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During an inspection of your facilhy loca~edat 1 DNA Way, South San Francisco,
~lifomia, from August 7 to 24, ~000, our inves~igators identified the foUowing
violatio~ofSec~ion501 (a)(2)(B j of the Fed&dI Food, Drug,’and Cosmetic Act (FD&C
Act) and Title 21, Code of Fede@,”Reiwlations(21 CFR),~arts211 and 600-680:

i ...

1. Failure IOsubmit a supplement and ,obtain”approvid prior to distribution of a
product following any change in thepro/iuc~, prodwtion process, quality controIs,
equipment, facili~ies, or responsible personnel thm has-a substan~iaI potential to
have an adve~e effecr on-c~eidenity, strength, quality, purity, and potency of the
product as they may relare to the safe~y-oreffectiveness of the product [21CFR
601. 12(b)] in that, two Pulwozyme tiiatied bulk loIs, G90536/I?RKl 1930 and
G90536/K 14225, were re-~ltered a~~~brown for&gn material ~d brown
particula~es were observed~ Final vial lot K9721A was released by QuaIity
Assurance and subsequently distributed,

2.
,;..

Failure to obtain approval ,frornthe quality control unit prior 10 reprocessing [21
CFR 211. 115(b)] in that, ”t$e$,is no docqmemation Ihat the quality control tmi~
was no~ified prior to the’re;fih’ac’ion~o-fl~ctivtie “1OI#~go42A. On April 10, 2000,
during set up for filling, rn$itifac;tur~?gd,etected a l@ in the comection during
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during set up for filling, manufacturing detecred a leak in the connection during
priming. On April 11,2000, the bulk W.S re-fihercd by manufac~uring and filled
as Activase Iot #L9046A. ~;

3. Failure to follow or mair~tainwritten procedures and to record and justifi any
deviation from written procedures for production and process contro[ designed to
assure that the drug products have the identity, sRength, quali~y, and purity they
purport or are represented to possess [21 CFR 211.100]. For example:

.. .
a. On January 15,2000,” during the manufacture of Pulmozyme bulk lot

~ . an expired concentrated bulk,,, -.— was used. There is
no indication thal-Theimpact-to materhil,”~J&h was held for an extended
period of time, W* evaluate$.-.

-~:::);.;; ~
b. On Apd 29,2000, lyophdlzer ~k did not achieve the specified pressure

during primary @ing for ti&~eprin lot #L$047A. Partially stoppercd
product vials wer~ s!ore~-, k“{:%:
lyophilizer.- ~anufacturip~ personneI opened the . : ONApriI
29, 2000, and on @Y 1, 2000, m repair the door gasket miter joint. There
is no documematiq~~~ui~?Mimpact of product exposed at — in excess
of the vaIidated l~,~~p~ili~tion’cyclep~met~~s was evalua~ed. In
addition, during t)le inspection. evidence ~~-not provided to indica~e ~ha~
a media fill that il~~orporated,t~eseinterven~ion.shad been conducted.

c. During the nlaufqc~~re,.of~~~~~ozyrne bulk 1.ot~ manufacturing
personnel reduced ~~h~agit~~iq-+~atefr~m TIMspecified ‘
afier the buIk bega~~o fjoaq~.~’‘Lb@justificaty]ti ‘%s provided for choosing
the alternate mixirig speed-:o~:explanation of why foaming occurred.

,,. .
4. Failure to conduct and do~u~ery, al’&rough investiga~ion of any unexplained

discrepancy or failure ofi~ ba[ch[o~IeeI its specifications or extend the
inves~igation to other bau:hes tiat i~~y have been associated with the specific
failure or discrepancy [21,@121 I. 1+92].For example:

{>. .
a. incidem Report. “- ‘ issued~onApril 24, 2000, stated that particulate

were observed in the re~circqlati~n tubing use$ to transfer thawed
Pulmozyme (rldl}{pse) b@k ‘----- ‘.yf The panicula~es were
identified as damaged rll;DN,as~and stainle;;~,steel. During the inspec~ion,
jus~ification was n~t provided lo aUow re-filtra~ion of a bulk with
particulate, In ti~i~ip~, ~llc~~~,j$no assurance dmt the reprocessing was

performed after review a,n~~~pprovalby the q~$ity conwol unit.,. .,.. . .. .
b. Brown fbreign ma~er~alarr~brown p~rticul:~te$were observed in

