be used for this
device. Was the protocol(s) specifically followed?

As per the FDA, the written response submitted by Bio-Rad Laboratories satisfies the
issue.

Status: CLOSED
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d)

)

-Because there is indication that 20 replicates were performed, we believe this

constitutes reproducibility testing. We would welcome these resuits to be
presented as standard deviation (SD) and percent coefficient of variation
(%CV) in order to further evaluate its value as an assayed control material

Bio-Rad Laboratories does not make any product claims in the labeling for
reproducibility; furthermore, Bio-Rad Laboratories feels that this is not a claim
that is supported by industry.

As per the FDA, the written response submitted by Bio-Rad Laboratories satisfies the
issue.

Status: CLOSED

We recommend the sponsor provide a Financial Disclosure Form from each
investigator participating in these studies.

The FDA discussed that the Financial Disclosure requirements, which began to be

enforced about 2 years ago, apply to IVDs, regardless of whether human subjects
are involved.

Bio-Rad Laboratories agreed to provide one for this 510(k) submission and agreed to
start providing one for each 510(k) submitted.

Status: RESOLVED

We suggest the sponsor provide the statistical format for calculating the
acceptable range(s) of results for each analyte and for each instrument (if
different) using their device.

As per the FDA, the written response submitted by Bio-Rad Laboratories satisfies the
issue.

Status: CLOSED

How is this device to be utilized if the user has plasma for specimen testing
and it appears that performance data was obtained only from serum?

The FDA reiterated the concern that the device, which is made from a serum-like
matrix, is appropriate for use in assays cleared for use with plasma specimens.

Bio-Rad Laboratories suggested that the control has been validated with assays that
have been cleared for both serum and plasma, thereby rendering it useable for all
assays.

The FDA suggested that NCCLS guidelines on matrix studies and for IgM controls
represent that the controls must be validated with each type of assay in order for it to
be claimed. Further, there needs to be proof that the matrix is commutable for all
assays. :

Status: UNRESOLVED
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Labeling
The groups commenced a generic discussion related to labeling.

Bio-Rad Laboratories had indicated that the Office of Compliance has approved the text
templates via a labeling review.

The FDA is concerned that labeling reviews should go to ODE and not the Office of
Compliance especially when it relates to cleared devices. The FDA believes that ODE
should review for content labeling changes, and that the Office of Compliance is better
suited to review format changes to labeling.

Bio-Rad Laboratories indicated that the company has a labeling review currently pending
to address the text required for CE Marking. Bio-Rad Laboratories read those text
changes to the FDA. The FDA agreed to follow up with Betty Collins the Office of
Compliance for information related to the current labeling review.

The FDA agreed that the new text probably did not warrant ODE review.

Because this is a global issue that such reviews may pre-empt the need for a new 510(k)
the groups agreed to table the discussion in order to address the labeling issues related
to the current device 510(k).

The following dialogue involves both the existing draft Pl and further

suggestion(s) by FDA:

a) Intended use: Because the sponsor considers this an assayed device, we
believe each legally marketed system for which the device’s level should be
indicated, e.g. Abbott AxSYM and Abbott ImX. In addition, each organism
should be cited as well. This would also be the same for the Indications for
Use statement.

The FDA indicated that if Bio-Rad Laboratories still wants to approach this as an
‘assayed’ control, that there should be express information in the 2™ paragraph of
the intended use statement disclosing the information suggested by the FDA.

Bio-Rad Laboratories indicated that the data sheet in the draft package insert has
been changed to incorporate the information requested. Bio-Rad Laboratories
suggested that the new draft of the Package Insert be submitted to the FDA in the
next response to determine if it satisfies the issues noted by the FDA.

The FDA agreed to this.

Status: UNRESOLVED. Bio-Rad Laboratories will submit a copy of new draft
package insert and the FDA will review to see if it resolves issue.

It should be noted that at the end of the discussion the FDA appeared to suggest

that the FDA would allow a reference to a list of assays in the data sheet as long as
the sheet solely listed approved kits.
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b} Reagents:

i)

Warnings: We believe that the sponsor should specify what their
‘processed’ plasma is and indicate that their device is not intended for use
with assays which recommend using anticoagulated specimens.

This issues related back to the administrative issue identified previously.

Bio-Rad Laboratories agreed to take the discussion offline, and provide in the
next FDA response what approach to take with the issue.

Status: UNRESOLVED

Because the sponsor states (sect. 2, page 3 of 3) that stability studies have
been performed with this device, 60 days opened and 3 years, 3 months for
unopened (both at 2-8°C), we suggest they provide representative data to
FDA. We suggest the sponsor also indicate whether the states unopened
stability is from real-time or accelerated time determination.

As per the FDA, the written response submitted by Bio-Rad Laboratories satisfies
the issue.

Status: CLOSED

¢) Limitations

i)

i)

We recommend the sponsor state, “These ToRCH Controls are not
considered calibrators and are not to be used for assay calibration.”

Bio-Rad Laboratories suggested that this current issue is already expressly
stated in the draft insert, and it is further articulated in the draft text template
which is currently undergoing a labeling review.

Bio-Rad Laboratories read to the FDA the proposed wording changes which
incorporate the requested changes. The FDA agreed to take this discussion
offline pending resolution of the labeling review issue with the Office of
Compliance.

Status: UNRESOLVED

We suggest, “These controls are not intended to replace the
manufacturer’s controls supplied with their kits.”

Bio-Rad Laboratories agreed to insert this text on the labeling.
Status: RESOLVED

We additionally recommend the following, “The ToRCH Controls are matrix
specific and are intended for use only when testing serum specimens.”

This is a labeling change request that is related to an administrative issue
identified by the FDA.
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The FDA strongly support the NCCLS guidelines which suggest that plasma
assays utilize plasma specimens, and serum assays use serum specimens. As
such, because this is essentially a serum sampie, the FDA would like to have a
matrix specific disclaimer.

Bio-Rad Laboratories suggested that if we were to place a matrix specific
disclaimer in the insert, that it is already expressly specified in the intended use
statement. The FDA indicated that the FDA would pursue this offline and get
back to Bio-Rad Laboratories regarding this issue.

Bio-Rad Laboratories agreed to take this issue offline and address it in the next
response to be submitted to the FDA.

Status: UNRESOLVED

iv) Because this device has been established with specified assays, a
statement is advised for limiting this device to those systems listed in the
Intended Use and Indications for Use. Alternatively, the sponsor could say
that the performance characteristics have not been established for assays
other than those listed in the Intended Use section.

This is the same issue that arose at the beginning of the discussion.
Both groups feel strongly about each of their respective positions.

Bio-Rad Laboratories further recognized that if the inserts were restricted to
those assays which are cleared for the domestic market, that it would essentially
pre-empt the need for a new 510(k) every time a new assay became cleared for
the domestic market, since this would be considered a change in the intended
use. Bio-Rad Laboratories is willing to comply with this requirement for this
particular 510(k) submission, although it is feasible that with over 100 cleared
510(k)s it would place a substantial burden on DCLD in the future when new
assays would become available.

Bio-Rad Laboratories also brought up the issue that assays manufacturers are
continuously removing their assays from the market. The FDA discussed that no
new 510(k) is required when assays are removed from the intended use.

Both groups agreed that this is really a global issue related not only to the current
device. Both groups agreed to table the discussion discuss it after Bio-Rad
Laboratories has submitted the second response.

Status: UNRESOLVED

d) Expected values: We recommend a brief statement about the method(s) used
to verify the expected results for this control.

As per the FDA, the written response submitted by Bio-Rad Laboratories satisfies the
issue.

Status: CLOSED
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e) Quality Control: We suggest the sponsor include a quality control section
recommending that each laboratory validates each lot of control with each
specific assay system prior to its routing use in their laboratory.

The FDA indicated that this request is understood through the CLIA regulations, and
that an additional express statement is needed on the insert.

Bio-Rad Laboratories agreed to discuss this offline and address the issue in the next
response to the FDA.

Status: UNRESOLVED.
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11 Conclusion

The meeting terminated with a summation of the items that are still unresolved at the
current time and a summation of the items that had been resolved during the conference
call.

Bio-Rad Laboratories agreed to send a new draft package insert in the next response as
well as a sample of a labeling review performed by the Office of Compliance.

Both groups articulated that each group’s arguments had merits and that each group
could respect and understand the other group’s logic behind the arguments.

The FDA is cognizant that the issues that are transpiring with this submission are not
new and that they are an oversight on the part of the FDA. The FDA articulated that they
are making good faith effort to try and rectify these issues for the future.

Bio-Rad Laboratories expressed concerns that some of the issues identified in this
product submission are truly globai and may potentially affect other product
manufactured by Bio-Rad Laboratories. Additionally, Bio-Rad Laboratories suggested
that the company might wish to escalate some of these issues directly to Dr. Gutman,

especially issues such as listing of unapproved kits, which has been allowed by the FDA
for quite some time.

In addition, the FDA suggested that Bio-Rad Laboratories provide DCLD with a paper
detailing all the ‘global’ issues that affect Bio-Rad Laboratories product and DCLD will
address these issues after receiving the labeling review.

Lastly, Bio-Rad Laboratories agreed to provide meeting minutes to summarize issues
and ensure that all parties comprehend the issues in the same manner.
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. 4 B 'o ‘RAD Bio-Rad Diagnostics Group
) s 9500 Jerormmo Road
Laboratories Irvine. Califorria 92618-2017

Telephone (949) 598-1200

Bio-Rad 510(k) Response to FDA
for Liquichek ToRCH Plus
Control

January 28, 2002

Kathy Wright

Food and Drug Administration

Center for Devices and Radiological Health
Office of Device Evaluation

Division of Clinical Laboratory Devices
Microbiology Branch

Document Control Center (HFZ-440)

2098 Gaither Road.

Rockville, MD 20850

ke. KO13716

Dear Ms. Wright:

Pursuant to our conversation on January 23, 2002, | am submitting a response to the
FDA regarding the change in the intended use for the TORCH Plus Contrel. Positive.

