
.

i3ROGUERlA
PR #2, Km 195

Toa Baja, P. R. 00949
Phone: (787) 251-2323

Fax: (787) 251-7056
E-mail:dcimls@centrakx.com

June 2 I, 2000

Dockets Management Branch (HFA-305)
Food and Drug Administration
5630 Fishers Lane, Room 106 I
Rockville, MD 20852

Re: Docket Nos.: 92N-0297 and 88N-0258
Rule on 21 CX’RParts 203 and 205

Dear Sir or Madam:

This letter will serve to present the written comments ofllmgueria Central, Tnc (“DCI”),
a small drug wholesaler, to the tlnrIl mlc recently issued by the Food and Drug Administration
(FDA) relatinS to the whchalc distribution of prescription drugs.

Ilogueria Central’s Business

Drogueria Central, [nc, is a long established drug wholesaler on the is[and of Puerto Rico.
While DC1 is a closely held corporation (incorporated under the laws of the Commonwealth of
Puerto Rico) and therefore doesn’t publish its financial numbers, it sales on the iskmd of Puerto
Rico for its last fiscal year exceeded $130,000,000. We believe DCI is the second largest drug
wholesaler on the island, lwhind Bergen Brunswig

DCI’s customers include pharmacies, hospitals, drug wholcwdcrs, and other health care
entities, These customers have come to depend upon LKl for a variety of quality products and
services, and for the competitive prices mld related benefits that DC1’s presence in the market
provides,

DCJ purchasm Thebulk of’tlw pharmaceuticals and medical supplies, which it distributes,
directly from their mimufacturcrs]. The relationship between DCI and these manufacturer-s is
verbal, ~ IX1 currently does not have written agreements with these manufacturers. However,
for the last 15 years lXT each month has acquired, and the manufacturers have serviced without
exception, millions or dollars of phannnceutical products directly fmm them, It is thus readily
apparent that these manuf’ncturers consider DCT to be one of their primary clients in the island

. —..—— —-.——

] For n mlmbcr of years, II)Cmanl[fi~c[urcrsannuoll) pro\idcd T)CTwill} }vri[kn sui~plieragrcmcnts; which DCI
promp[ 1) exccutcd. Ho\\c~cr, on or MOM {994 [he nwmfacl Hrcrs discontinncd mailing such written agrccmcnts to
DCI or iIny ofhcr drug wlwlcs;ller ill (he isiand. This Ilot\\illl$[alldiflg, the nmnnf%ctumrshave continncd to supply
plmmaceut ica] producls to T)CI withut in{ mupl ion., each j car in et’cr growing volomcs.
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and, as such, an authorized distributor of record as defined under the guidance issued by the FDA
in AL1gllst, 1988 with respect to prcscrip[ion cli”L[gpedigrees and authorized distributors
(“Guidance”).

DC1 is not a tllll line distributor and often purchases products from other wholesalers to
meet its needs. All of these supplier-s are licensed with the applicable state agencies where they
do business. IX1 purchases approximately 95?’o of the products it distributes directly from
manufacturers, lt purchases approximately 5°/0Of the prOdUcts it distributes from wholesalers.
No wholesaler in Puerto Rico, and for that matter from the mainland, provide prescription drug
pedigrees in connection with products for which they m-eauthorized distributors (as that term is
defined under the Guidance).

DCT operates out of a modern state of the all facility on the island of Puerto Rico. We
employ 95 hard working men and women and provide them and their families with competitive
wages and benefits DC] is l-egist~red and Iiccnse,d with various federal and comm~mwealth

agencies including, the FDA, TIEA, nnd lkpartmtmt of Health. over the years, DCI’S facilities
and procedures have been rcgular]y inspected and reviewed by these agencies, DCI has not been
cited for any violations fbr n number of years.

While DCI welcomes any proposal by the FDA that will ensure its continued receipt of
quality products and the continuing availability of safe drugs, it respectfully believes that the
final regulations published in the Federal “Register of TJccember 3, 1999 (64 FR 67720,
hereinafter referred to as the “Rcgulntions”) do not represent a posil.ive evolution towards the
attainment of these objectives: For these reasons, DCT politely submits these comments.

~~prrct ofthe Regulations on ~lo[esalc Distl”ibutiox

The Regulations, in an attempt to assure tile safe storage and distribution of drugs and to
assure a level of record maintenance that would allow for the tra;ing of the distribution chain of
the drugs from manufacturer to consurncr, grants the drug manufacturer the unhindered and
unilateral autho]-ity to contractually designate those wholesalers to be deemed “authorized.”
(See, 2 I CFR $5203.3(u) and 203.50) }Towever, wc believe that the FDA need not so empower
the dmg manufactur-cr in order to ~chievc these objectives. For [example, the FDA could
establish specific minimum standards which, once met, wcmld deem a distributor as authorized to
distribute prescription drugs. ‘[hese would set standar~is for housekeeping, records and their
retention, storage, and transportation anti be much more specific than those contained in 21 CFR
Par-t 205,50, Under this approach, thc determir~ation whether a distributor is deemed
“authorized” would fall not on the hands of the manufactuwrs Z but rightfully on the FDA and/or
states.

-.

2 Iw.iced mny m:]nufaclllrcrs do ml mccl (I1cFDA’s slandorcls (see Exhibit A).
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If prescription drugs are dist ributcd only through distributors which meet the specific
minimum standards established by the FDA, then the safety and proper handling of these
products through the distribution pipeline will bc assured without fimther increasing the market
leverage and power of cirug manufactures and (1NJSchanging the balance and dynamics of the
marketplace. lf ever the government or law enforcement requires clear records of the
distribution chain of any particular product, these are already available under the Regulations.
In any event, any products purchased from a distributor who is not authorized should come with
a written certification from SUCI1distributor that the drugs were first sold into the distribution
system by or through MIauthorized distributor. This would allow for a precise map of the
distribution chain.

