
-.
I

/’ ● %

4
@1953~ l-l ~E- Gi2igj!

,
!

DEPARTMENTOFEE&TE &HUMANSERVICES For
PUBUC HEALTH SERVtCE

‘+%- FOOD AND DRUG ADMINISTRATtON CENTER FOR DRUG EVALUATION AND RESEARCH

.,$

Division of Manufacturing and Product Quality, HFD-320
7520 Standish Place

Hockvilla, Maryland 20855-2737

TELEPHONE: (301 ) 694-0093
FAX: (301 ) 594-2202

WARNINGLETTER

APR23t997

CERTIFIEDMAIL
RETURNRECEIPTREQUESTED

●

Mr. Liu Gui ;ian
FactoryDirector
GuangdongPharrnzeutieal Factory
91 FungeunDa&o

e Guanfiou City510380
china

DearMr. Lian :

This is regniing an impectionof your activepharmaceuticalir.gredient(API)
manufacturingfacilityin GuangzhouCity, Chinaby FDAInvestigatorTed L.
Andersonon January27-29, 1997. The inapcetionrevealednumerous&viationa from
U.S. eurrcntgood manufacturingpraetieesin the manufactureof activepharmaceutical
ingredients. The deviationswerepresentedto yourattentionon an FDA483 List of
Observationsat the closeof the inspection. Thesedeviationscause these API products
to be adulteratedwithin the meaningof Seetion501(a)(2)(B)of the U.S. Federal Food,
Drug, and CosmeticAct. Section501(a)(2)(B)of the Aetrequiresthat all drugs be “
manufactured,proeessedipacked,and held accordingto currentgoodmanufacturing
practice(CGMP). No d!wi.netionis madebetweenactivepharmae.cutiealingredients
and f~hed pharxnaeeumds,and faihre of eitherto complywith CGMPconstitutesa
failureto complywith the requ$wncntaof the Act. Someof thesedeviationswere
similarto thoseobservedduring the previousinspectionin September,1994,which
resultedin a WarningLetter to your firm on March 10, 1995.

We havealso reviewedyour February28, 1997writtenresponseto the List of
Observations. We concludethat this responselackssufficientdetails, satisfactory
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commitments, or documentation to adequately address all of the deviations observed
during the January, 1997 inspection. s~fic ~ of concern include, but are not
limited to the following: .

FACILITY AND EQUIPMENT DESIGN: .-

The inspection revealed numerous deficiencies regarding inadequate design of
equipment,

CGMP
requires equipment to be designed to facilitate operations, cleaning, and
maintenance.

Your response indicates that the specific equipment design deficiencies listed on
the FDA-483 have been, or will be, ~

Similar deficiencies were obsekd du& & prtkious
inspection in September, 1994. We are concerned that your fm has allowed
these umditions to continue and that your response indicates that fill corrections
will not be completed until the end of 1997.

You should reconsider your time frames for corrective action. Please advise
this oftke within 30 days of what prompt action will be implemented to correct
existing deficiencies and prevent rep$tjon of this deficiency.

EQUIPMENT MAINTENANCE

The inspection revealed numerous instam.es of inadequate equipment
maintenance, including paint residues and rough welds on product contact
surfaces, holes in walls, rusty utensils used to transfer product, an inoperative
temperature recorder, loose fitting doors, and cracks, etc. Again, similar
deficicmies were obsened during the previous inspection. CGMP requires the
proper cleaning and maintenance of equipment as well as written procedures for,
and a record of such cleaning and maintenance.

We are concerned that your fm has allowed these deficiencies to continue and ‘“
has not taken adquate steps to properly maintain all equipment in your facdity. .....
Your response states that the observations poted have been corrkcted, but does
not provide assurance that an adqt@e xruiintenanceprogram for the entire
facility has been implemented. Pkse advise this office within 30 days of what
action your firm has ir#emented to preclude repetition of this deficiency.

VALIDATION

The inspection revealed incomplete
Your response provided validation data
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production facility only. Please provide additional assumnces to this Office
within 30 days, that the facilities for all products have been validated or
qualified and meet air and water Qxxificat.ions..

The CGMP deviatio~ identitled above or on the FDA-483 issued to your b-are not
to be considered an all-inclusive list of the deficiencies at this ficility. FDA inspections
are audits which are not intended to determine all deviations fkom CGMPS that exist at
a fm. We recommd that you evaluate your fhcility on an overall basis for CGMP
compliance. Until the de!lciencies noted during the inspection have been corrected, and

Failure to promptly comect these deficiencies may result in FDA denying entry into the

U.S. of drug products manufactured by your fm. Such drugs could be subject to
refwsal of admission pursuant to Section 801(a)(3) of the Act in that the methods and
controls @id their manufacture do not appear to conform to current good
manufacturing practices within the meaning of Section 501(a)(2)(B) of the Act.

Please address your response to this letter to Compliance Offker John M Dietrick at the
address provided above. In your response, please include a timetable of when the
corrections will be completed and attach supporting documents. Any documents
provided should be in English or accmnparlied by an English translation.

To schedule a reinspection after mrrections have been completed, contact Deborah S
Browning, Consumer Safe~ Offker, Drug Group, Division of Emergency and
Investigational Operations (HFC-133), 5600 Fishers Lane, Rockville, Maryland 20857.
You may wish to contact that office at (301) 827-5653 or by FAX at (301) 443-6919.

sincerely,

Douglas I. Ellsworth, Director
..

Division of Manufacturing and Product Quality
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