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1)muwmmmmm@mnaumaw_mmww
filtered, processad into trivalent lots, and relaased into US market for distribudon during 200172002 Fluvinin
campaign without CBE30 andlor CBER notifications: ‘

A) A/Panama lot #760351 with total bloburden volumo ol 8.48x10° cfu waa re-fitterad into lot #760591 and
ueed In the formulation of trivalent lot #s: 760880, 760841 & 760640 and In at least final Fluvirin refeased lot
#E10821LA. : ;

B) A/Naw Caledoria [0t 759831 with total bioburden volume of 3.28x10° cfu was re-fiitered Into ot 760137
andusedhhcmleﬁéﬁofﬁvﬂmla#ﬂeom & 760092 and in at least final Fluvirin raleaced lot

C) A/Panama lot #760884 with total bioburgen volume of 4.45 %10 cfu was re-filtared into lot 760136 end

ugad in tha formulation of two trivalent lots 761026 & 761006 and In at laast inal FILVIAD rajeass lot
#E12821MA.

D.) There Is no procedure that requires stabliity ssssssmant of re-filtered batches, induding SOP BLEO24
Fwnmmdmmmdmwrmmmmmmwnqmmmmm
filtarad batches, R/D184/07/00 dated August 1, 2000, wes not designed as refittration protacot and assessed
only previous monovalent straing, rather than those currertly procassed. The study aiso only essessed one -
syringe and ona vial ltin one monovalent strain. The Stability Report doos oot include voluma reflitered of
me-ﬁltraﬂonb&obwdanﬂmbmpm(odforammontofstabimyofre-mmmdemmm
monovalent strains change from S8330N to season.

2) Control and fallure investigationa into bulk Fluvirdn monavalent blends/iots at atop with high
Jovels of bicburden is deficiont, In that lots wers noted with total volume of high @ of a.g., 9.86x10°
ofu, 7.07x10" cfu & 1.26 X 107 cfu In year 2000/2001 and 200172002 campsigns and no formal investigations has
mmopmmmmmmdmmzm:dmomnmmm

3)Wnumdwmmﬁmwmwdﬂmwmﬁmmhmmmdm Fluvirin moncovalent loté
vﬁmkﬁghievclcofbiobucd‘qlmﬂsmbasedmmpmwﬁmwﬂWMwmisdat@dﬁomme
sampled lots. e.g.. gram negatve: Serratia mercesons, Enterobacter cloacsa, and Pseudomonas putida. -

4)Stoﬂﬁtyfaﬁmhvesﬁgaﬁonsdonmutymdu«anpownﬁdroouofcomaminaﬁonandmrrecﬁvaacuonsm
incomplete. For example, _

A) The NCR investigations of Monovalent Blend Pool Batoh #762492 refilterad into Batch #762835 dated July
2002 ang bawch # 761660 deted May 2002 implicated aseptic connectons as potential root causes but Talled
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¢ AT 1568 WECRMATION TO FDA AT THE ADDRESS AGQVE. T ot et QUGGTIONS, PLEAT CONTACT FOA K THE PHONE HUMEER ADDRERD ASOVE.

CURING A INBPECTION OFf YOUR FIAS W OBSERVED: . : ' . -
mmmmmmwmmmmmmwmmmw
m:uaﬁonufpossiblcmdtdmmmmmberofawp&cmt.

B.) SmngpmcawmpboodontbcfamulaﬂontankatMaﬁWmhmtuaﬁcr i i wmﬂtanknu-
dmwmanmamwcamdommnuwmmet.m. lsble ¢ Fo/az
mommrlmmirﬂﬁatodmh«tomhourammu i those to the
. IS it which are made in Class Illconditions .
: ot
C.) Kiebsisila ax was isolated in the Centrfugation h 762460 and the B | Concentrate

o  bach#762451 hat went into batch #762402. K. _alsa isolated in the filtretion

N sampieaawcll«m?wﬂoﬂwﬁmmma.mmmmemmmwmmmm“odua

0.) From Februmyzazomwuys.zmz.n—mmmam Pools failed bichurden testing

» Mmal(lebsieﬂatsdam,Ctosuaofmoswrﬂuyfaﬂwouw“dgaﬁondu#752835(mmterequmlo& '

762492) on July 9, 2002 not include raference to nor investgadon of the sdditionel failets batches with
the sams icolate. -

