
DE eARrMWIT OF f HUMAN SERVIM

LETTE

C'8ER-0$-0 1

January 24, 200 8

t'FRTT7:•"tE C1 '~jA 1T ,

RFTVRN RECEIPT REQUESTE D

Jm& Reinhard t
Chief Executive Officer
Novartis Vaccines and I7iagna
350 M humft Avenue
Cambridge, MA 0:2139

Dear Mr. Reinhardt ;

ics

Food and Drug AdmirrWtaticw,
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R""roh

1406 RQCWN« PFft
FCod vft ME? 20852-1440

The Food wd Drug AdmWmlion (FDA) conducted an inspectio nian of'Novartis Vaccines
and Di~gwstics Gmbh & Co. K~`r, located, at Emil-von-Stimse 76, D-35041 Marburg,
t``ncmgny ba'CwtseneSephnnber 20 and September 27, 2007 . During the hLspecdon. FDA
irtvesftam docuii emai a numb er of sipiFican t ~~~ from currat good
manufactuning practices (COMP) in the manufacture of your Rabies Vaccine (RahAvert)
and Diphtheria and Tetanus Toxoids Adswbed concentrate (withow preservative) . These
deviations from CGMP include deviadow from the applicaMe requirements of section
501 ~9~)(B) of the Federal FaA Dsug, and Cosmetic A0 (FD&C Act) as well as
requirernew of your bic►lo&s license application approved under section 351 (a) of the,
Public Health Service Act (PHS Act) and Title 21, Code of Federal Regulations (21 CFR)
Part 60 1 .

At the close of the inspection FDA issued a Form FDA 493, Inspectional O 6savat ictns~
which described. a number of significant deviations in the manufacture of your Rab ies
Vaccine (RatAvert) and Diphtheria and Tetanus Toxt►i.c#s Adsorbed concentrate (widwW
preservative), Spe-cific atme, of concern include, but are riot limited w ;

PRODUCTION AND PROCESS CONTROLS

the risc O t mtcl ia lot #
submitted to FDA for lot release. For example, two c ontantination events were linked to
not be assured, yet final product lots that used media lot +® were further process t
1_ The sterility of media lot 4 ® used in thcRabAvcrt vaccinc upstream process

A . EtabAa4rt lat 4 1131M was, observed m7twitin ;.rted- on 16
t?ctolcr, 2006 vrith

F
Candidct gurltie,rm c+ n u ii .

B. R.abAvelt lot # pu,%~,ed sterility tes ting on 19 October 21I06 .
However, on ~tta

e2
, 20El7, as part of an investigation into inactivation fa i lures,
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-lot #~~ was reteaec1 for safety and staiiity and found non-
sterile. Fifty percent of the ~~vo lunte was retested and failed ster ility on
July 7, 2W7. The contaminant was identified as Cea0da ,guitllerrrnQndil

performed during the xriwresti ;2atiart Of prey"sly manuf'aclurcd®luts .

inadequate ut thoMOpOWnm and closure system used, for MWft sample storage are no

sealed with a ~_.vith attache d

4. Validation study for the use of connectors for the media formulation area of
building is inadequate in that the final report did not address the reason for the

ause for sterility failures of both lots and was cletermiz-4d to
be "low levels of contamination of indiviatual bo ttles of media lot~wi.th Candida
guilliemondYi during aseptic filling of the mcdia iokt" yet 1 5 additiiaaal ~ lots
that camc into contact with media lot t~n did not u rklerge a sccond sterility test as was

2 . "Master Plan Stability of Media, MPS4)0l" is inadequate in that the madiiaA uitfers
usi,pW to each group were not defined, and the rationale for deter.anining which media
or .represented the worst cwt for each group was not documented in the study,
Also, the actual storage containers were not represented for me& and buffer soh4Cins,
used in the production of Rabies Vaccine . For example, ~. Madium was
evaluated under MPS-00l in 2004. This medium was stored in ~ 10010frrm
months a

ENMUD
~ +~ u~rttl~r, li,~.t~i~ var.~r~s Mediunn is st~cl

~ t~~

3 . Stability stuNdy Q312-001 , which was conducted to establish an cipiry period for
DiplAcai~► m d Tetanus Toxoids Adsorbed conecnbTft (without praserradve), is

ae~t~ aft1atlinal e~znWrt,er. In study 0-112-001, stability samples for sWiiil.y
~n2~stnr+~di~awhile a

was used for all atlwr stability tests. The final container is a

deviations or the potential cfW of the daviations on the study. For rac.ampla :

A. The final report inaccurately stated that me" Ned were incubated
according to the protocol, fcrrsdays at _ amdI tlays al=
samptts were actually held fctiSdays; at®and for 0 days at

The

a. The final report did not completely address the deviation in the batch record for
the media fill study in which media was observed leaking at 1h~connection
to the= connection ®Thts reason for the leak was attributed to

~ut the impact of thi :a event to the process validation was not
addressed.

5, You failed to follow written procedures to assure proper inactiv4tion of the rabies
virus suspensiom SOP I00084-06 dcGrtes Pbasr 1of the umictav :,tion process which
requim a rnanixatwm inactivation time of lyaurs a~ The viral inactivation
incubation time a#®was appzomanatciy ® hours for FwabAvert rabies viral
harvest for bWh
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6. Sterility failure invesdgafions are incomplete. For example:

A. Twc1vc out of a total of9fr bottits from media lot 00mmairied after the
:► eri l i ty failure finding In October 2006 . All ] 2 mnaWmg bottles ofmedia lot -9
®were discarded from production without s ubjecting the media to sterility
tes ting to de termine the extent of the contamination .