Bio-Rad Laboratories has chosen to modify the intended use from an ASSAYED control
to an UNASSAYED control. As such, this relegates the control from the premarket

notification requirements of 21 CFR §862.1660, since unassayed products are exempted
by statute.

Atmough thic product is exempted by reguiatiorn, Bic-Rad Laboeratories would like to
partner with the FDA to create labeiing that is suitable for the domestic market. A draft
copy of the proposed labeling changes has been provided in Attachment A; because
some of the FDA requested changes were not incorporated, a justification for non-

incorporation has been provided in Attachment B. Bio-Rad Laboratories welcomes your
feedback.

Bio-Rad Laboratories urges the agency to reasonably consider the proposed
justification. Because Bio-Rad Lahoratories is a global company with approximately 70
products sold worldwide, Bio-Rad Laboratories has a valid concern that the changes
requested for the Liquichek ToRCH Control, Positive will impact other product labeling
by setting a precedent. Furthermore, as there may be differences among reviewers
within the departments the Division of Clinical Laboratory Devices, Bio-Rad Laboratories
has a concern that these changes may not be harmonized and may be dynamic with
respect to each individual 510(k) premarket notification review. Therefore, Bio-Rad
Laboratories agrees to work with the agency on the requested labeling changes, and
asks that only those changes which are integral to ensuring compliance with the federal
statues be implemented.
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In addition, Bio-Rad Laboratories would like to partner with the FDA long term and keep
the Liquichek ToRCH Plus Control, Positive 510(k) open in order to enable the company
to market an assayed serology control. Because that is beyond the scope of the current
response, issues related to this request will not be articulated herein. Nonetheless, Bio-
Rad Laboratories would like to work the FDA long-term to determine what requirements

may be necessary to support a substantial equivalence decision for an assayed serology
control.

As discussed in phone conversations with you, Bio-Rad Laboratories understands the
sense of urgency in working to resolve the issues with the current premarket notification
submission. We appreciate your earliest attention to this matter, and thank you in
advance for resolving these issues in an expeditious manner.

Should you require additional information please contact me directly at (949) 598-1465,
via facsimile at (949) 598-1555, or via the Internet at yvette lloyd@bio-rad.com.

Thank you.

With best regards,
ALl S aped
Yvette Lloyd

Senior Regulatory Affairs Specialist
Bio-Rad Laboratories
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Attachment A:

Proposed Domestic Labeling
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Bio-Rad Laboratories

Liquichek™ ToRCH Plus Control, Positive

INTENDED USE

i W s b o o S

Liquichek ToRCH Plus Control, Positive is intended for use as an unassayed quality
control serum to monitor the precision of laboratory testing procedures for the analytes
listed in this package insert.

The use of quality control materials is indicated as an objective assessment of the

precision of methods and techniques in use and is an integral part of good laboratory
practices.

REAGENT

Liquichek ToRCH Plus Control, Positive is prepared from human serum and
preservatives. The control is provided in liquid form for convenience.

STORAGE AND STABILITY

Liquichek ToRCH Plus Control, Positive will be stable until the expiration date when
stored unopened at 2-8°C. Once opened, all constituents will be stable for 60 days when
stored tightly capped at 2-8°C. The vials should be stored upright to prevent leakage.

PROCEDURE

Liquichek ToRCH Plus Control, Positive should be treated and analyzed the same as
patient specimens and run in accordance with the instructions accompanying the
instrument, kit or reagent being used. Before sampling, allow the control to rcach room
temperature then gently swirl the contents to ensure homogeneity. Do not mix vial
contents by inversion or by vigorous agitation.

LIMITATIONS

Liquichek ToRCH Plus Control, Positive should not be used past the expiration date.
If there is evidence of microbial contamination or excessive turbidity in the control,
discard the vial.

Liquichek ToRCH Plus Control, Positive is not intended for use as a standard nor to
verify trueness of measurement and is not traceable to internationally recognized
standards.

Liquichek ToRCH Plus Control, Positive is independent from the positive and negative
controls provided with the manufacturer test kits.



ASSIGNMENT OF VALUES

The results printed in this insert were derived from replicate analyses and are specific for
this lot of Liquichek ToRCH Plus Control, Positive. The tests listed were performed by
the reagent manufacturer and/or independent laboratories using manufacturer supported
reagents and a representative sampling of this lot of control. Variations over time and
between laboratories may be caused by differences in laboratory technique,
instrumentation and reagents, or by manufacturer test method modifications.
Representative results are provided for informational purposes only. Each laboratory
should establish its own parameters of precision.

SPECIFIC PERFORMANCE CHARACTERISTICS

Liquichek ToRCH Plus Control, Positive is a stabilized liquid product manufactured
under rigid quality control standards. To obtain consistent vial to vial assay values, the
control requires proper storage and handling as described.

DISPOSAL

Dispose of control material in accordance with the requirements of local waste
management authorities.

DAMAGE TO PACKAGING

In the event of damage to the packaging contact the local Bio-Rad Laboratories
distributor or Bio-Rad Laboratories Technical Services.

WARNING

Human source material. Treat as potentially infectious.

Each serum/plasma donor unit used to manufacture this control was tested by FDA
accepted methods and found non-reactive for Hepatitis B Surface Antigen (HBsAg),
antibody to hepatitis C (HCV) and antibody to HIV-1/HIV-2. No test method can offer
complete assurance that products containing human source materials will be absent of
these and other infectious agents. This product may also contain other human source
material for which there are no approved tests. In accordance with good laboratory
practice, all human source material should be considered potentially infectious for
Hepatitis B (HBV), Hepatitis C (HCV), HIV-1, HIV-2, HTLV-I, HTLV-], and all other
infectious agents; therefore, handle Liquichek ToORCH Plus Control, Positive with the
same precautions used with patient specimens.

FOR IN VITRO DIAGNOSTIC USE



Analyte Manufacturer/Method

Lot 18601
Resuits

Toxoplasma gondii 1gG

Abbott AxXSYM TOXO IgG

Abbott IMx TOXO IgG

Beckman ACCESS Toxo IgG

bioMeérieux VIDAS TOXOGii igG

Diagnostic Products Immulite Toxoplasma IgG

Diagnostic Products Immulite 2000 Toxoplasma igG

Weakly reactive -
Weakly reactive
Weakly reactive .
Weakly reactive
Weakly reactive
Weakly reactive

SeraQuest RUBELLA IgG
Wampole Laboratories/Trinity Rubella IgG ELISA

DiaSorin ETI-TOXO-G Plus Reactive
SeraQuest TOXOPLASMA igG Reactive
Wampole Laboratories/Trinity TOXO I1gG ELISA Weakly reactive
.|Rubella Virus IgG ‘
Abbott AXSYM Rubella IgG Weakly reactive
Abbott IMx Rubella 1gG Weakly reactive
Beckman ACCESS Rubella IgG Weakly reactive.
bioMérieux VIDAS RUBGI! IgG Weakly reactive
Diagnostic Products Immulite Rubella igG Weakly reactive,
Diagnostic Products Immulite 2000 Rubella IgG Weakly reactive.
DiaSorin ETI-RUBEK-G-Plus Weakly reactive

Weakly reactive
Weakly reactive

Cytomegalovirus (CMV) 1gG

Abbott AXSYM

DiaSorin ETI-HSVK /il IgG
SeraQuest HSV IgG (2)

Reactive
bioMérieux VIDAS CMVG IgG Reactive
Diagnostic Products Immulite CMV IgG Weakly reactive
Diagnostic Products Immulite 2000 CMV IgG Weakly reactive
DiaSorin ETI-CYTOK-G Plus Weakiy reactive
SeraQuest CMV igG (1) Weakly reactive
Wampole Laboratories/Trinity CMV 1gG ELISA Weakly reactive
Herpes Simplex Virus Type 1 (HSV-1) IgG ‘
Wampole Laboratories/Trinity HSV 1 IgG ELISA |Weakly reactive
Herpes Simplex Virus Type 2 (HSV-2) igG
Wampole Laboratories/Trinity HSV 2 1gG ELISA IWeakly reactive
Herpes Simplex Virus Type 1/ 2 (HSV-1/2) IgG
Diagnostic Products Immulite HSV IgG Reactive

Weakly reactive
Weakly reactive




Helicobacter pylori IgG :
Bio-Rad /Helix Enzyme Immunoassay Anti-Helicobacter pylori IgG Test Weakly reactive
Diagnostic Products Immulite H.pylori igG Weakly reactive
Diagnostic Products Immulite 2000 H.pylori IgG Weakly reactive
Wampole Laboratories/Trinity H. pylori IgG ELISA Weakly reactive
Varicella Zoster Virus (VZV) IgG

bioMérieux VIDAS VZG Weakly reactive
SeraQuest VZV 1gG (3) Weakly reactive
Wampole Laboratories/Trinity VZV IgG ELISA Weakly reactive
Epstein Barr Virus (VCA) EBV (VCA) i1gG

DiaSorin ETI-VCA G Reactive
SeraQuest EB VCA 1gG Weakly reactive
Trinity Captia EBV VCA (P-18) - 1gG Weakiy reactive
Treponema pallidum (Syphilis) IgG

Fujirebio Lumipulse TP-N Reactive
SciMedix FTA-Abs Treponema pallidum test Reactive
Syphilis Rapid Plasma Reagin (RPR)

AMPCOR Syphilis RPR Reactive

Becton Dickinson Macro-Vue RPR Card Tests Reactive
Footnotes:

(1) A 1:5 dilution should be made prior to running those tests where the value listed exceeds the highest standard
(2) A 1:3 dilution should be made prior to running those tests where the value listed exceeds the highest standard
(3) A 1:2 dilution should be made prior to running those tests where the value listed exceeds the highest standard



Attachment B:

Justification for non-inco’rporation of
FDA requested labeling changes
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The foregoing justification is based on Bio-Rad Laboratories’ response to the FDA’s
concerns regarding the Premarket Notification [510(k)] submission of the Liquichek
ToRCH Plus Control, Positive.

In order to facilitate the analysis, the original opinion from the agency has been set in
bold, italic print, while the Bio-Rad Laboratories response has been set in normal type.