E.) There was incomplete review and approval Justification for retests in sterility 00S test results reviewsd for

5)mfawmaeﬁmmmnmmmmmcmmw

A) There is no filter compatibility and extraciable validaton studies on filtared Fluvirin monavalent and/or
mmmﬂks.mammm.mmatswaym ot considersd in the product stability fallure
Investigations. As such, fillar compatibllity studias has not been eliminated us the reason for loas of potency
nﬁnr&wﬁvamﬁmdﬁmwmresulwd!nfaum of four out of five Ftuviﬁnlotnplaeedonstabmtyfor

yoarzomlzoozwnpaim
a)ma_\'b‘fvwmwmmmmmmﬁ;mwmw
centrifuged, formulated and finichad proc for filling was out of specincaton of mg for UEP Non-Volatile
Residue with result of 1327 mg per Mﬂow«ﬁgaﬁm,wmdvegndpmerwwmon

has been conducted mdmwﬁaﬁaﬂmﬁmhkpfwidodfoﬂadcoﬁnvmm

G)ThekwocﬁgaﬁmintbmWﬂwkhmmy:mbiﬁtwaaﬂmhmmncmmzoozmm
incomplete, For example, ' .

'A) The condlusion implicating CBER reagents In the test falluras was not fully justified. The swdy did not
ammthmmemxmdmmsmMmmmm Roct cause(s) have not yet boen
identifiod, including potential eonﬂbuﬁngfactmapedﬁc‘tomomﬁgm:ndanﬁsmmsndme«mvesﬂaanon

) is ongoing.
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8) mmmmmmaﬁmdunmmam«mm1 batch and 200172002 batchas reviewad
mw“‘vidﬂnﬁﬂedhwmmwﬂxThemotmminwsﬁgaionwasnoumxugedhm
repact, } )

CJ) Thes'awasmrevlewa;dappmvd dmswmmwwoaﬁmmﬂwﬁnsubnuymnow

mamgoﬂhrninvdvadhﬂwhv_ 'oaum.TrnSummaryRepbﬂlanotmd

0.) Therewasmmvtewmdappmalofm draft Clinical Expert Report dated Septmber4.20021uhﬁfy‘ingmo
ﬂm’adwdonmwmmm.mmdmrcpoﬂhnotidorﬁﬁadanddidnctslcn‘the'

7) The Biclogical Prodmnqviaﬁm(BPDR)mpaMmza. mwmmdﬂmwmmpﬂmﬁiﬁy
testfailw'eswasirmmp!eteandtaﬂedw provide FDAstgrﬁﬁeaaronnaﬁonforﬁmiy eluation. Additionally, there
ismjuaﬁﬁcaﬁonbrmanag«nenfs'faﬂmwidamfymsigmﬁmdmingmdmininclwrasuns during review
andappmvalofﬂwwamswﬂmemdmmbﬂ&yproqamasmqukﬁdbysmwadicyommscthor

exampls,
A) Tnenrmsxmpwmpomdmoosmandpummmmmmﬂmfamngwm,

including feiling New Caledania potency test results and Stabllity test time points (specification minimum Il
meg HA per SRID), were submitted. \ .

8.) Although tha frm Wmammmwwmm&md&d@mmmwmmﬁ
" tatiure of he 200172002 seeson (26.8 meg) cccurred =t the scheduled 8-mo test point reporied February 10
2002.over5mnm:pﬁorko8PDRsubmiss1m. The iot also failed ctﬁwmhdpoint(%ﬂmw}mmy
2002 and the 12-mo test point (13.1 meg). The firm did not have @ rounding procedure and repontedly did

not consider 26.8 meg a failura-no report to FOA was made for the G-mo result.

G.) Noinfomaﬂmwa:oubnﬁttedtuFDAonbt#s E12201MA (24.1 mog) and E11371LA (21,9 mcg)wl’ﬁd\
fauﬁmnwwmdm'mmmGTWmstpdmmMayzs.zm Required tasts at the 1.2, 3axd
S-nmﬁwmepommnotmwtod—ﬁswmmudMFDA No Ncumlmuawdfornﬁmdﬁmo

pomnndfdmbmbnﬂammmdmmmmmmmmuatammmm
submitted without full wmhhd&d&W&M 8PDR. Shaiflife Stapiiity Summary
Reparts for the two lots, reviewed and spproved by QA, ocwRAmemymfdhdtompatam
evalmnﬂcudmpohtcmmemudes.

