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RE: lUnited States v. American National Red Cross, Civil Action No. 93,.0949 (JGP) 
~, 

"DearMr. Hrouda: 
I' 

FrotA February through November 2008, United States Food and Drug Administration (FDA) , 
inve~tigatorsinspected twelve American National Red Cross (ARC) BloodBervices facilities and 

.observedsignificaritViolations ofthe law, regillations,andthe Amended Consent Decree ofPermanent . 
Injooction.(Decree), entered on April 15,2003.· At the conclusion of each iflspection,the invest~gators: 
issu~d FOmls FDA 483, Inspectional Observations (FDA 483),atta~hed_hereto(AttachnientA). FDA is . 

, now~- pursuant to Paragraph Vln of the Decree, notifying ARC dfits determitiation that ARC has . 
violated the Federal Food, Drug, and Cosmetic ACt, FDA regulations, and the Decree, specifically 
.para'gmph IV.B.l. of the Decree and Title 21, Code of Federal Regulations (CFR),§ 211.22(d). 
" ~ '. - " , 

. ,Parabph IV.B.l~ of the Decree requii:~~"ARG to establish and submitto FDA a problem management 
stan4ard operating procedure (pM SOP) to detect, investigate, evaluate, correct, and monitor all 
problems, trends, and systemic problems.1 The Decr:ee directs that the PM SOP include specific 
in'str}1ctions to implemeht anddocument.problem management requirements at ARC's Biomedical 

-~ Headquarters (BHQ) aswell as,at the regional and laboratory facilities. As FDA informed ARC in a / ! ," 
July;22, 2003 Adverse Deterniination Letter (ADL),'FDA regarqs the PM SOP "asafrrst and 
indispensable step to enable ARC to comply with current good manufacturing practice." " 

/ I . , 
,I 

t . ,'.. -...,' : 

I Decree paragraph m.B.52 defines "problem" as" any deviation from the law, ARC SOPs, or this Order, however discovered; recorded; or 
're orted, including, but not limited to deviations reported in ARC ClarifY reports (and/or in any other successor or similar deviation- '. 

'ortiDg systems and/or reports), biological product deviation reports, internal deviation reports, trends. adverse reaction reports, 
ookback cases, cases ofsuspected transfUsion-transmitted disease, potential system (Systemic) problems, System (systemic) problems, 

.·supplY'and equipment problem reports, FDA-483s, compliance-related FDA correspondence, internal and external audit reports, and. 
retrievals." Decree paragraph III.B.63 dermes "system (systemic) problem" as "a problem that results from a defect in ARC policies, 
procedures, equipment. or supplies and affects either more than one ARC region and/or laboratory, or warrants corrective action which, 
when iinplemented, could affectmore than one ARC region and/or laboratory." Decree paragraph III.B.64 defines "trend" as "the 
recll1TCnce or multiple contemporaneous occurrences ofthe same or similar problems in one or more than one ARC region and/or 
labort,tory.."(The italics in the quotations from the Decree are in the original and indicate that the italicized word was defined in Paragraph 

,III ofthe Decree.) . . 

\\ I. 
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ARC subsequently developed and submitted to FDA a PM' SOP consisting of directives, work 
instructions, job aids, standards, and fonns. After FDA reviewed and accepted the PM,SOP, ARC 
implemented it on October 1, 2004. ' 

In 2005, FDA conducted its first comprehensive evaluation of ARC's implementation of the PM SOP, 
with an mspection of the New York Penn Region. FDA investigators' review revealed many deviations 
from the PM SOP, indicating that the Region had not properly implemented and did not consistently 
follow the PM SOP and that BHQ did not exercise adequate control, because it had not detected the 
Region's widespread PM SOP deviations. FDAissued an ADL to ARC on November 21,2006, and 
ordefed ARC to take steps to comply with the problem management requirements of Decree paragraph 
IV.B.1. ARC promised corrective actions. 

,, 
Beginning ih February 2008, FDA conducted twelve inspections to evaluate the effectiveness of ARC's 
corrective actions and to assess ARC's compliance with the Decree. 

, 
The twelve inspections referred to above revealed significant violations similar to those observed during 
the 2005 New York Penn Region inspection. The deviations included, but are not limited to, failure to 
promptly conduct adequate investigations, failure to develop and implement adequate corrective actions,
and failure to ensure their effectiveness to prevent recurrence ofproblems. 

j 

The inspections were conducted at the following ARC facilities:,. 
ARC Biomedical Headquarters, 2025 E Street, N.W., Washington, DC, from February 5 to July 3, 2008 
Gre~t Lakes Region, 1800 E. Grand River Avenue, Lansing, MI, from March 3 to March 21, 2008 . 
River Valley Region, 520 E. Chestnut Street, Louisville, KY, from April 14 to April 25, 2008 
Gre~ter Alleghenies Region, 250 Jari Drive, Johnstown, PA, from August 29 to September 16, 2008 . 
Gre~ter Chesapeake and Potomac Region, 4700 Mount Hope Drive, Baltimore, MD, from May 5 to June 
23,2008 
Lewis and Clark Region, 6616 South 900 East, Salt Lake City, Utah, from April 14 to May 23, 2008 
Penn Jersey Region, 700 Spring Garden Street, Philadelphia, PA, from July 21 to 29,2008 
Southeastern Michigan Region, 100 Mack Av,enue, Detroit, MI, from May 27 to July 2, 2008 
Portiand National Testing Laboratory,'12124 NE Ainsworth Circle, Portland, OR, from July 21 to 25, , . 

2008'
 
New, York Penn Region, 825 John Street, West Henrietta, NY, from July 28 to September 26,2008
 
Heart of America Region, 405 W John H Gwynn Avenue, Peoria, 11, from September 10 to October 17,
 
2008
 
New England Region, 209 Farmington Avenue, Farmington, CT, from November 12 to 24, 2008
 

I .
 
, .
 

Viol~tions observed and/or documented at these facilities include the items listed below. This is not 
interided to be an all-inclusive list of violations in ARC facilities. 

l.'l"LFailure to rromptly implement adequate corrective actions to prevent recurrence of failure 
to control suspect blood or blood components. FDA has repeatedly cited ARC for this deviation, 

in letters issued ursuant to ara ra hVI.A. of the ori . al Consent Decree of 

I • I.' ... II I a II·· .... .. • • I .. • .... •• I. ••2 ARC defines "s~SPect" blood products as those QUIPP) 
requirements and are potentially !lon-conforming. (b) (4) 
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Per~anent I~jUnction entered on May 12, 1993, and in numerous ADLs issued pursuant to the 
Decree entered on April 15, 2003. ARC has repeatedly hroniisedto implement and monitor 
corrective actions, but the 'corrective actions have not prevented recurrence ofthe.problem.3 For 
example: " . 

.,

I,

t
I 
l
f 

a. FDA inspected ARC's Biomedical Headquarters (BHQ) and issued an FDA 483 on 
July 3, 2008. The inspection revealed that, despite repeated promises to implement 
corrective actions to prevent problems involving distribution of suspect blood or blood 
components, from December 2006 throng,! April 2008, ARC opened 116 such problems

l and retrieved 218 of the blood products associated with those problems.4 These problems 
{ occurred in multiple ARC facilities. The associated blood or blood components were 
f' suspect because they were involved in deviations such as whole blood number mix-ups, 
,I: ABOIRh discrepancies, inadequate donor suitabilitY determinations, potential air 
" contamination during collection, incomplete blood product quality control and validation 
I
I 
i

I
I

I 

testing, distribution without required record reviews"and incorrect or incomplete 
collection records.s (FDA 483 observation 1.a) For example: . 

i. ; rtDIBwas discovered on January 21, 2008, when ARC's Arizona Region 
learned that'a whole blood number mix-up had not been investigated. Collection staff re­

! 
labeled the units without determining whether test results Were properly associated with 
the correct unit and whether the units 'could be traced to the correct donor. Associated 
components of these units were improperly distributed. 

ii. ~as discovered on January 30, 2008, in the New England Region 
when two double Red Blood Cell uni~s that requited additional quality control testing 

.were not controlled and were distributed without those tests having been performed. 

