
f*%lxnc/,
+%

*. “%
$“
2

<

DEPARTMENT OF HEALTH& HUMAN SERVICES
:
%
-+++

>%,,a
jq’)332$2?.(7

Food and Drug Administration

Rockville MD 20857

December 23, 1999

CBER-00-01 O

XTARNTNG LETTER

CERTIFIED MAIL
RETLTRN RECEIPT REQ[JESTED

Mr. Antonio Boniolo
Business Leader, Diasorin Europe
Diasorin s.r.l.
Via Crescentino
13040 Saluggia, IIalj

Dear Nlr Boniolo

The Food and Drug Administration (FDA or the agency) conducted an inspection October 18
through 25, 1999 of your facility Iocatcd at L’ia Cresccntino, Saluggia, Italy. During the
inspection, FDA investigators documented violations of Section 501(h) of the Federal Food
Drug, and Cosmetic Act and deviations from the applicable standards and requirements of Title
21, Code of Federal Regulation. (CFR) Subchapter H, Part 820, as follows:

1 Failure to investigate the cause of nonconformities related to product, processes, and the
quality system [2 I CFR 820. loo]. For example:

a the =eplicate residual moisture test results for Reagent A lot #
3290620 were 3 4?40. 4 9?!4 and 3.9°4 The 4.9°A result exceeded the release
specification 0! — A non-conformance was not issued and an investigation
was not conducted

b. the residual moisture test record for Reagent B lot # 3280620 had
results of 10.4°/0, 1.2°/0,0.3°/0 0,6°/0. and 1.OO/O.The 10.4°/0 result was changed to
1.4% by the analyst and discarded. The 0.3?40and 0.670 results were added
together and averaged with the 1,2°/0result The final result was 1.2°/0 and the test
record was approved There were no explanations or investigations of the test
discrepancies.
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~-—. Lot #10 failed a sterility test on
01/28/99. There is no in~esti~ation or non-conformance record for the sterility
failure.

7-. Failure to de~eiop. conduct. control. and monitor production processes to ensure that a
device conforms to its specifications [2 I CFR 820.70(a)]. For example:

a. test practices are inconsistent in that qualit}’ control Standard Operating Procedure
(SOP) CB323.<ntitled

.. requires testing —replicates for the
method and the production SOPS, MFSP1 (Reagent B) and MFChT5

(Reagent A). require the testing 01—replicates for the method.

b. SOP CB213, entitled ..” –‘. requires a
There are no records that this control is performed.

c, SOP 10.0004. cntit]cd . .. does
not include media till proccciurcs to simulate loading. processing and unloading of
the I!ophilizcr. procedures for capping. filling process interruptions. and
tmiironmcntal monitt~ring.

d. there is no midcncc that periodic grol~th promotion testing of prepared media
If-itil expiration da[cs has km performed as required in SOP 10.0004.
entitled

.
.1. Failure to cslablish and maintain prt~ccdurcs (o prm’ent co!ltamination ofcquipmcnt or

pr{xiuct suhstw~ccs tha( could rcasonabl}” bc expected 10 ha~re an ad~’ersc effect on
product qualitj [21 CFR 820.70(c)]. l:or example:

a. mold Ivas obscmcd on the ~valls and ceiling of walk-in cooler [n
addition. a majorit}” of the tlooring in the approximately cooler
\vas covcrcd in caqxting.

b. bactcriostatic and fungista(ic properties of U.S. licensed products have not bc
assessed to dctcmlinc their effects on sterility testing.

4. Failure to establish and maintain procedures for the use and removal of manufacturing
material to ensure that it is rcmo~cd or Iimiled to an amount that does not adversely affect
tlw dc~icc’s quality [21 CFR 820.70(h)]. For example:

a. clcming validation studies IKIJCnot been performed on chromatographic columns
used for pmlcin purilica[i(m.
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b. the January 1998 cleaning l’alidation for the plate coating filling
heads is incomplete in that the dates of the procedures and the personnel who
performed them are missing. In addition, there is no documentation that cleaning
procedures were follo~ved.

5. Failure to establish and maintain procedures for process validation in order to ensure that
processes have been adequatel~ ~al idated and that the specified requirements continue to
be met [21 CFR 820.75] in that the ljophilization process for tht ~

— ——_. have not been validated.

6. Failure to establish and maintain procedures to ensure that equipment is routinely
calibrated. inspected. checked. and maintained [21 CFR 820.72].

