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lMr Dr. HerWig:

During an inspection of your i%cility located at Tnciustriestralk 67 A-1220 Vienna, Austria
between Felxwy 17 and 28, 1997, OUTinspectors identifkd the Mowing violations of Section
501 (a)(2)(13) of the Federal Food, Drug, and Cosmetic Act (FD&C Act), and Title 21, ~od~
gf. Fede ~ (21 CFR), Parts 211 and 6004580:

1. Faikre to establish scientifically sound md appropriate specifications, standards,
sampling plans, and test prwxxxlures designed to assure that components, drug product
contain= closures, in-process materials, labe~ and drug products confixm to

appropriate standards of identity, strength, quality, and purity [21 CFR 211. 160(b)]. For
exsglpk

a. There has been no growth promotion testing of the microbial growth
medium to demonstrate that the liquid medum is =pable of promoting
growth after the medium has been fro= to -20° C.

b. A smoke study to demonstrate that the HEPA fhred air in front of the
lyopwzers maktaim a s@cient dqgrec of kUIIM@ when the doors to
the lyophilkers are opened h~ not been performed.

c. There is no cnumeratkn of the biologiciid i.ndktors to asmre that there is
a qu~tifiale redu~ion of a biological challenge for the dq hat ..
sterilizers used in hdustriestrd3e r+

d. The basis fix quartcdy disinf~ion of the lyophilizers used in (b)@
Industriestrak -L+has not been established.

e, The parameters fbr mwdiddon fix the humidification and heat
iMCtiViItiOD p~ USCd in the ~~ ‘~ t%sility have not been
established.
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f! The recyeled almhol tktt is used in the Fractionation Operations is not
tested to the same specifications as new alcohol,

ii3~ The McFarland standard, used to provide a visual reference for microbial
contamination, correlates to a high microbial concentration that k
unlikelyto be reeovered in m aseptic manufacturing area.

2. Failure to estabti appropriate written procedures designed to prevent microbial
contamination of drug products purporting to be sterile [21 CFR 211.11 3(b)]. For
example:

a. All containers used fbr sterile media fl do not go through the entire
aseptic madhctming process. One third of the total bottles (between

E ~] are stoppered immediately afkr the filling operations
and incubat~ ~.—~ are stoppered after the tm.nsfernng operations
into and out of the ]yophilixxs, and c~ ] are fiOZfXl at ~~ J during
the simulated fkze drying process prior to final incubation.

b. There are no simulated intewentions ptiorrned during the media M
process to mimic routine stoppage of equipment, entry into the aseptic
curtained a.w andlor substitution of persoMel duringthe operations,

c. At the completion of md~a fill operation, production personnel perfimn
their own monitoring, which include obtaining RODAC samples of their
hands, dm~ chest, mOUfi and hat.

3. FaiJurc to have Or maintain written procedures for produaon and p~sa mntrol

designed to aasure that the drug products have the identity, _ quality, and purity
they purport or are represented to possess [21CFR211. 100]. For example:

a. The standti operating procedures for the Albumin water bath viral
im=tivation is inadequate in that it does not describe procedures to be
taken when the viral inactivation cycle is intewupted.

b. There are no wrkm procedures that describe the regenemtion of the
deionized beds or removal and rcplaament of the charmal filter beds
used in the old= water system.

G. Tk-e are no written procedures describing the transpotiion of the
water samples that are to be tested for the presence of bacterial
en&toxin at the c~ 1 Laboratory.

4. FailurE to clean, maktain, and sanitize equipment at appropriate intervals to prevent
mdfimction or contamination that would alter safbty, idmtity, $trex@ qwd.ity, or purity
of the drug produ~ to establish or mair@in written procedures fir cleaning and
maintenance of equipment and to maintain records [2lCEEt211.67]. For example:
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a. The effixtiwness of the dry h=t sted.izm, autoclaves, depyrogenation
tunnels, and lyophilizers in lndustriestraBc L-l has not been established
in that the number of c.omxmtive and successfid runs @?wmd upon
initial testing or any subsequent testing does not y“eld a high degree of “
assurance that the equipmentwillperform as necessary.

(b)(A)

b. The testing for the effixtiveness of the dry heat tunnels in Industriestra8e
which are used for production line f.— ~ is inadequate in that a

bacterial cndotoxin chailmge to demonstrate a 3-log reduction of a
imown endotoxin cmneentration was not included.

c. The testing for the effectii~ of the dry heat sterilizers used in
k@Mrktra13e C-) is inadequate in that:

i. heat digtriition studies for the dry heat sterilizers did no?

include testing with a Ml load in order to demonstrate
that the temperatures are effkctive in reducing-a known
level of bacterial endotoxin when the chamber contains
equipment.

ii, the writtm standard operating procedures (SOPS) for the
load pattern of the sterilizer do not include the specific
steps to be fouowed,

...
111. the ioad pattern used in 1989 is not the configuration that .

is currently used. @Wl
iv. written procdures do not deacri%e where the biological

indicators are to be placed fir the 6 month biological
indkator sterilia.tion challenge.

d. The relative humidity in the storage unit in lhdustri~afk L-> which is
used to store bioindicators, is not monitored to determine whether the
madkturer’s specifications are maintained.

e. There am no written procedures:
i.

ii.