. iii. '~as discovered on March 12,2008, when ARC's Pacific Northwest 
Region learned that an incorrect donor gender was recorded on an electronic blood 
donation record causing the incorrectgender spe~ific high risk behavior health history 
questions to be asked ofthe donor. The unit ofwhole blood was not controlled and two 
associated components'were distributed. . . . 

iv. [llllJ.vas '~iscoveredo~ April 8,2008, When ARC's ,Southern Region failed 
to place an electronic hold on a unit of blood thatwas designated to be discarded and the 

. unit was distributed. ' 

.. .. 

v. rilll'~lllLas discovered on April 21, 2008, when ARC's Northern Ohio ' 
Regio~a Whole blood unit was potentially contaminated by exposure to air 
during collection and the associated products were shipped before the collections staff 

I
 
l 
I 

t

!
I 

1 
1
•
I 
•t·

r
 
1 ,. reported the error.' .. .

.I
! 

't. ~ 

JSee Attachment B for details of compliance history related to failure to control suspect blood or blood components. 
~h.e,s...e, "inclUSive. They in.c1ude only 
(APMS' ~ Problems entered into ARC" ~ 

., automated problem management sys., 
are not included, Beginning in 2006' ' as 

" 

used'concurrently With and eventual1y w~ replaced b' ' 
See Attachment C for acomplete list ofproblems an components identified during the BHQ inspection. 
; i ' •N

i

I 

/
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During the inspection, ARC provided the investigator with an April 25, 2008 
memorandum that included bar charts indicating that between the second quarter of2007 

, and first quarter of2008,'ARC identified 150 problems involving failure to control blood 
;. ,or blood components that ARC knew to be suspect and erroneously distributed: ARC's 

memorandum also identified an additional 659 similar failures to control such blood 

, 'products, but which did not result in distribution ofthe suspect blood products. 
i 
f 

I 
j, ARC's August21, 2008 response to FDA's observation from the BHQ inspection stated 

that it recognizes the need to control suspect blood and blood components, although it 
characterizes distribution as "uncommon." Italso stated that it completed an analysis of 
pro,blems .as,sociated ~gs~pect ~l~od Pf,Oducts an9 in March 2008 opened 
system-WIde proble~and that trammg and workflow are root causes of the 
problem. The promised corrective actions Inclti~e training and establishing core teams to 
manage suspect blood and blood components. Hqwever, FDA's review of reports 
required by Decree paragraphs X.D. and X.E. foUnd that the problem persists. From 
December 1,2008, through February 6, 2009, ARC reported to FDA 37 additional 
failures to control suspect blood or blood components,that resulted in their distribution. 
These reports demonstrate that this significant problem continues.6 

r	 b. FDA inspected ARC's Greater Alleghenies Region in September 2008 and issued an 
FDA 483 on September 16,2008. The inspection revealed multiple failures to take steps to 
control suspect blood or blood components and one f~ilure to promptly log, investigate, or 
correct such a problem. (FDA 483 observation 1) Specifically, 

,i. Three whole blood units were individually identified at the collection site as 

I overweight on January 24, 2008, January 28,2008, and August 25, 2008.7 Three' 
f components manufactured from those units were distributed on January 31, 2008, 
I February 4,2008, and August 27,2008. The Region was unaware that the three' 
t 
i components had been distributed until the FDA investigator identified the violations 
I	 during the inspection. After the FDA investigator discovered that the components had 

t.. been distributed, ARC notified the consignees an~ 
.

learned that they had been transfused. 
. ~. .
 

I'
 

i
f. ii. ' On April 25, 2008, the Regiori. discovered that collection staffdid not correctly 

manage an instrument alarms on April 19, 2008, and did not take steps to control the 
associated suspect Red Blood Cells, (Apheresis) unit and prevent its distribution. The I	 
component was distributed on April 25, 2008. ,The Region failed to log the problem into 
the automated problem management system (APMS), investigate, or develop a 
,corrective action plan unt~l July 11, 2008, more than two months after the problem was 
initially discovered. 

6 A list ofthe 'problems with a summary of relevant facts is included as Attachment D. 
7 Collecting overweight units ofblood is a potential risk to donor safety. It may also affect product quality because the anticoagulant 
present mthe blood bag must be proportional to the amount of blood collected in order to prevent clotting. FDA classifies the health 
hazard associated with overweight units as "a situation in which use ot: or exposure to, a violative product may cause temporary or 
medically reversible adverse health consequences or where the probability of serious adverse health consequences is remote." See 21 CFR 

, § 7.3(m)(2).' ' I 

8 Collection equipment alarms may indicate that a unit of blood requires additional quality control testing prior to distribution, such as 
• I' I I" • I Itwhite blood cell counts or hematocrit determinations. In the in' . achine alarms indicated the entire contents of 

the AS-3 blood collection bag had emptied into the reservoir ba 
)	 (b) (4) 

.	 I 
, 

i­
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In its November 20,2008 response to FDA's inspectional observations from the Greater 
Alleghenies Region, ARC stated that the Region and BHQ each opened an investigation 

, to determine appropriate corrective action for the: distribution of suspect, blood or blood 
components. The Region also held staff meetings and promised to provide additional 
training and instructions intended to increase <?on~ol of suspect blood and blood 

1. components.
I 

i 
t 

c. FDAinspected ARC's Great Lakes Region and issued an,FDA 483 on March 21,
! 2008. The inspection revealed that the Region failed to control suspect blood and blood 
· components when it was notified on January 17,2008" by ARC's Detroit National Testing 
; Laboratory of a potential donor blood' sample tube m~-up. The Region distributed two 
t' components on January 22, 2008, without first investigating whether the mix-up affected 
F their suitability. The components were recalled more than a mont later on February 28, 
I 2008. Although ARC assigned a major risk indicator~to proble , nd 

documented the discovery date as January 30, 2008, as of the March 21, 2008 conclusion of, 
t the inspection, and more than three months after the ,initial discovery date, the Region had 

'. still not developed a formal corrective action plan, as 'required by ARC's PM SOP. (FDA 
t 483 observation 1) ,
1 " , 

I In its July 30, 2ci08~ response to the GreatLakes Region FDA 483, ARC promised to provide 
'. 'training regarding handling donor sample tube discrepancies and management of suspect blood 
. products. The response also propllsed to "review all incidents ofgaining control ofproducts to 
(. determine whether actions taken are timely. Any further'instances of unacceptable time delays 

in gaining control will be addressed as potential mismanagement of suspect products and each 
, will be thoroughly investigated." , 

" f d. FDA inspected ARC's Heart of America Region and collected records pertaining to 

i· a failure to oootro,IsU,sP,',ect bloo~ products,',thatARC ~a,dreport~ tO~A,u,nder_." 
, '~hs X.D. and X.E. ReView of the records revealed that mmor rISk proble 
~asdiscovered on May 6, 2008, when a reviewer observed that a collection ',rip 
l scale was not identified as having been subjected to a required quality control function 
t check.9 The scale was used to collect fIVe whole blood units on May 5, 2008. The reviewer 
! failed to gain control of the u'nits or associated compon i1ure was discovered on I June 16,2008. The Region opened major risk proble' 0 address the failure to 
'1 control seven components that were manufactured from e Ive units ofwhole blood and 
, distributed after the reviewer discovered that the quality control function check had not 
, been performed on the scale. ARC recalled the seven components. , 

J ' e. FDA inspected ARC's NewYork Penn Region andissued an FDA 483 on September 
,{, 26,2008. The inspection revealed thatat least since September 2006, the Region has had a 
t, recurring problem related to failure to control suspe~t products (not distributed).lo As of 
';' the time of the inspection, ARC,was managing this major risk problem as part of a 

, division-leve~ problem but the problem had still not b~en corrected to prevent recurrence. 

