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Mr. Glenn Carlisle

Site Manager

Murex Diagnostics, Inc.
3075 Northwoods Circle
Norcross, GA 30071-1542

Dear Mr. Carlisle:

The Food and Drug Administration (here\naﬁer FDA or the agency) conducted an
inspection of Murex Diagnostics, Inc. (Murex) located at 3075 Northwoods Circle,
Norcross, Georgia, between August 14 and August 24, 2000. During the inspection, the
FDA investigators documented numerous significant deviarions from section 501(h) of
the Federal Food, Drug, and Cosmetic Act (FD&C Act) and deviations from the
applicable standards and requirements of Subchapter H, Part 820, Title 21, Code of
Federal Regulations (CFR), and the applicable standards in your license. The deviations
noted on the Form FDA 483, Inspectional Observations, issued at the conclusion of the
inspection include, but are not limited to, the follo’wing:

1. Failure 1o establish and maintain procedures for implementing corrective and
preventive action, including requirements for investigating the cause of
nonconforming product and identifying the action(s) needed to correct and prevent
recurrence of nonconforming product and other quality problems; failure to document
all activities and results required; and failure to employ appropriate statistical

methodology 1o detect recurrm,g quahty problems [21 C FR 820.100(a) and (b)] in
that:

a) Complaints of high background controls-and leaking reagent bottles are not
adequately investigated. For example, planned investigative testing is not
performed, assignable causes are not |denuﬁcd and investigations are not
adequartcly documented. i :
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b) There was no investigation into high reflectance readings for the Center for
Biologics Evaluation and Research (CBER) negauve control panel members.

c¢) There was no documentation of an investigation into the presence of fibrin clots
found in both bulk and filled bottles of negative control lots

d) There was no documentation of reviewed and approved invesﬁgations nfo
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particle monitoring excursions on February 24, March 8, and March 20, 2000.

e) Appropriate statistical methodology for test failures for raw matenais, in process,
and finished products has not been established.

f) There are no procedures for establishing appropnate statistical methodology for
initial 0ut~ot—specmcanon results, retests, aborted, and invalid tesis.

Failure to validate processes with a high degree of assurance and 10 approve the

validation according to established proccaurcs [21 CFR. 820.75(a)] in that:
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¢) There are no dara 1o support the re-usé of chromatography columns used for

d) There are no reference chromatograms for identification of extraneous peaks in
column residue and products run on the columns.
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e) The standard operating procedure (SOP) entitled “SUDS HIV -1 Stability Testing”
requires that stability testing on Master Kit lots be performed ar,
— Stability testing for Master Kit lot —_ was not

conducted between J:muarf 31 and April 27, 2000.

4. Failure 1o assure that all inspection, measuring, and test equipment is suitable for its
intended purpose and is capable of producing valid results [21 CFR 820.72] in that
malfuncrions of the SUDS reader are not investigated.

5. Failure to establish and maintain adequate acceptance procedures for in-process and
finished devices which include inspections, tests, or other verification activities [21
.CFR 820.80] in that: "

a) Specifications for reflectance testing for CBER panel members are not defined.

b) Reflectance test results are acccpredibased on the mean +/- the standard deviation.
The test passes if the mean of three results passes even if individual test results
are out of specification. e '

¢) Absorbance readings were not taken for Lot 0110 released April 20, 2000, due 1o
a malfunction in the SUDS reader.

6. Failure to establish and mainain procedures to ensure that sampling methods are
adequate for their intended uge and are based on a valid statistical rationale [21 CFR
820.250(b)] in that:

a) There are no data to support testing master kits in‘iriplicate against the intemnal
panels.

b) Acceptance criteria for the —— _ - plastic bortles used to store diluent
require sampling of ; boules for visual identity. There are no data to support this
sampling level. I R

c) There are no data to support the sarhpling frequency for bioburden testing during
filling. S

7. Failure to establish and maintain procedures to control product that does not conform
to specified requirements [21 CFR 820.90] in that:

a) There are no procedures for re-testing raw materials, components, and finished
products that do not meet specifications.

b) Expired lot — " was used 1o test QC reference panel
member 12.
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The deviations identified above are not intended to be an all-inclusive list of deficiencies
ar your establishment. It is your responsibility as management to assure compliance with
all requirements of the federal regulations and the standards in your license.