It is necessary to point out that, as presently drafted, 21 CFR 55203.3(u) and 203.50 is
particularly onerous to small cling wholesalers in the United States, and particularly to those in
the island of Puerto Rico.

It is commonly known [hat drug distributors’ net margins are low. 2 Yet the type of
controls and the volume of paperwork rcq[[ired by the regulaticm wou]d increase our
administration costs, diminish the speed in our “just-in-time” systems and ultimately create a

?

mass of pape]work which invariably ends filed in ever expanding file cabinets. The additional
burden will add no more information than presently contained within DCI’S records, 4 or those

“ records of the drug wholesalers who supply DCI, In fact, the net effect of the rules will be to
/ duplicate data which is already readily available in the systems of another distributor.

The compliance burden in all likelihood will result in the creation ofa new department
within our organization, without riny additional rcvemlcs. Consider, for example, that lXI may
have to provide documentation showing proofofthe (iistrihution chain (i) to each one of its
clients (ii) each time a client pLIrchascs a drug from DCI. Note tha[ DCI has over 670 customers
(90% of which are decentralized independent businesses) Additionally, segregated records will
have to be maintained on each item purchased from a distributor other than the item’s
manufacturer; this will, in addition to record keeping nightnmre, require segregation of the
inventoly, so that purchase rceotds match with sales records. In some cases the same products
from the same lots and expiration dates will have to be scgmgated solely because ofthe record
keeping requirements flowing directly as a result of the Regulations.

To contwtuali~.wt f~urconcerns, nc)te that DCI invoices over 550 sales per day. Each
invoice is separate and contains only those drugs sold to ~tlc of our 670 plus accounts In
addition each invoice contains an a\cragc of 9 ditl’crcnl drug products (in short, DC1 handles
apprcmimatcly 5,000 products a day). Under current competitive forces in the island, the
customers place multiple or(iers pm-week (avcrfigc of 3 times per week) and expect same day

———

3DCI’S ml nmrgins arc MOW I(ZO.

‘[DC[’S records HKX[the rcquircmnls SC(f(~r[l~ill 2 I C’FRPiirt 250,50(f)
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delivery for all orders placed in the morning, and next morning delivery for all orders placed in
the aflernoon.

The Regulations, as presently proposed, would require that witfl respect to each one of
the 550 orders invoiced each day by DCT, and with respect to the over 5,000 products packed in
these orders, DCI must first determirtc which products in the order were purchased from a source
other than the nlanuf:]cturcr and once this determination is made, it must include all the requisite
paper trail so as to inform the client as required by tho Regulation. It is apparent that sucfl
requirements are cumbm-some and would have a negative impact on DCI’S “just-in-time”
delively system; diminishing one of the few competitive advantages the small drug wholesalers
flave against the dmg wholesafe giants in tfle industry.

Thus compliance with this aspect of the Regulations rcprwent a costly burden to DCI;
multiply tflis effort and expense by the reported 4000 or so small drug distributors and the burden
on the system is enormous. Query whether this burden is worth the cost? We believe that with
the simple device of a letter or g phone call f~deral, state or local law enforcement can easily
obtain the needed information; a avoiding in this manner imposin,g on IXI and small drug
wholesalers the burdensome requirements presently ccmtemplated in the Regulations.

l!npa.~ftlle RSgulationswO~en Market Forces,

We believe that the FDA has good reason to concern itself with whether those handfing
the products comply with all applicable Iicensurc requirements. In tf~iscontext, any distributor
who meets or exceeds the federal and state licensing standards fcwstorage, handling, record
keeping and transporting prescription drugs should be considered an authorized distributor of any
manufacturer with wfmm it flas an ongoing rclationsf~ip, 5 Records of such transactions are
already required to bc kept by the distributor so as to allow tfw fkdera], state or local law
authorities to effect any review or inspection decm necessary. This sf~ould be all that is required
by PDMA.

However, the Regulations go beyond the cstab]ishment of a “security and tracking
mechanism, ” In fact, as presently drafted, the Rcgul~itions provide to the manufacturers
extraordinary le~eragc in their ncgo[iations and dealings with drug wholesalers; particularly
small drug w-holesalers Thus manufacturers that herctoi’ore f~avedone business with DCT may
chose to usc the new regulations to limit their distribution on tfle island to one preferred supplier
(which, givcll the presence ill Puerto Rico of Bergen Brunswig, a leading nation-wide dmg

‘ lndccd ?.I CFR P:IrI 205,50 rcqllircs :IS n condition 10being a !iccnwl dtwg distributor [M these records must be
imlncdiotely m:~il:]blc.!for inspcciiw b) fiidcral. S1O[Cand local imt’enforcement and inspectors.

6Wc bclic~c [IM1ouc or more 1ransacl ions !~itlliHone ycnr slmlcl be surticicu[ 10esiabl ish m ongoing rclat ioaship
and tha[ tbc e.xiskncc of a wri[(cmconl rachlal ogrccmcm is not ncccssmy as long as there exist a vendor-buyer
relationship bchwcn lbc monuhclmr ancl the wholesaler.
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wholesaler, may not bc TX’T),to control sales and m:lint:tirl high prices for its products.
Alternatively they may use the rcgu!a{ions to impose rwv and onerous requirements on DCT and
small drug wholesalers, or negotiate a higher contract price.

As a result, the Rcgulafions vcliture in[o a territory timt rightfully belongs in the private
sect or. Clearly, manu facturcrs can chose to whom i’heywant to sell their goods.z However, the
manufacturer should not bc able to utilize the Regulations ~.s~ tool [hrough which to control the
downstream distribution of their goods. From this perspective, one needs to question whether
the “Regulations, as presently drafted and as may be leveraged by manufacturers against
distributors. might violate current antitrust ~ild trade regulation laws.