921 CFR § 606.60(b) requites that blood scal~s be "observed, standardized, and calibrated" as necessary. 
• 10 Although no suspect blood products were distributed in several of these instances, the fact that necessary steps to gain control of such 
products were not taken or were not taken in a timely manner indicates that ARC's process continues to present the potential for 
distribution of suspect blood lUld blood components. " ' : 

i't . 
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r .i (FDA 483 observation La) In addition, failure to co~trol suspect product had been ! previously cited as a violatio'n in the November 2006 ADL that was issued after a 2005 FDA 
i inspection of the New York Penn Region. For example:,". . .	 ,: . 

j.	 i. Major risk trend proble~as discovered on September 26, 
2006, and closed on July 30, 2007, after the the Region deemed the corrective action 

~ successful.· The Region identified the root cause of the trend problem as lack of stafft understanding of the procedure for gaining control of suspect blood products, and ARC's I' 
I	 lacks an adequate procedure.. 

t	 ii. Major risk prohle~asdiscovered on July 2,2007, when blood J
it components were labeled prior to review and approval of relevant records before 
1 distribution. I I The problem Was closed on September 11, 2008. 
I 
F 

. i 111. Major risk problemmJUl,vas disc~vered on August 29, 2007, upon'
f discovery that a broken blood collection bag was placed in a manufacturing location 
I 

instead ofadisposal location. A corrective action plan was approved by the Region's 
Quality Assurance staff on October 11, 2007, more than 30 days after discovery. The 
problem was closed on February 11, 2008, after the Region deemed the effectiveness 
check was deemed successful. . 

iv. Major risk proble~1Tas discovered on October 19, 2007, when blood 
transit time discrepancie;i....~d the associated products were not controlled. 
A corrective action plan was approved by Regional Quality Assurance on November 21, r 

I 
I 2007. The problem record indicatesthat on July 10,2008, nine months after the problem 

was discovered, the Quality Assurance staffdetermined that the effectiveness check was 
. notperformed in accordance ,with the approved corrective action plan. The problem was 

closed on August 20, 2008. 

I 

I 
v. Major risk problemllDR)lxTas disco~eredon July 18,2008, for failUre to 
control a blood component~:ith an Ap~eresis Production Record that lacked 

I 
volume information and that h~d a special handlingtie tag attached indicating it required 
additional evaluation. Because the component w~ not controlled, it was distributed 
without the required evaluation and resolution ofthe deviations. The corrective action 

r 
plan was approved by the Region's Quality Assurance staffon September 11, 2008, t. almost two months after discovery of the problem. 

f~ 
. Despite having identified the trend problem in September 2006, the Region has not ~. 
implemented corrective actions adequate to prevent recurrence. 

In its Noveinber 18, 2008 response to the New YorkPenn,inspection, ARC 
acknoWledged problems with control of suspect blood and blood components, but stated 

1119100d and blood components that have not had a batch release review are suspect in: that their suitability has not been confirmed through 
that review. . . . " 
12 Blo?d and blood components must be transported under conditions that ensure maiJ;ttenance of product-specific temperatures. Transit 

,times are determined during validation ofblood containers to determine the maximum transit time at which blood or blood components will 
be maintained at the acceptable temperature' when packed according to validated procedures,' .

1	 ' 
I 
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the numbers ofoccurrences have been reduced. it'stated that ARC opened another 
System Problem in'February 2008, released a training document on May 30, 2008,and

•	 . 1 . • 

issued instructions to implement core teams by November 28,2008. Aqditionally, ARC 
stated that a division-level corrective action plan that was developed in June 2008 
'required more oversight at monthly division meetings and that ARC initiated a checklist 
~~	 , 

; f. FDA inspected ARC's New England Region and issued an FDA 483 on November 
,. 24,2008~ The inspection identified two failures to control suspect blood or bloodi	 ' 1 comp~nents. In these incidents, Red Blood Cells had' been previously distributed, and the 

I consignees notified the Region that they had been mcorrectly packed for shipping. The 
~	 , 

~ Region did not take action to place an electronic hold on the components to ensure they
 
f Were not re-issued. One,of the components was returned to the Region by th'e consignee.
 
t ' Althougf.:l th'e component ' to follow '
 
j.' ARC's'~orklnstruction hich is a
 
I·' critical step to ensure tha p C by a
 
f consignee is not erro~eously re-distributed. The Region determined that the root cause of
 
I, the problem was inadequate training for the responsible employee. (FDA 483 observation
 
j> 2) Specifically, '
 
f. 

i. . " Moderate risk problemllDR'R.A1asdiscovered on March 20,2008, when a 
consign~e noti.fiee:t ,th,e Reg~on ~;d a ~hi,.pping,con,tain~r o~ 16 Red Bllo.d ~ells 
~ a shippmg contamer Without the requIred coolant. Major nsk proble 
~as discovered on September 9, 20()~,when the,~~gion discovered no e ec onic 

.:Idh:~::::::v:e::_wasai~VeredJlllY17, 2008, w~na. . 
.~:~~~~~~r~~=~~~:t~~:~;~:~l:~IIS 

1· ~as discovered on July 18, 2008, when the Region discovered it faile~""ce
 
an electronic hold on the Red Blood Cells.
 I 

,"· \	 

In its January 29, 2009'response, the Region stated it was investigating why its Quality
 
Assurance and Problem Management staff did not identify the failure to apply an
 
electronic hold during management of the original two problems. The Region also
 
reported that effective November 26, 2008, ARC implement~d a requirement to establish
 
core teams to manage suspect blood products. The Region also promi~ed to ensure that
 
responsible staff are trained and understand the iffiportimce of immediately gaining
 

·	 control of suspect blood and blood components. I. 
I g. FDA inspected ARC's Lewis & Clark Region,Salt Lake City facility, and issued an
 
t , FDA 483 on May 23, 2008. The inspection revealed ~hat the Region failed to place
 
• electronic holds on unsuitable blood components that had already been distributed, but
 

:t. 
I 

were subsequently designated for disposalbyARC's Material Review Board. (The
 
! Material Revi~w Board decision was based on the discovery that the components bad been
 
:" electronically converted and labeled as irradiated,when in fact they had not actually been
 

irradiated.) As stated in item I.f, above, electronic holds must be placed on such units to 

, 
" 
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1 ensure proper disposal. The Region identified the pr9blem but took more than six months 
I to develop a corrective action. Specifically, major risk problem~asdiscovered 
: on January 5; 2007, and the corrective action plan was not appr~plementation 
I, until July 17, 2007, more than six months later. (FDA 483 observation 8.d) . 
t In its September 26,2008 response to the Lewis & Clark FDA 483, ARC promised additional •
l. problem management training and increased oversight and monitoring in the Region and at 
l BHQ.
1 

2. J Failure to· promptly, thoroughly, and adequately investigate and correct problems· in 
accordance with the Decree and with ARC's PM SOP. In additionto the examples cited in item 1, 
above, FDA observed the following numerous examples: 

~. 

r ia;- ARC failed to log into its APMS, to investigate, and to correct all problems 
~	 involving collecting overweight whole blood units. Instead, in June 2006, ARC categorized 

such problems as "business issues" and stated that it tracked the problems outside of the 
APMS. Specifically, ' 

r 
.... i. FDA inspected ARC's Greater Chesapeake and Potomac Region and issued an 
j 

FDA 483 on June 23, 2008. The inspectionrevealed that from November 2006 through 
. May 2008, the Region collected 197 Qverweight Units ofwhole blood but logged only 95 

of them as problems in the APMS. In addition to not logging the other 102 occurrences, 
r .. 1\ ARC did not investigate and correct them, as required. (FDA 4830bservation 1) Failure 

to log problems into the APMS prevents effective and accUrate facility and system-wide 
trending because this is the system used to create Monthly Summary Problem Reports 
(MSPR)..The decree requires ARC to log all probiems into APMS, and also requires 
both trending and the MSPRs.13 . . '. . . ': '. . 

i 

Approximately 18 months earlier, on January 30,:2006, FDA issued an FDA 483 to the 
Region that also cited its failure to correct and prevent the collection of overweight units. 
The Region's March 30, 2006 response to that observation promised corrective action. 

