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Important: Warning letters and other FDA inspection documentation
should be interpreted in the context of full content. Just looking at
extracts may be misleading. And sometimes they include good advice
from the FDA not mentioned in the extracts.

HEM: BT AEARK FDA R E SN, R LT CEFBEEMAE.
SRFERMFZTTREM R JEEA RN ZOFEM FDA B BIERIFHIEI, TALR
REFZ.

FDA 483 Inspectional Observations, EIRs & Warning Letters -

Preview keywords and excerpts

Type Content&deviations
Keywords, selected examples (not complete).
Click on "D" to view, print and/or download the files with full text.
(In this Preview Mode the click will link you to the order form)
Tell your friends about this page!

FDA &4k, EIRS FHEE LT W OB 1] A4 3%
St | A H =%
KEEH, EBEHEH CRAHEE
RAEE “D” RS, EIRIFI/EL T 8 rE S AN A .
(TEXEBA T T7 X, CLICK BRI e Fe k. )
D

483 Keywords: Water systems, diagrams, process validation, cleaning

85 items validation, batch record review, training, instrument calibration, reserve
samples, testing, product specification, distribution records, analytical

Im method, USP standard, failure investigation, labeling, SOPs
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W-156 ¢ Primary deviations: missing diagrams, no installation qualification,

no operation qualification, no batch record review, inadequate GMP
training, inadequate equipment calibration, inadequate storage of
reserve samples, SOPs not approved, inadequate procedures for
sampling and testing

e Examples:
-There was no diagram of the water system



- Batch records not reviewed by QC,

- Routine calibration not performed according to a written program
- Conductivity meters not calibrated to an NIST traceable device

- Batch records lack a description of name of the equipment

- No reference in analytical method to recognized standard method.
- Current SOPs not reviewed and approved by QCU
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483 Keywords: Electronic records, electronic signatures, Part 11, Equipment D
calibration, equipment qualification, certificate of analysis, review of

m records
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W-155 e Primary deviations: missing Certificate of Analysis, inadequate
equipment calibration, failure to review production and control records
by QA, no recalibration after equipment move.



W-155 . EEFIR  SOOHES, BRZEAES, SRR
[BIBAHE LR . 4B %M 8 Ja BOA R

e Examples:

- Failure to establish laboratory controls which include the calibration
of instruments, apparatus, gauges and recording devices at suitable
intervals in accordance with an established written program containing
specific directions, schedules, limits for accuracy and precision and
remedial action in the event the accuracy and/or precision limits are
not met [21 CFR 211.160(b)(4)].

- Specifically, your firm does not have a Certificate of Analysis (COA)
for ...

- The procedure is unclear and is inconsistent with the manufacturer's
recommendation which advises to calibrate the [redacted] Oxygen
Analyzer each time the analyzer is moved.

- Failure to routinely calibrate, inspect, or check automatic,
mechanical, or electronic equipment according to a written program
designed to assure proper performance [21 CFR 211.68(a)].
Specifically, your firm has not performed any equipment qualification
on the "mobile" cryogenic pumping system.
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WarningKeywords: Equipment calibration, equipment qualification, certificate of D
Letter analysis, review of records
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e Primary deviations: missing Certificate of Analysis, inadequate
W-154 equipment calibration, failure to review production and control records
by QA, no recalibration after equipment move.
o  FEHENR: SRDNTIET, WAAZIEGD, B BRI A
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- Failure to establish laboratory controls which include the calibration
of instruments, apparatus, gauges and recording devices at suitable
intervals in accordance with an established written program containing
specific directions, schedules, limits for accuracy and precision and
remedial action in the event the accuracy and/or precision limits are
not met [21 CFR 211.160(b)(4)].

- Specifically, your firm does not have a Certificate of Analysis (COA)
for ...

- The procedure is unclear and is inconsistent with the manufacturer's
recommendation which advises to calibrate the [redacted] Oxygen
Analyzer each time the analyzer is moved.

- Failure to routinely calibrate, inspect, or check automatic,
mechanical, or electronic equipment according to a written program
designed to assure proper performance [21 CFR 211.68(a)].
Specifically, your firm has not performed any equipment qualification
on the "mobile" cryogenic pumping system.
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WarningKeywords: capa, process validation, change control, quality systems

Letter
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Primary deviations: inadequate corrective and preventive actions,

inadequate process validation, inadequate change control procedure
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Examples:
-Failure to establish and maintain an adequate corrective and

D



preventive action procedure which ensures identification of actions
needed to correct and prevent the recurrence of nonconforming
product and other quality problems, as required by 21 CFR
820.100(a)(3).
- Failure to validate changes to your manufacturing process with a
high degree of assurance to ensure that specified requirements are
met as required by 21 CFR 820.75(c).
- Validation did not include verification assurance that the changes did
not affect the device
-Failure to identify the acceptance status of product throughout
manufacturing, packaging, labeling, and servicing of the product to
ensure that only product which has passed the required acceptance
activities is distributed or used.

