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" RE: United States v American National Red Cross, Civil Action No. 93-0949 (JGP)

: Deér Mr. Hrouda:

In late 2007, the Food and Drug Administration (FDA) received reports from New England Region :

. (New England) and Southern Region (Southern) of the American National Red Cross (ARC) that a total

- of six Washed Red Blood Cell (Washed‘RBCs) units had been processed improperly using hypertonic

saline(1.6%), instead of sterile normal saline (0.9%), and were distributed and transfused to three
recipients.’ FDA subsequently cénducted inspections limited to evaluating the investigations and
corrective actions undertaken by New England and Southern following their discovery of these
violations: FDA investigators ingpetct"ed New England’s manufacturing and distribution facilities,
located at 32 North Prospect Street, Burlington, Vermont and 180 Rustcraft Road, Dedham, '
Massachusetts, on February 4 and 5, 2008, and on February 11 through 14, 2008, respectively, and
Southern’s manufacturing and distribution facility on December 3 and 4, 2007. ‘

The inspections revealed deviatio{ns from the law, regulations, and the Amended Consent Decree of

Permanent Injunction (Decree) erfltered on April 15,2003. At the conclusion of the New England’

. " .inspection, the investigator issued a Form FDA 483; Inspectional Observations (FDA 483), a copy of
o which is attached hereto. ARC résponded to the FDA 483 by letter dated March 31, 2008, and FDA has

reviewed that response. Pursuant to Paragraph VIII of the Decree, FDA is notifying ARC of its

determination that ARC ha}s' violatted the law, regulations, and the Decree. The violations are:

N .

-1 Washed RBCs are prepared by washing red blood cells with and re-suspending them in sterile normal saline (0.9%) using automated or manual methods.

- This process removes approximately 99% of plasma proteins, elecirolytes, antibodies, and cell debris that may predispose a patient to recurrent or severe
transfiision reactions. Washed RBCs must be usea within 24 hours of processing because the process is accomplished in an open system, which increases
the risk of bacterial contamination. Use of hypertf)nic saline to wash red blood cells may cause a temporary adverse health consequence but is unlikely to
cause a serious one. The potential hazard is considered temporary and reversible without medical intervention. '
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1. Farlure to review all.records pertment toa lot or unit before the release or distribution of a lot or unit

" of final product as requlred by 2] CFR § 606 IOO(C) and 21. CFR §211. 192 For example:

a. On November
Washed RBCS 4

New gland reported to FDA that it ‘-had dlstrrbuted two units of

2007,

~second party reviewed the Washeld RBC Log untll November 16 2007.

b b On October 3, 200? and’ November 7 2007 Southern reported to FDA that it had dlstrlbuted
“"a total of four units of Washed RBCs washed i m 1. 6% sahne, instead of the required 0.9% (normal)
‘ salme F DA’s review of Southem 'S Washed RBC Logs for the four umts found the following:

P Washed RBC ,’ was washed and dlstrlbuted on January 24, 2006. The
second party review of. the Washed RBC’ Log was performed on January 25, 2006.

ii, Washed wJ,,,_ L e . B were washed and
distributed on September 22 2007 The second party Treview of the Washed RBC Log was
: perforrned on September 27 2007 S Ly _
2 Fallure to establish.and ma‘mtalm written’ standard operatmg proeedures (SOP) including all steps to -
‘be followed in the collection, processing, compatrblhty testing, storage and distribution of blood and
blood components for transfusmnl and further manufacturlng purposes, as required by 21 CFR §
606.100(b). Spemﬁcally, ARC hds no SOP requiring a second party to review processing records prior
to distribution of blood or blood domponents, mcludmg but not hmlted to, the Washed RBC Log. . For
- example . .

a F DA’s inspection

. processes “is performed ona routrne basis.” it does- not state that such reviews must be performed prior
to dlstrlbutlon of blood or’ blood eomponents

AR - tablishes “[w1th1n 10
e for rev1ew of the Wasked RBC Logs.

