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Dear Dr. Morges:

Food and Drug Administration

Center for Biologics Evaluation and Resear
1401 Rockville Pike : L
Rockville MD 20852-1448

The Food and Drug Administration (FDA) conducted an inspection of North American Vaccine,
Inc., located at 12040 Indian Creck Court, Beltsville, MD, between June 1, 1999, and July 2,
1999. During the inspection, FDA investigators documented violations of Section 501(a)(2)(B)
of the Federal Food, Drug, and Cosmetic Act (FD&C Act) and deviations from the applicable
standards and requirements of Subchapter C Parts 210 and 211, and Subchapter F Parts 600-680,
Title 21, Code of Federal Reguldtions (21 CFR). The deviations noted on the Form FDA 483,
Inspectional Observations, issued at the conclusion of the inspection include, but are not limited

to the following: {

i

1. Failure to establish and/or follow control procedures to monitor the output and to validate
the performance of those manufacturing processes that may be responsible for causing
variability in the characteristics of in-process material and the drug product, and to test
and approve, or reject in-process material at the commencement or completion of
significant stages of the production process to assure that drug product and in-process
material conform to specifications [21 CFR 211.110]. For example:

a. Pertussis Toxoid batches 300173 and 300175 did not meet in-process acceptance
criteria for the Histaminc Sensitization Factor Assay (HSA) test as per Standard
Operating Procedure (SOP) 21T12 entitled “Histamine Scnsitization Factor
Assay," however, both batches wete released and used to formulate final product
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Diphtheria and Tetanus Toxoids and Acellular Pertussis Vaccine Adsorbed
(DTaP) lot 400030.

Pertussis Toxoid batches 300173, 300174, 300192, and 300193 did not meet in-
process acoeptance criteria for active toxin prior to inactivation as per SOP 21T0S
entitled " vessermeneee—————. " however the batches were released for

further processing.

Process validation data were not available to determinc the appropniate levels of
hydrogen peroxide and_ *————————s—er 1cquired to

inactivate the Pertussis Toxin.

2. Fajlure of the quality contrll upit to review and approve all drug product production and
control records before a batch is released or distributed for further manufacture and to
thoroughly investigate any unexplained discrepancy in drug product production and
control records or the fajlure of a batch or any of its components to meet any of its
specifications [21 CFR 211.192 and 211.100]. For example:

a.

SOP MM 21T109 entitled "Procedure for Sampling and Testing of Amvax Water
System" was not fqllowed in that:

i. There is no ldocumentation that the appropriate supervisor was notified of
microbial tésting failures that occurred between March 1, 1999, and March
4, 1999; and March 8, 1999, and March 9, 1999. In addition, no
investigations were initiated as required by the SOP.

il. There is no documentation that the appropriate supervisor was notified of
a2 ‘_—-_—-—'-;assay failure on March 9’ 1999, In

addition, no investigation was performed as required by the SOP.

SOP 2MT402 entitled "Procedure for Sampling and Testing of Amvax Pure
Steam System” was pot followed in that there is no documentation of an
investigation in response to an =, failure on March 11, 1999.

SOP 21T157 Cntﬂ.led ":'—-________._M:"
is inadequate in that it does not provide procedures when results are out of
specification. At least three out of specification results were obtained and no

investigations were performed.

Lots B0O1 and B002 failed thimerosal content testing at the 18 month stability

time point. While numerous retests were performed, the investigation was never

completed, and instead the thimerosal test was replaced with the - Stms——
TR
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e. No investigation was conducted afters, of = ELISA assays for Acellular
Pertussis potency testing of lot 400026 were found invalid.
i
3. Failure to maintain and follow an appropriate written testing program designed to assess

the stability characteristics of drug products [21 CFR 211.166]. For example:

a.

SOP 21T35 entitled ” e e s sresysw——
was not followed in that:

i Diphtheria and Tctanus potenéy testing of Lot C009 at the 0 month time
point produced itvalid and failed results _smmmsm—————
R S A

e — — T— S———— - e e

il Lot B002 failed Diphtheria potency testing at the 18 month tirue point.

Retesting could not occur as appropriate because { * = ————
md

L

—

iii. The AOP allows fOl" S
: . -
R e

Stability data arc not available for the following time points:

i. Lot C009 did not have test results for Diphtheria and Tetanus potency and
for Percent Diphtheria and Percent Tetanus Adsorption at 0 months.

ii. Lot C009 did not have test results for Acellular Pertussis potency and HSA
at 3 months.

oy
iii. Lot C010 did not have test results for Percent Diphtheria and Percent
Teta#ms Acflsorption at 0 and 3 months.

