DEPARTMENT OF 11EALTH & HUMAN SERVICES Public Health Service

FOQOD & DRUG ADMINISTRATION
466 FERNANDEZ JUNCOS AVENU
SAN JUAN, £.R, 00001-3223

April 2, 2003
SIN-03-08

Certificd Mail
Return Receipt Requested.

Mr. Harry Kraemer

Chairman Executive Officer/President
Baxter Healthcare Corporation,

One Baxter Parkway, Deerfield,
Illinois, 60015-4633

Dear Mr. Kraemer:

During an inspection of your establishment, Baxter Healthcare Coiporation of Puerto Rico, located
at Rd 721, Km 0.3, Aibonito, PR 00705, on October 29, 2002, through November 22, 2002, our
investigator determined that your firm manufactures sterile LV. sets and sterile fluid path LV. sets, -
(Class 11 devices), which are medical devices as defined by Section 201(h) of the Federal Food, Drug
and Cosmetic Act (the Act).

The above-stated inspection revealed that these devices are adulterated with the meaning of Section
501(h) of the Act in that the methods used in, or the facilities or controls used for manufacturing, v
packing, storage, or installation are not in conformance with the Quality System regulation for

medical devices as specified in Title 21, Code of Federal Regulations, Part 820 (21 CFR 820).

Quality system deficiencies were observed in the arcas of nonconforming product and corrective and
preventive actions, Deficiencies included, but are not limited to:

1. Failure to implement the procedure for corrective and preventive actions, as required by 21 CFR
820.100(a), and document all activities, as required by 21 CFR 820.100(b). For example, a
CAPA file including an evaluation of the significance of a failure mode, based on a risk
assessment was not initiated after obtaining a non-conformance product event. An event
describing leaks at the junction of the male luer adapter and the lever lock cannula were reported
as part of the final in-process inspection of the Interlink System 60" Micro-Volume Extension
Set Lever Lock Cannula for batch Although a recurrence of a non-conformance was
attributed to the use of a same defective component, a CAPA file was not initiated.

We disagree with your response dated December 6, 2002, in that “Baxter’s existing system did not
indicate a need to generate a high level CAPA after PRR issued.” Your records

show the non-conformance event to be a t and significant event, requiring that a CAPA be
initiated, in accordance to SOP No.ﬂ In addition, this is considered a major defect that
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should have required a CAPA to be initiated. Your response also fails to include any follow up
action or information related to your supplier’s communications of September 11, 2000, and
November 2, 2002, acknowledging the leakage problem. There is no indication of any corrective
actions implemented by the supplier to correct the problem and if any, an indication that these were
verified.

2. Failure to have complete procedures for the implementation of corrective and preventive actions,
as required by 21 CFR 820.100. For example, the investigation related to the use of a defective
component (Lever Lock Cannula) to manufacture batches of Interlink System 60" Mlcro-
Volume Extension Set Lever Lock Cannula, failed to include an eyaluati non-
conformities in other related batches. Lots No.

| were also manufactured with the defective lot of Lever Lock Cannula

# ) and released for distribution prior to finding the leak problem in a subsequent
batch . These four lots were not subject to a 100% pressure (leak) inspection and,
therefqre, may have been released with defective units.

Your response to FDA-483 item # 2 is inadequate in that the review of the records collected show that
when other batches using the same defective lot of luer lock adapter ( , a8 the above
mentioned 4 Ipts, were 100% reworked or 100% in-process inspected for leakage, a significant amount
of units wege discarded due to a leak defect attributed to the defective adapter (e.g. 1400 of 4900 units
in batch 29% were discarded). Although your response indicates that an investigation was
initiated to evp uatethexmpactofﬁxedefectonth:bever[kaanmﬂaon the finished product, this
investigation as neither available for review during the inspection nor documented, as acknowledged

in your response.

During the ingpection, the FDA investigator was informed that the 100% in process inspection of the
Lever Lock Cannula, assembled to the male luer adapter was reinstalled as ive action. Please
provide in yoyir response to this letter a list of all the lots assembled after that were not
subject to the|100% in-process inspection and the actions taken by your supplier to correct the defect. .
Also include any action(s) taken against the batches of Interlink System 60” Micro-Volume Extension
Set Lever Logk Cannula that were not subject to the 100% pressure (leak) inspection, after the Lever
Lock Cannuld was assembled to the male | ter and manufactured using the Lever Lock Cannula
lots§§ or any other defective batch. Also indicate the
amount of unjts per batch distributed without the 100% pressure (leak) inspection and the distribution
date, amoun{ and ipment destination) information related to batches ~,
‘ and The leak defect is classified as a major defect, which by definition, “is
likely to res t in the partial or complete failure of a product to function in its intended manner." Your
response pro ides no assurance that all upits pertaining to these Jots relcased are free of thic leak defect.