The retain sample for filling of media lot 90 was not tested for sterility.

C. In 2005 . six Rabies V Ms intandad fitr use in Rabipur were
fbund no*-A~. of WWO tow WM lWW W r~t~r of mediu. Rabipur
is non,-US Rabies Vaccine. The ~ and

are used for ItabA.vert (*e US limised vaccine) as for Rahipur. The
failure investigation was closed in January 2006 . Corrective actions were

implemented unfil Joramy 21107,. From January 2M to Januw+y 2007, two media

D. As 1 W ,~~ ~~~a into lawdva3«O *4WM ~1 RAWS Vaccin e

~mmended and several were irnptemcrted,lhut 11=1 oonvc~on was not

i~, # =advm e`ftmd to be u~mitu~l and two RahAveett vawine
of Mau W

lots *A,"" in wMa.at Aftmedia, lot # Ma ire r~-tested for
of

was *md ntiv~t i* Aim., Miected
as part of the p sterility #~~ investigation and lot .~~ formulated
into final filling lot#-

7. Your investigation of three rabies vaccine batches vddoh failed viable
rabies, virus testing after the vifu3 ~hudiva ion process is ann(parimpl!etc These lots
(Rab~kve~tit~~ batch M RabAvwt-bi~h and Rab~4r+~r~

batch were *aW and Youc firm i'mpeaded m afn Wes
ira February 2007. Your y»vewpdons are WON*M in that theyMCC=

did not iden* a root cause for the vim inwiirrafiim Wures, and did not W u& an
evaluation of the cleaning-processes and poocedures for product contacting equipment to
determ ine ifequipment clewing is effective in pnmmtWg crow contamination of the,
Inactivated batches .

CLEANING AND MAiNMNANCE OF EQUMMEN°i`

S. Appropriate validation studies have not been, conducted for critical proccsws, For
example :

A. SOP 102445 . the ClCOmiDg- procedure for the centrifuges used fo r
as revised May 1 4r 2004 to remove the requirement for

d;anfection farMhours after each use/prior to cleaning .
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AWWofialily, the a#e~ ~ncar~ct~ for inactivation S~>~ i~244$, was
revised May 17, 2004 to remove the r equirement €
usefprirar to c leaning if inactivation time and temperature requirements were met
during the inactivation pr+vccss. These new cleaning procedures were not
validatW to establish the, impact of the d= ges on the cleaning process ,

LI
after usc, then for an ttndcsignatcd lime in Roorn uclam

used for m ixinR media and buffer so lutions we Cleaned in Place (CtP"d)

C. Report 402M. May 30. 2003 . was provided as documentation to support tle~
day ster► i rabics 'Ibis sbidy was
condu cud us ing Using this smaller instead o f
the pr~witinrt size®us not been vaUdateti.

The deficiencies described in this Letter am in di icative of your quality control unit not
fu lfilft its responsibility to assure the Orntity, stmgtb, quality, and purity of your
,campomt~in-mcess rmoaialk Please describe in detail how Novards Vaccines and
Diag tt Air,x 'wRiU atWo.tOMP compliance with regard to bulk lot production and pmeess
controls and ~~sti~i~ Pie= include in that description how Nc~vartis Vaccines and
I)Wgntaftt,~i Ml use all of the relevant information to conduct thorough investigations to
ensure to 40*qt ftmp we taken to evaluate whether deviations impact product, and to
implement effective corrective and preventive actions.

We acknowledge receipt of your written responses daw October 12„ 2007 and
t~ovcmber 9, 2007 which aftess the inspectional o1 smat;i ons on the F orm f 13A 40
issued at the close of the inspection. Corrective actions addressed in you r letter may be
referenced in your response to this letter. Your response appears to address the
indiv idutil FDA Form 483 items. However, we note that your response address" thesc
is,,w" individually and not as part ofa comprehensive, corectivr action pl" ,

Neither this letter nor the list of inspectional observations (Form FDA 491) is meant to be
an all-inclusive list of deficiencies that, may exist at your faci ,lity , it is your responsibility
as managcmcnt to assure that your establishment is in compliawc with the provisions of
ft FD&C Act. PHS Act, and applicable fedaW regul4o rts, Fed" agencies are
advised of the isswwe of all Warning Letters about drugs so that they may take this
information into account when considering the award of contracts .

pmmpt action to correct these +~~vial,iorts Failure to promptly cwm
fiese deviations may result in FDA initiating regulatory action without further notice .

Such action may include license suspension and/or revocatio m

Please rotifrr " in. writirtg, within 15 working {i.ay~S of receipt O fYtb is 1CtIcr, ofany
additional steps you have taken or will take to correct the noted violations and to pre%,etu
their mcctrrence . Include any documentation necessary to show that correction has been
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achieYa I f corr?cctivo acWm c ;wvc be completed within 15 working days, state the
reason for the delay and the time within which the corrections will be complete(I

Your reply should be sent to me at the U .S. Food and Drug Administration, Cenw for
Biologies Evaluation and Resesrc.h, I~M-W, 1401 Rockville Pike, Rockville, MD
20852. If you have any questions regarding this letter, pIcasc contact Rob-crt A .
Sausville, Director Division ofCaw Maragcm-cm, CBER at 30 1-S?7 - ta' 2[I] .

Mary k Malarkey
Director
Offiet, of Compliance and Biologics Quality
Center for Liiologiei Evaluation and Research

I~ .•,. Dca t~ Bru- el
Vice President
Quality Operations, Germany
Novartis Vamines and Diagnostics
P.O. Box 1630
35006 Marburg GCM=y
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