Failure to establish and/or follow adequate written procedures for production and process

control designed to assure that the drug products have the identity, strength, quality, and
purity they purport or arc represented to possess and to assure that such procedures,
including any changes, are drafted, reviewed, and approved by the appropriate
organizational units and reviewed and approved by quality control {21 CFR 211.100].
For exarmple:

a.

SOPs do not describe the requirements for mixing of the sample of adsorbed
Pertussis Toxoid intermediates, bulk product, or final filled container prior to
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removing an aliquot for pH testing. Percent adsorption, thimerosal, and
aluminum testing is also performed on the aliquot, for which lack of mixing could
affect the test results.

b. The disinfectant we=» was replaced by, w55 3 cleaning agent in September
1998, however, .messwas used to clean smemwes ] aminar Air Flow unit 3707 in
April 1999. '
c. Planned deviations to SOPs for QC testing are not routinely kept with the SOP
nor are the planned deviations routinely issued with the test records.
d. A planned deviation for a potency test in May 1999 that modified the test
procedure was not referenced in the test record until June 1999.
e. SOP 21T69 entitled " gy s ———t———y
_ ST eTm———- is inadequate in that there is no requirement for
documentation of review of sample rcsults and of the final interpretation of test
results. In addition, no pass/fail determination of the test result is made.
f. Identifications of microbial isolates were not available for microbial testing
failures on March 3, 1999, and April 14, 1999.
g Media fill prdcedures do not describe required activities in response to a failure.
h. There is no SOP for the practice of periodic removal of expired materials from
storage areale
5. Failure to establish scientifically sound and appropriate specifications, standards,

sampling plans, and test procedures designed to assure that components, drug product
containers, closures, in process materials, labeling, and drug products conform to
appropriate standards of idéutity, strength, quality, and purity (21 CFR 211.160(b)]. For
example:

a.

SOP 21T69 entitled " Som—————T———— R ———1
* cr———e—————ies)' (ces not specify a holding time limit for a sample
prior to testing.

Manufacturing operations occur 24 hours per day, 7 days a week, however the
Water for Injection (WEI) system is only monitored Monday through Friday.

New lots of Chinese Haimster Ovary (CHO) cells used in the assay to quantitate
active toxin before and after inactivation are not qualified prior to usc.
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6. Failure to clean, maintain, and sanitize equipment and utensils at appropriate intervals to
prevent malfunctions or contamination that would alter the safety, identity, strength,
quality, or purity of the drug product [21 CFR 211.67]. For example:

a Between March 1, 1999, and April 15, 1999, out of specification microbial results
were obtained for®™ >f * sampling days of the WFI system.

b. Data is not available that demonstrates the effectiveness of disinfecfants used to
clean manufacturing areas and equipment. '

c. SOP MMM10 entitled "Cleaning and Disinfection of All GMP Manufacturing
Areas" does not require the use of WhmESENER 35 3 cleaning agent, === 5
‘the only agent in use found effective against the most common environmental

isolate, Bacillus sp.

7. Failure to inform FDA about each change in the product, production process, quality
. controls, equipment, facilities, responsible personnel, or labeling established in the
approved license applications [21 CFR 601.12(a)], in that FDA was not notified of
changes expanding the acceptance criteria for: 1) the reference vaccine used to control the
final product release test for potency of the Acellular Pertussis component; and 2) the
percent adsorption for the Tetanus coniponents.

We acknowledge receipt of your written response dated August 18, 1999, which addresses the
inspectional obsetvations on the Form FDA 483 issued at the close of the inspection. We have
reviewed the contents of your response. Comrective actions addressed in your letter may be
referenced in your response to this letter, as appropriate; however, your response did not provide
sufficient detail to fully assess the adequacy of the corrective actions. In addition, your response
to this letter should include time frames for completion of all corrective actions. Our comments
and requests for further information regarding corrective action are detailed below. The items
correspond to the observations listed on the Form FDA 483:

4Ai. We have reviewed the revised SOP MM 21T109 entitled "Procedure for Sampling and
Testing of Amvax Water System" and have the following comments:

- Scction VLA.1.a) of the SOP includes the statement that an ‘== ese——csmsmm——

[ . . P PEERE T R AEEE———

—— S —— T — _'i'he SOP does not
include a provision for sampling missed point(s) of use Jater in the week.
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- Section VI.A.2, of the SOP includes the statement, *, sunmes——s———————
W” . h“—

4Aii. We have reviewed SOP 3MM94 entitled "Procedure for Investigation of Out of

Specification Results on the Water System" that was subtnitied in support of your
corrective action and note that the SOP defines an alert level as °, st —————"
S ——————————r ," and defines an action limit as ©. eosmsmen—

T ———— e ——* [ believe
that alert limits and action limits should not be defined as the frequency of excursions
from acceptable specifications, but as numerical specifications. For example, the
microbial specification for WEI is defined by USP as 10 c¢fu/100 ml, which is routinely
used by firms as the action limit. An alert limit is routinely lower, to provide an
indication that a problem may be developing in the water system requiring increased
vigilance.