Pulmozyme duwecj bidks
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Particulate from the re-fiheredi concentrated bulks were identified as.-.,-
cellulose and polyamide. T@e were no additiorud investigations
conducted to determine the so@c~’of the celhdose and polyamide tier re-
filtration. ,
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c. Blue-gray particulate were o~se~ed for I?ulmozyme thawed bulk
~ The particiilatk%in the bulk pxior to dilution were

identified as protein and staid-ess steel. At the completion of the dilution,
dark particdaws ~ere observed:during bulk sampling. The particulate
obse~ed in the diiuted buIk were idemified as cellulose. There was no
additional investiga~ioficonduc~ed to determine the source of the cehulose
observed in the’di~utedbulk.

5. Failure to prompt[y notim the Director, Office of Compliance and Biologics
Quality, Center for Biolo@s I%luadori and Resear@~ of errors or accidents in
the manufacture of produ$ts that may.~ffect the safe@ purity, or potency of any
product [21CFR 600.14(+]. For exa~ple~

;;\;:~ .:%
a. TWOPulmozynle $tttwed bul~~l$s? ‘3.

“—--
,wcre re-fil~e;ed‘afterbrown foreign material and brown

particulate were”?bwwed. ~~~~:vial lot K9’721Awas released by Quali~y
Assurance. How&er, there 1snd~~pprovedstandard operating procedure
(SOP) TOallow ‘fo~re-filtra~io~,@g to particles and the incident was not
reported IOthe agjncy. ,J’”,-T

J;,.-~2b ..
b. Blue-gray particulate were observed in PuImazyn~e thawed bulk lot

~” The bulk was released for filtration. Final vial lot
K9720A was rele~ed by QuaIity Assurance. however, d~ere is no
approved SOP to ‘~llowfor re-filtration due to p~icles and the incidem
was no~reported TO~heagency.. . ;. -.,.,,,->.,

We acknowledge receipt of your”responses dated $eptembe~;~, October 13 and 20,2000,
which address the inspectional o~servations ,on the Form FDA 483 issued at the close of.,,
the inspection. Correc~ive actioqs addressed. in:,~ourletter maybe referenced in your
response to this letter, as appropfia~e; however,’’yourresponse did not provide sufficient
detail to fully assess the adequacy of the co@@~e actions. Chr evaluation of your
response follows, and is number~d to correspo~~,to the item:; Iisted on the Form FDA
483: .,, :,,.1,~;!:

2bl. The response dated Oc~o~er20,2000, s&es that the Herceptin lot “did no~ fail a
specification, rather. an in-process corit~oIlimit was not met.” Please ensure tha~ ,
investigations address why validated processes fail when following smndard
procedures. ~

i“.?,”,. .,, !+”
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3. The response dated October 13,20&kEnes that a Single Discrepancy System
wiI1be implemented. The documenis ‘submitted by investigators with the.
inspec~ion report refer 10 observations} mnufkmxing variances, labormory
variances, Good Manufacturing Practice incidenrs, incident reports, discrepancies,
product quality investigations, manu&cturing holds, action limit excursions, out

of trend results, initial out of specification results, anonwlous results, fitilures,
non-conforming material reports, and rn”ateriaIretie w board reports. Please
indicate which of the above are separate systems for tracking problems and which
of these old systems will be replaced by the new ~i~lgleDiscrepancy System. ln
addi~ian, please describe lm~the new Single Discwpancy System will enabIe you
to deterw+inewhether a variance al an,earIy stage of the prOCeSS,i.e., fermentation
is rela~edto an anomalous test result at a Iater w@:; W, finished product testing.

