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. Mr. Thomas Cycyota .. 
President and Chief Executive Offker 
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6278 South Troy Circle . . 
Centtial, Colorado 80111 
. 
ReL # - DEN-02-13 

Dear ‘Mr, Cycyata: . 

.-‘. 
‘. . 

4n inspection of your km located at South Troy Circle, Centennial, Colorado, was’ 
con.ductcd between February 11 and 3, ,2002. 
processes humau tissues 

Q&-inspection determined that yoy f-k-n 

deviations of regulation& 
Our investigators documented sign&ant 
transplantat+ set forth al Tille 21, Q& 

of Federal Rczulations_ under the author-iv of Section 361 of 
the Public Health to prepare, validate, and follow 
written and cross-contamination 
during processing as requirad by 2 1 C 

1. es based on a review of donor processing records, as 

a. i % was processed through 
This tissue w*cls 

b. was positive ftir Clom-idium 
cro%$$&sm, WI-&h is unacceptable for processing 

this tissue was processed and 
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disc=pacy during our inspection. Tissue distribukd Tom this donor was 
subsequentlyreca.Ued. 1 ‘,- ’ 1 ,. ,: - / -1 : ). _._ 

c. According to your procedure, ti$vei that tie positive fo? Category II 
microorganisms are req&e$k%k’~~ated a&d processed separately after 
processing tlk rest of the donor’s tissues to preveqr cross-contamination. Your 
records do not irkkate that you always follow thebe procedures. For example, the 
ribs of Donor )( ‘X were positive for Group C j3&~eptococcus and were processed 
through the. )C \c X K x before’ other tissues from the same rionor. 

d. With respect to Donor x’ % your records ipdicate thal on January 3,2002, the 
Operations Proclessing Rdease Revikti foti a$ a Notice to the file, required pre 
debridement cultures to be $ken on aI_! tissues. ?$ese tis’sues were originally shipped 
to AlloSource on July 25,2q01’,‘bu~,yv~r~ not r,eceived until July 27,2001. Your km 
retnmed the shipment on O~~obk 25 TOOI, due to the delayed receipt and to the fact 
that the shipment was n&xi to l&e been received with “minimal or’k‘dry ice.” The 
tissues were rctumed to AllaSour~e on December 19,200l and wcrc acccptcd, 
although there was no domentation of:the,rationale for apxptance. On January 3, 
2002, the Mtiic;lJ Kecor@ T.?c@$iq.&dor;ed the records to indicke that the 
medical records and seroldg$&i$ n&&biology review were found acceplable and did 
not require: the Merlkil Dirtctor’s evdudtion, aIth+gh the prc-debridement cultures 
were not performed wAl’Jitnk$u+ 9; 2002. ‘In’dddition, althougl~ procurement tissue 
cultures for the left and tight iI.ia $%?e p&v& foi Category II microorganisms, pre- 
debridement cultures were not taken. Moreover, AlloSource processed the right 
ankrior tibialis along with other tissues from this donor although tiere were no 
procurement culture resulls a;ed the results ofBe pre-processing cultures were not jlet 
hOWlI. .i / .,L :,,-.,; ,-L a i 

~; ., *_ .,A,.2 I * ,.. 
e. Your firm contin& to use ‘& ystem to process tissue although 

microbiol6gical testing results iadictie$i& at times, the number of microorganisms I - 
cxcccd your specifications. 0rgaiSs&‘s’ticluding Pseudomonas aemginosu, 
Sphingomanas paurimoblis, PsardonioZrcisJluorescens, and Burwtolderia cepacia 
have been identified born point-of-use knples taken by your firm. These 
microorganisms are identiii~‘,~r$Qr Bdctetial Reference List for Processing of 
Tissue as bacteria lhat require’ se&idarjr %teriIization if recovered from tissue 
cultures. This watei’ is usti tb’pro$ess ddnor tissues including use as the fbai rinse in. 
t.ht: purge and soak proces?. ” $?o$ go&&t X ->( w’ = x X 
k -defines the acceptable l&its for-y& hi?& burity water system as X 
)c%% Review of your records indicated that ydixr water system excteded this 

timit On 29 out of 1011 days monitored during the time period August 28,2OO1 and 
February l&2002. %‘.1,: , ,.: 