10.  Your response indicates that investigations of out of specification microbial testing will
include comparison of Gram staining and colony morphology of the out of specification
result with any other bacterial colonics isolated on that sample date. Qur review of SOP
3MM094 entitled "Procedurs for Investigation of Out of Specification Results on the
Water Systera” that was submitted in support of your corrective action did not note this
requirement.

11.  Your responsg indicates that SOP 3MM64 entitled "Review of Manufacturing Batch
Records - Review Checklist” has been revised to ensure that WFI monitoring data is
" reviewed prior to release of product, however, our review of the SOP that was submitted
in support of your corrective action did not note this requirement.

13.  We note your commitment to revise your SOP to require immunization of_ s of
animals at each time point. Please explain whether this practice will be limited to
stability samples or incorporated into your routine testing program. In addition, your
response does not address the steps you will take to ensure the revised SOPis
appropriately followed. This inspectional observation demonstrated that the SOP in use
at the time of the inspection was not followed.

16.  We agree that any ambiguity in the SOP related to repeat testing should be clarified. The
SOP revisions should clearly define valid, invalid, and failing test results and ensure that
the actions 1o be taken in the event of invalid and failing results are scientifically sound.

18.  The data from the studies conducted that demonstrate the comparability of the assay when
performed at your firm should be submitted to the license application. In addition, we
request that you provide the cover letter of that submission as response to this letter.
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20. We note your commitment to perform and document an investigation into the ELISA
failures. The investigation should include a complete review of the assay validation to
ensure that all validity criteria have been appropriately assessed.

23.  Your response indicates that no batches of product have been released against the revised
specification, however, data collected during the inspection indicates that batches
400025, 400026, and 400027 passed the revised specification but would have failed the
original specification. Please provide the disposition of these batches.

24D. While your response indicates that the types of data omitted from the filter integrity tester
log books will no longer be entered due to the fact that the data is recorded elsewhere, the
observation also demonstrated that the record review process failed to note the omission
of the information. Your response does not.address any corrective actions to ensure that
record reviews are meaningful and appropriately identify deviations in the records.

26A. Your response indicates that changes to the control of planned deviations to procedures
will facilitate appropriate notification of the planned deviation, however, your response
does not address the timelihess in finalizing the change.

26D. Your response indicates that SOP 21T69 entitled % " ~—se———t—w———————— -
._.——-————-_-—n——- " was revised to limit the aumber and
timing of retests of invalid results, however, our review of the SOP that was submitted in
support of your corrective e}chon did not note this requirement.

35A. Please detail your strengthened qualification procedures for the CHO cells. These
procedures should fully describe how the CHO cells will be controlled to prevent assay
failure. In addition, we expect that the stability of the in-process sample used for testing
will also be evaluated.

Observations 36 through 41 noted commitments your firm had previously made and were
included in the license approval letter dated July 28, 1998, that had not been completed. Please
ensure that the required information is submitted to the license application as you were instructed
in the license approval letter. We note that your response to observation 38 included the final
validation summary report for the chromatographic column bioburden, however, your response
did not indicate that the report was also submitted to the license application.

The above listed deviations are not intended to be an all inclusive list of the deficiencies that may
exist at your facility. It is your responsibility as management to assure that your establishment is
in compliance with all requirements of the federal regulations. You should take prompt action to
correct these deviations. Federal agencies arc advised of the issuance of all Warning Letters
about drugs so that they may take this information into account when considering the award of
contracts. In addition, no requests for Certificates to Forcign Governments will be approved
until the violations related to the subject drugs havc been corrected. Moreover, a drug may not
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be exported under Section 802 of the FD&C Act if such drug is not manufactured, processed,
packaged or held in substantial conformity with the CGMP requirements.

Please notify this office in writing, within 15 working days of receipt of this letter, of any steps
you have taken or will take to correct the noted violations and to 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 to 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 to the Food and Drug Administration, Center for Biologics Evaluation
and Research, 1401 Rockville Pike, Suite 200 N, Rockville, Maryland 20852-1448, Attention:
Division of Case Management, HFM-610.

Singerely, ,
| % =
Stgven A. Masiello

Director

Office of Compliance and Biologics Quality

Center for Biologics Evaluation and
Research