● ..
m

iv.

far calibration of the timer and the ohmmeter system
check fix the lyophilizer in lndustriestnidk L+
to desaibc when to perfbnn the ~~ 3 Protein
Assay Instrument standards which is used in the Ethanol
Fractionation arm in bdustriestraS3e t~l and no written
procedures to indicate whether the standards are rerun
tier the Protein A.WLyInstrument is shut down and
restarted.
to desczibe the calibration of the t-—~temperatu.re
probes fix the Water For Tnjection storage tank and the
Water For Injection water loop in IndustriestraBe ~-)
that descni pefiorming a periodic evaluation of the
older wat~ system in Industrktdlc ~.~ ~r other older
equipment.
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f. There is no cleaning record for:
i, the small utensils at the ~ ~~ location that are

used for the manual transfw operations.
ii. the stainless steel cylinders that are used for the heat (b)(A)

inactivationprocess and the stainless steel fi.umels at the

r~ ~ location.
...
ill. the purification trder hose, falter hoses, and ~ ~3

b@er solution tanks used in Industriestdk ~~1

g. There is no reed of dii’iration fir:
i, the timer in the ~~ ~ location that is used during

the initial validation of the heat inactivation process.
ii. the ‘C~ ~filter

manometers, which are used in the older water system to
assure that the air pressure does mot exe the
rnanukturer’s recommendations,

...
111, the water system’s cxmductivity rnete~.
iv. the internal thermometer or external electronic

thermometer used in the Plasma storage fiezer in
Industrietirak

h. There is no record to documcmt:
i. that the 6 millibars of p~re for the required 5 hour

hold time is achieved for the int~”ty test of the
humid- unit. T&pressure hold time is a critical step
in assuring that the humidi~ng unit in the Benatzkyga13e
location is operating appropriately.

ii, the periodic removal and rqiacernent of the in-line filter
manometers in the older water system.

...
111. the removal and repkcement of the 99.99 HEPA prdilter

that has bea instalkd on the~~ ~ Dilution @)(41
system.

5. Failure to assure an adequate system for monitoring entironmentai anditions [21 CFR
211.42 (a)]. For example:

a. The ~ ~~ area in front of the Iyophilizers in Industriestrdk ~+ has
only one probe fir monitoring non-viable particles in an area of
approximatdy 10.4 m x 1.75 m The location is inadequate in that the
probe cannot monitor the air in tint of two of the three Iyophilizers.

b. The RODAC sampling locations that are selected when performing
environmental monitoring in the ~ ~~ areas are not adequately
defkd.

c. The stainless steel slide in the aseptic filling area that is used to guide the
rubber stoppers is ncn routinely monitored for microbial contamination.



MfiY-29-1997 14:27 FDf7 CBER OC DIU CM 301 594 IZ194EI P . E16A39

Page5-Dr.Ikwig Igel
OSmrcichishes InstitutfiirHaemoder&te Ges.m.b.H.

6. FaiIure to assure an adequate system fir cleaning and disinfbcthg aseptic processing
arm and equipment [21CFR 211,42 (c)(1 O)(v)]. For example:

a, There is no assurance that use of a singledisinfectantrather than the
rotational use of multipledisinfkxtantshas the newxwarydegree of
microbialeffktiveness.

b, There is no assuranw that the concentrations of the diainktant used k
not dctnmentaJ to the nutritive properties of the microbial growth media.

c. There is no assurance that the diainfibctant does not damag e the
panels that are used in the lyophili~tion area,

7, Failure for each person engaged in the manufacture, pro~ing packing, or holding of a
drug product to have educatio~ training, or experience to enable that person to petiorm
the assigtmd fimctions [21CFR 211.25 (a)] in that there are no tmining records to
document that the individuals who perform non-viable monitoring of the classified areas
have been trained for the following procedures: Teak Test of the Final Fikers and Filter

Housing with DEHS Aerosol”, ‘Measurement of Particles in the W’, “Gowning.
Procedure for Pharma@cal Production S ~ 2, and “Air velocity

Measurementof the HEPA ~ters.”

8, Failure to subject to microbiologicaltests before use each lot of compommt, drug
product container, or closure that is liable to microbiological contamination that is
objectionalin view of its intended use [21 CFR211 .84 (d)(6)] in that pc@s of use for
the Water For Tnjection inTndtiestra~#l31 am not sampled on a periodic basis.