+ _s \- . 
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There is no assurance that the x F Y’Y$’ syskm used 10 conducz microbial testing 
will perform as you intend. The X X ‘2( system was developed oxiginaIly for 
the ana.lysis of’cbnica1 blood cultures, however, AlloSource is using it to conduct 
sterility testing of rinsates 6om -aSeptically processed tissues. There is no evidence 
that residue Tom solutions used during aSeptic processing do not inhibit the growth of 
the sterility t&t media. Also, a.Itliough you use up 10 *milliliters of sterile butier 
solution to rinse t.issu~T, chly ‘<%!hlili~e~ of z-ins&e is used during testing. There is 
no rationale for this practice., 1 ’ ,. .I 

‘a ._ i. i i>? ,s ‘_. ~_ .I. ‘ . 
Failure to prepare written procedures. ’ : L 

There is no evidence that employees w&ng &I the cleanrooms follow appropriate 
practices. For example, our Lrlvestigators observed that operators di,d,not disinfect 

’ their hands after matriptiating tissues for an extended period of time, and there was 
no disinfectant solution avaiIable in $e cleanrooms for the operators to use. No 
procedures are in place to monitor the pro”cekmg operators’ hands after their shifts. 

.- : I_’ ‘; . *ir 

111 addition, the following observations fkrth” s&‘&d that~you either did nor prepare or did not 
hllow written procedures to prevent inf&ctio% disease contamination or cross-cohtarni.&on: 

-.-c “, ’ 
a. Several discrepticies were-noted h tl& r&ords for donor XX Procurement 

microbiological cuBu.re results were$correctIy recorded in&cating that the right-side 
faxia lata was negative, when -ihe tissue was actually positive for coagulase negative 
SfcphyfocoCcus; your records tidipate that the ieft femur was positive for 
microbiological g.~owth when the testing Iabozatory reported me tissue had ‘No 
Growth.” ,- 12 -*it . 

6. AH tissues from donor X ,)crwere to be irradiated per the Processing Plan as x of 
)( ’ tissues collected were positive for such organisms as Enterococcw sp., . 

hromonas hydrophilrr, acid Group D Stiejtoco&&. Final sterility results Sor tissues 
)c and ‘%were reported separately on‘ the~A&ptid’P&&ing Results record. The 
renxhder of the tissues we%feported on $e Ii-radiated Packaging IResults record. 
There is no’ evidence to demo&tra.$ t&k tissues K and I( were irradiated. 

_i : j j .._ ,* ,.i ,~ 
c. Bti dcmineralizcd ~OJ.E rn@~& produced fr-om Donor X )( tested positive fix 

Propionibacterium ~3. Records indicatb that &is product was reworked and 
repackaged due to the presence ofa ‘&reign body,” howevkr> th.ere was no indication 
that the reprocessing included a )‘r;c +& “>c % to address this positive sterili& test. 
The tissue was ieleased for distribution’tier repackaging. 

,: 1 a.+ : -. :. ” 2 ::. ) -I 
In addition to the deviations noted above, the inspe&r~ identified other’i’shes of general 
concern which OUT investigators discussed with you at the conclnsion of the inspection. 
parbcular, during the inspection the investigatoks discovered that you had stopped the 

In 

reprocessing of tissue that had been, associated with a product withdrawal due to possible mold 
i i,‘! : ‘1% c, ‘i :’ . L * 

. _ClI.. * 
-. -, .-. ~’ , i . . . 
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contamination based on your dcterr~tiat.ion that thk tissue was suitable for distribution without 
further action. Your de&iron appears to have been based on a scientifically unsubstantiated 
conclusion that the microbiolo$cical test media and not the tissue was contaminated with mold. 
Even alter FDA informed you that your conclu$io~ were not scientifically supportable, you took 
no action to either reproc’ess or destroy the reeaXIed tissues. ,I ! “. 