If in Fact the Regulations IMve tl~e ~nwantcd result of transferring to the manufacturer
control over downstrcxtm distrih~tiom a manufiicturer trying to maintain a tnonopo]y or high
prices on its products, even trilcr its piitmits expire, would have ability to do so by limiting the
distribution of its chug,k[:) a few distributors. The wholesaler, in turn, would have no incentives
to hc p[-icecx:mpeti!ive, as a result of t]i(? lli3T;l./k]GtlI(:r’S limjtcd distribution network, there
~,~.(:,(1~(1~:~i~tOI)~y[in)i~~{,l~orrlpcti$iol] exi[s, tl”lercby til!o”,tin~q b{}ll’ wa]7UfilCtilt’Cl and tllC

pri~ileged distr[butol :IICability to cl?a:-ge,vlwtsver t hc t1a[’~,cwill bear.
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Lastly, w-ebelieve that the prescription drug pedigree requirement inhibiis competition
because, through these ]>edigrees, stl]~l~liersalldct]stolners, will become known tothe
downstream buyers. 'll~isitlfornlatio[~ islligl]ly sel]siti~e,co]lfider~tiala r]dguardedwithilla
distributors comparry. U]ldcrstate lawtl~is irlforIllatiotl isdecnled to betrade secret.

The statute and the regulations force this information to be disclosed whenever the
distributor sells a product which was not originally acquired directly from the manufacturer.
This places a distributor’s business in jeopardy for its most sensitive business information is
forced to be disclosed to its client and, perhaps through the latter, to its competitors.

A distributor nmeting federal and state licensing standards for housekeeping, storage,
handling, record keeping and transportation should be deemed “authorized” for all intents and
purposes. [n such manner, the highly sensitive business information of the distributor will
remain protected from disclosure to all except the FDA and to federal, state or local law
enforcement or inspectors (who, by law, are required to maintain the privacy of this information,
except for their own use) As a result, a significant portion of the “business goodwill” of a drug
distributor is protected; aIl the while minimizing disnlption in the industry.

Conclusion

ln sumrnaly, we respectfully request that the FDA re-evaluate and change in accordance
with the views presented herein those elements in the Regulations dealing witf~ the “paper trail”
requirements and the definitions of ’’authorized distributor” and “ongoing relationship.” As
these stand today, they w-illdramatically change the distribution dynamics and shift the control
of drug distribution exclusively to the manufacturers and a few large wholesale distributors
(which today already control 90 percent of the marketplace). Tlms we believe both, that (i) there
is no compelling reason for these elements ofthc Regulations ancl (ii) the burden and cost of
these elements far outweigh any benefit they may provide.

The fact is that just because a distributor does not purchase a drug directly from a
manufacturer does not and should m~td(’faclomean they are a second-class distributor or that
the products are likely to be adulterated. Unfortunately, it seems that this erroneous and highly
prejudicial assumption fbrms the basis for the Regulations.

Thus we urge the a(iopt ion of a far simpler, and efficient, model: any distributor fhat
Incet,s or cn-cccdv the FDA’s (and .st~ltes).st[{ndardv,fiv storage, hmdhg, record kccpiitg and
transportation sho[41d he Mc! fo distrihufc (lnJ’ dfwg it dams qqwopriafc fo rnwt its business
rquircnwnfs; 1~’lidhcr ocqu ird from Inon 1{fi!ctu rcrs or ofher licensed distributors.
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in conclusion, mld in further support of the views in opposition to the rules as expressed
by many others, 8 we hope that the FDA will carcfhlly and thoughtf[llly consider our concerns
and take them into account in crafting a rule that will preserve the drug distribution system in our
count ry without increasing our costs or otherwise imposing exclusively upon manufacturers the
ability to control the destiny of our business.

For the foregoing reasons, DC1 respectfully requests that the Regulations be revised to
conform, at a minimum to the Guidelines.

Please call with your questions.

Very truly your ,

‘- h!..

DROGUER ‘ /ENTRAL C.

;’
.,,

—- ---y— -- -—--———
Guillern~o 1 farrero - Rivera-
President

3 Among (hcse, the hT:](ionalWholcs:Ilc 13i-[[~gisls’Associ:](ion, Nn[iorml Association of Chain Drug Stores, Food
Marketing Insl ituic, All~crican Vc(crinfiI> Dislribu(ors Associ:]lion, Nations I Community Phmnircists Associntion,
Hcaltl] Incius[t? Distributors Associo(ion, [1,S. Smll Business Adttlillistr:]tioll, American Red Cross, American
Blood Centers, Plmrmaccuticnl Distribniors Association ml Ukrop’s Super Miirkcts, Inc., etc.
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Dallas District
3310 Live Oak Street
Dallas, Texas 75204-6191

February 7,2000

VVARNING.UTTER

Ret 2000-DAL-WL-04

VIA FEDE&AXPRESS

Mr. Miles D. White
Chief Executive Officer;
Chairman of the Board of Directors

Abbott Laboratories, Inc.
100 Abbott Park Road
Abbott Park, IL 60064-6092

Dear Mr. White:

During an inspection of your medical device manufacturing facility located in hving, Texas,
from 10/26/99 to 12/22./99, our investigators determined your establishment manufactures
clinical chemistry anafyzers. Clinical chemistry analyzers an? devices as defined by Section
201(h) of the Federal Food, Drug, and Cosmetic Act (the Act).