° $1§'J

o -HRAESTANYERE RS FIB IEATRBTAE Y, XREORIES—AT
TR AL IE AT HE— SO R 7 it A A5 5 i) P R
4, 1R 21 CFR 820.100(a)(3).Hi 1) -

o SXFTAREY AR I R Bk = A AL AR B ORAIE SR CRUERF PR R K, 1E D0 21
CFR 820.75(c).Fr s -

o -HINERAEIEFINRIE, XKL R BRI E .

o SERZTIZETAE AAE. ARSE. ARG G — T bR, SR
PRI 7 it d 5 P 7 2 TR AT A o R

WarningKeywords: root cause, capa, compliant handling, management

Letter
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responsibility

FhE. AR, CAPA, 4843, #/ETi{t.

¢ Primary deviations: no root cause analysis, insufficient complaint
handling
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e Examples:
- You are responsible for investigating and determining the causes of
the violations identified by the FDA. You also must promptly initiate
permanent corrective and preventive action of your quality system.
Failure to promptly correct these deviations may result in regulatory
action being initiated by the FDA without further notice. These actions
include, but are not limited to, seizure, injunction, and/or civil
penalties. Additionally, no premarket submissions for Class Ill devices
to which QSR deficiencies are reasonably related will be cleared until
the violations have been corrected. Also, no requests for Certificates
to Foreign Governments will be approved until the violations related to
the subject devices have been corrected.
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e -You have failed to establish complaint handling procedures sufficient
to ensure that all complaints are documented and processed in a
uniform and timely manner, as required by 21 CFR 820.198(a).

- Management with executive responsibility has failed to ensure that
an adequate and effective quality system has been fully implemented
and maintained at all levels, as required by 21 CFR 820.20

- You have also failed to establish a policy of overall intentions and
direction of your firm with respect to quality
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WarningKeywords: stability testing, failure investigation, batch reprocessing, D
Letter missing records
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Im o Primary deviations: No adequate stability test program, missing
failure investigation, missing procedure for the reprocessing of
W-151 batches, missing records regarding unexplained discrepancies
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e Examples:
- You have failed to establish an adequate stability testing program to
determine appropriate expiration dates for all your drug products (21
CFR 211.166(a) and (b)
- You have failed to investigate failures of a batch or any of its
components to meet their specifications (21 CFR 211.192).
- You do not maintain any written records regarding unexplained
discrepancies and batch failures as required by 21 CFR 211.192
- Batches are routinely reprocessed when initial release specifications
fail.



- None of the stability failures, described above, were the subject of an
investigation as required by 21 CFR 211.192
- You have not established written procedures for the reprocessing of
batches to ensure that they will conform to all established
specifications (21 CFR 211.115).
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WarningKeywords: CAPA, complaints, audits, document control, quality system, D
Letter training
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Im e Primary deviations: No or inadequate CAPA system, inadequate
complaint handling procedures, no quality audits, inadequate
W-150 organizational structure, inadequate document control, failure to
review effectiveness of quality system by management with executive
responsibility, insufficient personnel with necessary education.
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e Examples:
Significant deviations include, but are not limited to, the following
- Analyzing processes, work operations, complaints, returned product
and other sources of quality data to identify existing and potential
causes of nonconforming product
- Investigating the cause of nonconformities relating to product,
processes, and the quality system
- Identifying the actions needed to correct and prevent recurrence of
nonconforming product and other quality problems
- Verifying or validating the CAPA to ensure that such action is
effective and does not adversely affect the finished device
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Wa rningKeywords: API, testing, impurity testing, supplier testing, certificate of
Letter analysis, solvent recovery, labeling system
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e Primary deviations: Insufficient testing of individual batches, supplier
W-149 testing not verified, no procedures for solvent recovery, inadequate
proof of incoming labels.
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e Examples:
- The laboratory did not have an adequate impurity profile that
identifies organic, inorganic and solvent impurities to monitor
unidentified and apparent impurities in the API
- The microbiological laboratory fails to document the lot number and
expiry date of xx
- The reliability of the supplier's certificate of analysis (COA) was not
established in that a complete analysis was not performed with the
COA at the appropriate intervals.
- Procedures for solvent recovery have not been established to ensure
that solvents are controlled and monitored
- Incoming labels received from the vendor are not proofed against the
master label
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WarningKeywords: API, testing, raw data, failure investigations, equipment design,

Letter
BE5E
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W-148

English language, equipment maintenance
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Primary deviations: Insufficient testing of individual batches, insufficient
recording of raw data, inadequate failure investigation, inadequate
equipment design, inadequate equipment maintenance
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Examples:

- The individual batches are not tested for residual solvents

- Laboratory records do not include all raw data. For example, weights
determined during the preparation of standard solutions were not
recorded

- Critical production deviations may not have been investigated and
documented.