, s 
h a result of the deviations identified during the IFDA inspection in April and May 2001 and 
contained in FDA’s letter to you dated O’otober 9,2001, AlloSource promised corrective actions, 
including the validation of various processes to prevent contamination or cross-contamination of 
tissue during processing. In letters dated ApiiI $2002, and May 20,2002, you notified FDA 
that some of the validations would not be completed by the times originally promised, including 
one c;ritical validation concerning the ability of y&r tissue swabbing technique to properly . 
recover microorganisms. As you know, the most recent,inspection at AlIoSource was titiated 
following a eom@aint that you had distribut&)d tissue contaminated with bacteria. This 
iuspection again identiiied significant deviations fr-om the applicable regulations related to 
prevention of infectious disease contamination &id ~ro&-?%nta~%$xttion of tissue during 
processing. ;- 

We ~xknowladge receipt of your written resEr@ dated April 24,2002, which addresses the 
mspcctioual observations on the Form%DA 483 &sued at the close of the most recent irqection.. 
We have reviewed the contents of your respo.nse: Corrective-actions addressed in your letter may 
be referenced in your responsd to this ietterias ippropriatc; however, your response was 
inadequate to addre&‘bur concerr‘,s. ‘Our comments ;e&rding corrective action are detailed 
below. The items correspond to the observations listed on the IForm FDA 483 : 

p, L ..-, .+,,-q _ I 
J. .a. hi your rcqonse, you~tate the tissue chat WC& identified as not being subjected to your’ 

Lhm’s x x y< . procedure’ihd no%&&ated safety issues. This tissue w& later 
reported to you to be associated with a post”operative bacterial infection in the recipient 
and had to be explanted. Your Feb 02 memo to file submitted in response to 
this observation impliq that as the s taken had “No Growth,“’ there 
does not appear to be a coutamin $o’&e or the procurement facility. 
R:owever, as you stated in your April $2002 letter to Mr. Steven MasieUo, Director of 
the Oficice of Compliance, Center for Biologics Evaluation and Research, “. . .tbc swab 
method is known to have some limitatio$ especially in our application.” Your 
conclusion that the tissue had no safety issues is inconsistent with the report from the 
consignee and the known limitations of the testing method employed by your firm. 

‘-< .,f‘̂ ,i . 
1 .b, ‘P : 4 i si -,: ’ 
lx & 
I .d. 1 Your reqonse states that an addiiion&e$iew was effective April 9,2002 and that Work 

Instructions being revised to address this’ add$onalretiew step $ll be revised to reflect 
this change no la&r than May 15, ‘2002. ‘This’Work Instruction should be written btlorc -- 
thenew procedure is implemented. L- L’ ’ 

i’ _. 
1 .e. 1 This observation involves the failure to follo$ w&en procedures. As slated in your 



, response, the recovery agency’s mcdii;ai d.&clor classified &is tissue as unacceptable due 
to the diagnosis of Alzheirn$‘s-ij$~~e:.i Yo& Medical Director changed tht diagnosis 
to “Senile Dementia” and the tissuq%zaccepted. According to your procedures, 
Alzheirner’s DiseFe was an exclusionary diagnosis akd our investigators noted that 
hospital rt?coTds for Qis patient listed this & an &Ming contiition in 1993. We disagree 
with your skttem&t that cha@ng the diagnosis constitutes medical discretion, Your 
response states that the donor criteria that was in place a$ the time was directed towards 
donors that had an acute onset of dementia where there would he a concern of contracting 
a slow virus disease such as CJD. This-is not etident<in your written procedures. It is 

, imperative that your staff; in’cluding yoti Medical ~i&~, follows your firm’s written 
procedures.’ Our obskation &kerns the lack of aL&erence to established criteria. 

!- . . . 
1-f Our review of the June Zj, 2001, memorandum submitted with your response concerning 

the .invkstigation of foreign particles in your product notes that your firm observed the 
Iids and rims of carboys used to prepye @@er,~olutiorts werT;heavily soiled in what 
appeared to be mold. It apfl&s’$qti’$&$ gesponse that you have made no attempts to 
aualyze this “grime” and’the‘iefore’ $ti haie no-rekl knowledge as to wl~ethtx this may be 
a source of potentid microbial contaminatitin. 