We acknowledge receipt of your written responses dated September 9, 2000, October 9,
2000, November 9, 2000, and those provided at the October 24, 2000, meeting between
representatives of FDA, Murex Diagnostics, and Abbott Laboratories to the Form FDA
483 issued at the close of the inspection. We have reviewed your responses and find that
they are inadequate. For example, while there are numerous inspectional observarions
pertaining to the lack of thorough investigations into complaints, out of specification test
results, and equipmen failures, your responses fail to discuss implementation of adequate
quality assurance oversight 10 ensure prompt identification, documentation, correction,
and follow-up for all problems associated with the manusacture of your product. We
have the following specific comments 10 yoilr response, which are numbered to
correspond 1o the abservations listed on the Form FDA 483:

Item 1. Repors of the complete investigations should be provided to FDA.
Items 1a and Ib. General Comments:

A. Although you have agreed to perform Level III investigations in some instances, your
response fails to state how it will be assured that Levci III investigations are
performed when necessary in the future

B. The steps that will be taken to investigate the elevated negative contro! and leaking
bottle problems are not clear. The docuiment entitled '‘Minutes of 09/19/00
meeting” addresses both problems and does not delineate the steps to be taken in each
investigation. Please explam item 5 in- thxs document that states “Noticing more
surface Irregularities.” e

C. The response does not include protocols for conducting the investigations.

D. Please provide a justification for the August 23, 2001, closure date for both
investgations.

E. We disagree with your statements on the Murex —~ - and
the October 6, 2000, document signed by ' ——————-"that parts of item 1 are
complete. These investigations should not be viewed as complete based on the
mmitiation of the investigations and should continue to be tracked until the
investigations are closed and any necessary corrective acnons have been taken.

F. The response did not provide mformauon as 10 the contents of the proposed Quality
Directives and when they would be submiited 1o customers.
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Item 1a. High background and false positive complaints:.

A. At the October 24, 2000, meeting, FDA requested data regarding the number of tests
affected by the high background/false positive problem rather than the number of
complaints received since some complaints involve severa) test cassettes. Please
submit this information.

B. Itis our view that your health hazard evaluation should have identified a risk of false
negative results associated with the high background problem. The labeling for the
test kit does_not clearly state that a run in which the negative control result shows
some color (i.e., high background) is invalid. A user inay simply compare patient
results with the negative control results and assume that any patient result which has
color that is not more than the negative control color is negative. Per our request
during the October 24, 2000, meeting, please advise all customers that results of all
uns wuh any color appearing in the negative control should be invalidated. Please
provide documentation of this nouﬁcatlon

C. Becanse of the risk identified in item B above SOPs should set specifications and
action levels for fibrin or any other problem that is known 1o cause high background
D. The September 27, 2000, document enutled - Elevated

Negative Control Initial Investigation Plan” indicates that it is an “initial” (rather than
final) plan, and it is not clear that this plan is complete. The document does not
provide time frames for completion of the steps in the wvestigation.

Item 1b. Please explain whether the ' —  leak rate in reagent bottles is for the recently
(Spring 2000) approved containers as well as previously approved containers. In
addition, your investigation should include protocols for stress testing that check for
worst case leak rates in a thorough manner.

Item 1c. Your responses do not state whether any corrective action was taken to prevent
future particulate monitoring excursions, especially during construction.

Item 1f. Your response fails to address specifications for acceprable amounts of
contaminating materials (e.g., fibrin) that have been associaled with high background.

[rem 2 Process Validation:

A. Your response discusses the development of a Master Validation Plan as part of the
Murex Diagnostics, Inc., Norcross, Quality Compliance Plan dated March 24, 2000.
We are concerned by the number and type of deviations noted during the August
2000 inspection despite the Compliance Plan in place for the previous five months.

B. The Summary of SUDS HIV-] Process Validations and November 8, 2000, Initial
Master Validation Schedule cover only items on the 483. Please clarify whether the



entire manufacturing process will be evaluated using your decision tree and whether
any additional processes will be validated. . Please provide a complete and final
timeline when all validations have been identified.

C. Process validation should be based on results from at Jeast three consecutive
production runs (using final process SOPs).

D. The Equipment Qualification Decision Tree on Page 20 of 23 of the Validation
Master Plan has an incomplete box in the upper left sule which states © -

Please complete this statement.

-~

- - -

E. We note that the schedule for validation extends throuzh December 2001. Please
describe the resources that are allotted to addressing the 483 deficiencies, and explain
the reasons for the prolonged schedule. Please address your projections regarding the
availability of product since the SUDS reader validation: will not be complete until

June 2001. .

Item 2cIII. The SOP 09-41-3 enutled g — Sterilization of Componeuts”
does not include the \———— . y documenting

that the current cycle parameters have been ad_tied to the SOP.

Items 2e, 2g. We have reviewed your document entitied “Study/Validatio
Sanitization of a Deionized Water System™ datec l
entitled "Acceptance Criteria” is not clear. The protoc

o ]
CL
)
o
«
—
Ll
[1]
Cu
g8
Q.
oo
N
]
<«
b3
=
(¢
——t
w
™~
:0

=
(¢
R
b
a
[

»
!

e
by

no
-

:'
oD
—_—
[a

o

5

o
[

c
=

o
-

=

=

o

=

5
[

z
Q
o

o

=

ol

b

o

5]