Labeling

The following dialogue involves both the existing draft Pl and further

suggestion(s) by FDA:

a) Intended use: Because the sponsor considers this an assayed device, we
believe each legally marketed system for which the device’s level should be
indicated, e.g. Abbott AxSYM and Abbott ImX. In addition, each organism
should be cited as well. This would also be the same for the Indications for
Use statement. \

Pursuant to the teleconference held between the agency and Bio-Rad Laboratories,
it was agreed that the new draft of the insert be submitted to the agency for review.

The new draft insert has incorporated the full manufacturer’s name as well as the full
name for the organism in the data sheet.

Furthermore, Bio-Rad Laboratories has removed all references to uncleared reagent
kits as agreed during the teleconference.

Bio-Rad Laboratories reasonably believes that the modification to the data sheet
should take care of the issue noted.

The proposed draft of the data sheet incorporating the changes may be found in the
draft package insert in Attachment A.

b) Reagents:
i) Warnings: We believe that the sponsor should specify what their
‘processed’ plasma is and indicate that their device is not intended for use
with assays which recommend using anticoagulated specimens.

The term ‘processed plasma’ has been removed from the reagent section of the
package insert, as it may be confusing to the customer.

Therefore, Bio-Rad Laboratories reasonably believes that this should dissuade
the concern noted.
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ii)

Because the sponsor states (sect. 2, page 3 of 3) that stability studies have
been performed with this device, 60 days opened and 3 years, 3 months for
unopened (both at 2-8°C), we suggest they provide representative data to
FDA. We suggest the sponsor also indicate whether the states unopened
stability is from real-time or accelerated time determination.

Pursuant to the teleconference, this issue has been resolved by the Bio-Rad
Laboratories written response from December 2001. Therefore, no further
labeling changes are necessary. ‘

c) Limitations

i)

i)

iii)

We recommend the sponsor state, “These ToRCH Controls are not
considered calibrators and are not to be used for assay calibration.”

The new draft insert in Attachment A contains a number of limitations. In
particular, Limitation #3 states:

“This product is not intended for use as a standard nor to verify trueness of
measurement and is not traceable to internationally recognized standards.”

The company believes that the term ‘standard’ may be equated with ‘calibrator’.
As such, the express disclaimer intimates that the control is not a calibrator, and
may not be used for assay calibration.

While these limitations do not expressly state the requested verbiage, Bio-Rad
Laboratories reasonably believes that the statement implies that the control may
not be considered a calibrator nor may be it used for assay calibration. As such
the company requests an exemption from this requirement.

We suggest, “These controls are not intended to replace the
manufacturer’s controls supplied with their kits.”

Pursuant to the discussions during the teleconference, Bio-Rad Laboratories
agreed to implement this type of verbiage in the insert.

While this exact disclaimer has not been implemented in the package insert,
verbiage that is quite similar to the above suggested text has been placed in the
Limitations section and may be viewed in the new draft insert provided in
Attachment A.

We additionally recommend the following, “The ToRCH Controls are matrix
specific and are intended for use only when testing serum specimens.”

Pursuant to the teleconference, it was discussed between the two groups that the
intended use might serve as an effective disclaimer.

The current intended use states: “Liquichek TORCH Plus Control, Positive is
intended for use as an unassayed quality control serum to monitor the precision
of laboratory testing procedures for analytes listed in the package insert.”
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Because the intended use expressly provides that the product is made from
serum, this implies that the control may only be used for assessing the precision
of assays testing serum specimens.

Therefore, Bio-Rad Laboratories requests an exemption from this labeling
requirement.

iv) Because this device has been established with specified assays, a
statement is advised for limiting this device to those systems listed in the
Intended Use and Indications for Use. Alternatively, the sponsor could say
that the performance characteristics have not been established for assays
other than those listed in the Intended Use section.

As specified in Section A, supra, Bio-Rad Laboratories has deleted reference to
all known uncleared reagent kits from the data sheet in the Package Insert.

Additionally, the Assignment of Values clearly states that the values printed in the
insert may only be used as a guide, and the end-user must validate the control

appropriately. This is a requirement promulgated by CLIA and specified in
42 CFR §493. '

Because the data sheet does not reference uncleared kits and since the end user
may only use the information as a guide, Bio-Rad Laboratories reasonably
believes that the current package insert is self-limiting to those reagent methods
shown in the package insert.

d) Expected values: We recommend a brief statement about the method(s) used

to verify the expected results for this control.

Pursuant to the teleconference, this issue has been resolved by the Bio-Rad

Laboratories written response from December 2001. Therefore, no further labeling
changes are necessary.

Quality Control: We suggest the sponsor include a quality control section
recommending that each laboratory validates each lot of control with each
specific assay system prior to its routing use in their laboratory.

As stated in Section c.iv, supra, the Assignment of Values section expressly provides
that the control must be validated by the end-user. The information provided may
only be used as a guide when self-validating the control.

Because of this self-limiting feature of the control, Bio-Rad Laboratories reasonably
believes that there is no need to place additional verbiage in the insert and requests
an exemption from this requirement.

Confidential : 01/28/02
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instrumentation and reagents, or by manufactures lest
) .

Proposed Package Insert
Originally Submitted with the

;. ‘

Control

510(k) for Liquichek ToRCH Plus

Liquichek ToRCH Plus Controi, Positive will be stable until the expiration date
at2-8°C. Omeopenedalcmsmmwﬂbestabhforeomysvdmsmmwmywppedat
The vials shouki be stored upright to pravent leakage.

PROCEDURE

Liquichek ToRCH Plus Coniral, Posmvestmuldbeueatadandanahrzedhosameaspanem
specimens and 1un in aocordancewmmemsuudionsammanm instrument, kit or reagent
benvused.aeforasampﬁng. the control to reach room temperature then gently swid the cuntents
to ensure homogenesty, Do not mix vial contents by inversion or by vigorous agitation.
LIMITATIONS

Liquichek ToRCH Plus Control, Possiive should nat be used past the expiration date.

if there is evidence of microbial contamination or axcessive turbidity in the control, discard the vial.
Liquichek ToRCH Plus Contral, Positive is not intended for use as a standard.

Liquichek ToRCH Plus Control, Positive 1s not an accuracy contral and is not miended to have
traceabiity to intemationally recognzed standards.

ASSIGNMENT OF VALUES

Thet mean vaiugs prntad in this insert were derived from replicate analyses and are specific for this lot
of Liquichek ToRCH Plus Control, Positive. Thatestspugadmpedan‘edby the reagent
manutacturer andior i laboratones using manufacturer Supported reagenis and a

acceptable mmerm alues listed bl duri mmdtaumvmhg
rangs; valugs may s conf
Variations over-time and between laboratories Y feronces

laboratories may be caused by differences in laboratory techniqus,
method modifications. 1 is recommended that

its own means and acceptable ranges and use those provided only as guides.

SPECIFIC PERFORMANCE CHARACTERISTICS

Ltqwchek ToRCH Plus Control, Positive is a stabilized liquid product manutactured under ngid quaity
M&Mnmwwmwamyvames, the control requires proper storage and

handiing as descnl

DISPOSAL

Dispose of control material in accordance with the requirements of focal waste management authonties.
DAMAGE TC PACKAGING

Inthe event of tothe jing contact the local Bio-Rad Laboratones distributor or Bio-Rad
| ! wa\_aoe padcagmn

WARNING
Human source mateﬂaI.Ti'eetas potentially Infecﬂous.

with good laboratory
human sou terial shoul red potentially infectious for Hepatms B (HBV),
C HCW), HIV-1, Hlv 2, MTLV-, HTLV-u, and all ather intectious agents; therstore, handie
qumd‘ek ToRCH Plus Comrd Posttive with the same precautions used with patient specimens.

FOR INVITRO DIAGNOSTIC USE

LEGEND

Tamperature Limat # GERMAN // FRENCH // TTALIAN // Use by // GERMAN // FRENCH # ITALIAN /f
SPANISH /1 PORTUGUESE /# DANISH /# SWEDISH /# SPANISH /#/ PORTUGUESE # DANISH /f SWEDISH
DUTCH f NORWEIGIAN DUTCH # NORWEIGIAN

Catalog Number // GERMAN #/ FRENCH # ITALAN //
SPANISH # PORTUGUESE # DANISH # SWEDISH //
DUTCH // NORWEIGIAN

Lot Number // GERMAN // FRENCH // ITALIAN /# (

1/ GERMAN # FRENGH // TALWAN //

SR 1 PORRASUESE 1 DAMISH | SWEDIA

DUTCH/ NORWEIGIAN

Conforrity Eurpae // GERMAN /7 FRENGH /7 TTALIAN 4
SPANISH # PORTUGUESE # DANISH /7 SWEDISH /
DUTCH # NORWEIGIAN

SPANISH // PORTUGUESE // DANISH # SWEDISH //
DUYCH / NORWEIGIAN

Manutaciured for # GERMAN /f FRENCH #/ YTALIAN //
SPANISH // PORTUGUESE /# DANI

ISH // SWEDISH //
OUTCH // NORWEIGIAN

o LOT| - XxxXo

¢ » - M A - w XXXXT- Leve' 1
Liquichek ToRCH Plus Control, Positive XKKK2- Lavel 2
577 g BXP: YYYY MM DD
INTENDED USE ANWENDUNG
Liquichek ToRCH Plus Control, Positive is intended for use assayodquaﬂycotmlwmmto Diequuid\ekToRCHPIusContrd Positive ist sin Kontroliserum, das dem Labomersonal dient die
mmwrmemmdlabaammhmpmcawmslamanameslmdmmmue Prézision der verwendsten Analyseverfahren, fir r.ie Analyte, die in dieser Packungsbeliage
SUMMARY AND PRINCIPLE angegeben sind. beurtsllen zu kdnnen.
mmxmmﬁ%mm jactive assassment of the precision of methods g‘:‘fTUNG oconder G Bou

tachniques I use an ractioss. wencung alitétskontrolmaterialien ermaglicht ene objekiiv naaung
REAGENT P Quallﬁtmtzgt l;gL:tspangewendEtenMwwenumTedmkmajswesenﬁdeesgmw -
Laborpraxis