~.	 ". 

During the June 2008 mspection, the Region informed FDA that on June 26, 2006, it 
received instructions from ARC BHQ stating that all overweight units need not be 
managed as problems. The written instruction stated that when overweight units were 
detected and documented in Collections before the unit is released by Collections, "entry 
of a problem in APMS is not required. These are business issues and are managed in a 
separate'system:' ARC BHQ's JUlie 2006 instructions did not comply with Decree 
requirements for problem management. Collecting overweight units is a deviation from 
ARC's own SOPs and from the collection set manufacturer's Instructions for Use; 
therefore, each occurrence meets the Decree definition of"problem" and must be 
managed accordingly. 

'i:inecree paragraph IV.B.l.a. requires ARC to have a " .. .Problem Management Syst~mthat shall be uSed for logging, tracking, and 
tren~ffig allproblems.. .ln addition, each ARC region andlaboratory shall, every 30 days, submit a Summary Problem Report to ARC 
'Bio;';~aicalHeadquarters. The Summary Problem Report shall, at a minimum, include each category ofproblems that occurred since the 
lasi~Summary Problem Report..•The categories shall be specific enough to enable ARC 'Biomedical Headquarters to determine whether a 
,trend exists." Decree paragtaph IV.B.I.b requires ARC Biomedical Headquarters to analyze and investigate Summary Problem Reports . 
"to discover trends and System (systemic) problems." 
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f ~ itsA~gust ~9, 2008 r~sponse letter,the Regionstate~ that ARC issued its June 2006 

mstructIons "m good falth." However, FDA notes that m November 2007, ARC 
f, submitted to FDA a proposal to modify the PM SOP to' exclude certain :'self-identified" 
i problems from the Decree Defmition of"problem." ARC proposed excluding't discrepancies that occurred during blood c?llection an? " ...the discrep~cy is detecte~ 
I and controlled or corrected...before or durmg a prescnbed process revlew.,,14 ARC dId 
f not inform FDA that ithad already implemented ~s proposed exclusion for overweight 

unitsofblood. The Region's August 29,2008 response also stated that ARC issued new } 
t


I 

I . ,­

instructions to begin logging overweight units into the APMS effective September 30,
 
2008.
 

I 

l 
I Additionally, on January 30, 2009,ARC reported to FDA that for an un<ietennined length 
j., of time, the Region had been excluding another categorylll[' the PM SOP 
I: requirements (ARC Significant Corrective Aetio~ Report' ~. Those . .
f 
l. probienis involved autologous or directed units of blood .at ave a e mg discrepancies. 

1
t 

The number of occurrences is undetermined, and ~he Region has not maintained 
! . documentation related to the discrepancies or its communications with consignees. 

t 
ii. During the September 2008 inspection ofARC's Greater Alleghenies Region 
referenced in item l.b above, FDAdiscovered that from January 1,2008, through August f 
31, 2008, the Region collected 75 overweight whole blood units and failed to log in the . 

r . APMS, investigate, correct, and trend'any of those problems. (FDA 483 observation 2.a) 
. As stated in item 2.a.i. above, ARC BHQ had instructed ~egionsin June 2006 to cease 

. I 

managing overweight units as problems when they were discovered at the collection site.' 
i~ :~. 

I 

In its November 20, 2008 response, the Region st~te<i that ARC BHQ issued a June 2006 
directive to cease logging overweightunits identified at collection sites unless the 
overdraw was due to ail equipment malfunction. ARC said the instructions were issued 
"in good faith with the belief that this"was a self-detected.elT9f that did not need to be , 

\ captured as a problem.;'.However, as discussed in item 2.a.i, above, in November 2007, l 
I ARC submitted a proposal to modify the PM SOP to ex~lude certain "self-identified" 
r problems from the PM 'SOP requirements, but did not inform FDA that it had already 
t implemented that exclusion for overweight units ofblood. ' 

! The Region also stated in its response that it had investigated the 75 overweight units and 
determined that 59 ofthem were within the collection set manufacturer's weight range; 
therefore, they do not meet the Decree defmition ofa "problem." However, the Region 
did not provide any details or evidence to support its determination that the units met 
weight specifications at the time of distri~)Ution. Additionally, the determination is 
inconsistent with the statement made during the inspection by the Region's Quality 
Director (RQD) to the FDA Investigator. The FDA Investigator asked the RQD whether •I 

I the 75 units were truly overweight, and the RQD informed the Investigator that they were 
• overweight. . 

14 See ARC's November 28,2007 submission at Bates pages 0865269. In its October.l5, 2008 submission ARC modified its proposal to 
"include overweight urtits as an example ofa "self-detected" discrepancy that is a "problem," as defined in the Decree and which must be 
managed in accordance with the PM SOP. (See Bates page 086703.) ,.

,I ' 

{
I 
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b. . ARC failed to promptly and thoroughly investigate problems. For example: 

i. During the October 2008 inspection of ARC's Heart of America,Region 
referenced iIi item l.d above, FDA discovered that ARC had not thoroughly investigated 
a system-wide problem related to entering incorrect donor gender into its electronic blood 
donation records (eBDR) system. IS Specifically, ARC has not documented its 
investigation and conclusion regarding feasibility of a retrospective donor record review 
to identify donors assigned incorrect gender. (FDA 483 observation 1) 

The ARC system-wide incorrect donor gender problem originated with the January 2006 
implementation ofeBDR. The entry of incorrect donor gender resulted in an 
undetermined number of problems and distribution of an unknown number of blood 
components that were collected from donors whose suitability to donate had not been 
properly evaluated. At Bates page 085359 of its Oecember 14,2007, Quality Assurance 
Report submitted to FDA, ARC stated, "While many problems in completing the BDR 
were eliminated through the introduction of automation, the Red Cross continues to have 
problems with fields on the BDR thatrequire manual documentation.... If the gender of a 
.donor is incorrectly entered into eBD~, an issue occurs where all required questions for a 
donor's true gender are not displayed. This issue:resulted in 209 Violative BPD reports 
being filed between January 2006 and September2007." At Bates page 087266, of its 
December 15,2008 Quality Assurance Report, ARC stated, "This issue is unique to the 
use ofeBDR in that if the gender is incorrectly entered into eBDR, all the required 
questions for the donor's true gender will not be d· 

due to an erroneous gender selection in' 
_ • III om a prior donation. To date this problem as res te m 437 10 ative B D 

epo eing filed due to the fact all the required health history questions were not asked 
of the donor. Often these problems are not discovered until the donor returns to donate at 
a later date." . 

On May 12, 2008, ARC implemented a software revision to prevent recurrence of gender 
errors; however, its investigation of the problem has not addressed its full scope, such as 
the number of unsuitable blood products distributed and the number of incorrect donor 

.	 records created since 20"06. ARC has not documented whether it took steps to determine 
the feasibility of a retrospective donor record review, and it has not documented its 
rationale for not performing such a review. Inste~d, it is relying on identifying such 
errors upon return of the donors. Therefore, these problems go undetected until the next 
donation or completely undetected if donors never return to donate. 

.For example: 

A. Moderate risk problem"was discovered on April 9, 2008, when 
the donor returned and it became apparent that incorrect gender-specific health 
history questions were asked on the previous donation. Two components from a 
Jun~ 2007 donation were distrIbuted and recalled by ARC. 