: dys of er 'onth”'as the targci’:t’ti f

ARC ] March 31 2008 response: to the FDA 483 1nd1cates that New England staff respon31b1e for

- performing red blood cell freezmé, deglycerohzmg, and’ washmg processes and for reviewing the related
records have been informed of the pre-distribution review requirement. The response also states that
ARC’s Biomédical Headquarters staff agrees that. such logs must be reviewed prior to distribution of
blood components and will issue system-wide guidance, including a training implementation plan, by

2
W3 N B
T - - . ¥

| manufactunng mformatron pertamlng to Washed RBCs. FDA’s review of Néw England’s Washed RBC .
Log for the two units. found that they were washed and distributed on November:15, 2007. However no - :

F
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April 30, 2008. Although FDA t
had such procedures already in p

3. Failure to promptly, thorough
recurrence of each problem, as re
investigations conducted by New

" Washed RBC Logs, in accordanc
problems. For example:

SRR R e |
L G Ll

elieves these are appropriate and necessary. steps, ARC should have
lace pursuant to its obhgatlons under FDA regulations.

y, and adequately investigate, correct and take steps to prevent the
quired by the Decree, Paragraph IV.B.1.a. ii.> Specifically, the
England and Southern into the distribution of unsuitable Washed
heir root cause determination did not identify the failure to review

> with 21 CFR §§606.100(c) and 211.192, as contributing to the

a. Southem documented the pr

problem was caused by the employee thatno superv1sorwas 1nvolved that procedure instructions” are

adequate -that associated records
supervision is adequate. The roo
were the correct conicentration.”

t cause is documented as *

do not “provide or suggest evidence to be considered,” and that
‘...staff failed to verify that NaCl solutions
The corrective-action plan for the problem was approved by Southern’s

Quality Assurance Manager on November 8, 2007.- Neither the investigation nor the corrective action

plan addressed (1) Southern’s fai

lLure to perform a second party review of the Washed RBC Logs before

distribution of the units, and (2) ARC s failure to establish and maintain an SOP requiring such review.

response to the pre-printed quest1

New England documen

. The {550 tates that the problem was caused

'by an employee that no superv1sor was mvolved and that procedure instructions” are adequate. In

on, “Do associate records prov1de or suggest evidence to be

_ con81dered ” New England respohded “N/A.” The'root cause is documented as “The staff member

Jfalledtovenfy the lot # of the sal

2007, The investigation and the correc

ine solution whendocumenting the lot # on the Washed RBC Log
[P for 1.6% was recorded instead of ‘which identifies the

0. 9% solut1on » The 1nvest1gat1on was approved bya Quality Assurance Assocrate on December 10,

tive action plan do not address (1) New England’s failure to

perform a second party review ot; ithe Washed RBC Logs before distribution of the units, and (2) ARC’s
failure to establish and maintain an SOP requiring such review. New England’s March 31, 2008 FDA

483 response does not address thi

s 1nadequate investigation and corrective action plan.

This list is not intended to be an all—inclusive‘list of deficiencies at your establishment, FDA has-

reviewed ARC’s March 31, 2008
corrective actions and evaluate th

. 2 The Decree defines “problem” as “any deviatiol
timited to deviations reported in ARC Clarify repg

deviation reports, internal deviation reports, trends,

response to the New England FDA 483 and will verify the promised

eir effectiveness during future inspections of ARC facilities.

* ok *

.

n from the law, ARC SOPs, or this Order, however discovered, recorded, or reported, including, but not

rts (and/or in-any other successor or similar deviation-reporting systems and/or reports), biological product
adverse reaction reports, lookback cases, cases of suspected transfusion-transmitted disease, potential

- system (systemic) probleéms, system (systemic) prbblems, supply and equipment problem reports, FDA_-483s, compliance-related FDA correspondence,

intemnal and external audit reports, and retrievals.”]

Decree, Paragraph I11.B.52.
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f Paragraph VIII of the Decree pro

. review of ARC records, or other information that comes to FDA’s attention .

vides that ‘[iln: the event that FDA determines, based upon inspection
. that ARC is not

follewmg any SOP that may affect donor safety or the purity or labeling of blood or any blood

component ..
this Order ..