The above-stated inspection revealed these devices are adulterated within the meaning of
Section 501(h) of the Act, in that the methods used in, or the facilities or controls used for
manufacturing, pacldrtg, storage, or installation are not in conformance with the Quality
SysterrdGood Manufactudng Pracke (QS/GMP) Regulation as specified in Tdle 21, Code of
Federal Regulations (CFR), Part 820, as follows:

1. Failure to appropriately document and or investigate incidents of nonconformance
to the depth necessary to correct and prevent problems from recurring [21 CFR
820.90 (a)]. Specifically,

Failure to enter nonconformances into the NCR database which is used to
record and monitor nonconformances. For example during the period from
3/17/99 to 8/25/99, ~ non nformances were not entered into the NCR
database e.g. NCR #d

2. Failure to establish and maintain procedures needed to correct and prevent the
recurrem% of nonconforming product and other quality problems [21 CFR
820.100(a)(3)]. For example,
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The Corrective and Preventive Action Procedure (DA-01 ADD Dal!as Quality
System Manual) fails to identify the procedures to be used for identifying and
tracking software related complaints.

The practice of “closing” unmrrected software andlor instrument problem
reports against one version of software and renumbering them for possible
correction in a subsequent version of the software is not described in the
CAPA procedures.

Failure investigation for Alcyon S/N -as not performed for customer
complaint invoking unresolved Dlv errors, sample and ion specific electrode
(lSE) am crashes, and burning smell. The risk assessment concJuded there
was no risk to tbe operator or patient because the instrument was not longer
in the possession of the customer. A thorough investigation was not done to
identify other problems that could be inherent in all similar products.

Failure investigation for Alcyon S/N -Toted the device locked-up in the
middle of a mn. There is no investigative information regarding the actual use
conditions of the device at the time of the lock-up.

Failure investigation for Alcyon S/N~r showed repetitive attempts at
mrrecting the problem in the field by replacing the [SE module and tubing,
only to have addtional complaints for the same problem. The in-house
failure investigation repeated the same field action of replacing the ISE
module and tubing and concluded the problem was solved. No further
investigation was made to determine why previous corrective actions with the
replacement of the ISE module and tubing were not etilve.

3. The Corrective and Preventative Action (CAPA) Procedures failed to analyze all
sources of qual’~ data to identify existing and potential causes of
nonconforming product or other quatii problems [21 CFR 820.100(a)(l)]. For
example,

Nonconformance data from printed circuit boards returned from field sewice,
norwxmforming components and processing defects such as solder joint
fai!ures are not compiled and analyzed for trends.

Failure to investigate the cause form Atcyon devices failing the accuracy
and precision tests during finished devioe testing during the period from
March 10, 1999 to November 11, 1999.

4. Failure to establish and maintain procedures that will verii the effectiveness of
corrective and preventive action(s) taken [21 CFR 820.100(a)(4)]. For example,

There are numerous unresolved hardware and software reliability problems
associated with the Alcyon Analyzer. Problems including known system lock-
up and system reliability issues were identified prior to the re!ease of software
version 1.0 in April 1998. Some of these problems still exist and additional
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reliability problems have since been identified and remain uncorrected in the
current software version 1.5. There are no plans to address these problems
with the correctke actions to be implemented with software version 1.8,
proposed for release in July 2000.

Test Process Change Notice #t170 dated 10/8/99 directed a change
involving component (U29) was incxmectly icientifled as U9. The change was
reviewed, approved and implemented without the error being detected.

System Problem Reports identified under DAL_covered several lock-up
problems and faiied to provide sufficient information to determine if a
saftware revision introduced a new lock-up problem or if the specific lock-up
problem was in a pm-existing version of the software.

5. Failure to document ali activities and results required for the corrective and
preventive action system [21 CFR 820.100 (b)]. Far example,

There is no assurance all complaints invoking software defects are recorded
rt. A System Problem Report was not generated

for~iqket # ated 5/15199 involving an AxSWkl software error.

There is no assurance software problem reports are accurately associated

&

w!. the correct version of software. For example, in AxSYM SPR DAL-
the field for affected version references version 3.04; however, the

narrative in the detailed probiem descriptiorl references version 3.60.

System Probiem Reports for the Alcyon devices do not always show an .
instrument senai number or complaint ticket number so that the SPR can be
tracA to the originai field complaint. C)n occasion, this information is
recorded in the memo text fi&ld of the report, which is not easily extracted.

6. Failure to establish and maintain procedures to ensure the design requirements
relating to the Alcyon software are appropriate and address the intended use
including user n-s [21 CFR 820.30(c)]. Specifically, neither the ADD
Software Development Requirements nor the Product Version Description
Document (PVDD) for the Alcyon software version 1.5 make reference to any
boundafy condition(s) such as minimum, maximum or normal number of tests
the Alcyon device is designed to perfom~ within a given time period.
Additionally, the PVDD for software version f.7 contains no documentation
showing that user needs have been addressed in the current software revision
1.5 or the next software version (1.8) as evidenced by over * open
enhancement system problem reports.

7. Faiiure to establish and maintain procedures that verifj and document that the
design output conforms to design input requirements and that the design outputs
were documented, reviewed and approved prior to release [21 CFR 820.30 (9].
Specifically,
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8,

9

10.

11,

The Verification and Validation Test Protoczd (~ ~, used in the
testing of software versions 1.6 and 1.7, did not define the number of
repetitions to be used in the performance of the stress test, the boundary
conditions for volume and load, and the criteria used to accept the test
resutts.

The PVDD Version 1, Alcyon rev 1.5 showed over ~’open System
Problem Reports (SPRS) at the time of its retease in November 1998.

The PVDD, Version 2, Alcyon rev.1.0 for software version 1.7 showed open
SPRS which had been identifbd as software problems during the testing of
versions 1.0 through 1,5, e.g. DAL_and DAL ~

Failure to establish and maintain pro=dures for the documentation, verification,
review and approval of desgn changes before their implementation [21 CFR
820.30(i)]. For example,

Engineering Change Process procedure hlo. DA-W, Rev. K, dattxl 6/26/99,
used for Post-produdlon changes did not have provisions for addressing
pm-production change control and risk analysis.