8) No BPDR was submitted for tha Fluvirin pH OOS (7.8) #t the 3-month test point on Decembar 19.2002forbt§t-
Wmmmkmwmmmwm4.zm BPDR was nat submigted in which the
MMMMMWODSPHMMmemWMW - !
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: ,Wmna@%ﬁﬁﬂmmmmmmmwmmmmﬂ DURING THE INSFECTICRN
mmmmﬂmmmmm ‘WMWWWMMW”WWMW ABOVE.

mmmwmmnm .
‘ mwmmwmwmmmeWFoAmowmmmmw_
%smmdmmmmcmwmmwm 2000. For example,

A) WM‘smwthA-mmmmmmmmmmmm
impoct on Fluvirin, From March 2001 mughzoozmmao“mmvdﬂBmdPodbu
failed bioburgen wWsting. ' - ;

B.) Validation mmmexmdmmmummmmm. changing the sanitizing agent
to adnotlndudebiobwdmreducﬂmbyassesﬂngmiuoﬁd load prior to uss or ‘
storage batwaen Usas.

C.) Design and operation of the M tration unit iocated In the Parmulation erea sllows oparatoc arror 1o
potonﬁallymvarseﬁwﬁwofpmdudmﬁmﬁmThe—hmapieceafmasklndtapeuvermc
fiow directon dial an which ia written *Do Not Use' Uudmeﬂowmwmﬂdmmémwd
pmducLThod!dkbcdedm#mmuwlmmuimmgduuuhrmsmmm.

10)nwa:notoddwingtheobw~aﬁmdmiaﬁonofmewcalmdammmtBhndPoolb:fch#764984
km 4, 2003 that sub-batchIINsampies were not b required SOP ZY033A Releasa of il

_ CanwmbmeFomuMonmwmmmdummmmg days efter the NG
anmwnmmmmmmwwmpmmmmdﬂmwm '
Mmmm@mmmmm«lymﬁmmNcRimwnaummdemhoaddidonalbama
amctadbyslmllardw{aﬁomwumpomdtvmm. ‘

11) The foliowing was noted during vial filling on June 6, 2003 (undar Prowcal PI0O0S7/04/03):

+

A) Thefewasnodoamentaﬂoninmlbatchrooordafmimdctoppmorseaisandmemwnopmceduml
requirement to do so. »

B.} Apanei.aboutaby10indws.wasopmtnuuczbimtmmaﬁuingmammeandﬁwmmno
i ! mdemmwMﬁmmmemmmmmowﬂ
pmdmwﬂdmﬂwmm!cﬁmdpdmﬁdwmmmamsundarmemummcmmmatwuldbc

difficult to clean/sanitize.

C.) An operaior wes noted o be pushing curtsins into tha area near opan empty viala white retrieving tipping
viale on 2 occasions disrupting vertical laminar flow. ’

0.) zmcmwmwummmm_mmm
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-42) Rogaeding mﬁwfmmmahudypmtocuh.

A.) Study R/OGS3/05/01 Ewmmwmslmw&ﬁ?mdudnmcmﬁve Em:pemsurface‘remforbam

Bacteria and Fung! dated July 13, 2001 fai!odtnlndudoﬁmmﬂmqecfdearﬁnimdﬁ@ ] and

manufacturing surfaces (L.e. laminata on doors, Parspex on filling unit curtains). jonal studies. i.e.
pQP/0028/01, did not 455058 cleaning officacy on surfaces. :

a.)wmwmdammtmmswmowwm wbamdaindmsmm—mmmmmldmd
naaddiﬂona!nmtocolsmvebemwrmw '

1a)mmwwﬁmmmwummmmmmmmdpmmwmms Detarmination
«mammmmpwdpwmwPoas,munmmmammwudmdm
mbii':ty.‘l’hemmafympad.mvimdandappmvedbyQAonJematyso,M.mportedmmmumuﬁmb&dw
wasmtplaoadonstabmwwhil-a!soataﬁogﬂmtmdiﬁerNsbetweenmewabaMandmuﬁnqbatd\wm
obsarved,AﬂOMrprowoolmmtemwm

14) Regarding Bawch records including review, approval and batchrelease.