.; has violated the l‘aw has failed to fully comply with any time frame, term or provision of
then FDA may order ARC to come into compliance with the law, ARC SOPs, or this

“Order, assess penaltles and/or take any step that FDA deems necessary to bring ARC into compliance

with the law ARC SOPs, or this

F or the reasons stated above, FD.
and the Decree Therefore FDA

1. Perform a gap analysis of AR
distributed prior to second party
+ 211.192. Within 60 days of rece
plan to correct any detected defici

2. ARC’s March 31, 2008 FDA

Order.”

A has determmed that ARC did not comply with the law, ARC SOPs,

orders ARC to do the followmg

C SOPs to ensure that all blood and blood components are not
review of relevant records, as required by 21 CFR §§ 606.100(c) and
ipt of this letter, report the results of the analysis to F DA and prov1de a

iencies.

1483 response states that by April 30, 2008, Biomedical Headquarters

will provide system-wide guldanlce pertaining to second party review of manufacturing logs. Please
certlfy to FDA whether and when lmplernentatlon of that guidance was completed. :

3. Records related -
conducted a retrospectrve review

RS state that as part of its mvestlgatlon New. England
of Wasked RBC Logs that were completed by the employee

responsible for using the 1.6% saline..-However, FDA 483 observation 3 .indicates that ARC has not

provrded instructions for performing the second party review of Washed RBC Logs and that the manner

in which such reviews are to be performed may not detect inaccurate information recorded in the logs.
“For example, reviewers check for omission of required information and incorrect dates, but do not verify

the accuracy of required informa

" 2008 FDA 483 response to obsetv

tron such as the 1ot numbers of supplies and reagents. ARC’s March

ation 3 does not state that ARC will expand the retrospective review

of Washed RBC Logs to detect whether any errors were made by other employees but were not
identified during the second party reviews. Please expand the New England retrospective review of
. Washed RBC Logs to include those completed by Other employees for the period January 1, 2007,

- through the date on which ARC 1mplemented system~w1de guidance pertaining to second party review'
of the Washed RBC Logs Wlthm 90 days of recelpt of thlS letter please report to FDA the results of

that retrospectlve review.

4. Within 120 days of receipt of

this letter identify all Regions that have not complied with 21 CFR §§

606.100(c) and 211.192, including New England and Southern, and expand the record review to include
Washed RBC Logs in all such Réglons for the period May 1, 2005, through the date on which those
Regions implemented the system-w1de guidance pertaining to second party review of manufacturing
records, as describéd in ARC’s March 31,2008 FDA 483 response. Please report to FDA thé results of

the expanded review and provtde

'5. ‘Ensure that each Region has €
 manufacture Washed RBCs and |
incorrect saline concentrations. -
Regions’ evaluations and. correcti

copies of all problem reports opened as a result of the review.

valuated the processes equipment, supphes and facilities used to

has implemented corrective actions, as necessary, to prevent use of -
Within 90 days of recelpt of this letter, report to FDA the results of the
ive action plans developed as a result of the evaluations.




the first ten days that FDA had t@ review the March 2008 483 response.’
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6. Within 30 days of receipt of this letter, provide to FDA copies of problem réports and files related to

the investigation and corrective action plans that address the fallure of New England and Southem to

correct the problems, spemﬁcally, S
My respectively.

adequately investi
T e

7. The Decree required ARC to complete the followmg assessment by mid-August 2003: “complete an
assessment of the QA/QC program to ensure that it is comprehensive and that all ARC blood and blood
components are collected, manufactured processed, packed, held, and distributed in compliance with
the law, ARC SOPs, and this Oraer and have the purity they purport or are represented to possess. The
results of such assessment shall be reported, in writing, to ARC senior management pursuant to
paragraph XI herein, and to the ARC Biomedical Services Committee and the Audit Committee of the
Board of Governors within 10 days of completion.” Decree, Paragraph IV.B.18.a. ARC was not
required to furnish the assessment report to FDA ‘at that time. ‘Within 20 days of receipt of this letter,
provide to FDA a copy of the assessment protocol and the assessment report.