ECN _ dated 10/12/99, Software version 1.5, which was under
development, was used in design veriiation and validation when the
protocol specified that version 1.02 was to be used. There was no
documented protocol approval of this design change prior to its
implementation.

Failure to fuliy validate the Surface Mount Technology process used in the
production of printed circuit boards (PCBS) in that the data from only @boards
from ~ nm were used. Evaluation of temperature profile effects on
temperature sensitive components, solder paste application and other
production variables were not included or were not equivalent to a full production
run [2! CFR 820.75(a)].

Failure to establish and maintain acceptance procedures to ensure that PCBS
processed on the Surface Mount Technology line meet specified requirements
[21 CFR 820.80 (C)].

Failure to establish and maintain finished device acceptance procedures that
ensure that finished devices meet acceptance criteria [21 CFR 820.80(d)].
Specifically, Alcyon S/Ns _ and * were released with incorrect values for
the A-PNA Extinction Factor, which resulted in thle failure of each unit to meet the
Gamma-Glutamyl Transferase assay specification.

This letter is not intended to be an ail-inclustie list of the deficiencies at your facility, It is
your responsibility to ensure adherence to each requirement of the Act and regulations. The
specific violations noted in this letter and in the FDA-48:3 (copy enclosed) issued at the
conclusion of the inspection to Mr. Jorge F. Artiles, QuaIii Assurance and Regulatory
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Affairs Manager, Abbott Laboratories, Diagnostic Division, Irving, Texas, may be
symptomatic of serious underlying problems in your establishment’s manufacturing, quality
assurance anti/or quality management systems. You am responsible for investigating and
determining the causes of the violations identiied by the FOA. If the causes are determined
to be system problems, you must initiate actions that wil! permanently correct the root
causes of the problems.

Until these violations are comcted, and FDA has documentation to establish that such
corrections have ken made, federal agencies will be ;advised of the issuance of this
Warning Letter so that they may consider this information when considering the award of
contracts.

We have received and reviewed your letter, dated Januairy 14, 2000, in
inspectionat findings. [n general, we find it inadequate. Your response
evidence and in some instances, kits to address underlying issues

response to our
lacks supporting
that may have

contributed to or resulted in the deficiencies. We are also oom%m”~ over the propos-&i time
frame for implementing some of the corrections. Some of clur concerns are:

Observations 1, 6: We are not convinced that the use c}f a simulator to run worst case
scenarios will identify all the conditions contribti”ng or leading to the system lock-ups. Use
of a simulator requires the input of known conditions or variables and may not consider
conditions that may exist in real time use. The use of a simulator alone is not a substitute for
full and complete validation of the software. Please explain how you plan to handle
unresolved hardware and software problems.

Observation 2: Atthough the SOP (Q04.02, ADD Software Development Process) may
correct the problem, we remind you that is should incorporate the consideration of user
needs which may or may not be completely identified through a review of the SPRS. Please
explain if this procedure is to be implemented division-wide. If not, why? Pfease provide an
explanation as to why it will require nearly 3 months to implement the SPR Review
Procedure.

Obsewation 7: Although you reference several existing procedures which address the
soldering process of printed circuit boards, your response contains no evidence that the
procedures employ an effective quality control program over the process. Solder joints are
not something that can be tested with automated circuit testers since a number of bad solder
joints such as insufficient solder, lack of or insufficient heat, cracked joints, and
contaminated joints will pass electrical tests. We wish to point out that your own trending
data identified solder joint failures as a problem. This problem arose under the current
quality program. Therefore, we find your response unacceptable. We note in the response
a reference to an Attachment #fi that was not provided.

Observation #8: In your response to item 8a., you state you will develop a new SOP to
address the tracking of software failure investigations and will implement this procedure by
May 31,2000. Please provide an explanation as to why it will require nearty 3 months more
to implement the procedure.
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In your response to item 8.b., you state that all open SPRS will be reviewd for inclusion in
the Alcyon version 1.8. We remind you that the larger issue is the handling of aJSPRs.
The underlying problem(s) are not limited to the Alcyon device.

Observation 12: We find your response unacceptable. Your response fails to provide any
documentation showing the soldering processes, particularly the paste application and
component placement, have been properly validated. Po$!ible underlying issues that need
to be addressed include how your firm approved the vafikiation protocol and data when the
testing wasnl representative of the process over time. We
reference to Attachment W, a 1996 validation package for the
document was not included in attachments provided.

Obsenfation 13: You identify several steps you plan to take to identify the root oause of the
lock-up problems. We believe you are negating the most vital source of information, that
obtained directly from the user. Although you indicate you will review the SPRS, we remind
you that during our inspection, our investigators noted that many of the SPRS lacked basic
information concerning the conditions leading or contributing to the problem. Failure to
obtain this data raises questions on the reliability of the action(s) you might take to correct
the lock-up problem(s).

Observation 14: Your response to item 14.a. does not address the underlying issue of what
led to the issuance and approval of an SOP that would permit non-conformances to go
uninvestgated or partially investigated. Additionally, issuing a new procedure is onty part of
the solution. Please provide an explanation as to how you plan to monitor and evaluate
adherence to the new SOP i.e., Q14.03.

in your response to item 14.b., you state you wilt issue a Cluality Directive that will detail the
information customer service representatives need to obtain for a thorough evaluation of the
system lock-ups. Please provide an explanation as to bow this directive will fti into the
CAPA system.

