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Dear Ms. Lcwin:

Aninspccdonof your medicalgas transfillingfacilitywasconductedby our investigator
MwcxmMarch 12and20, 1997. ‘Ildsinspectiondocumenteddeviations from the Current Good
ManufWuring practice Regulationsfor FinishedPharmaceuticals(CGMP),Title 21, Qxk_d
~ (~), Part 211 in conjunctionwithyour firm’shansfillingof liquid and
compraaed medicaloxygen whichcause these drugs to be adulteratedwithin the meaning of
ti~ SOl(@(2)(B)of the FederalF-L Dw, ad ~sm~c Ad (the Act).

At tk cutclusionof the inspection,our investigatorpresentedand discussed the attached
list of inspcdomd observations(Form FDA 483) with you and your managementstaff. The
f-g deviationsWcJofound:

1) FailUxB~ teat* LXnnpUtt ti WnfOMlitywithall appropriatewrittenqxxification for
@w, -- Ww. s~dy:

● ‘rhemWa8nocdficam of Analysis(C. O. A.) for every lot of liquid medical
oxygenIMXwaSthCrOdOCU-ti thata WtfOratIWlgthWSpCrfomd on the
bulk liquidoxygenUd in path cryogd V(?SSdS.

● Thaewas no C. O. A. forh Wbdmiw
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● For b C. 0. A.’s received horn the supplier, there was no documentation of
the reliability of their analysis.

● There ndther was a C. O. A. for the bulk compressed oxygtm nor did you
conduct a M on the bulk oxygcmfor strength.

● ‘IWrc was no Iot number atTIxedto the calibration gas cylindcx.

2) Mureto-fkw* batchofadrugpmductan appropriate laboratory detemma“ tion
ofdsfkctqcOd” W final spd.fications fix the drug product, including the
idcsltityand strcqh of each Wtivc ingredient, @or k) rdease. specifically:

● Automatic, mechanical, or ckctrmic cquipmat used in the manufacture,
prc=sing, -g andholding of a ug product is to be routinely calibrated,
inspected or checkd acoording to a writtemprugram designed to assure proper

~* Written records of those calibration checks and in tions will be
Inaintainai.

%
am no aliiration recordsmaintainedfor the~~,gen

Analyzer, the OxygemAnalyzeror for any of the pressure ~auges.
● The transfilled D, E, J, W’s and K sized cylinders of compressed medical

oxygem were not tested for strength. The method that you employed to test the
percmt purity was not in conformity to the U.S.P. method in that the -
oxygen analyzer is neither equal to nor superior to the U.S.POmethod.

3) Failure to maintain a batch production and control record which includes complete
Mormation rdating to the production and control of the batch. These records will include
docurnmtation that each signikant step in the repacking was accomplished. The batch
~ and ~w reeds for compressedmedicaloxygen repraented by your firm’s
fillingandtestingrecordslackedthe following, in addition to numerous omissions of the
identitytest dafmon bulk oxygen, lot numberson the bulk oxygencylinders and calibrated
~ the percentand strength of calibrated gas, the reviewer’s signature and date, percent
of purity for a te4tuicomprwed cylinder:
9 ‘IIE firm began transfilling liquid medicaloxygen in August of 1995. However,

filling and testing recordswere not implemented until October 2, 1996. There
- no filling and testing moods f~ 11/21/96, 1/17/9’7and 2/18/97.

● The liqd OXygcmtra@Wng romrds W 10/2and 22/% were not reviewed and
dated. The 11/8, 12, 13 and 12/26/% filling and testing records do not indicate
that a bulk kkntity test was performed and these records were no~reviewed and
dated.

● The Ming and testing records for compressed medical oxygen do not indicate at
what presswc various size cylindm are filledandtheserecordsdo not record the
external temperature of tke cylinders.

8 There are no filling and testing records to indicate that a dead ring test on
compmscd medical oxygen steal cylinders was performed.



) LaukudkalsuppJy
474WK47
ApEit21, 1997
Pigo3

4)

5)

Failumtodocumcmtt hereamcdm● ● “onof quantities of labds issued, used, and returned,
suchthat@abtionof ●duqmcks fbundbetweenthequantity of drug products finished
and the quantity of labeling issued can be detemhd. specifically:
● ti iillingand testingrecordsfix compressed medical oxygen do not indicate that

cylinder labels are Oheckd.
● Yaxr &ility !Wd to Mow its own StandW Opelating Procedures regarding the

hxdq~tof~m~~~intih~~log with the
& ofinqdodrqkemcn~ serial number of tank and date of hydrostatic tests
were not”recOr&L

● Your f&51ity* to maintain a labeling record to show the amount of the labels
issued, returned, &troyed and the amount of labels in the inventory.

Failure to have established written procedures for the calibration procedures of
instruments,appamtus, gauges and recording devices at suitable intewals in accordance
with an established written program containing specific directions, schedules, limits for
- ~ -on, ~d provisions for remedial action in the event accuracY and/or
-on ~miu - na *. kstimmts, apparatus, gauges, and recording devices not
meeting established s@fications will not be used. Specifically:
● ‘Kkc is no writtenprocedure speci~g at what time intends the~

Oxygen analyzer should be calibrated. In addition, there is no documentation to
~~~~~ calibrated within the past five years.

● Failure to follow the manufacturer’s instructions regarding filter change for the

~oxygm analyzer.
● ‘There are no written sampling procedures describing the number of filled

compressed medical oxygen cylinders or bulk Iiquidpatient cryogenic vessels to
be tested.

● The prcsure gauge of the compressed medicaloxygen filling gauge failed to move
when the valve was initially opened.

6) Failure to provkk &cumcntation that * ~ engaged in the manufacture, processing,
-, or holding of a drugproduct has the education, training, and experience, or any
cOmbMkm tkwf, to c3uMethat pezson to @Xm the assigned fimctions. Specifically,
t@8 is no documcmtadon that the employees who are involved in the transfilling and
tig of both Iiqdd and compressed mecikd oxygen has rcxeived formal training

-g drug GMP’s.

n FaihK8 to hWC written lXOC43dUfeSdescribing the hiding of all written and Old

complaints regarding a drug product.
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Tbc above i&@ia&ms of violations are not intended to be an all-inclusive list of
&MaWiesatyuur facility. ~~~~~~~wtimatitiq~mm~oftie

~~k@atiow ‘llisktter senmasofficial notification thatthe Food
tmdDrug AdmMtmh ~ W ~g Mty to be in compliance. Federal agenck
afeadvid of theissualm Ofallwaming leuefsabout dnlgsand devices sothatthcy mayta.ke
this Mmnadon into account whereconsidaing the awardof contracts.

You should take’prompt action to correct these deviations. Failure to promptly correct

these deviations may ramlt in regulatory action being initiated by this Agtmcy without fiuther
notice. ‘I%cscinclude* UKVorinjunctions.

You shouldnotify thisoffice in writing, within 15 working days of receipt of this letter,
of the spedfic steps you have takcmto correct the noted violations, including an explanation of
each step being takm to preventthe recurrenceof similar violations. If mrective action cannot

)

be completed within 15 days, state the reasons for the delay and the time within which the
corredons will be completed.

Your reply should~ =t to the U. S. Foodand Drug Administratiori, New York District
Office, 850 Third Avenue, Brooklyn, New York 11232, attention: Anita Fenty, Compliance
officer.

sincerely,

/’ Jerome Woyshncr

//
Acting District Director

t

Attachment
FO~ FDA 483