Liquichek ToRCH Plus Control, Posttive is prepared from human processed plasma
praservaﬁves.'rheu;“nﬁdis?&aded malk':ud\‘omioreonvemermawum o and REAGENZ
STORAGE AND STABILITY

b}qumak ToRCH P}I(thontrol, Posttive wurde aus m'ng‘:em Serum béw. %rozmenam ugl‘asma um
erwendung von Konsarvierungsstoffen hergestsit, Kortrolle gebrauchsfertig
dadurch sehr komfortabel in der Anwendung. =
AUFBEWAHRUNG UND HALTBARKEIT

Ungeoﬁmtistde Liquichek ToRCH Plus Comml Positive a rung im Kithischrank bei 2-8°C
bis zum angegebenen Verfalisdaiumn haltbar. sind sa.mﬂ iche Bestandteile 60 Tage
stabil, wenn das Produkt gutvarsdtlossmbeaz-a"Cambewahn Die Flidschchen aufrecht lagem,
um ein Ausiaufen des Konfrolisarums 211 vermeiden.
GEBRAUCHSANWEISUNG

Die Liquichek ToRCH Plus Conirol, Positive 1st genau wie ane Patientenproben n Ubersinstimmung
mmvmmwmmmmmmmmo@rmammmmww
Probennahme. sollte die Kontrolle auf Raumtemperatur gebracht werden, danadt vorsichtig
dumxschenumdaeHamgennatﬁerteenmumbem - Nicht mi einar
Wimequélie auf Raumtemperatur brangen und ncht sahiitteln!

EINSCHRANKUNGEN

Die tiquichek ToRCH Plus Control, Postive soll rucht iiber das angegebene Verfallsdatum hinaus
angewencet werden,

Bai Anzeichen von mivobieller Kontamunation oder ewer starken Tribung 1st das Flischchen
zu verwerden.

Die Liguichek ToRCH Plus Contrdl, Positive ist nicht gaetme! fiir den Einsatz als Standard,

Die Liquichek ToRCH Plus Contral, Posmve 18t nicht geelgnet Zur Uberprifung der Richtgkeit der
Messung und auch nicht rickiiivbar auf intsmational bekannta Standards.

WERTEERMITTLUNG

Die n dieserm Datenblatt angegebenen Ergebnisse wurden von Reagenzienherstellemn und/oder
unabhéingigen Referenziaboratonen mit derzet verfiigbaren Reagenziensdizen und einer
roprasentativen Anzahl an Kontrolifiischchen enpitteit. Jedes Labor solte seine eigenen
Kontroligrenzen ermittein und die angegebenen Were als Orentierungshilfe betrachten. Die
resultierenden Ergabnisse hangen von Vanationen der verwendeten instruments, Reagenzien sowie
der mgewandtsn Techniken und Methoden ab. iDaher sollte jedes Labor seine eigenen
Prazisionsparametar erstalien und die angagebenen Bereiche ladiglich als Crientierungshilfe ansehen.
SPEZIFISCHE EIGENSCHAFTEN DES PRAPARATES

Die Liquichek ToRCH Plus Control, Postive ist ein fllissiges, stablisiertes Produkt, das bei der
Herstellung  strengen Qualititsnormen unterdiegt. Richtige und prazise Ergebnisse erfordem
sachgaragte tagerung und Handhabung wie angegeben.

ENTSORGUNG

Das Material sgmedenvo:ongenenden Richtinien entsprechend entsorgt werden.
BESCHADIGUNG DER PACKUNG
Falls dié Packung beschidigt ist, ist die zustindige Blo-Rad Niederlassung zu kontaktieren.
WARNUNG
Alle Materialien humanen Ursprungs soliten als potentiell infeklios angesahen werden.
Jede, fir die Herstallung dieser Kontrolle verwendste Serum-Plasma-Spendereinheit wurde mit von
FDA (Food and Dmg Administration, USA) zugelassenen Mathoden auf Hepatitis-8-
Oberilichenantigen (HBsAg), Annkocper gegen Hepatilis C (HCV) und Antikdrper gegen HIV-1/HIV-2
untersucht und filr negativ befunden. den Nachwais von infeklionserregem es jedoch keing
absoluten Testmethoden. Demu?oiga m mm auszuschliefien, dad Matedalien humanen Ursprungs
Infektionsenreger enthatien kdnnen. Disses Produkt kann weitere, zusitziche Bestandieile enthalten,
fir die es derzen keine erprobten Methoden gibt. In Uheranslmmmg mit den GLP Richtiinien (Gute
Labor Praxis) soliten aus dissen Gilinden alie Produkie die Humanmatenalien enthalten als potentiell
miakws flir Hepatitis B (HBV), Hapams C (HCV), HIV-1, HIV-2, HTW-i, HTLV-Ii und alle anderen
n betrachtet werden. Die Liquichek ToRCH Plus Control, Positive ist aus diesen
Gmnden mit den Qlemhen Vorsvd:tsmaﬂnakwmn wie eine Patientenprobe zu handhaben.

INVITRO-DIAGNOSTICUM

[REF) 27
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ToRCH Plus Control, Positive

LOoT

T XXXX0
XXXX1- Level 1
XXXX2- Level 2

gEXP: YYYY MM DD

UTILISATION

Uiguichek ToRCH Plus Control, Postive est congu powr {usiisation au laboraloire corme sérum de
mmmwmrbmmhmmmmmwmmm

répertonés dans celts notica,
INTRODUCTION ET PRINCIPE
Lutiisation de matériel decoméladaquauéwlndméeenm u'évaluation 8 do Texactiude
ot do la précision des méthodas et des tachniques, et qimégmm Pratiques de

REACTI

ummekToHCHPusComroLPm st préparé & de sérum ou de plasma humain traité
aditionné de comewa&wrs.?wpusdepramm mnaesemésmtesmsmﬁqmde
CONSERVATION ET STABILITE

Liquichek ToRCH Plus Control, Posmvaasts‘abbjusquaiadahadepémﬂmenﬂamww

ot conservé & 2-8°C. Aprés ouvarture du fiacon, tous les composants restent stables pendant 60 jours
s sont conservés comectement bouchés a 2-8°C. Les flacons doivertt étre conservés en postion
verticale pour éviter las fuites.
MODE OPERATOIRE
mmd(ToHCHPlusCamd,Pwmdodmmaanarysémbs

de patierts en suivant les instructions accompagnant la trousse utiisés, Avant
utisation, laisserhwmerevw&tatanpémumaﬂuam piis agiter délicatement i contanu par
anwraswmrumbmmhamgénm pas meélanger le contenu du flacon par inversion
o agitation vigoureuse.
UMITES

Ne pas utiliser Liquichek ToRCH Plus Control, Positve ne dott pas étre utlisé aprés la date de
mﬂacmdem:ﬂeprésemamuns:gnedecontamnamnmobiemaouderbleexcessddon

Liquichek TORCH Plus Contral, Postive ne doit pas étre utilisé comme un calibrant,

Liguichek ToRCH Plus Control, Posiive wast pas congu pour vérifier fexactiude dune mesure etil n'est
pas comparable 4 des calibrants reconnus atl riveau intemational

DETERMINATION DES VALEURS

Les valeurs moyennes imprimées sur la notice on été obtenues & partir d'analyses répétées plusieurs
dsatsodspécrﬁquesaeemdelotdahqumeanRCHPusConﬁdLaspammétmsndquésm
téréalsésparlesfwmwrswxmmpardesiabomrssmdépendams utilisant les
réactifs des fabncants sur un nombre de valeurs rep résentaﬁdemmdomﬂemmnes
dmlabaatumdavﬂenwmmmleslmmlbsawembbswmspmdms les
mndquéespewﬂvmrauwumdeiavwmmdamvanmmmmsmas
mklabomtumspwvwmweswxdﬁérmees manipulations, aux instruments, aux
véactifs, o des modifications de réactit par fe foumisseur. 1l est recommandé a chaque labovatoires
d'msespmpresnwemesetmalbsawamablesetden'umercelesfwmtesdamlanm
CARACTERISTIQUES

L:qumek ToRCH Plus Control, Positve ast un produit fiquide stabilis, fabriqué selon des nommes de

de qualité rigoureuses. Pour obtenir des valaurs de dosage stables dun flacon A Fautre, lo
témoin dort dtre soumis aux condiions de consarvation et de manipulation décrites dans catte notice.
ELIMINATION

Eliminer les matériaux de contrle selon les procédures locales des autorités officiellas.

Conditionnement endommagé

En cas de dommage du conditionnemant, veutllez contacter votre filiale Bio-Rad locale.

ATTENTION

Matériel d’origine humaine. A considérer comme une source polenticlioment infectieux.

Toutes las unités provenam de donneurs de sérunvplasma utilisées pour fabriquer ce témoin ont été
par des méthodes vées par la FDA et ont étd déterminées négatives pour 'antigéna de

surface de Ihépatite B (Hi ). pour les anticorps dingés contre Fhépatite C (HCV) et les anticorps

dirigés contre HlV-1/Hlv2 Alicune méthode ne peut garantir lassurance tolale que des produtts

contenant une substance dorigine humaine sort exempts d'agents infectieux. Ce produit peut

également contenis d'autres substances dorigine humaine r\asqueﬁasﬁneusmpasmreds

tasts approuvés. Conformément aux bonnes pratiques de lahoratoue, te substance d'

humaine doit étre considérée comme une source de contamination farbvumsdel‘hépaute

B (HBV), da Mhépatite C (HCV), mHN1 du HIV-2, du HTLV, du HTLV-I, et tous autres agents

infectiaux; i convient donc de manipuler Uquldwak ToRCH Plus Cortrol avec las mémes précautions

que les échantillons de patients.

USAGE DIAGNOSTIC IN VITRO

USO PREVISTO

xmmmroncwmcmu Pméun@mdmnmmmmwunmm
pmawnddeMNddosaoqnddlabompugﬁanaﬂeanmmm.