3.  Failute to establish and maintain cofrective and preventive procedures to assure that othex
sources of quality data are analyzed to identify existing and potential causes of nonconforming
product and other quality problems, as required by 21 CFR 820:100 (a)(1). For example, defects
obseryed during the 100% in-process pressure test inspection performed to the Interlink System
60" Mlicro Volume Extension Sets Lever Lock Cannula are not documented. .

s'}
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Please includelin your response to this letter the number of units per lot of Interlink System 60 Micro
Volume Extengion Sets Lever Lock Cannula that are currently being discarded due to a leak defect
found during the 100% in-process leak inspection (for lots assembled after balch“to the
present). Alsp, please include a list of all your products that are subject to a 100% in-process leak test
inspection and how the defects being found are currently being documented.

We acknowledge the receipt of your written response to the FDA-483. Your proposed commitments to
item No. 3 will be verified during our next follow-up inspection.

4, Failurg to document the evaluations and investigations of nonconforming products, as required
le, during 2/2002, three samples from 60" Micro-V.
failed the hydrophilic test
ig and four units of the Three Lead Extension Set
the hydrophobw test psig during the final testing. Investigations to
address thie non-conforming ptoducts were not conducted. It was not until additi
were v=pqrted on 8/15/02 that a CAPA was opened to mvcstxgate the root cause o

which l&a,d to an on-going recall. ;

The time that elapsedbetweenthe original and subsequent failure events ahdtheclosmé f he
investigation ippears to be inappropriate and unjustified. However, we acknowledge your r¢sponse and
agree that the|proposed timeframe, if properly implemented, should address this additi .

Deviations cifed are considered to be recurrent deficiencies from your inspection of Auglist 2000, which
also revealed deficiencies in your CAPA system, including but not limited to: failure to a¢
investigate canses of non-conformities and identify the actions needed to prevent rec

This letter is pot intended to be an all-inclusive list of deficiencies at your facility. Itis
responsibility| to ensure adherence to each requirement of the Act and regulations. The )
violations noted jn this letter and in the forma FDA-483 issued at the conclusion of the tion may bé
symptomatic pf serious underlying problems in your establishment’s quality system. Y
responsible f r mvesuganng and determining the causes of the wolatwns that have been

Also, no req for Certificates to Foreign Governments will be approved until the vio 'd}ns related to
the subject d vwcs have been corrected. .

Federal agen: 1es arc advised of the issuance of all Warning Letters about devices so that they may take
this information into account when considering the award of contracts. ﬁ

You should éprompt action to correct these deviations. Failure to promptly correct these deviations
may result i regulatory action being initiated by the Food and Drug Administration wi ol further
notice. The aétlons include, but are not limited to, seizure, injunction and/or civil ies.

We have chwed your letters dated December 6, 2002, December 12, 2002, January 134(2002, and
February 20,]2003, replying to the FDA-483 issued on November 22, 2002. The correctjve|actions
Baxter Healthcare Corporation :
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proposed for i

em:s 3 through S of the FDA-483 appear to be adequate and will be verifi

next follow-up idspection. However, please provide the additional information request

items 1 and 2 pf thi

Please update
actions taken
identify and

not recur. If ¢

delay and the

Your responsd

i Bdmncoutt, General Manager

is letter.

5 office in writing within 15 working days of receipt of this letter of the
com:ct the noted violations, including an explanation of cach step being

during the
rejated to

j .
ths of the
en to

ake corrections to any underlying systems problems to assure that similar olhtions will

prrective action cannot be completed within 15 working days, state the r
:une within which the corrections will be completed.

shpuld be sent to Carmelo Rosa, Compliance Officer at the address on the

e

Sincerely yours,

Dongld J. Voeller %—/

District Director

Healthcare Corporation of Puerto Rico
, PR 00705

Healthcare Corporation

ion Delivery Division,

ox|490, RT 120 & Wilson Road,
| Ldke, Illinois 60073

n ffor the

lettexhead.