-I .:] ;? / tr c ,,I .; .I ,. I ,, 
The rework docments submitte&wi&~o~re$&&e for.tissues k and )(-for donor 

x ,‘; were not available or were nor pI;esenred 10 our imkstigators ti the time ortbe 
inspection. The purpose uf our obsezktian is to point out that it is essential that your 
firm perform. an adequate review of your records immediately upon the conclusion of 
processing in order to detect ~~~~p&ic%,s and/or errors to prevent the release of 
unacceptable product.. ’ -,‘I- i -.- r 

.‘,-7 ‘, . _., 1,; , . . . * . 
I.i.1. 

1 .i.2. 

This ohsenration surrounded your acceptance*of &sue in December 200’1 that h&d bctin 
previously rejected in July 2001 duet6 tkl&k of dry ice in. the shipping contakzr. In 
your response, you state that the decisio8to kcept the tissue was included in a deviation 
rcpoxl and included thd report in your resp&se. _ We reviewed;the deviation report and 
found nothing in it that provides”&~~~~ti~~~$ ratio$ale for acceptance of the tissue. 4-t ” L +,, 

I. ‘i ‘1 

As a Zesult of the issues SurroLinding the tisshe accepted in the item above, your 
microbiology supervisor order&d adcktibnal zu.icrc6iolo&cal tests, however, the tissue wan 
deemed acceptable for processing b&f&&‘tbeytes6 %&s? complete. In your response, you 
state that all required irti~rmation %vas available for release 6f the tissue in accordance 
with your standard procedures. Based on the‘information you provided, your decision lo 
cons<der the tissue suitable for processing pribr to receipt nf the additional tests is not 
compelling from a scientific standpoi&. : ‘li : <- I :I i -s 

0 
l-i.5 In your response, you spate that it was your’ decision’to accept ti.s&es with no . 

procurement sainple microbiological test r&Its kd process the tissues “ al rislc.” 
Without the procurement sample resuk.s, ych have no way oPknotig whether the level 
and type of contaminaljon pres‘tit ‘in’& &&tie is’ acceptable for introdu&on into the (I \, 

, L - J-, -. ‘1 
, ..L.,i 

is 4 
:; iv.. r:-, t. ,, & 

5 

1, : i. li j . . 
1  i 

2. b  
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processing environment, ‘ad p&&n~ tissue ‘/ at risEr” is inconsist’l W iti 
manufacturing operations in a vali&Ied~~p,rocess. 

l-j.2 The documentation attached &I $em-,lIj.i+sbow$ @e results af your microbiology testing 
indicating no groti on tissue x .howe&, th&& no docuinentation attached 
demonstrating th& this tissue was subjected to in-adi+ion, as required by your processing 

. plan. Our concerns involved the la& of evidence that this tissue was irradi,atted, not Ihe . . 
fact that the cultures were incorrectly reported on the wrong folm. 

. 3.a The work instructions listed in your Response, WI 321 .Ol and W7 1006.08 were not 
included. Thcrcfore, we are unable to evaluate-tie adequacy of your proposed changes. 
WI 3 15.11, although attached to your regly, did.not iwlude the last page (page 3) and 
therefore, we are unable to comment on the adequacy of this procedure, as well. 
However, with regards to the suitability of a final 
)( 

Ater the _ 5x, 
procedure, please be aware.that all the steps preceding this final iinse wwld need to 

bc fully va&datCd to as& tha[“all iofiWati& including all spore-foeg organ& 
or en&toxins, is ebkdted.. *. * G;*z--‘.,> I+ ,- 

.., 

4.b lh you Tesponse, you state thsit p’&-fo~tia&B qualification studies were performed for the 
‘x X % microoxgatisliz tesi s~&ti;‘including seeded solution studies, Howevei: . 