15 21 CFR § 640.3(a) requires that whole blood donors be evaluated for suitability by means ofmedical history, as well as other means. 21 
CFR § 606.160(a)(2)(i) requires a record of"donor selection, including medical interview and examination." ARC's eBDR automatically 
generates gender-specific health history questions based on the gender ep.tered into eBDR during the donation process. One of the gender­
specific questions for male donors pertains to sexual contact with other males. FDA's current policy regarding such high risk behavior is 
that sU,ch donors must be permanently deferred from donation. 

1 
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l:	 B. Although not listiliA483, the inspection also included a review 

t	 < of moderate risk problem' .. which was discovered on April 10, 2008, 
when the donor returned an It ecame apparentthat incorrect g~nder-specific 
health history questions were aske.~ on the previous donation. Two components 
from an April 2006 were distributed and recalled. . 

r 

C. . Moderate risk proble~wasdisco~ered on May 30, 2008, when 
the dOI1or returned and it bec~that incorrect gender-specific health 
history questions were asked on the previous donation. Two blood components 
from a November 2007 donation were distributed and recalled by ARC. 

D. . Moderate riskProble~as discovered on June 26, 2008, when 
the donor returned and it became apparen~ that incorrect gender-specific health 
history questions were asked on the previous donation. Two blood components 
from an April 2008 donation were distributed and recalled by ARC. . 

I	 . 

The Region's'December 5, 2008 responseackn I •••••••• ~~ I" -"1 

'. retros ective review. It stated, "The Red Cros ,.(b) (4) 
I· 

• 0 not contain information that would allow the identification ofI.
 
I'
I a donor with an incorrect gender. ,Verification of gender information would
 
J	 . require contalldonors to confirm their information. Given the number of
f 
<, records in th • \oj. onor database, this Undertaking is not feasible. A record 
f" 

review was conSI eredand determined to be infeasible, but the decision and 
rationale was not documented." The response is inadequate because it provides j 

I'	 no details regarding how ARC investigated and concluded that a retrospective 
record review is not feasible, including who was mvolved in the discussion, who 
made the decision, and what options were examined for performing the 
retrospective review. The response further asserted that there is no medical risk 
associated with incorrectly evaluating donor suitability.using the wrong gender-
specific health history questions.16 , . 

I However, FDA classifij;:s the health hazard associated with transfusable blood 
t products collected from donors who have 'not been asked the correct gender­

specific questions as "a situation .in which use of, or exposure to, a violative 
." product may cause temporarY or medically reversible adverse health 

consequences or where the probability of serious adverse health consequences is 
t	 remote." 80021 CFR § 7.3(m)(2). Additionally, 21 CFR § 606.100(b)(i) requires 

ARC to have a written procedure establishing the criteria used to determine donor 
suitability, including acceptable medical history criteria, and 21 CFR § 
211.100(b) requires ARC to follow such written procedures.. Accorditlg to 21 
CFR § 640.3(b), blood donors must also be determined,to be free from any 
disease transmissible by blood transfusion, insofar as canbedetetmined by 

. history and examination.	 . 

16 Inshpport of that assertion, the response stated that during aMarch"2006 Blood Products Advisory Committee meeting, ARC and two 
other blood banking organizations requested that FDA change the permanent deferral requirement to a 12 month deferral for males who 
provide a "yes" anSWer to a question regarding sexual contact with another male. FDA has not changed its policy requiring permanent 
deferr3I for donors who provide an '<Yes" answer to that health history question. .

I .	 .. <I	 . . 
i 
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1 
I	 FDA .alSo notes th~t after the May 12, 20~8 implementation the eBDR software 
~ 
f	 revision, ARC has reported recurrences otdistribution ofunsuitable blood 

products due to the recording of ~ncorrect donor gender. 17 

11. FDAinspected ARC's River Valley Region and issued an FDA 483 on April 25,
 
2008. The inspection revealed that the Region failed to promptly investigate and develop
 
a corrective action plan for a trend problem discovered on January 24, 2008.
 
Specifically, moderate risk trendproble~asdiscovered for incomplete,
 
incorrect, ornot reviewed Apheresis AI~e inspection found that the problem
 
investigation had not been completed, three months after initial discovery of the problem.
 ! 
(FDA 483 observation I.b)"	 .L 

The Region's July 17,2008 response stated that corrective actions were "recently" 
approved and were scheduled to be implemented in August 2008. It also reported that the 

J ' Region did not have enough staff trained to perfonn problem trending. The response 
I ' further stated that a staffing deficiency was addressed by May 29, 2008. 
r , 

.~	 , lll. FDA's June 2008 inspection ot-the ch-eater Chesapeake and Potomac Region 
I

, revealed that it failed to conduct a thorough investigation to determine the root cause for j".• 

I	 the improper distribution of units that were associated with a whole blood number mix­
Up:18 (FDA 483. observation 4.b.i) Specifically, major risk proble~~ 
discovered on December 18, 2007 when the Region was notified by a consignee of a 

f	 whole blood number m.ix-up. The Region's investigation did not determin~themix­

I . The Region's August 29,2008 response stated that by September 30,2008, ARC 
reviewed whole ,blood number mix-ups to determine whether a system-wide corrective 

,. action was warranted. It also stated that ARC is holding current Good Manufacturing 
: Practice workshops for supervisors arid that by August"31, 2008, it will designate 

" separate areas for labeling..supplies, labeliI?-garea"and labeled collection sites. 

ply with the PM SOP Work Instructio .(b) (4) 
which requires ~C to develop a formal corrective action plan 

for all trends and for moderate and major risk problems. Without FDA's approval, ARC t 
I' implemented the use of "non formal CAPs" in 2006. In NoveDlber 2007, ARC submitted to 
~L FDA a proposal to modify the Work Instruction, but did not inform FDA that it had 

already implemented the modification in 2006. For e~ample:.t 
t 

; j' 
17 See ~ttachment E for a list ofdo~or gender problems reported to FDA from DecelIlber 200S'and January 2009. 

.	 18Whole blood number mix-ups presenia significant potential health hazard to blood recipients because blood and blood components 
collected from a donor who subsequently is determined to be unsuitable for donation must be traceable. The whole blood number assigned 
to each donation is the method of maintaining that traceability. For example, if a donor hils a positive viral marker test, but the incorrect 
whole blood number was placed on a blood component, the positive cOmponent could'be distributed and transfused. Relating the correct 
donor to the correct unit is a critical step in blood collection and processing. 21 CFR §606.160(b)(1 )(vii) requires the maintenance of 
records to relate the donor with each previous donation from that donor. 21 CFR §606.140(c) requires adequate identification and 
handliiig of all test samples so that they are accurately related to the specific unit ofproduct being tested, or to its donor, or the specific 

"recipient 21 tFR § 606.121(c)(3) requires the blood container label to include the donor, pool, or lot number relating the unit to the donor. 
21 CPR § 640.4(e)requires each unit of whole blood to be marked or identified by number or symbol to relate it to the individual donor. t' .	 . . 

, 

I' 
I 

u had not been·detected durin verification ste s:re uired in ARC's SOPIifI1IiI
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.i. . During the JWle 2008 inspection of the Greater Chesapeake and Potomac Region 
referenced in item 2.a.i above, th~FDA inveStigator ireviewed four major risk problems 
involving distribution of suspect.blood compbnents..'Th~ components were eaclt distributed prior 
toa review ofpertinent records;as required by 21 CFR§606.100(c). ARC did not peiform an 
a~equate investigation of the fom: problems ~~dB~velop formal co~ective actioo~ Plan.s 
for three of the problems, as requrred by the W~l'DA 483 observatIOn 3) Specifically, 

. . 

! 
i 

A. Major risk proble~as discovered on December 31, 2007, for 
" ten Red Blood Cells, Leuk~~iated units that Were distributed without 

a required second person review on November 22, 2007.19 The Region did not 
perform a root cause analysis and did notdevelop a formal corrective action plan. 
Quality Assurance staffapproved and closed the.problem on March 4,2008. 
Additionally, the investigation was inadequate because it did not address why the 
supervisor did not discover that lack of review Wltil nine days after distribution. 
In its August 29, 2008 response, the Region promised corrective action. 