SOMMARIO E PRINCIPIO

Luso di matenali di controllo & raccomandato per una valutaziona obietiva ded'accuratezza o
pmmmmemm:nuwwémmmmwmpmdm
REATTIVO

Il Liquichek ToRCH Plus Control, Positive &
consarvant. ﬂmrdloémfom\alqmdapevrramep

CONSERVAZIONE E STABILITA'

1l Liguichek TORCH Plus Control, Positive nella confezione originale, rimane stabils fino alla data &
scadenza, e conservato 3 2-8°C. Unavdtaapettn,WguanaWsonostabsiBquseucu'ntroloé
conservato, ben chiuso, a 2-8°C, | laconi devono osse

dasxemumoplasrmpmcsssatoe

Te conservati verticali per prevenire perdite d

PROCEDURE

ﬂLnudxachﬂCHPlusC«mol Positive deve essere traltalo ed analizzato come i campioni del

pazienti, secondo le istnzioni che accompagnana la strumento, 1 K&, o | reagenti in uso. Prima df

utilzzario, tasciare il controlio a temperatura amema,quuuaguaredemmperasswrars

IWWWHMWW con agitaton meccanici.

uMm

lll.iquiebekToRCHPhsComd.PMenondeveesspreuﬁﬁzmooleadaiadm

In caso di svidente contaminazione microbica o di accassiva torbidita del controlio scartare i flacone.

It Liguichek Urine Taxicology Control, Posttive non deve essers utiizzato coms standard.

i Liquichek TORCH, CamuPcsmenonéimmMoperveMel'esanemdehmraeme

aquarabieamcmow intemazionali

ASSEGNAZ!ONEVALORI

Lamedienportateswinsenominwnaﬁodanm:smmplmmesmospwhme questomoci

annd'aekl'oRCHCamo Positive. | vaion riportati sono stati ottenutl dalle prodmux:denkn
deuWMxmmWme resentativo

CARATTERISTICHE

W Liguichek ToRCH Plus Contral, Poshveé\mprodcno stabilizzato, preparaio sotto un figido controlio

standard d qualith. Per cttenere una consistente uniforrhita di risuttati da flacone a flacons, il controlio

richiede una cofretta conservazione ed un cometio Usa come descntto.

SMALTIMENTO

Smaltire il matanale di controlio in accordo alle regolamentazion: in vigore.

CONFEZIONE DANNEGGIATA

In ¢aso d danno alfa confezione dal prodotio contattare fa Bio-Rad Laboratones.

ATTENZIONE

Mateciale di origine ummTraﬂarewnepomhknente infettivo.

Omunﬁédmabredimoglasmuulzzala preparare questo prodotio, & stata testata con

matod approvati dalla FOA ed ¢ risultata alla licenca delan hgeno supeficie deil'epatite B

(HBsAg) e negativa alla ricerca di anficomi anti Epatite C (HCV) e anti HIV-1/HIV-2. Nessun metodo

pubgaranhredwepmdomm«mﬂmatenatlciongmumanastanopnwdquwodannam

mmou prodotto potrebbe cortenara anche altro materiale di origine umana per I quale non
netoddanahsrappmvaﬁ In accordo con le buone pratiche di orio, Wt | matenall di

origine imana devono essera considerali infettivi per Epante B(HBV), Epatite C (HCV),
HIV-1, HIV2, HTLVH, HTLV—ﬂsdannagenﬁmm percid si raccomanda di trattare il Liquichek ToRCH
Phstontmf Positive con la stessa precayziona che si presta ai campions dei pazierti.

PER USQ DIAGNOSTICO IN VITRO

227
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USO INTENCIONADO

Uuichek ToRCH Plus Control, Posmvehsneunusomarwadommmensayadoparad
control de fa calidad, con e fin de rmondorizar ka precision de procadimientos de andiisis del laboratorio

para los anaiitos listados en este folleto.
RESUMENY PRINCIPIO
E!usodematanlesdemrddelaaidadesﬁmdmdocumumevanaam tiva da la precision
do métodos y técnicas en uso y 85 una parts integral de las buenas practicas de 0.
REACTIVOS

P
;smm;%cgnusw;d meﬁm%o&pgrmmhmmomm
ALMACENAMENTOY ESTABILIDAD

Liquichek ToRCH Plus Control, Positive permanecerd estable hasta la fecha de caducidad si se
almacena sin abrir entre 2-85C, Una vaz abierts, todos los constituyentes peranecerdn estables
wmntesommndoseahmmbmtapadoenmz-@c Log vigles deben almacenarse en

posicion vertical para evitar pérdidas.
PROCEDIMIENTO
Liquichek ToRCH Ptus Control, Positive debe tratarse anahzarsedengnamndoquelosespedmnes
delospademasymoasadodsmndoomhsn y que acompaiian al

0 reactivo a utiizarse. Antes dal emqmmquedcama!melatenperammalm
Iueqoamamawnamdcauandomasagumlahamganeﬁa mazcle ol contenido dei vial
por inversidn o por agitacion endrgica.
LIMITACIONES
Liquichek ToRCH Plus Control, Postive no dabe tisarse despuds de la fecha de caducidad.
Si existiera evidencia de contaminacin rcrobiana o excesiva turbidez en el control, desechar o vial.
Liquichek ToRCH Piys Contrdl, Posttive no tiene un uso intencionado como estandar.
tiquichek ToRCH Plus Contral, Positive no estd previsto para verificar ta veracidad de madida y no es
razable a los esténdares reconocidos intemacionaiments.
AS!GNAC!ONDEVALORES

Taboratorio,
y reactives o por modificaciones del fabricante en el método. Se recomienda que cada laboratorio
&mﬁspmmsymmymlwmvmmmmm
como

CARACTERISTICAS ESPECIFICAS DE FUNCIONAMIENTO
mJQRCH Plus Control, Positive es un producto liquido estabiizado, fabricado bajo rigurosos

de contrd de calidad, Para obtamwabmdemyowxs@amesdewalamal e«oomrd
requiere almacenamiento y manipulacion adecuada segun lo descto.
DESHECHAR
El dashecho de material de control debe realizarse de acusrdo con s requerimientos de las
autoridadas iocales.
DANOS EN EL EMPAQUETAMIENTO

Sasecbsewandaﬁosenelanpaqueﬂmento contactar con el distnbuidor local de Bio-Rad
Laboratories o con atencién al clien!
PRECAUCION
Material de origen humano. Tritelo coma si fuera potencialmente Infeccioso.
El suara/plasma de cada donante utiizado para la preparacn da este control ha sido ensayado por
métodaos aceptados por la FDAY encontrado no reactivo frente al antigeno de superficie de la Hepatitis
8 (HBsAg), anhwerpos anti-hepatitis C (HCV) y antcuerpos frente a HIV-1/HiV-2. Ningun método
pueda ofrecer una seguridad completa da que lospmduetosque contienen material da origen humang
estén ausentes de éstos y otros agentes irfecciosos. Este producto también podria contener ofros
materiales de ofigen humano md%ara los que no existen ensayos aprobados. De acuerda.con las buenas
praclicas del laboratorio, rial de origen debe ser considerado potenciaimente
infeccioso para hepattis B (HBV), hepanns C (HCV), HIV-1, HiV-2, HTLV-, HTLV-II, asf como ofros
agentas infecciosos; en consecuencia, Liquichek ToRCH Plus Control, Positive deberfa sar tratado corn
las mismas precaudiones utilizadas con las muestras de pacientas,

PARA USO DIAGNGSTICO IN VITRO

UTILIZACAO
Liuichek ToRCH Plus Contral, Positive dave ser utiiizado como um soro de controlo da qualidade néo
ensaiado para controlar a precisio dos procedimentos laboratonais de andlise para os analitos listados
neste folheto informativo.

SUMARIO E PRINCIPIO
Aulimxﬁodematemxsdewmbda alidada estd indicada para a acessona dos objectivos de
musiodas%éumsaméhdosmmg:eépammdasmaspmm
REAGENTE
UWTORCHPhsOormoI Pogitive é preparado a da soro humano ou plasma processado
@ presarvativos, O controlo 6 fomecido na apresamamp!?q'g‘ ida para maior conveniéncia de utiizacdo,
ARMAZENAMENTO E ESTABILIDADE

Liquichek ToRCH Plus Control, Posmveéestéveméaofmdadawdevaﬁdadequandoam\aw:ado
por abris, 2 2-6°C. Depais do aberto, todos os constituintas sfio estdveis por 60 dias, desde que
da"fedwadoese!adoaz-agc Osfraseosdevemserguardadosnavemwpame\mar

PROCEDIMENTO
Uq:mekToRCHkasConuolPosﬁvedevesertratadoeamizadodammbmaquom
amostras de pacentes e utiizado de acordo com as instrices que acompanham o equipamento,
memgum.m&mommammmm aw.:
tamperatura ambienta e da seguda suavemerite gamnamg«um
wmmmmemoﬁascomfonnadeqa@mrahm\og

UMITAGOES

Liquichek ToRCH Plus Cortrol, Posdtive nao deve ser utiizado como um calibrador.