We find your response to item 14.e. inadequate. You state the service manual addresses
the failure mode of the ISE module and consequently no further action is necessary. We
disagree. Please provide an explanation as to why the field service technician(s) and the in-
house investigator(s) tried to resolve the problem by replacing the ISE module and related
tubing on several occasions instead of recognizing the problem as specified in the sewice
manual. Please explain why the investigation was closed when the only apparent solution
was to replace the ISE module without having detemined the root cause of the problem.
Identify the steps you plan to take to prevent the recurrenc~ of this kind of performance and
your plans to monitor and evaluate adherence to the cmrectiie action pIan.

Observation 15: You state that a new CAPA procedure will issue to add consistency to the
problem tracking and resolution processes. Underlying issues that need to be investigated
include variables contributing to the lack of consistency e.g., employee understanding of the
SOP, clarity of the SOP, outside influences (such as time, resources), etc. Please specify
how the SOP will accomplish this goal and how it will address the practice of closing SPRS
and renumbering them against future software revisions. Include in your explanation the
measures you plan to take to monitor and evaluate adherence to the new SOP.
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Obsewation 18: Provide an explanation as to how the ADD division instrument system
probbm reporting process procedure will achieve consistency in the tracking and resolution
of problem reports and how it will change the practice of employees ignoring or
circumventing valid SOP’s without documentation. Also explain if the procedure will be
implemented division-wide and what measures you plan to take to monitor and evaluate
employee adherence to this new SOP and others e.g. ‘OP-OA-04, Engineering Change
Process.

Your rasponse to observations 18.b.i and ii. is unacceptable. You state that the process
change (ECN) was written, reviewed and approved with the incorrect information on the
ECN. You do not address how the ECN cJeared the approval process with the incorrect
information or without documented justification of the error or the manner in which the ECN
was ultimately handled Hease provide an explanation of the measures you plan to take to
prevent the recurrence of the procedural failures.

Similarly, in your discussion of the actions you plan to take to correct the problems identified
in obsewation 18.c., you indicate you will implement a new procedure or change existing
procedure(s). AJthough the SOP(S) may need changing, your response does not address
the underlying issue of why the original procedure was n’ot followed and how you plan to
monitor and evaluate adherence to the new procedure(s).

Observation #19: Please explain if the new procedure for the technical design review (OP-
DA-27) will be a division-wide procedure. If not, explain why the procedure needs to be
different from the Lake County procedure and how it relates to OP.J207.

Observation 20: Your response is not acceptable. Atthough you provided data showing the
error posed no clinical significance, you failed to address the cause of the problem(s) and ~
what steps you will take to prevent its recurrence. Furthermore, your response only
mentions the fact that several finished devices @by your count) were released for
distribution that failed to meet a finished product test specification. We wish an explanation
as to how this situation could be undetected for neady a yeiar.

Observation 24: We note in your response that your investigation into the cause of the
faikms of the ratio dispense tests for accuracy and precisicm will be completed by March 31,
2000. Yet you state the @ instruments that tiiled this test specification during the period
from 3/10/99 to 11/11/99 were corrected prior to release. If the investigation is still ongoing
(not complete), please provide a detailed explanation as to what assurances you have that
the S units were property fixed prior to release and the step(s) you plan to take to prevent
the recurrence of this situation.

You also state that a Dallas site standard for root uwse analysis will be implemented.
Explain if this standard will be effective division-w-de and if not, why.

Obsewation 25: Although you state you will clarii the instructions to improve the coding
process to be used to categorize non-conformances by part number, we question whether
this action abne will achieve the desired improvement. Ptease explain how the new
instructions will ensure consistency in the coding process and your plan to monitor and
evaluate adherence to the procedure. If the Dallas site standard for trending is applicable
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only to the Dallas site, please Idnl apply division-wide, Additionally, we
note in your response that a by part number is included among the
assessments tools used to t We question the reliabiMy of this
information given the inconsistencies in the categorization process that was sited as a
deficiency.

You should take prompt action to correct these deviations. Failure to promptly correct these
deviations may result in regulatory action being initiated by the Food and Drug
Administration without Wther notice. These actions include, but are not limited to seQure,
injunction, andlor civil penalties.

Please notify this office in writing within 15 working days of receipt of this letter, of the
specific steps you have taken to correct and prevent the nckd violations and to address our
concerns. If corrw%ive action cannot be completed within !15working days, state the reason
for the delay and the time within which the corrections will be completed.

Your response should be sent to John W. Thorsky, Acting Compliance Ollicer, Food and
Drug Administration, 1445 North Loop West, Suite 420, Houston, TX ~008.

Finally, we acknowledge receipt of and concurrence with your company’s decision to recall
the Alcyon 300/300i from the United States market place. However, we remain deeply
concerned that these deviations may impact other devices made at the Irving, Texas facility
and those Alcyon devices that wiil be marketed in foreign c~untries. We remind you of your
commitment given to this agency on 12/22/99 not to distribute any of the Alcyon 300/3001
devices until the software problems have been corrected and FDA approval of software
version 1.8,has been obtained.

.,

Sincerely,

t

f

Michael A. Chappell
District Director
Dallas District

‘Wf

Enclosure-FOA-483

cc: Mr, Thomas D. Brown, President
Diagnostic Division
Abbott Laboratories, Inc.
100 Abbott Park Road
Abbott Park, IL 60064
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Ms. Cecilia Kimberlin
Division Vice President
Regulatory Affairs, Compliance and Audits
Abbott Diagnostic Division
Abbott Laboratories Inc.
D-9Y6, Building AP6C
100 Abbott Park Road
Abbott Park, IL 60064-6092

Ms. Diane H. Brunson
Division Vice President for Instrument Manufacturing

and Dallas Site Operations
Abbott Laboratories, Inc.
1921 Hurd Drive
Irving, TX 75038
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CERTIFIED MAIL
RETURN RECEIPT REQUESTED

.. ,
..

.:

Bernard J. Poussot, Presiden~
Wyeth-Ayerst Laboratories
Division of American Home Products Corporation

. - -... ....s .