‘a the last calibration of measurement equipment in the lyophilizer was in 1995.

t?. (hcm is no midcncc of — calibration of the pH meter located in Bulk
Prcpara(ion Room #7 as required in SOP 09.0110. entitled

7. Failure to establish and maintain procedures to adequately control environmental
ct~nditions that could rcasonabl} k cxpcctcd to have an adverse effect on product quality
[2 I Cl; [{ 820.70(C)]” in that there is m) validation data to establish surface sampling sites
and surface sampling frcqumc}

($. Failure to ensure tha[ all equipment used in the manufacturing process meets specified
rcquircnwnts and is appropriatcl!. dcsigntxi. constructed. placed. and installed to facilitate
m:iintcnancc. adiustnlcn~, cleaning, and L]SC12I CFR 820.70(g)] in that the Gamma
(’t)untcr Ilam Transfer Validti(i(~n. dawd ~larch 31. 1999. did not include
itls[:]ll:i(ic~ll’[~pcrati(}r~qualillcation results and a ~vorst case challenge.

9. Failure [t) maintain specifications as pm-t ofthc Device Master Record [21 CFR 820.181]
in that SOP C’Qcce203 entitled. —
-— dots not include a spcciiication for the maximum number of adjustments that can be
mwic uithout an in~rcs(igation,

W:cackno~vlcdgc receip( of your ivritttm response dated November 18.1999, to the Form FDA-
483 issued at ~he CIOSCof the inspcc[ion. W’chave reviewed your response and find that it is
inackquatc to address our concerns and have the following specific comments to your response,
~~hich am numbered to correspond to the obser~’ations listed on the Form FDA-483:

Ia. Picasc clarify if the revised SOPS ~~ill address whether individual out-of-specification test
results l~il 1be in~’cstigatcd i~kn test data averaging techniques are used.

8.9. Pltmsc clarif>’ whc(hcr k rc~iscd SOPs ~vill include filter integrity testing
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lo. Please indicate what actions will be taken in reference to the carpeting in the ~valk-in
cooler

11. Please indicate whether validation data will be used when choosing sampling points.

15a. Please clarify your statement that “the out-of-specification results observed were due to
miscalculation and not to erroneous results. ”

20. Please provide the maximum number or percentage of adjustments that will be made
without an in~’estimation. Include the statistical rationale used to establish these limits.

Neither the above violations nor the obsemations noted on the Form FDA 483, presented to you
at the conclusion of the inspection. are intended to be an all-inclusive list of deficiencies at your
establishment. It is your responsibility to ensure adherence to each requirement of the Federal
Food. Drug. and Cosmetic Act and the applicable regulations and standards. The specific
violations noted in this letter and on the Form FDA 483 may be symptomatic of serious
underlying problems in }our establishment’s manufacturing and quality systems. YOLIare
responsible for in~estigating and determining the causes of the violations identified by the FDA.
If the causes are determined (o bc systems problems. you must promptly initiate permanent
corrective actions.

You should take prompt action to correct these dmiations. Failure to do so may result in
regulator! action Yfithout further notice. Such action includes license suspension andior
rcvoca[ion. andjor import alert. J\hich \vould prevent >our product from entering (he United
States. Federal agencies arc adlistxl or (IK issuance ofa]l Warning Letters about drugs and
dmices so that they ma>’take this information into account ~vhen considering the award of
contracts. In addition. no Iiccnsc applications or supplements for devices to Yvhich the
deficiencies arc reasonable rulated \vill bc approved until the violations have been corrected

You should respond [o FDA in ~vriling lvithin 15 fvorking days of receipt of this letter of the
steps you have taken to correct the noted ~’iolations and to prevent their recurrence. Corrective
actions addressed in your previous letter may be referenced in response to this letter, as
appropriate. If corrective actions cannot be completed within 15 days, state the reason for the
delay and the time within ~vhich the corrections will be completed. FDA will verify your
implementation of the promised corrective actions during the next inspection of your facility.
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Your reply should be sent to the Food and Drug Administration, Center for Biologics Evaluation
and Research, 1401 Rockvil]e Pike, Suite 200 N, Rockville, Maryland 20852-1448, Attention:
Division of Case Management, HFM-6 10. If you have any questions regarding this letter, please
contact Cathy Corm at (301) 827-6201.

Sincerely,

1 Director
Office of Regional Operations