. ¢

For the reasons stated above, FDA has determined that ARC did not comply with the law, ARC SOPs,

B and the Decree. Pursuant to Paragraph IX of the Decree, FDA is assessing two per diem fines -- one per
. diem fine for one violation in each Region. More specifically, FDA is fining ARC $6,000 for each day

on which a violation occurred in|Southern and an additional $6,000 for each day on which a violation

- occurred in New England during|the relevant periods described below. The relevant periods will run:

(1) for the Southern fine, from November 8, 2007 (the day on which the Southern Quality Assurance
Manager approved the madequate investigation and corrective action plan for Exception Report E-
0184040) through April 10, 2008 tens days after ARC’s March 31, 2008 response to the FDA 483; and
(2) for the New England fine, an additional $6, 000 for each day from December 10, 2007 (the day on
which the New England Quality Assuran iate approved the inadequate investigation and
corrective action plan for . B through April 10, 2008. These fines accrue
from the date of the violation, hfough he ime 1t ook for ARC to submit its 1nadequate response on
March 31, 2008 to the FDA 483 assucd on February 14, 2008, through Aprll 10, 2008, which includes
The subtotal for the fine is
$1,668,000 ($930,000 for Southdrn and $738,000 for New England). There will be an additional fine
amount yet to be determined for the number of days it takes ARC to submit an adequate compliance

- plan. If the compliance plan is not adequate, »addltlonal penaltle;s may be assessed.

We have assesséd two per diem f}incs’ (Nm;er'nber 8',' 2007, through April 10, 2008 and December 10,
2007, through April 10, 2008, respectively) because FDA investigators documented multiple violations

of the law in two Regions that re
failed to identify, investigate, anc
of ARC’s systemic quality assurz

3 Although ARC’s March 31, 2008 respc

Sulted in distribution of six unsuitable blood components and that ARC

| properl’y correct. These fines are warranted given the chronic nature
ince problems. Because these violations arose at different facilities, it

onse to the FDA 483 related specifically to the violations in New England, FDA will

use this correspondence to terminate the fine for Southern as well, particularly given the similarities in the violations in the

two regions.




. Mr. J. Chris Hrouda |
Page 6

20852

- ATTACHMENT

- appears that they represent, not isolated incidents, but a mcarfe?~ pervasive failure to institute processes and

procedures to adequately protect the public health.

The total fine assessed pursuant to this letter, while substantial, is significantly less than the maximum -
possible fine for these violations authorized under the Decree, because there are other methods that FDA

~ could have used to calculate the fine. First, because multiple violations involving six blood components - -

occurred in each Region, there were many days on which several violations occurred simultaneously.
Thus; under paragraph IX.A. of the Decree, FDA could have charged “up to $10,000 for each violation

~-and for each day described in FDA’S [ADL]” instead of the single per diem charge for each Region.

That ﬁne could have been up to $1 5,780,000. Second, under paragraph IX.F.4 of the decree, FDA could

~ "havé penallzed ARC not only for two instances of inadequate problem management but also for each

failure to review processing records prior to distribution of blood components and the system-wide
failure to establish and maintain LSOPS that ensure comphance with 21 CFR §§ 606.100(c) and 211.192.
That fine could have been up to $23,420,000. FDA did not impose these cumulative per violation and

- per diem ﬁnes here and instead chose to impose a single per diem fine for each Reglon Please also note

that our decision to not cumulate the fines for these violations does not bind us in any subsequent ADLs.

: ParagraphIX.F .5. of the Decree Ltates that “All peﬁalties assessed imdér this Order shall be based oh the

year in which the violative co,ndt{lxct occurred. The annual cap amounts described in paragraph IX.F.1. of

this Otder shall also be attributed solely to the year in which the violative conduct occurred.” The
penalty period described in this letter includes violations that occurred in 2007 and 2008: $456,000 of
 the fine is attributed.to 2007 and|$1,212,000 is attrlbuted to 2008. ‘

- As provided in the Decree, if ARC agrees with thls adverse determmatlon 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

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
Drive, Suite 101, Baltimore, Mal%yland 21215, with a copy to Jesse Goodman, M.D., M.P.H., Director,
Center for Biologics Evaluatlon and Research, 1401 Rockvﬂle Plke, Suite 200 N, Rockv1lle, Maryland -

' Sincerely yours,

Loyt

Evelyri Bonnin
Director, Baltimore District
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