555 East Lancaster Avenue
. . ,., .. ..-.

St. Davids, PA 19087

Dear h4r. Poussot:
,,

The agency has completed its review of the results of an inspection conducted at your West
Chester, PA drug manufacturing facility from March 8 through May 5, 1999 by Philadelphia
Diswict Investigators Michael D. O’Meara and David J. Hafner and Northeast Regional
Laborato~ Pharmaceutical Microbiologist Dennis E. Guilfoyle, IPh.1).The inspection
documented significant deviations from current Good Manufacturing Practice (cGMP), Ti/le 21
Code oJFedera/ Regulations(21 CFR) Parts 210 and 211, with respect to the manufacture of
certain low of epinephrine injection and meperidine HCI injection. At the conclusion of the
inspection, the inspectional team issued form FDA 483, lnspectional Observations, to Robert R.
Shemonsky, Managing Director. A copy of the FDA 483 is enclosed for your information.

These de~iations cause certain lots of epinephrine injection and meperidine HCI injection,
manufactured at this facility, to be adulterated within the meaning of Section 501(a)(2)(B) of the
Federal Food, Drug, and Cosmetic Act (the Act) since the methods used in, or the facilities or
controls used for. their manufacture were not operated or administered in conformity with
cGh4P, aS follows:

1. Failure to assure that drug products meet all of their applicable quality standards throughout
their labeled expiration date.

The inspection revealed that stability and retained samples of so:me lots of epinephrine injectiow
USP, contain individual Tubex syringe units that have become discolored over time such that
they fail to meet your firm’s stability specification for physical c!escription which requires, in
part, a “clear, colorless solution.” Current good manufacturing practice requires that drug
products meet all of their appropriate quality standards throughout their shelf life, Your firm has
identified physical description as a quality standard, and your film’s data indicate that product
older than 25 months does not consistently meet this quality standard, The caution against using
discolored product ~hatis contained in the product labeling does not provide an adequate remedy
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since product older than 25 months may not meet its quality standard for physical description.
Your fkn’s investigation into this matter found individual Tulbexsyringes of epine ‘ c,
approximately 25 months of age or older, that failed to meet your firm’s in-housa limit.
In May 1998, Wy@h-Ayerst Laboratories (Wyeth) shortened the expiration date for epinephrim
injection from 30 months to 24 months, and post-inspectional correspondence from Wyeth states
that this action was taken to decrease the potential for discoloration in individual units. This
decision did not at that time, impact on commercially distributed product already labeled with
the 30 month expiry dale.

J1’eacknowledge your firm’s recent decision to voluntarily recall lots of epinephrine with the 30
month expiry date. However, your firm has no~ to date, identified the chromophore causing the
discoloration. We note that lots of epinepluine injection produced at West Chester appear to
exhibit a more significant discoloration pattern than either”the three lots manufactured to support
the transfer of manufacturing operations for this drug from your Marietta, PA facility to the West
Chester site, or the control lot produced at Marietta against which the three lots were compared.

The USP color and clarity testis included in your fin’s stability testing specification for
epinephrine injection; however, discolored units have not be n subjected to this test. Rather,
these units have been evaluated using your firm’s in-house b est. This test has not been

to be equivalent or superior to the USP test although we note your fim~’s opinion that the
test is superior to the USP color and clarity test.

2. Failure to assure that the system used to clean and d essing areas in which sterile
drug products. particularly epinephrine injection lot d meperidine HC1injection
lot- are filled consistently returns the rooms and equipment to aseptic conditions.

Your firm’s investigations into failures of two media fill trials run on August 2,1998 and
September 28, 1998 identi~ inadequate disinfection and failure to remove a contaminated
machine cover at the appropriate sequence in the disinfection process as the most likely causes of
the failures.

Post-inspectional correspondence indicates that a sporicidal disinfectant was applied to and a
routine disinfection performed in the applicable sterile areas prior to filling epinepiuine lot

an September 21, 1998. During ollrinspection, review oftheavai]ab]ec]e~in~~d
disinfection documentation for the filling equi ment revealecl that the “Hopper, Bowls, Rails”
were disinfected- titieabout d“ nor to the start of the fill. In central%
available documentation for the filling equipment cleaning and disinfection done prior to the two
failed media fills shows that the hopper, rails, and bowls were disinfected with=
prior to the st~ of the respective fills. Post-inspections! correspondence from your firm reports
that the room equipment disinfection logbook documents that equipment disinfection was
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performed in accordance with your written procedures. However, this logbook does not
document that all of the machine parts and surfaces listed in the applicable procedures were
disinfected or that the parts were disinfected in the required secluence. Your fro’s
correspondence also states that no action or alert levels for microbiological monitoring of air,
surfaces, and personnel were exceeded during filling; our review of the applicable records found
that no action levels for routine microbiological monitoring of air, surfaces, and personnel were
exceeded during filling of the two failed media fills.

We have similar observations regarding filling of meperidine HC11- In summary,
your disinfection procedures antior the manner in which you adhere to them were not suficien~
to preclude the media fill failures that occurred ion, call into question the
assurance of sterility for epinephrine injection 10 d meperidine HCI injection lot

You should be aware that this is not the first time we have raised concerns about recovery from
non-sterile conditions to the attention of Wyeth management. M inspection conducted July 1
throu h August 9, 1996 documented the post-disinfection presence of microbial counts of greater
than b CFU/plate on the floor of the aseptic corridor and on the floor inside the doorway to
one of the sterile filling rooms.