A.) Procaduras 0o not assure full mvlcwcfdeviaﬁompﬂcfmnbase.wmcsneeutomm QA batch record

mv!ewandpmdudreleasamnot‘mlmmmmuen procegures, L.e. QA Bulk Trivalent Chacklist (not i

SOP QASPOS3 OA Procagure for Review of Finished Product) snd Fluvirin Trivalent Vaccine Praduct
Release Chackist (not in SOP PRGO20 Releasa of Finished Products from Quarantine), .e. Trivalent bstch
# 762834, filling batch #7626825 and Pmbmm11mm«msw4. 2002,

8.} MWNGRWMWMMWM&MMNWMMW#W_

C.) Labels for working 2eed Wﬂ:mmmﬂnmhedhmmm ln:kmdi?nb@d\rmds
ie. BiHong Kong/330/01 rvandiilipassage datod October 26, 2002. :

D.) memwaamdmmﬁmhmeﬁummreoomdamkhﬂmngnumwm tha filling process

10
abort for lott 762838 on June 8, 2002 MmNCRmMﬁamd.Misnoeran@:ehmeb@dw
record the leak occurred. |

i 15)Thoraismmqﬂrememtcrfmosﬁg-dmdmnm.upm.dd«tm sampiemmmfnrmrmnimdng
asanawodbyBOPm&WMmiuimExwrs&onRepom. ;

1e)mmsmmmmummmmmmnmmmmmz

A) Media fill ﬂmaﬂm-aindmpmeemﬁwdacmﬂawpﬁcﬁumqprooessmmathmmm
wmdmmdcﬁmMpmmmmwdmmdemmmmmﬁMMmmm

. simulations.
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OURRIG AN IRSPECTION OF YOUR FiRbt WE GROERVEC: : . ;
B)Waaecondﬁomwbncmﬂucwdmmﬂu mmmmmhsw#scm
wmempmcm-;mwmmmampﬁcumm Procosses by Process
Simatation Utillzing Sterlle tedla Fills and/or Performance Qualification Protocol # PQP/00E7/01.
17)mmmmmmmmm¢w)mmmmmzmmammemu
numbers reported by different Hoalth parsonnelfaciiiies on Fluvirin baiches wera reviewad, avaluatad and/or
wmmmmmmummm-mmr-mmummmﬁmm.mwm ’
mrmmmmwmﬁwmmwmm.wmweMMerm
healthcare faciiities. . .

a)mmmmmmmmwmmwmwmmmwmw«m
heaithcare fadiities. : :

C)quawwwgmsmpmedonbmm#sszmmmmmsnueacﬂmsmpprbdwm
heaithcare facilites. . i
Tea mppm'uudyhaanotbnn mmdfam—ameswmmd&) froezer, Sorial
, mmmwdmmwmmmwinmmmadﬂuﬁm(meooaa-
10QP. damdﬁﬂstmformsquaﬁﬁmﬁond&wfnmriﬂamnﬂyhplsm).

19) The following deficiencies were noted In he 100% Fluvirn finlshed vials visuasl inspactions:

mm1mwwmmwanwwmmmmmm
statistical Wm;mmwwwﬂwdﬁsmmwbamdm-wwﬁm
hat was used to set tha inltial limits.

8)m100%wmmmaimsof i i vishmno(basﬁdmauahtersarnptmgplmbutw
conmctedatmmmpthojcdm ‘ astmirﬂﬁalmO%v!sualinspceﬁons.

G) Cnﬁcalatwnonumcalﬂnahed ﬁalah&peedmdm“notdmmlnSOP#tNOﬂ.Vl dated 8/123/01;
wwmpmwwmmmmmmumwmﬁcmpwﬁm in addition,
aﬂmmm“mmmmwmwmd-fa.ag,am. es, broken
qiass,wquvia!s,mdmlg. ’ ‘

D)'IhemisnoMWW«MWM«WKWMNWO%MMMW@M
fordmda.ﬁsatmpodormodbynmlmno.

20) SOP #INO18 dated 572500 for the training of Fluvirin 100% finish vials inspection personnel is incompleta, in

maRbeWWMdMWMWMMMFMnMW i and the level of
-§U on of the treined personnel aftes treining. _
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