the x % % syslem. is i&ended 10 be used with blood and other normally sterile 
body fluids, and you are usidg U&&t&n id;‘tdst &sate samples of tissue. You have not 
demonstrated that this aprlicatioti iS ad &$opdate’u~e ‘of the )< XX-: system. %1 
addition, as you have not completed bacteriost~is/fungistasis testing on your sterility test 
process, it is impossi.ble to concIude that the x a system is appropriate for yciur 
use. i . ./. ,. I L -. -- ./ . . %a bz.‘? Le.* :.. . - 

7. In your response, you state that Allo&ti&‘useS sterile te’chnique practices as specified in 
theo._s&~ -)q >< fi F ~~kuviards. As you me in the business of 
aseptic manufcturing of productint@ded-for &plantation into humans, we recbmmend 
that you also cousull available resou?&s ciincexnhg appropriate tiplo3(ees practices’for 
aseptic processing ofph&na&tical‘“&d &npIantable device products. 

10. Although you state that you hav&tzir@d t6 &e-the’ g 
ensure a‘mjnimum of < >c: 

>z >( ,L= s: to 
4 -i, your pro&tie does not indicate that there is 

any t&&g or mouitoriug of we potacy ofxhe s sohnions used. Depending upon the 
bactmiaVvira1 load of the tissiesj the $dt&k$, &d’therefiire thk effectiveness of the 
solutions used, may be dimin&h&‘. Ifthe’pbtex$ &the solution isnot moniiored, the 
& time must be validated to ensure that the worst-case @xntamination) scenario will’bc 
addressed in the time allotted. r ; II 

The ahT,ove.ida~ti.fication of dcvialions is not &e$ed to bk an all-inch&~ list of dcficicncics at 
your facility. It is your responsibility to ‘en&e‘tieren~e wiih each requirement of the 

. regulations, a~ well as other requirements~ df i&&t,‘and Skctioh 36 1 of the PubIic Health -.- 
Service Act. The specific deviations~hoted~~.thiS letter and in the FDA-483, Inspectional 



Ii 
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i-age I - AlloSource, Inc. 
July 2,2002 0 

. 

. 

Observations (copy enclosid) issued at the closeout of &he -i.nspection, m ay be$ym ptom atic of 
serious under&kg problems in youf & m ’s m anufacturing ;)nd c@ality assurance systems. You 
are responsible for invest&kg and determ iujng cauies o&e deviations id&ified by the F M . 

_, -%, i! _ t : ‘” (_~ .” -L 
IT the causes are determ ined to be syst&na@roblem ’s, you should prom ptly initiate perm anent 
corrective actions. *  -5; ” I 
You should take proqpt action to correct these deviations. FDA m ai t&e additional regulatory 
action without & ther inform al notice. ‘Iln&‘&$onS &hide, but arenot lim it&to au Order for 

_ Retention, Recall and/or Destruction, or such other m easures reasonably neckssary to prevent the 
spread ofdiscases Bs provided under 2i CFR $1248.30. .! *ST-. , _ i . 10’1 !* 
You should notify this office in writing within 15 working days of receipt of this letter, of any 
addilional steps you have taken to correct the noted deviations, including an explanation of each 
step being taken to prevent the recurrence of s~tilar deviations. If corrective action cannot be 
com pleted w&in 15 working, clays, state thk?re&$n’for’ibk aelay and tie time fkame within 
which the correction will be com pleted. y,“>,>,$i 2 ;1 %  - 1 iv 

ii , . j,,:;, .-$1 .p ;‘I t : ;,.a 

Your reply should be sent to the Food +nd D~~‘Administ&ion, Denver District Office, P . 0. 
Box 25087, Den&x> CO 8022SOOS,~At&$n: ‘Regina A .-Barre& Com pliance‘~fficer. If you 
have any further qucstious, please feel free t? c&tacr Ms . Barrel1 al (303) 236-3043. 

EnclosLlre ’ 

’ B. Belinda Collins 
. . ~ District Director - _. ~. ,.,I, ,‘” 

.,z:+*?,\ .: ..:..’ u.,..:.,. 
3..:: .r L Ij 3 b -< -_ 