, B. Major risk proble~was discovered on May 14, 2007, for an '. 
ABO discrepancy associ~~~ole blood number mix-up. The Region's 
initial investigation did not address whether responsible statt.ul~;}I; 
.. .. 's Work Instructio 

d Work Instructio 
On 

No~ember 29, 2007 (six months' after t e iscov~ry date), the Region opened a 
second investigation that did address the label verification; The Region did not 
develop a formal corrective actionplan. Quality Assurance staff approved and 
closed the problem onJanuary 24,2008. The Region;s August 29,2008 response' 
stated that it identified no additional wholebloo<i nUriiber mIx-ups that occurred at· 
apheresis collections. ' '_' '. 

C.. ' Major risk proble~as discovered on October 1,2007, for 
failure to perform required record reviews resulting in failure to discover that 
quality control fwlCtioQ checks were not performed on three collection scales. 
The scales were'used during collection of 122 platelets Wlits, ofwhich 12 were 
distributed. The investigation was. inadequate because i 

. . sis, as required by ARC's Work Instruction;' 
, III and it did not address why the 12 units were 

•err rs were detected by supervisory record review. Supervisory review of quality 
contro to 

Additionally, the Region did not eve op a format 
Quality Assurarice staff approved and Closed the problem 

19 21 CPR 606.100 (c) requires that "All records pertinent to a lot or unit maintained pursuant to these·regulations shall be reviewed before' 
the release or distribution ofa lot or Unitof final product." . 
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!! . The Region's August 29, ;2008 response stated that the problem represents an " 
. I isolated incident; however, FDA notes that items 2.b.i.A and 2.b.i.B, above also 

involve failure to perform required record reviews prior to prod~ct distribution. 
Additionally, FDA had issued an ADt to ARC on June 3, 2008, citing failure to 
review manufacturing records prior to distribution ofblood products in two other 
ARC Regions. 

ii. During the same inspection of the Greater Chesapeake and Potomac Region, FDA 
discovered that in November 2006 the Regionidentified an adverse trend inwhole blood 
number mix-ups, but failed to develop a formal corrective action to prevent recurrence. 
(FDA 483 observation 4.a and 4.b.ii) Additionally, during this inspection FDA learned 
that the failure to develop formal corrective action was a result ofthe 2006 system-wide 
modification to the PM SOP that ARC had not previously disclosed to FDA, as stated 
above. (FDA 483 observation 6) Specifically, 

A. Trend problerr:&mwas ide~tified in November 2006 for whole 
blood number mix-ups. ARC's investigation of this trend problem was not 
adequate becauseit did not determine why the mix-up had not been identified 

,	 procedure, . 
Additionally, 

e eglOn 1 not eve op a orm corrective actIOn pan. e. e ion' 
. ation for not developing a formal corrective action plan was'. \oj 

_• ' uery for the time period 11012006through 12222006, there have een no 
.furf er occurrences of this type...." However, FDA's record review found that 15 
such mix-ups occurred after the trend had been identified. 

I'l 

B. Major risk proble~as discovered on February 14,2008 fora 
whole blood number mix':~~ndid not develop a formal corrective 
action. 

The Region's August 29,2008 response stated that it assembled a team to address 
whole blood number mjx-ups in collections and manufacturing. It promised to 
"reduce number 'of WBN mix-ups and increase the likelihood ofdetecting them . 

ii	 should they occur." It referred to the proposed PM SOP modifications it 
, 
I	 submitted to FDA and stated that on August 13, 2008, discussions were held with 

Regional and Division Quality Assurance staff regarding when a formal 
corrective action may not be necessary. However, the response did not 
.acknowledge that in letters dated June 13,2008, and July 22, 2008, FDA 
informed ARC that it did not concur with ARC's proposal to cease developing 
formal corrective actions for each major and moderate risk problem. 

lll. During the March2008 inspection of ARC's Great Lakes Region referenced in 
item l.c, the Investigator found that the Region fmled to develop a formal corrective 
~(ion plan for a major risk problem invo~loyee competency assessment 
failure. Specifically, minor risk problem~as discovered on May 30, 2007, 
when an employee failed the competency assessment for donor hematocrit determination. 
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Six months later, on December 3, 2007, Quality Assurance staff reviewed the problem 
and determined that the scope of the record review and investigation was inadequate and 

, that the problem should have been assigne_al' rna'or risk indicator. On Oecember 3, . 
2007, the region opened major risk proble , :.,j for the same problem but still did 
not develop a formal corrective action plan. e pro em record states the problem is 
related to specific staff and that the employee had ongoing performance problems. 
Additionally, the problem record indicates the Region had difficulty determining the 
scope of the problem. No formal corrective action had been proposed for the problem as 
ofMarch 7, 2008, more than 11 months after initialdiscovery of the problem. (FDA 483 

I. observation 3) 

The Region's July 30, 2008 response to the FDA 483 described corrective actions, 
including organizational changes, filling vacancies, developing guidelines, coaching, and 

,. immediately convening Material Review Boards to define the scope of problems. The 
i' response did not address failure to develop formal corrective actions. 

iv. FDA inspected ARC's Portland National Testing Laboratory (NTL) and issued an 
FDA 483 on July 25, 2008. The Portland facility failed to develop formal corrective 
actions for two major risk problems involving invalid test results due to technician errors. 
No associated blood products were distributed. (FDA 483 observation 1) Specifically, 

A. Major risk problem ' as discovered December 25,2007, for 
an invalid HIV/HCV nucleic acid test AT). The NAT was invalidated because 

.the incubation time was exceeded. The problem investigation determined that the 
error was an isolated incident due to the Christmas shift and staff being "over­
tired." The corrective action was to transfer the staff member to part-time. 
However,because the facility did not develop a formal corrective action plan, no 
effectiveness check was planned to ensure that merely transferring the employee 
prevented recurrences of such errors. The facility Quality Assurance staff closed 
the problem on January 4~ 2008. 

. ;	 B. Major risk pml;>lemBlJwas discovered May 9, 2008, for an 
invalid ABO!Rh7TP/CMV test due."error. An invalid whole blood 
number was manually entered into • :.,j alyzer. Laboratory quality' 
control staffdid not detect the incorrec w ole blood number, approved the batch, 
and received a duplicate result message. The problem investigation attributed the 
error to an isolated performance issue and the NTL did not develop a formal 
corrective action plan. 

The facility's September 11,2008 response indicated that ARC was working to 
resolve a conflict in the PM SOP related to formal corrective actions. It referred 
to a proposed modification submitted to FDA. However, on June 13 and July 22, 
2008, FDA issued letters to ARC rejecting those modifications. 

d. ARC failed to promptly develop and implement corrective actions and ensure that 
corrective actions are adequate to preventrecurrence ofthe problem.2o For example: 

I 

•• •• t ~ Uv. a I l! . 111 .­ ARC to promptly correctproblems to prevent their recurrence. ARC's Work Instructio~ 
(b) (4)	 requires that it develop corrective action plans within 30 days of discovery ofmajor ris~ moderate ;.,. 