UmtdwkToHCHPlusCormd Posttive nio dever utlizado para verticar a veracidade de resuitados
tem tragatixiade com relagdo a calibradores intemacionalments reconhecides.
VALOR!ZACGES

Os valores médios impressos neste folheto informativo foram obtidos a

espeaﬁcospemeaeuademumToaCHPtusCamP
axacutados pelo fabncante do reagents efou por aboratdnos ndependwdesqueuﬂmnosreaqsmes
de acordo com as especficagbes do fabricante e uma aimostra significativa desis lote do controlo. Os
valores obiidos 710 laborattino deversio encontrar-sa dentro da gama aceitdval de valores apresentada;
no entanto; os valores listados podern vanar ao longo da existéncia deste conirolo. Vanagbes ao longo
dotsmpoamlaboraténospodunserdevidosadﬂms instrumentos

por moddicacdes nas técnicas e teste pelo fabricante,
astabdwaoswvalamdoemewabacenéveldavabmseuﬂheeﬂesapemsmm
CARACTERISTICAS ESPECIFICAS DE DESEMPENHO
LmkkacRc;-tPlusCa'mol Posnweéumprodmoﬂqundoes!abﬂzadofabtmdosobosmﬂgldos
dé controlo da qualidade. Para obler consistantes de frasco para frasco o

controip-deve sef manuseado e armazenado de acordo corm o desceito.
ELIMINAGAD
Elrmeoma!enaldewmdodaquahdadedeaoorduwnasdsposaobaslmsemwgorparaa
eliminagio de detritos biokigicos.
ESTRAGOS NA EMBALAGEM
Nawammidadedaobsewarestmgosnaammgemgonhaea%ﬂadumm
AVISO
Material de origem humana. Tratar como potenciaimente infeccioso.
Catla unidade de soro/plasma doada e uifizada no fabifico deste controlo for testado com métodos
aceitiveis pela FDA e detsrminada ndo reativa para o Antigénio de Superficie da Hepatite B (HbsAg),

oamwpocontaovlmsdaHepameC(HCV)epa:aoamwrpocmtraovﬁusHlv-wwz
mmmméiodo cerlaza de que produtos de origem humana nao
roduto também pode conter outro material ds
rovados. De acordo com as boas praticas

laboratorials, ongem davi considerado potencialmente infeccioso para

a Hepatite B (HBV), Hepame C (HCV), HN—1 HlV2 "HTLV-, HTLV-I e todos os outros aoentes
infecciosos; assim, manuseie 0 Liquichek TORCH Plus Control, Positve com as mesmas precatigdes
queuhﬁzapaxaomamseamentodaamstras

UTILIZAR APENAS EM DIAGNOSTICO IN VITRO
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LOT| : XXXX0
Liquichek” ToRCH Plus Control, Positive X002 Loval 2
3577 EEXPZ YYYY MM DD
fEman @A EOEE

Liquichek ToRCH Plus Control, Positive (3, 2ROV KRR &
UT.ARBEBICY R P2 h/AxiMmBERHT 50 MEERIZTOR
EOMREE=S—-THLOICEASNET,

MR BRI

Ay bA-IOERR. FECEROMELRVOCEET S22
BMELET.

R
Liquichek ToRCH Plus Control, Positive (3 & II¥# 5 L\ (3 i1 & &
ARNORUSTNTNET,

REFEERENE

Liquichek ToRCH Plus Control, Positive {$2~8°C TR ORB TR

ATRICRAPRETRETT. ~EMB LARE. 2-8°CTTIF£EL
SHYRBTHIFLORMB TR TORANRRICRIENET. /{4

ZIVEIRNENED IS TTRELTIHED,

HELDER

Liquichek ToRCH Plus Control, Positive # 2E Dk L FRIcER®
OB v b RROBRUBOHBEICLAN>THEET>TL
ZENEKIVPA-LEZZRCEL. WK VB L TREMS G~
THAEZRPOHTHD. YTV TEFVET. BSEICLA
YU BU<B> U LANTLEEL,

IR CERES LA EARE A Liquichek ToRCH Plus
Control, Positive IZEBRLAEVTL I VWAL TNERITAYEE
ALY TIRBRREWOBRAZRIFTLEEN. 2y bO~NIcH
b;&;&.ﬂ&&#l)\ LTWAY EEORY 155812, BRLT
< (A
Liquichek ToRCH Plus Control, Positive [3iR#i#k & U ClIItERTRE
Hh.

PERERE

Liquichek ToRCH Plus Control, Positive [ MERERROT T
RYUSNARELBETT. A FIMT—EDORREBS DI,
*;l_ YhA-VELRLALICBYICRTL MYRI CEMBE
7.

=3

EROSREBRULTRARESAAHETTOT. BROBIMBYET,
TRCEBLUTRUE-> T HEN,
ZEKOMUICEALTNSINE - MBMOFRF—2y MME, FDA
OREBLAHETRESINTE Y, BRFRIAM(HBsAg). CRFF &
HHBCO)BLUHIV-1/HIV-2HiE I L TSRS TH B S SRS
NTHET. E FORBERSTIOLIRUACH TS, BEWRO
BANZOWCLERETIRERE. OELLCHRINTOE A,
ErDOBRBRINATRTOREN. BEFR(HBV), CRF%
(HCV). HIV-1, HIV-2, HTLV-L HTLV-llE K D TR TOBERMR T
BRENTOWIBNSBIEEBRTILENHYET. LAK>T
Liquichek ToRCH Plus Control, Positive %, BEOBREAELRALES 1T
IREDSTRYES TLEE,

MREEA
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Lquchek

3577

ToRCH Plus Control, Positive

) XXXX1 Level 1
XXXX2- Level 2

EEXP: YYYY MM DD

VARNING
Detla material &r av humant ursprung och skall behandias som potentiaiit smittferiigt.

gvarenhet har anvants til kum&mmal
Vane senmwlplasma nnrts pmdmm o
motHN-t/Hlvz imammrkanub]uda sdtemeubranpmdlm
material av humant inte innehaler

dessa oller
MMMWMWNMWWM Wmmtmu?dnm
med god laboratoriepraxis malernial av ﬁ" ng betraklas som Eww
smumia for HM B (H8V), Hepam C (HCV), HIV-1, HIV2, HTLV-,, HTLV-lI, och

WWWTORCHPMSWMMMW!&WW@mﬁ
patientprov.

,&AARSCHUWING:
Matariaal van humane oorsprong. Behandel materisai ais potentioel

donor unit, gebruikt om deza controle te produceren, is getast door
iddel van door de FDA geaccepteerde mathoden en is nist reactief met Heopatitis B Surface antigen

laden, dat humaan matariaal bevattende producten viij ziin van
i conw\enhnbevanan

bestaan, nonmen moet
OOISProng mmwmmmsmmma HB HepahﬁsC
(HCV), Hiv-1, HIV-2, HTLV-1, HTLV-2 en alle andere infectiouze componenten. ( V)

Damandanmmvoadommﬂommsc«dewmdemlwevmgmmqelmw
nemen zoals bij patiertenmateriaal gebeurt.

ADVARELSE
WMW&MMWMWWM
A donor materialet som.indgdr i denne kontral er tesiede med FDA godkendte metoder og fundet

negaliv for, Hepatitis B &umnmum.amm rfomepMCHCV) uvedor
LIS Nenca mm oo J005¢ sonaihtat nod { %
behandies eftar i

potenﬁalsévuekﬂdeovemrHapatﬁsB HBV), HepathsC(HCV),HlV-! HN-&HTLV-’.HTLV-II ale
andre infekiion:sygdomme; ¢ ®

Detfor anbefaldolse det, at Uquichek ToRCH Plus Control Positive, behandies med same forsigtighed
som on potentiel siiteds patient prove.

ADVARSEL

Innshoider humant materiale. Bahandles som potensielt smittestoff.
mmavmmmmerbﬂnmfmnswmmav pmwktet.ertestetnnd

hopetie (oY) 0g s anmoggmnw?/eﬁ'aawamengww' eeteiodes lan garanove 2t procuiot
meho&datog umand matetiale ide innahoider nevits IMW kan

xnnahddesnﬂtemf ﬁmesgodkjenﬁatesterforlsarwvar

bahandies alie human kide som polensielt smitestoff
o N2 HTLYS, FILN og ancre infeksicge smittestof
Liquichek ToRCH Plus Control behandles derlor pd samme s som pasientpriver.
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LOT XXXX0

MANUFACTURER/ ACCEPTABLE
ANALYTE METHOD UNITS MEAN RANGE
PN TOXOPLASMA GONDII 19G
"F Abbott AXSYM imt. 7.0 56 - 84

Abbott iMx /mt 6.8 55 - 82
8sckman ACCESS W/mt 12.9 103 - 154
Bio-Rad EIA (1) i/mt 15.9 127 - 190
Diagnostic Products Immuiite W/mtL 18.1 148 -~ 217
Diagnostic Praducts immulita 2000 WimL 19.2 154 -~ 231
DiaSorin EA (1) /ml 58.6 469 - 703
Radim EIA (1} WimL n/a 150 - 440
Roche COBAS Care EIA Ii (1) W/mL 147 60 - 249
SeraQuast ELISA Wimt na B3 - no
Wampole EIA ISR 1.63 13 - 20

RUBELLA VIRUS IgG
Abbott AxSYM Uimt 249 189 - 298
Abbott tMx IWmtL 26.0 208 - 32
Backman ACCESS ILmt. 24.2 184 - 291
Bio-Rad EIA (1) JUimk. 35.7 286 -~ 428
Diagnostic Products immulite U/mL 19.6 167 - 236
Diagnostic Products mmulits 2000 IU/mL 225 180 - 270
DiaSonn EIA (1) 1W/mi 20.1 161 - 241
Radim EIA (1) imL n/a 220 -~ 450
Roche COBAS Core EIA 11 (1) it/mt. 21.5 136 -~ 203
SeraQuaest (Meastes igG) ISR nfa 11 - 32
SeraQuest (Rubella 19G) W/mi, na 100 -~ 280
Wampola EIA ISR 1.6 12 - 18

GCYTOMEGALOVIRUS (CMV) ig6
Abbatt AxSYM AU/mL 143.1 ) 1145 - 1117
Diagnostic Products immulite ISR 8.0 64 - 98
Diagnostic Products immulite 2000 ISR 8.8 71 -~ 106
DiaSorin EIA (1) /mt 37 A I ¥ )
Radim EfA (1) UR/mt. na 420 - 9890
Roche COBAS Core EIA 1 (1) W/mt. 8.7 65 -~ 109
SeraQuest (3) ISR na 18 5.4
Wampole EIA ISR 1.9 6.5 10.9