(¢

4]
3
S
(2]
LoH.
- ~
a

i
(oW

=

(¢}

-~y

o =
[o X

g
]
=
[¢]

y
g

- Cr

[41]

crQ
3
v
)
3
=

o
w
[
-

oy
o
a

=y
w

]

a

w ~
2

8 B
& &
0 o
o

[}
14
w
=R
(]
£}
[
I3
e
3
C
$

2]
n
44
=
)
53
o
2]
5

o)
o D

5
Q
=]
«Q
=)
-~
o
o
.}

-
[»}
.3
4]
1w
3
D
=)
~
>
[
(%)
(»]
3

L5

Item 3f. The protocol for “Suitability of Use Test Method Validation of the -
— — " " is not adequate in that it does not have sufficient power to
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determine repeatability or intermediate precision in a statistically significant manner
(e.g., operator-to-operator variability cannot be sufficiently determined with two
operators performing two runs). Please explain how the two lots of viral lysate were
qualified as the standard and explain how the specifications for acceptance (concentration
and %CV ranges) were determined. The study does not clearly identify details of the
method proposed (e.g., is the ~———==———— ¢ followed gxactly, is the test lysate lot
always tested ~ times, do values have to fall between the ~range for
which accuracy was tested)? Please refer to these questions as well as comments above
in item 3 above regarding Method Validation to write 2 new protocol. Please submit the
protocol for our review.

Item 4a. Your response should ciearly identify and include appropriate specifications in
SOPs (e.g., pH of negative control material). Please submit your proposal, including
your justification, for elimination of any “For Information Only” testing. It is our view
that reflectance testing should not be eliminated at this time.

4b. We disagree with the elimination from your batch production records of absorbance
and reflectance evaluations for the CBER 1est panel at this time. Please reevaluate this-
plan.

[tem 10. The revision of SOP 12-13-3 entitled “Assigning/Extending Expiration Dates”
is not sufficient 1o allow the use of expired components. Components past current
expiration date can be used only if sufficient data (based on stability program protocol) to
extend their expiration date are available. SOP 12-13-3 shouid state this requirement or
state that components may not be used past established expiration dates.

Item 12. Your November 9, 2000, response under the tab marked “2, 12,” states, “The
validation of column life would still continue to assure we have data to support the
number of times a column may be used.” Please confirm that data are on file to support
the number of times columns can be used in'production. These data should be available
for review during future inspections. Please also submit your procedure(s) for column
cleaning and state whether there are data acmonsrraung the removal of residual

detergeni(s) after cleaning.

Item 16. SOP 12-50-0 entitled “Murcx-Norcross Site Document Hierarchy, Including the

QY Yy TTYY

SUDS-HIV-i .LJSVICC Master Record (UMK) 1s not clear with regara to the Iouowmg

Identification of the documents related to lot release testing.

Identification of the department(s) responsible for all aspects of lot release. If the
manufacturing group is responsible for lot release, please explain your rationale.
Identification of the documents related to testing and acceptance of raw materials.
Identification of the department(s) with authonty for 1es1ing and acceptance of raw
materials.

Identification of SOPs NS-0127,-0128, and -0135 as Quuality Control d

Identification of some documents related to labels as Quality Control documents and
others as manufacturing documents.

9o wp

ocuments .

rﬂ.m



[tems 17a and 17b. Your respouse fails to include a commitment to perform a trend
analysis on in-process failures for the ume period leading up to the current manufacturing
problems. SOP 12-39-1 entitled “Nonconformance Control System” is not adequate for
tracking and trending of failures. Murex should submit an SOP that includes a
mechanism for capturing and maintaining testing information for all raw materials, in-
process components, and test Kits.

We also note that your firm promised corrective action in response to the Form FDA 483,
Inspectional Observations, issued at the conclusion of FDA’s September 14-30, 1999,
inspection of Murex, however, the most recent inspection and the recent manutactunng
problems at Murex related 1o the failure of microparticles to pass reflectance testing has
shown that adequate and effective corrective actions have not been implemented.
Therefore, in addition 1o the responses requested above, your response to this letter
should include Murex’s plan for the following:

a. ensuring that the Quality System Regulations ('QSR) requirements are effectively

established and effectively maintained;

il SOPs 10 achieve compuance with the QSR

o~

ith the appucame regulauons Ior

conducting a thorough review of a

reqmrements as specmea in21 CF R 820, an
biological products specified in 21

_U'

52
o i

)

compliance with all the 100 t - 4 PP i
ap phcable standards in your licen,se, Federal agencie are advised of thc issuance e ofall
Waming Letters about devmes so that they may take lns information into account when

considering the award of contracts.
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Please notify this office in writing, within 15 working days of receipt of this letter, of any
steps you have taken or wil] take to correct the noted violations and 1o prevent their
recurrence. If corrective actions cannot be completed within 15 working days, state the
reason for the delay and the time within which the corrections will be completed. Failure
1o promptly correct these deviations may result in regulatory action without further
notice. Such actions include seizure, injunction, license suspension, and/or revocation.

Your reply should be sent 1o the Food and Drug Administration, Center for Biologics
Evaluation and Research, 1401 Rockville Pike, Suite 200 N, Rockville, Maryland 20852-
1448, Arttenuon: Division of Case Management, HFM-610.

Smce) ¢ ly,
/ 2 ;
‘e 7,2 n//ﬁ\\
LT 24
o ;/ Deborah Ralston
Director

Office of Regional Operations
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