8. We acknowledge your commitment ~oremove fiorn production column Cl 130
which began to show corrosion. We”note that the SOP entitled, “Pressure Vessel
Corrosion Evaluation,” page 3, stat~~},i,~part, tilat ii’corrosion of a tank is found,
then “remove ~ankfrom s&vicCa@@pair befo~&urning to production.”
Should corrosion be detected at ~r neqr the end of u production campaign. product
manufactured in the tti should be ,qv~lpa~edTOensure that identiry, strength,
quality, and puriIy have ncx@&. a,l~ere~.

.... . . . ...$’*i- .
During the October 4, 20@,,me.etinge.be~eGn,r>prcsentatives from Genentech,
Inc., and the Food and Drug Adlvjni.strwion(FD.A)Ywudkwsd seve~~steps
intended to ensure the suitability of ~~terials used;ill construction of equiptnem.
You stated tha~rhe — d column would bc replaced with a. . !,<. ,
stainless column that would provide.g~~~er corrosion protection. In addhion, you
indica~ed that current!y I , . .4, ~ .. , , - ,;. and dlat Tanks
and columns would be ewduated for corrosion as they became available and
replaced, as appropriate. 1f gom$ion.is. detected. in,lanks or on columns, product
should be evaluated to en~~re.that,iden~~!y,strength, quality, and purity have not
been altered. 7(!f+!,-f~ #‘..-. . ,,

:,,.,.
The responses dated October 13 and 20, 20QQ,~foritems 2,4. S, 6, 8, and 9 state tha~,-
revised SOPS, testing procedwes’ and new S@, will be submitted to the FDA. Please
note tha[ iris not necessary to ~ubmi~dwse procedures as all documen~s wiIl be reviewed. . .,,. .
during the next inspection.

,. <,,,, ::
Observa~ion numbers 2al, 2@, 2b2, 3a, ~b;’:’~d~4c3d&cril&,deviations from written-,-.
manufacturing procedures or f~omb)~cl~record jnskuctio~~, Inves~igations should
comajn documented assessment as ~owhetl+erdeviations ~~onlwritten procedures are
within ~hevalidated pararneter~, We noted~dufi~g our evaluation of h investigmions for
these items dmt review of process ‘;alida(q~ ,~a$ no~add-reswj or documen~ed. In
addition, some of the investiga~ions c’onclu~edyi~a[~hcrewas no adverse effect on the
product because the batches passed routinq IAq&ra~orytes[ing- Rou[inc sampling and tesL
procedures are es~abiished based on the uniie.rstsnding”that manufacturing wiH be in, -., .

,.
1“c
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accordance with validated processing parameters. When wdidated processing parameters
are not followed, it maybe necessary TOconsider additiond tes~ing to veri~ the
acceptability of products.

Neither this letter nor the list of inspectional obsemations (Form FDA 483) is meant to be
an all-inclusive list of deviations. It is your responsibility TOensure that your facility is in
compliance with the provisions of the FD&C Act and aIl applicable regulations. Federal
agencies are advised of the issuance of alI Warning Letter:; about drugs so that they may
~akethis information into account when considering the award of contracts.

You should mke prompt ac~ionto comect these deviations. Failure to promptly correct
these devia~ions may resuh in regulatory action without further notice. Such action
includes license suspension andh’ revocation, seizure andbr injunction, and/or civd
penalties,

YOUshould notifi this office in writing, within -15 workirq~days of receip~of this lener,
of specific steps you have taken to correct we noted viola!kms and to prevent their
recurrence. If corrective action camo~ be completed within 15 working days, state the
reason for [he delay and the time within which the correc~ions wiH be compIetecL

. . ‘w) { D; ~-. ! . f’]’

Your repIy should be sent to the Fobd ancl.D~g Administration, Center for Biologics
Evacuation and Research, Office f?fCon~p@~cg and Biologics Qualky, HFM-600, Suite
200N, 1401 Rockville Pike, RockviIIe, Ma~land 2085~-I 448,

~$incereIy yot~rs,
L

;...::DiFec~or
:- ~~lce of Regional Operations
. . .
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cc: ArI Levinson, Ph.D.
Chairman and Chief Executive Officer”
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