A7 | HERPES SIMPLEX VIRUS TYPE 1 (HSV-1) lgG

7 Radim EiA (1)

. Posttive
Wampole ELISA ISR 2.8 22 - 33
HERPES SIMPLEX VIRUS TYPE 2 (HSV-2) IgG
Diagnostic Products immulite ISR 3.0 24 -~ 36
Roche COBAS Core EIA 11 {1) ISR 0.9 05 - 13
Wampols EIA ISR 1.3 14 - 15
HERPES SIMPLEX VIRUS TYPE 1/2 (HSV-1/2) (g6
DiaSorin EIA (1) ISR 6.9 56 - 83
Diagnostic Products immuiite ISR 18.4 147 - 220
Rache COBAS Core EIA 11 (1) ISR 3.2 27 - 37
SeraQuest (1) ISR n/a 24 - 74
VARICELLA-ZOSTER VIRUS (VZV)
Radim EIA (1) Positive
SeraQuest (VZV 1gG) (4) ISR nfa 13 - 33
SeraQuest {(Mumps igG) ISR na 1 - 33
Wampole EIA ISR 3.3 26 ~ 38
HELICOBACTER PYLORI IGG
Bio-Rad EIA (Helix) 1SR 1.1 ' 1.0 L N
Bio-Rad EIA (1) ISR 2.1 1.7 - 2.5
Diagnostic Products immulite Wimi 1.1 08 - 13
Diagnostic Products Immulite 2000 W/l 13 11 - 186
Roche COBAS Core EIA It (1) U/mL 344 147 -~ 547
Wampole EIA ISR 2.0 16 -~ 23
EPSTEIN BARR VIRUS VCA (EBV-VCA)
DiaSonn EIA (1) AU/mL 170.0 1360 ~ 2040
SeraQuest (EB VCA igG) ISR nfa i8 -~ 54
SeraQuest (EBNA igG) (2) ISR nja 11 - 26
Trinity ELISA ISR 47 38 - b6
TREPONEMA PALLIDUM {SYPHILIS) IgG
Diesse {Syphilis Screen Recombinant) ISR 75 60 - 90
£, | Diesse (Traponema IgG) ISR 34 27 - 41
} NEW Market Laboratories (TPHA) (1) Positive
NEW Market Laboratories (Total Antibody EIA) (1) Positive
" | SYPHILIS RAPID PLASMA REAGIN (RPR)
Becton Dickinson React‘gve
NEW Market Laboratories (1) Reactive
SciMedix

Reactive




.. FOOTNOTES

(1) Testkit not availabie in the U.S.

- (2) A 1:5 dilution should be made prior to running those tests where the value

listed exceeds the highest standard

. (3) A 1:3 dilution should be made prior to running thoss tests where the value

listed exceeds the highest standard

"(4) A1:2 dilution should be made prior to running those tests where the value

listed exceeds the highest standard

NOQTE

(1) FRENCH TRANSLATION
(2) FRENCH TRANSLATION
(3) FRENCH TRANSLATION
(4) FRENCH TRANSLATION

FUSSNOTEN

{1} GERMAN TRANSLATION
(2) GERMAN TRANSLATION
{3) GERMAN TRANSLATION
(4) GERMAN TRANSLATION

NOTE A PIE' PAGINA

(1) ITALIAN TRANSLATION
(2) ITALIAN TRANSLATION
{3} ITALIAN TRANSLATION
(4) ITALIAN TRANSLATION

NOTAS A PIE DE PAGINA

(1) SPANISH TRANSLATION
{2) SPANISH TRANSLATION
(3) SPANISH TRANSLATION
{4) SPANISH TRANSLATION

Testez les autres

produits des gammes
Liquichek™ et Lyphochek®
ot las programmes de
Contréle de Quaité,
,M“« sae

Testen Sie auch

wettere Produkte aus der
umfassenden Produktiine der
Bio-Rad Liguichek™ und
Lyphochek® Kontrofien und

Prova altri prodott dalia
completa linea di controlls
Bio-Rad Liquichek™ e
Lyphochek® e 1 programmi
per la gestione del datr.

LR

Pruebe otros productos

de la inea de controles de
Bio-Rad, Liquichek™ y
Lyphochek®, asi como de los
programas para la gestion

de los datos de Control

de fa calidad.

~~ contro

Autaimmune Chemistry
ANA Control, Centromere Pattern Assayed Chemistry Control
ANA Controi, Homogeneous Pattem Assayed & Unassayed Muitiquai®
ANA Control, Nucieolar Pattem Assayed QCS®
ANA Control, Speckied Pattern Lipids Control
ANA Control, EIA Scraen Pediatric Control
Anti-dsDONA Control, EIA Quantitative Unne Cantrot
Anti~Jo-1 Contral, EIA Unassayed Chemistry Control
Anti-RNP Control, EIA {Humanj
Ami-Scl-70 Control, EIA Unnalysis Control
Anti-Sm Controt, EIA Urine Chemistry Cantrot
m“ga gogttg‘ g: Drugs of Abuse
1-SS-B Control, i
ENA Control, EIA Screen D 4 erlormance Specimens
Blood Gas REMEDI™ Coatrol
Blood Gas Control Urine Toxicology Control
Blood Gas Plus CO-Oximeter Urine Toxicology Negative Control
Controt (Bayer 800 Series) Urine Toxicology Controt
Bloed Gas Plus CO-Oximeter Levet C1,C2,C3 8 C4
Controt (IL) Unne Toxicology Control
Blood Gas Plus CO-Oximeter Level C2 & C3 Low Opilate
Control (Radiometer) Unne Toxicology Controt
Blood Gas Plus E Control Level 51, 52 8 S3
Blood Gas Plus EGL Urine Toxicology Controt
Cardiac Level 1 & S2 Low Opiate
Cardiac Markers Control Qualitative Urine Toxicalogy
Cardiac Markers Control LT Cantro!
CK/LD Isoenzyme Controt gl‘;g‘eft’;';"é‘o:“ o
il
Homocysteme Controt Hemoglobin A; Gontral

Hemoglobin A, Linearity Set

Try other products from Bio-Rad’s comprehensive iine of Liquichek™
and Lyphochek® controls and data management programs.

Hematology X Coaqulation
Coagulation Control
Hematology- 16 Control
Hematology Control (A)
Hematology Control (C)
Reticulocyte Controt
PReticuiocyte Stain
Sedimentation Rate Controt
mmunaassay

Anemia Controf

Fertility Control

Hypertension Markers Control
Immunoassay Plus Controls
Matemal Serum Controt
Tumor Marker Controt
fmmunolnqylvmtmn
fmmunology Controt
immunoiogy Pius Control
Rheumatoid Factor Control
Spinal Fiuid Controt
Matecular Biningy
Amplichek™ BCR/ABL Control
Serocnnversian & Antigen Panels
Hiv-1 HAV Rubeola
HCV CMV

Hav Rubelta

* For research use only.
Not for use in diagnostic procedures.

For complete product information contact your local Bio-Rad office or $aies representative. In the United States,

call 1-800-2-BIO-RAD. Or visit our website at www.bio-rad.com.

Specalty

Endocrine Control
Ethanol/Ammonia Control
Serum Aicohot Control

Serum Volatiles Controt

Urine Bone Markers Controt
Unine Metals Controt

Whole Blood Controt

Whole Blood Matals Controi
Whole Blood Tox Control
Therapeutic Drug Momtoring
Benzo/ TCA Control-Set A
Benzo/TCA Control-Set B

Drug Free Serum

Therapeutic Drug Morutoring Controls

External Quairty
Assurance Sernces (EQAS)
Clinicai Chemistry
Immunoassay
Therapeutic Orug Monitonng
Data Management Solutions
Hands-Free QC™

* UNITY Pro/Plus™

» QCNet™

Bio-Rad
Laboratories

El4l

LR RN A R0 R

Level 1 - Lot XXXX1

| IRV RO ) COER

Level 2 - Lot XXXX2
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Bio-Rad Laboratories S.A.

MANUFACTURERS LISTED / AUFGELISTETE HERSTELLER
LISTE DES FABRICANTS / ELENCO DEI PRODUTTORI

ANALYTE LIST
Toxoplasma gondii \gG
Rubelia Virus igG
Cytomegalovirus (CMV) igG
Herpes Simplex Virus Type 1 (HSV-1) IgG
Herpes Simplex Virus Type 2 (HSV-2) igG
Varicella-Zoster Virus (VZV) !gG
Helicobacter pyiori 1gG
Epstein-Barr Virus (EBV) VCA IgG
Treponema pallidum (Syphilis) IgG
Syphilis Rapid Plasma Reagin (RPR)

3 boulevard Raymtond Foincaré

92430 Mamas-la-Coquette

Phone: (33) 1-4795-6000 / Fax: (33) 1-4741-9133

BIORAD

Bio-Rad Laboratories
Diagnostics Group

8500 Jeronimo Road
Irvine, California 92618
(800) 854-6737

(949) 598-1200

Tolefax (948) 598-1550

Tachnical Service:
(800} 854-6737

UNITED STATES CUSTOMER SERVICE: 4000 Alfred Nobel Drive « Hercules, California 34547 » Phone (800) 2-BIO-RAD » Tolefax (510) 741-6373