9. Failure to rodncly calibrate, inspect, or check equipment according to a written ~b~(?~

pr@ram designd to assure proper perfbrman= [21CFR 21 1.160@)(4)]. For example:

a. The E— I thermometers probes that are used to monitor the media fill
incubation room have not k calibrated.

b. The timer for the cxmtrolling device used in Industriestra.Oe ~-~ for the
wmm btih has not been calibrated.

10. Failure to withhold fiorn use each lot of compon~~ drug product containers, and

closures until the lot has been sampled, tested or examined, as appropriate and releasd
far use by the quality control unit[21CFR211.84 (a)] in that water used for the final
rinse of vials prior to use in the aseptic filling area did not meet USP Water For Injeetion
specifications for conductivity.

11. Failure to handle and store components and drug product containers in a manner to

prevent contamination [21CFR 211.80 (b)]. For example:
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a. The raw material in freezer storage room L ~ 1 is mot labeled. h
addition, the status of the material is not identified, ie,, approved, non-

approved, or quam.ntined.
b, Two pla~ic totes used to store unitsof inspectedplasma in the 4“ c anti-

room in the Plasm receitig area were not secured. The plastic ties
were broken and had not been resealed.

12. Failure to report to the Director, Center for Biologics Evaluation and Research (CBER),
impo~ant proposed changes in equipment, for any product for which a license is in
effgct [21 (X’R 601- 12(a)] in that CBER htts not been notified of a new water system in
Industries&aJ3e which has been in operation sinceNovember 1996,

We admowledge receipt of your written responses dated March 14, 1997, March 27, 1997 and
April25, 1997, which addressesthe inspections.1 obsendons on the ~A Fonn483 issuedat
the close of the ‘kwpection. Comxtive actions addressed in your letter maybe referenced in
your mqkmse to this letter, as appropriate. Althoughwe have not =mpleted a fill review of
YOW responses, we have several mmments addressingthe adequacy of some of your ax-mctive
actions, Please note.that any remainingcommentswill be addressedunder separate cover. Our

m~ents ~d requests for fbrther information regarding corrective action and clarification are
detailed below. The items mrrespond to the items listed on the Form FDA-483;

Md~a Fill Or)erations

3.

5.

SC.

18a,

Please submit the C ~ ~ entitled ‘Microbial Control fir the Production of Sterile
Bulk Solutions” when completed.

w-

Pl&e submitthe calibrationdata h the ~ ~.temperature probes that are used to (JIW

monitor the maiia fill incubation room when completed.

In order to ensure that the manufacture’s storage requirements are m= please indicate
how you will monitor the relative humidity of the mfiigerator in which the biological
indkators are stored-

ln order to assure better controI over the freezer that contains plasma units, we
recommend that a large sign be posted on the extmior part of the fizer to remind staE
thti only apprwed material is to be stored inside, In addition, the Quality A.wrance
department should be involved in maintaining appropriate amtrol of approved and
quarantine products in this area.
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Please provide the rationalefor not testing reqcled akohol to the same specificationsas
ncw alcohol. Recycled alcoh~i shouJdbe treated as new raw material and identity
testing should be performed,

Although you indicate that the thermometers were Within the required ranges at the time
that they were checked, regulationsrequire that thermometers be calibrated at suitable
intexva.kand that a record of the calibrationbe maintained.

Your response indicatesthat the commercial breeder guarantees the SPF-status of the
mia. “Pleaseclarifi the meaning of “SPF-status.”

~ntironm~

Your response regarding points-of%.se testing addresses only the Purified water system.
Please indicatefor the Water For Injection the monitoring system for the points-of-use.

Neither this letter nor the list of inspectionalobservations (Form FDA 483) is meant to be an
all-inclusive list of deviations. Tt is your responsibili~ as Responsible Hea~ to assure that

deviations eomcted in one product system or area are also corrected in other product systems
or areas of this fici!ity as well as all fieilities under your control to assure overall compliance
with current Good Manufacturing Practices.

Federal agencies are advised of the issuance of ail Warning Mters about drugs so that they may
take this infommtion into a=unt when considering the award of contracts.

You should take prompt action to correct these deviations. Failure to promptly eomct these
dcwiations may result in regulato~ action without further notice. Such action includes seizure,
licensesuspension amllor rev~tion.

You should n~ifi this office in writing within 15 workin~ days of &eipt of this letter, of
specific steps you have taken or vhll take to correct or prevent these deviations. If emmztive
actions cannot be completed within 15 working days, state the reason fir the delay and the time

within which the corrections will be mmpleted.
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Your reply should be sent to the following address: U.S. Food and Drug Administration; Center
for Biologics Evaluationand Resarch; HFM-600; 1401 Rockville Pike Suite 200W, Roclwille,
MD 20852-1448.

~ Director, Ofke of Compliance
Center fir Biologics Research

and Reviw

TOTRL P. E19