20 
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i. During the March 2008 inspection ofARC's Great Lakes Region referenced in 
items l.c and 2.c.iii, the Investigator found that the Region failed to proI.Ilptly implement 
corrective actions related to a whole b~-up. S,,peCifiCallY"ten, months after 
initial discovery ofmajor risk proble~itwas still open, pending completion 
ofa corrective action plan. The problem was discovered on May 4, 2007, when a 
consignee notified the Region ofan ABO/Rh discrepancy that was determined to have 
resulted from a donor sample tube mix-up or blood unit mix-up. As ofMarch 8, 2008, 
the Region had no documentation ofhaving completed corrective actions, including 

i recording the correct ABO/Rh in the donor electronic records. Quality Assurance staff 
" approved the corrective action plan on August 30, 2007. In November 2007, an 

extension was requested to complete the corrective action implementation until 
December 2007. However, the corrective action only involved reviewing the problem 
with the staff member and monitoring performance. Additionally, there is no information 
in the problem record indicating that the Region considered that the ABO/Rh in the donor 
electronic records should be corrected. (FDA 483 observation 4) 

The Region's July 30,2008 response to the FDA 483 stated that corrective actions were 
implemented and a training session was held with staff. The ABO/Rh test results were 
changed in the donor record on March 10,2008, after the Investigator had brought the 
'matter to ARC's attention. The response also promised additional guidelines for problem 
management oversight. 

ii. During the April 2008 inspection ofARC's River Valley Region referenced in 
item 2.b.ii, the Investigator discovered that the Region failed to perform an additional 
investigation anddevelop additional corrective actions following a failed effectiveness 

, check for a problem discovered on February 23, 2007. The problem had not been 
corrected as of April 17, 2008, apprOXimatel.-er ARC initially discovered 
it. Specifically, moderate risk trend problem' :.I as discovered on February 23, 
2007, for' an incomplete or incorrect Apheresls' onor ontinuous Record. The 
corrective action plan was developed and approved by Quality Assurance on April 6, 
2007. Although the effeciiven~ss check was completed on June 14,2007, and did not 
'meet success criteria, tl1e Region took no further action. The problem was still open and 
uncorrected more than a year after discovery. (FDA 483 observation l.a)

" 
The Region's July 17,2008 response to the FDA 483 promised additional problem 
management oversight and a retrospective review to identify other uncorrected problems 
with unsuccessful effectiveness check results. 

111. During the May 2008 inspection of the ARC's Lewis & Clark Region Salt Lake 
City facility referenced in item l.g, FDA found that the Region had failed to promptly 
develop a corrective action plan for a moderate risk trend problem discovered on 
December 19,2006. The corrective action plan was approved by Quality Assurance six 
months after discovery of the problem. The problem remained opened at the time Of. 
~ approximately 17 months after its discovery. Specifically, trend problem • 
.~as discovered on December 19, 2006 for problems involving incomplete-or 

equires that ARC develop and 
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incorrect collection site daily set-up function check forms. Quality Assurance rejected 
the corrective action plan, but the problem manager was not made aware of the rejection. 
No additional action was taken until June 2007. The corrective action p~an was approved 
on June 15,2007 and implemented in August and September 2007. The problem was 
still open as of May 2008. The Region's September 26,2008 response to the FDA 483 
stated that a workshop was held on August 29,2008, to address timeliness of corrective 
actions. (FDA 483 observation 2) 

. 

,
I . 

iv. The Lewis & ClarkRegion Salt Lake City inspection also revealed that the 
Region had failed to promptly correct problems due to repetitive cycles of granting 
extensions for the 30 day time frame for developing corrective action plans and 
subsequently rejecting those plans. (FDA 483 observation 7) For example: 

'" 
i' 

A~ Major risk proble~staffperforming blood donation record . 
review without receiving required training) was discovered on December 26, 
2006.. An extension was granted by the Region's Quality Assurance staff to 
exceed the 30 day time frame to develop Ii corrective action plan. The corrective 
action plan was submitted to Quality Assurance in May 2007 and rejected twice. 
Five months after initial discovery ofthe problem, the Region approved the 
corrective action plan on May 29,2007, and implemented it in September 2007. 
The problem was closed in November 2007. 

f, 

B. . Moderate risk proble~roductquality control deyiations) 
was discovered on February 4,2007. The corrective action plan was rejected 
three times and finally approved on ApriI4,2007, two months after ARC initially 
discovered the problem~ However, nocorrective action is described in the 

. problem record. The record states the staff now knows how to do the task. 
Although the effectiveness check results met ARC's success criteria, the problem 
was not closed until October 2,2007, six months after initial discovery of the 
problem. . 

.,. 

,, 
( 

C. MajOrrisk"proble.llftRlla whole blood number mix-up) was 
discovered on August 21 :·~rrective action plan was submitted to 
Quality Assurance CAP and rejected in September 2007. It was re-submitted to 
Quality Assurance and approved in December 2007, approximately six months 
after ARC initially discovered the problem. The Region's September 26,2008 
response to the FDA 483 promised increased oversight and problem management 
monitoring. 

v. FDA inspected ARC's Southeast Michigan Region and issued an FDA 483 on 
July 2, 2008. The inspection revealed that the Region did not complete effectiveness 
checks in a timely manner to ensure that corrective actions were effective to prevent 
recurrence of problems. (FDA 483 observation 2) For example: 

A. Moderate risk proble~rl:IB"'failure to verify expiration dates prior 
to release of seven leukored~~ Cell units) was discovered on July 3, 
2007. The target date for the effectiveness check was November 5, 2007, but the 
problem manager did not review the effectiveness check documentation until 

I
 
I
 
t 
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t " 
1 March 6, 2008. It was sent to Qualityii\ssurance for approval on June 5, 2008, 
" 

11
I' 

~: 

seven months after the target date. 

B. Major risk probleJ8\RlW..when a consignee recei~ed a pooled 
platelet with a labellacki~ofunits in the poot2 l

) was discovered pn 
November 23,2007. The effectiveness check target date was April 30, 2008. It 
was not completed as of June 13,2008, more than one month after the target date. 

C. Moderate riskproble~four blood components released prior to 
supervisory review of the irra~ record) was discovered on June 15, 
2007. The effectiveness check was due on January 14,2008, but was not 
completed until June 5, 2008, more than five months after the target date. The 
problem was still open as ofJune 9, 2008. 

The Region's September 12,2008 response stated that effectiveness checks were 
completed as ofAugust 1, 2008. The Region conducted a review to identify other 
late effectiveness checks and completed those by August 31, 2008. Since June 
30, 2008, the Region began monitoring effectiveness checks using its APMS. 
Since July 29, 2008, the Region has been generating routine reports. As of July 3, 
2008, ARC BHQ directed all facilities to use that method to monitor effectiveness 
check completion. 

vi. The inspection of the Southeast Michigan Region also revealed failures to
 
promptly develop corrective action plans. FDA found that time frames to develop
 

, corrective action plans were not met due to 'repetitive-cycles of granting' extensions for 
the 30 daytime frame fordeveloping corrective action plans, reviewingthecoirective 
,action plans in an untimely manner, and subsequently t~jecting'th()se prciposed plans: 
(FDA 483 observation 1.a, 1.b, 1.c) Specifically, <' .,': '. >': '",' .' .' . 

A. Major risk problem a transporter checklist that was missing 
whole blood number ranges was Iscovered on February 26,2008. Four 
associated blood components were not placed on hold and were distributed. (The 
Region,thus faiied to control suspect blood and blood components.) The Region 
granted itself time frame extensions for corrective action plan development and its 
Quality Assurance staff rejected the proposed plans. The problem was still open 
on June 6, 2008, more than three months 3fter ARC initially discovered the 
problem. 

B., Major risk probleJlDnll-ost-donation information was received 
from an autologous dono;~as not placed in quarantine) was 
discovered on December 12,2007. The Region's Medical Director determined 
that the unit should be discarded. The proposed corrective action plan was 
rejected by Quality Assurance staff, re-submitted, and approved on March 19, 
2008, more than three months after ARC initially discovered the problem. 

21 ThJ number ofunits in the pool must be on the label to aid in identifying all whole 'blood numbers in a pool in onter to maintain 
traceability. 