3. Failure to thoroughly investigate exceeded environmental action levels in the
sterile filling room in which rneperidine I-ICIinjection Io*

The inspection revealed that your fmn’s environmental monitoring found mold,~
species, on the floor which exceeded your firm’s action levels for that surface. Post-inspectional
correspondence from your firm states that the exceeded action levels were associated with
environmental sampling conducted prior to fiIling the meperidine HCI and that floor samples
taken during filling were negative for growth, However, documentation for samples taken
during filling sho~vsthat the areas where positive growth was found prior to filling (south, ea.%
wes~ and center floors) were not sampled. There is no documentation that additional
disinfection was done between samplings.

Although your firm believes that these floor counts did not impact the aseptic filling operations
because of negative environmental monitoring results for critical surfaces, personnel, and air,
such monitoring c complete overview of the rc~m conditions. Our review of the
literature found that spp. can contaminate water damaged, cellulose-containing
building materials. The literature reports it can be an opportunistic pathogen in
irnmunocompromised individuals and references a 1988 incident regardingzspp.
contamination of the air system and the HEPA filters in a hospital’s oncology-hematology
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special care tit. Four bone mmow trMMplant recipients were subsequently infected. 1 We note
that the West Chester facility has had water leaks above the ceilings in the sterile core, has had
periodic breaks in sterile conditions (to change HEPA filters or otherwise access ceilings), and

~d=

has identified the presence of spp. as part of a trend in the sterile environment
betwee Given that mold spores can become aerosolized, we
have concerns regarding the source of the contamination. If it is above the steriIe core ceilings,
there is a potential for impact to the critical surfaces.

Your firm maintains that a ceiling or HEPA filter route of contamination is not Iikely because air
and surface monitoring, with the exception of the floors, have been negative fo
spp. contamination. We have not to date, received any information from your firm regarding
any investigation into possible contamination in the ceilings an~florHEPA filters or other
potential source of this mold. We believe that cGhlP requires additional vigilance in this area.

R7ehave received and reviewed a letter dated May 25, 1999 frclmMr. Shemonsky and Gerry
Morris, Ph.D., Associate Director of West Chester Quality Assurance, which responds to the
FDA 483 observations. We also met with Dr. Morris and other representatives from both Wyeth
and American Home Products Co~oration on June 9, 1999 regarding the inspectional findings.
In additon, we had a second meeting with Mr. Shemonsky, Dr. Morris, and other Wyeth
personnel on July 28, 1999 and are in receipt of a letter dated August 13, 1999 from Mr.
Shemonsky regarding the status of your firm’s conective action commitments. As indicated
above, these actions do not satisfactorily address all of the observations. W’ealso have the
following comments with respect to Mr. Shemonsky and Dr. Morris’ responses to the following
FD.A483 observations:

FDA 483 Obsenation 5a.

The second paragraph of the response to this observation indic~atesthat additional disinfection is
performed prior to media fills thal are conducted following a mcove~ from non-sterile
conditions. As we pointed out during the June 9 meeting, it appears that this additional
disinfection is not performed prior to filling the first lot of procluctfollowing recove~ from non-
sterile conditions, which is a source of concern. The last sentence of that paragraph states that
disinfection routines for media fills are designed to be equivalent to those for product; please
clarifi whether or not t.ldswill also pertain to disinfection routines employed following recovery
from non-sterile conditions.
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On two occasions during the time period noted in the FDA 483 obsemation, the vacuum levels
resuhed in less than half the intended volume of air#cubic feet on March 6, 1998 an~ubic
feet on March 9, 1998). Did these air volumes also resuh in a quantitative measure?

As mentioned previously, no environmental monitoring action levels were exceeded during
fiIIing of the two failed media fill trials, While environmental data are important, emphasis must
also be placed on ensuring that your firm’s procedures for reccwering from non-sterile conditions
consistently render the rooms and equipment suitab~efor aseptic processing regardless of the
operations that require the break in sterility.

The above is not intended to be an all-inclusive list of deficiencies at your fin-n. As top
management, it is your responsibility to assure hat all of YO~ COmP~Y’S operations me in
compliance with the Act and its applicable regulations.

Federal agencies are advised of the issuance of all Warning L{:ttersabout drugs and devices so
that they may take this information into account when considering the award of contracts. In
addition, pending new drug applications (NDAs), abbreviated new drug applications (ANDAs),
or expon approval requests may not be approved until the aforementioned deviations are
cofiected.

You should take prompt action to correct these deviations. Failure to promptly cofiect these
deviations may resuh in regulatory action without fimher notice. These actions include, but are
not limited to, seizure and/or injunction.

Please advise this office in writing within fifteen(15) days of receipt of this letter as to the
specific actions you have taken or intend to take to correct tlwse violations, including an
explanation of each step being taken to prevent recunence of similar violations. Your response
shoulds eciflcally address any actions YOUintend. to t~e with respect to epinep~ne injection

~od and meperidine HC1injection loU_md~_If corrective action
cannot be completed within 15 days, state the reason for the clelayand the time within which
corrections will be completed, Your reply should be addressed to Karyn M. Campbell,
Compliance Ofiicer, at the address noted on the letterhead.

Sincerely,

Thomas D. Gardine
District Director
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New Jersey District Good Manufacturing Practices
Violation/Finished Pharmaceuticals
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EWDF:ENew Jersey District G d Manufacturing Practices Vlo!atlOnS ~,ie
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Matters described in FDA warning letters may have been subject to subsequent interaction
between FDA and the recipient of the letter that may have changed the regulatory status of
the issues discussed in the letter. If you wish to obtain available additional information on
the current status of an issue in a particular warning letter or notice of violation on this
website, please contact the Agency or the recipient of the letter directly. Inquiries to FDA
should be sent to: Food and Drug Administration Freedom of Information Staff (HFI-35),
5600 Fishers Lane, Rockville, MD 20857. Instructions for how to submit an FOI request can
be found at M@#*.fLa.~ov40pacomibackgrounderslfoiah~dW.
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