AUSTRALIA, Blo-Rad Laboratories Pty Lid. Unit 1 3Iook Y, 387 Park Road, Asgents Park NSW 2143 ¢ Phone §1-2-9914-2800 + Telefax §1-2-9914-2888
AUSTRIA, Blo-Rad L Ges.m.b.H,, 78D, A-1130 Visnna » Plions 43-1-877-8001 « Telefax 43-1-87¢-5629
BELGIUM, Blo-Rad S.A.-N.V. Begoniastraat §, B-9810 Nazareth Eke « Phone 32-9-385-5511. » Teletax 32-9-385-6554
BRAZIL, Blo-Had do Brasil, Rua dos invalldos 212, 5 Andar, Laps CEP 20231020, Rio de Jansiro * Phone 5521-2507-6191 « Telefax 5521-2224-8524
CANADA, Bio-Rad Laboratories, Lic., 2403 Gadnette Montresl, Quélsec HARZ2ES » Phons 1:514-334-4372 » Telefax 1-514-334-4415
CZECH REPUBLIC, Blo-fad spol. s.1.0., Nod astrovem 11197, 147 00 Pragus 4 « Phons 420-2414306320 Telstax 420-2-41431642
CHINA, Blo-Rad China Limited, 18F/D Hal LI Buliding, No. 88 Da Pu Road, Shanghai 200023 * Fhone u-zuaaszzss * Telefax 86-21-53964775
DENMARK, Slo-Rad Laborstories, Gensratorvej 8 C, 2730 Heriey » Phone 45-4452-1000 » Telefax 45-4452-1001
FINLAND, Blo-Rad Laboratories, Plhatorm- 1 A, Fm-ama Eopoo « Phone 358-9-804-22-00 + Tmfu 358-8-804-11-10
FRANCE, Dlo-flad $.A,, 3 b io-Ci » Phone 33:1-4796-6000 + Telefax 33-1-4741-9133
GERMANY, Bio-Rad Lab GmbH, H “, wam Munlch » Phoné 49-39-318840 + Telafax 49-89-318-84100
HONG KONG Bio-Rad Pacitic Ltd., Unit !111 11F, Now Kowioon Plsza 38, Tal Kok Teul Rd., Thi Kok Teul, Kowtoon * Phone 852-2780-3300 » Telefax 852-2789-1257
INDIA, Bio-Rad Laboratories (Indls) Pte. Ltd., B&ET, Enkay Towsrs, Yanifya Nikun], tidbyoy Vifiar, Phase-V, Gurgacn, 122016 Haryans * Phone 91-124-6398112 + Telefax 91-124-6398115
ISRAEL, Bio-Rad Laborstories Lid., 14 Homa Street, New IndGstrial Ares; Rishon Le Zion 75655 « Phone 972-3-9514127 » Teletax 972-3:0514129
{TALY, Blo-Rad Laboratories S.1.1., Vis Cellinl 1&/A, 20080 Segrate, Miisn + Phone 3902218091+ Tolotax 39-02-21809-398
JAPAN, Nippon Blo-Red Laboratories, 7-18, N’WM'N’PPM Arakawa-is, Tokyo T16:0014 » Phone 81-3-5811-6200 * Tolefax 81-3-5811-6282
KOREA, Blo-Rsd Korea Lid., 81, Cambridge Bullding, 1 1481-15, Ssccho-Dong, Seocho-Gu, Secul, 137-070 * Phone §2-2.-3473-4480 » Telefax 82-2-3472-7003
MMAMEHICA. Latin Americs, 14100 Palmetio Frontage Road, Sulte 101, Mismi Lakes, Florida 33018 » Phone 305-804-5050 » Taletax J05-894-5060
MEXICO, Blo-Rad Laboratorios Mexico, S.A. de C.V., Adaifo Pristo No 1853, Coionis Del Vaile, 03100 Mexico, D.F. » Phone 525-534-2552 » Teletax 525-524-5555
THE NETHERLANDS, Blo-Rad Laborstories BY, Fokkerstrast 10, 3605 KV Vesnendaa! » Phone 31-318-540668 + Telefax 31-318-642216
NEW ZEALAND, Bio-Red Nsw Zealand, Unit B 156 Bush Road, Albany, Auckisnd + Phane §4-9:415-2280 » Telefax 64-0-415-2284
NORWAY, Blo-Rad Laborstories, Johan Mmmnt.mm-mmnmutw-maewmo
POLAND, Blo-Rad Laborstorins, ul Bartiurki 8, 04511 Warsaw * Phone 48-22-815-39-51 » Telelax A8-22-811-66-02
IQAL, Blo-Rad Lab fes, Rua do Entrep In 3-1° Enq., 2724 ~ 513, Amadors * Phone 351-31-472-7700 « Telefax 351-21-472-7777
RUSSIA, Blo-Rad Laboratories Lid., 37A/14 Leningradsky Pr., 126187 Noscow « Phone T-096-721-14-00 « Teletax 7-095-721-14-12
SINGAPORE, Bio-Riad Laborstorfes (Singapore) Pte. Ltd., 211 Henderson Road #03-02, Henderson Industrisl Park, 159552 + Phone 65-272-9877 + Telefax 65-273-4835
SOUTH AFRICA, Blo-Rad Laborstoriss (Pty} Ltd,, 34 Bolton Road, Parkwood, Johannesburg 2193 » Phone 27-11-442-85-08 » Teletax 27-11-442-85-25
SPAIN, Bio-Rad Laborstories S.A., Lopex de Hoyos 245-247, MWM'MM1-§MW' Tolsiax 34-91-590-5211
SWEDEN, Bio-Rad Lahoratories A.B;, Vintergatan 1, Box 1007, $-172 22, Sundbyberg « Phone 48-8-655-127-00 » rmcncss-um

SWITZERLAND, Bio-Rad Laboratories, Nenziingerweg 2, CH-4153 Reinach BL + ana-m«mm «Telotax 4141-717-06"50
THAILAND, Bio-Rad Laboratories Ltd., 13t & 2nd Floor, Lumpini { Bldg., 23%2 Rsj d Ad., L k 10330 « Phone 602-851-8311 » Telefax 662-651-8312
uummuaoomawuummm. Blo-Rad House, Maylands Ave., Hemel P ‘MMPI?W'MWM‘TMW

©2001 ALL RIGHTS RESERVED, PRINTED INU.S.A. . 10/01

Manufactured for / Hergestedit Mr/Fabriquépwr/Pmdowoper/Fabricadopam/Manulawmdopam Bio-Rad Laboratories
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Summary from FDA of Issues j in
the 510(k) Review for Liquichek

ToRCH Plus Control
ﬁm_ o ) .
A TCE C l’"? ON
DIVISION OF : CLINICAL LABORATORY DEVICES

W MICROBI@L BRANCH

2098 Gaither Road, HFZ-440
Rockville, Maryland 20850

Phone No.: (301) 594-2096 .
Fax No.: (301) 594-5940 or (301) 594-5941

“THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 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 recelved this document in error, please
immediately notify us by telephone and return it to us at the above address by mail. Thank you »
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The issues which suggest a response from the sponsor are indicated as bolded
italics.

REVIEW:

Administrative The sponsor has provided a 510(k) summary, labeling which
consists of package labels and a draft package insert (Pl), a “value assignment
protocol,” a Summary of Safety and Effectiveness, a Pl fo the predicate, a
Truthful and Accurate statement, and an Indications for Use statement. The
administrative aspect of the submission is well organized and each indicated
aspect is separated numerically and appears to be adequate. In the future it
would be helpful if the sponsor also numbered each page within sections
in order to facilitate communication with the sponsor. '

The sponsor has provided examples how they derived an assigned value for
each of the analytes of their control material. Discussion follows:

a) The first page discussion, section 6, states that the value assignment
for the Abbott Tumor Marker is generated..... The sponsor should
indicate how this is relevant to this device.

b) On the first page of section 6 the second to last paragraph has a
disclaimer that values are provided simply “as a guide” and that “each
laboratory should establish [their} own means and acceptable range(s).”
As an assayed control, this value should not be considered a ‘guide’
but is considered a true value for a particular lot of material.

Therefore, this we recommend a statement be presented in the Pl but
rewritten to reflect this concept.

¢) There are provided protocois which contain two different sets of
instructions for assay manufacturers and for reference laboratories. The
sponsor recommends (first protocol) that assay manufacturers run this
device for a minimum of 20 replicates whereas the reference laboratories’
instructions (second protocol) are for a different function. The
manufacturers are to test this device for reproducibility and establishing a
mean and range. The reference labs are apparently to use this device as
a specimen would be used. However, it is unclear why this investigator
is requested to supply results of cutoff values, sample to cutoff
ratios, clinical interpretation and quality control sample to cutoff
ration values (see comment #9). It is puzziing what sample(s) the
sponsor wants this information for and how the data can be used for
this device. Was the protocol(s) specifically followed?

d) Because there is indication that 20 replicates were performed, we
believe this constitutes reproducibility testing. We would welcome
these results to be presented as standard deviation (SD) and percent
coefficient of variation (%CYV) in order to further evaluate its value as
a assayed control material.

e) We recommend the sponsor provide a Fihancial Disclosure Form
from each investigator participating in these studies.



‘ 12/06/2001 13:20 FAX 301 594 5841

DHHS FDA DCLD

f) Woe suggest the sponsor provide the statistical format for calculating
the acceptable range(s) of results for each analyte and for each
instrument (if different) using their device.

g) How is this device to be utilized if a user has plasma for specimen

testing and it appears that performance data was obtained only from
serum?

Labeling
The following dialogue involves both the existing draft Pl and further
suggestion(s) by FDA:

a) Intended Use: Because the sponsor considers this an assayed
device, we believe each legally marketed system for which the

device’s levels determined should be indicated, e.g., Abbott’s AxSYM

and Abbott's Imx. In addition, each organism should be cited as well.

This would also be the same for their Indications for Use statement.
Reagents:

b)

)

Warnings: We believe the sponsor should specify what their
‘processed’ plasma is and indicate that their device is not
intended for use with assays which recommend using
anticoagulated specimens.

Because the sponsor states (sect 2, page 3 of 3) that stability
studies have been performed with this device, 60 days opened
and 3 years, 3 months for unopened (both at 2-8°C), we suggest
they provide representative data to FDA. We suggest the sponsor
also indicate whether the stated unopened stability is from real
time or accelerated time determination.

Limitations

i)

if)

i)

We recommend the sponsor state, “These ToRCH Controls are
not considered calibrators and are not to be used for assay
calibration.”

We suggest, "These controls are not intended to replace the
manufacturer's controls supplied with their kits."

We additionally recommend the following, “The ToRCH Controls

are matrix specific and are intended for use only when testing
serum specimens.”

iv) Because this device has been established with specified assays,

a statement is advised for limiting this device to those systems
listed in the Intended Use and Indications for Use. Alternatively,
the sponsor could say that performance characteristics have not
been established for assays other than those listed in the
Intended Use section.

o003
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d) Expected Vaiues: We recommend a brief statement about the
methody(s) used to verify the expected results for this control.

e) Quality Control: We suggest the sponsor include a quality control
section recommending that each laboratory validate each lot of

control with each specific assay system prior to its routing use in
their laboratory.
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