The Region's September 12,2008 response to the FDA 483 stated that corrective. 
action plans for these probl~ms were approved by July 31, 2008. Beginning on 
July 18, 2008,; the Region has been documenting agreed-upon re-submission dates 
for rejected corrective action plans and ensuring appropriate oversight for rejected 
plans. ARC BHQ issued a coinmunication regarding target dates to re-submit 

·~ . corrective action plans. 

vii. FDA inspected ARC's Penn Jersey Region and issued an FDA 483 on July 29, 
'2008. The inspection revealed that the Region failed to promptly develop corrective 
action plans for three moderate risk trend problems that had occurred between nine and 

, five months earlier. The Region granted itself tirne frame extensions and Quality' 
Assurance staff rejected corrective a~tion plans; As ofJuly 29, 2008, the Region had 

,taken no further actions to correct the problems. (FDA 483 observation 1) For example: 

A. Trend proble~lasmapreparation tubes without gel 

I 
,separator) was discovered on OctoberJO, 2007. 

I 
B. Trend proble~apheresiscollection device defects) was 

" 
discovered on March 4, 2008.'. . , 

\ C. ' Trend problemDIBunacceptable or undocume~teddonor 
temperatures) was discovered on March 4,2008. ' 

The Region' s Sepiemo~r 30, 2008 response to the FDA 483 stated that it took 
steps to strengthen its problem management process in the Region, including 
establishing biweekly meetings for PM staff. The Region promised to develop a 
plan by November 1, 2008, to increase oversight ofproblem management PM in 
the Region, including setting specific performance goals. . 

. Vlll. During the inspection of the Great Lakes Region, FDA observed that the Region 
I failed to develop a corrective action plan within 30 days ofdiscovering that it had not 
r, applied an electronic hold to a suspect blood component and notified consignees within 
I 48 hours of initially learning that it had distributed an unsuitable blood component, as 

required by Decree paragraph X.E. Specifically, on December 4,2007, the Southern 
California Region notified the Great Lakes Region that it received post-donation 
information regarding a blood donor's suitability to donate. The Great Lakes Region had 
transferred a unit of Fresh Frozen Plasma from the Southern California Region and 
distributed it on July 13, 2007. Great Lakes did not apply a hold to the unit on December 
4, 2007,'',~:.,j' also did not notify the consignee. The Region opened major risk 
proble~onJanuary 1,2008. As ofMarch 4,2008, the Region had not 

.f 
f 
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I 

1	 developed a corrective action plan. Regional Quality Assurance staff granted an 
extension to develop the corrective action plan to allow for additional "discussion with 
staff." Quality Assurance then rejected the plan on February 28,2008.. 

The problem investigation determined the root cause was "Staff involved did not think 
this situation applied to the procedure for consignee notification and gaining control of 

I the unit." The rejected corrective action plan was to review procedures and provide a 
training session~ Additionally, neither the investigation, nor the rejected corrective action 
plan addressed verifying consignee notification when ARC blood or blood components 
are transferred between Regions. Further, neither ARC's investigation, nor the proposed 
CAP, addressed the lack ofan SOP requiring verification ofconsignee notification and 
retrieval in such instances. (FDA 483 observation 2.c) . 

I 
I, 

The Region's July 30, 2008 response to the FDA 483 stated that ARC was revising its 
, SOP pertaining to transferred blood and blood components and consignee notification. It 
also promised to provide system-wide training for controlling suspect blood products by 
May 30, 2008. The response disputed the lateness of the corrective action plan; 
however, the Decree Paragraph IV.B.I. requires prompt correction ofproblems and 

. 1. . ARC's recOrdd~S not~ustify Pro~i~ m~tiPle time ~e extensions. 

This IS not mtended to be an all-mcluslve lIst ofvlolatlons m: ARC facIlItIes. 
" 

* * * 
I 

ORDERS 

~	 , . 

Paragraph VIII of the Decree provides that "[i]n the event that FDA determines, based upon 
inspection... review ofARC records, or other information that comes to FDA's attention .. ; that ARC is 
not (ollowing any SOP that may affect donor safety or purity or labeling of blood or any blood ' 
component has violated the law; has failed to fully comply with any time frame, term or provision of 
this Order FDA may order ARC to come into compliance with the law, ARC SOPs, or this Order, 
asse~s penalties, and/or take any step that FD{\. deems necessary to bring ARC into compliance with the 
law, ARC SOPs, and this Order." FDA directs ARC to do the following: 

1. : Commencing with the first full calendar month following receipt of this letter, provide to FDA 
eaclimonth thereafter a summary of problems involving failure to control suspect blood products. Such 
reports shall identify the responsible Region; provide a factual description of the occurrence, the dates of 
occuj'rence and discovery, the number of affected blood products, and the corrective action plan; state 
whether and when consignees were notified; and include a copy of the corrective action plan. .: ithin 30., days of receipt of this lette~, provide to FDA all records related to System problea 
• • __'. Also report to FDA the ,opened m March 2008 to address fmlure to control s 'Wstatus all corrective actions associated with System Proble , :.I d provide current statistics 
involving mismanaged suspect blood product, including the n er 0 erroneously distributed units of 
bloo~ or blood components. ' . . 

3. ' Perform a retrospective review to identify all overweight units collected in each region beginning 
with,the date that BHQ instructed the Regions that overweight units do not need to be managed as 



Pag~ 21 - Mr. J. Chris Hrouda 

problems in accordance with the Decree. Report the results of that review to FDA within 90 days of
 
receipt of this letter. Also, report whether ARC has.excluded other problem c~tegories from the Decree
 
problem management requirements. If there have been other exclusions, perform a s~i1ar retrospective
 
review and provide the results to FDA within 120 days of receipt of this letter.
 

. 4. I Conduct a study to determine the feasibility of a retrospective review ofth;(b) (4) 
'~andBlood Donation Records to identify donors whose. gender was inc?rrectl~ entered 
~screened correctly as a result ~ The scope of the retrospectIve reVIew must 
include January f006 through implementation o~Report the results of the feasibility study to 
FDA. within 60 days of receipt of this. letter. Addit~vide a list of all donor gender-related 
problems that have occurred after the May 12, 200 .• :.I' plementation date. .	 . 

* * *
 
,
 

For the reasons stated above, FDA has determined that ARC did not comply with the law, ARC SOPs, 
and the Decree. FDA regards the violations discussed in this letter to be significant. We are continuing 
our evaluation of fines and alternate or additional regulatory measures, and our decision on those matters 
will be communicated to you separately.. However, we decided to send you this ADL at this time to 
notify you of the violations that we found so that you would take appropriate action to address them and 
to is'sue the orders set forth above. 

• 
\	 . . 

As provided in the Decree, ifARC agrees with this adverse determ~ation, it shall within 20 days of 
receipt of this letter, notify FDA of its intent to come into compliance with the Decree and submit a plan \:,l 

to do so. If ARC disagrees with FDA's adverse determination, it shall respond in writing within 20 days 
of receipt of this letter, explaining its reason for disagreeing with FDA's determination. Your response 
must be submitted to me at the Food and Drug Administration, Baltimore District Office, 6000 Metro 
Dri~e, Suite 101, Baltimore, Maryland 21215, with a copy to Karen Midthun, M.D., Acting Director, 
Center fot Biologics Evaluation and Research, 1401 Rockville Pike, Suite 200 N, Rockville, Maryland 
20852. . 

Sincerely yours, 

I 

J , 
Evelyn Bonnin 
Director, Baltimore District 

I·
Attachments 

j 

cc:	 Gail J. McGovern 
President and CEO 
American National Red Cross 
2025 E Street, N.W. 
Washington, D.C. 20006 
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Eva Quinley 
. Senior Vice President for Quality 
" and Regulatory Affairs 
I American National Red Cross 

2025 E Street, N.W. 
Wasmn~on,D.C. 20006 

Mary Elcano 
General Counsel, 

, . American National Red Cross 
2025 E Street, N.W. 

I Wasmn~on, D.C. 20006 

Bonnie McElveen-Hunter 
Chairman, Board of Governors 
American National Red Cross 
2025 E Street, N.W. 
Wasmn~on, D.C 20006 

..' 
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