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Dear Mr. Sun:

This is regarding an inspection of your active pharmaceutical ingredient (API) manufacturing
facility in Lianyungang, China, by the United States Food and Drug Administration on

Septemiber 11-13, 2000. The inspection revealed significant deviations from U.S. good
manufacturing practices in the manufacture of APIs, and resulted in the issuance of an FDA

Form 483 to you at the completion of the inspection. These deviations cause these APIs to be
adulterated within the meaning of Section 501(a)(2)(B) of the Federal Food, Drug, and Cosmetlc .
Act. Section 501(a)(2)(B) of the Act requires that all drugs be manufacturcd, processed, packed,
and held according to current good manufacturing practice. No distinction is made between
active pharmaceutical ingredients and finished pharmaceuticals, and failure of either to comply
with CGMP constitutes a failure to comply with the requirements of the Act.

The previous FDA inspection of this facility also revealed significant CGMP deviations which
were described to you in a Wamning Letter dated June 19, 2000. Your response was that all
deficiencies had been corrected and the facility was in compliance thh CGMP, and you
requested an immediate re-inspection of the facility. -

We have reviewed the November 6, 2000, written response to the FDA-483 observations
submitted to FDA by{_ 1 We have concluded that this
response lacks sufficient details, explanatlons or documentation to adcquately address all of the



significant deviations observed during the inspection. Our concerns regarding the most significant
observations are discussed below:

1. No written procedures for notifying the Quality Control Unit (QCU) of process deviations, for
the investigation of deviations, or for annual review of production and control records.
Your firm's written response states that this deficiency has been corrected by the issuance
of a new SOP and training of the empioyees The response does not address notifying the

QCU of process aevnauons or conducting an ocumentmg mvestlgatxons as discussed
indicate that any annuai revnews have actuaily been
e .

2. Laboratory tests for assay, impurities, heavy metals, and residual solvents were not
performed according to the established procedures described in the individual Drug Master

Similar deviations were observed during the previous inspection. Your firm's response
at that time was that the DMFs were incorrect, but have been corrected. The response
to the current observations is also that the DMFs were not correct and that they have
been corrected, the laboratory SOPs have been corrected to comply with the DMF, or
that the analysts have now been trained to follow the correct or corrected procedures.
We recommend that you evaluate all laboratory methods and procedures to assure that
they are appropriate, that SOPs are accurate and specific, that analysts have been
properly trained in the procedures, and that the correct procedures are described in

your firm's DMF.

3. Laboratory procedures are inadequate in that raw data was not always recorded, impurity
standards were not properiy 1aerrlunea one mternal standard was four months old with no data

on its stability over that period,| Jwere not P_foperly identified, and equipment
system suitability was not always determined. In-processi_ Jtesting was also inadequately
performed.
The previous inspection revealed similar observations regarding laboratory procedures
and records. Your written response to those observations stated that the specific
deficiencies were corrected by the issuance of new SOPs or that the deficiencies were
the results of mistakes by the analysts, which was corrected by training. Your response

to the current observations also states that the specific deficiencies have been corrected
by the issuance of new SOPs and employee training. The response does not document
that all other laboratory procedures have been reviewed for similar deficiencies, that
the new SOPs are now followed, or that management or the QCU assures that they are
followed. In addition, our review of both the Chinese version and the English
translation of the new SOP on in-process__ _Ltests finds they are not clear regarding
what samples are{_

J

4. Anaiyticai methods vaiidation w. 'nadequa'te in that they did not aiways inciude accuracy,
and for validation of the residual solvents tests, the range for the accuracy and linearity tes.s
were ouiside the limits for these solvenis.



Your response indicated that the specific deficiencies listed were corrected by
revalidation studies but does not address a review of all laboratory methods to assure
they-have been adequately validated as appropriate for their intended uses:

5. Process validation for one API was inadequate in that it was not performed followinga

written protocol, critical processing parameters were not identified, and the scaled-u;{' Jstep :

was not included in the validation study.

The response states that retrospective validation studies have been completed for all
APIs and that the protocols and final validation reports are attached. Only the Chinese
versions were attached and we assume that you have not had sufficient time for
translation of these documents into English. We are unable to evaluate these studies at
this time.

6. The ystem was not appropriately designed to minimize microbiological
contamination, in that it was a non-recirculating system and used valves which may harbor and
cause proliferation of microorganisms. -

7. Testing of[_ }Ased in production was inadequate in that it has not been tested for -

and samples used for testing of microbiological and other specifications are
not collected in a manner indicative of actual use, points of use were not identified, and the
amount of[ collected was not specified. t used in the[ ]
for processing an API intended for the manufacture of injectable drug products was not evaluated
for, nor routinely tested for E - '

8. Validation of the : jsystems was inadequate in that the initial
bioburden of the source[ as not evaluated, total aerobic count of the[_ ]was
not evaluated, sanitization was not evaluated, microorganisms were not identified, and growth
promotion testing of the media used in microbiological testing of the[” J)vas inadequate.

Your responses to these observations state that the srgeciﬁc design problems and, testing
deficiencies have been corrected, and that based on{_ _Jtcsting of|

since the inspection, you are changing to use{ - jrathcr than :Iin
the production of APIs intended for use in injectable drug products. You also provided a
protocol for validation of the -+ ]system after the design changes, and an SOP
for routine monitoring of the 3|systcm.

Review of the records submitted to document these corrections however, indicate that
the new[ ]testing o ]is based on only 7 days of testing. The
microbiological testing of th as for 8 days for total microorganisms and
the presence of 4 pathogenic organisms, but did not include identification of the
microorganisms found. The protocol for validation of th{ system after the design
changes covers only an initial phase of 21 days. No validation or routine monitoring
results were provided.

The above deficiencies are not to be considered as an all-inclusive list of the deficiencies at your

facility. FDA inspections are audits whi€h are not intended to determine all deviations that exist
at a firm. We recommend that you evaluate your facility and quality control systems for CGMP



compliance on an overall basis and initiate universal procedures to correct all deficiencies and
prevent there recurrence. If you wish to manufacture APIs for use in the U.S., it is the
responsibility of your firm to assure compliance with U.S. standards of good manufacturing
practice for active pharmaceutical ingredients.

Until the FDA reinspects your facility and confirms that these deficiencies have been corrected
and the facility is in compliance with CGMP, this office will continue to recommend disapproval

A ™Y qu

of any appiications iisting your firm as a supplier of APIs. We have aiso recommended that your
firm's API's be placed on unport alert and denied entry into the United States. These articles are
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Please direct your written response to the issues discussed in this letter within 30 days to

an fficer ] trick at the address shown above, To schedule a reinspection of
your facility after corrections h n completed, send your reque irector, Internation
Drug S ction HFC-133, Division of Emc,rgcncy ancLInvesmzatxonal Operanon_ 5600 Fishers

FAX at (301) 443-6919.

Sincerely,
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seplyC. Famulare, Director
ivision of Manufacturing and Product Quality
Y Center for Drug Evaluation and Research™
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