- Production equipment was not designed to minimize contamination

- Equipment was not maintained in an adequate state of repair.

- If you whish to to continue to ship APlIs to the United states, you should
evaluate all equipment and written procedures and your employees
adherence to written procedures, for compliance with this standards.

- Failure to promptly correct these deficiencies may result in the refusal
to permit entry of these APIs or finished products made from these APls
into the United States.

- Please submit documentation, with English translation, of these
corrections.
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WarningKeywords: audits, CAPA, risk assessment, complaint handling, validation, test

Letter
BE5E
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W-147

equipment, training
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Primary deviations: no audits of records, inadequate validation of
workstation test equipment, inadequate compliant handling,
inadequate procedures for CAPA, inadequate risk assessment.
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Examples:

- There is no indication that your firm conducted periodic checks or
audits of the records during this time to assure the validity of the data.
- Failure to establish and maintain procedures for implementing
corrective and preventive actions (CAPA ) to include requirements for
analyzing processes, work operations, concessions, quality audit
reports, quality records, service records, complaints, returned product,
and other sources of quality data to identify existing and potential
causes of nonconforming product, or other quality problems, as
required by 21 CFR 820.100(a)(1)

- For example, your firm performed risk assessments for product
failures without documenting how the severity or likelihood of
occurrence used in the assessment was determined, in violation of
your own procedures.

- For example, the validation of the workstation test equipment used
as part of the final device testing system; did not include a process
capability challenge, did not ensure that the test equipment used was
capable of functioning as necessary to capture results at both the high
and low ends of the test specifications, and did not include challenges
with known failures to ensure the equipment detected fault conditions
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Warnin Keywords: risk analysis, design validation, change control, software testing,

]
Letter

acceptance criteria, quality control, installation qualification, inspection, supplier

assessment
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W-146

Primary deviations: no procedures for validating the device design,
no formal risk analysis for software changes, no procedures for
finished device acceptance, inadequate installation, inadequate
inspection, no procedures for supplier assessment.
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Examples:

- Failure to establish and maintain adequate procedures for validating
the device design to ensure that the device conforms to user needs
and intended uses and include risk analysis, as required by 21 CFR
820.30(g) (FDA 483, ltem 151.
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- For example, a formal risk analysis of the original system design and
software changes to correct software bugs that caused incorrect
functionality or performance problems, and to enhance the product,
has not been documented. Although your software release notes
briefly describe the nature of unresolved software bugs in a particular
software version, they do not explain the impact of these software bugs
on user needs and intended uses. For example, in the workflow
release notes, dated 6/24/04, software version 2.0tr17 described that
"the scores for the left eye and right eye was reversed, and the macular
edema value used previously was confusing."
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- Status of design changes was not documented to explain why certain
design changes were not implemented to correct Software bugs

- The "Workflow Release Notes by xxx has no status information or
discussion of the test releases of software versions v2.xx36 through
v2.xx40

- Failure to establish and maintain procedures for finished device
acceptance to ensure that each production run, lot, or batch of finished
devices is not released for distribution until all the requirements are
completed as required by 21 CFR 820.80(d) [FDA 483 item 3]. For
example, your firm has not documented the signature(s) of approval
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needed to release xxx for distribution

- Failure to establish and maintain procedures for adequate installation
and inspection, as required by 21 CFR 820.170(a) and document the
installation activities and inspection results, as required by 21 CFR
820.170(b) [FDA 483 Item 5]. For example, your firm's device
installation procedure was in the draft form at the time of our
inspection, and your firm has not maintained records of installation
activities and inspection results of the retinal image acquisition
subsystem of the 3DT system at the clinical sites.

- Failure to establish and maintain procedures to ensure that all
purchased or otherwise received product and services conform to
specified requirements, as required by 21 CFR 820.50 [FDA 483, Items
10, 11, 12, and 13). For example, your firm has not (a) evaluated the
suppliers for their ability to meet your firm's requirements; (b) defined
the quality requirements that each supplier must meet; (c) defined the
frequency of supplier evaluations; and (d) documented supplier
evaluations.

WarningKeywords: part11, electronic records, clectronic medical record (EMR)

Letter

system, computer validation, audit trail, accurate and complete copies, invalid and

m altered records

W-145

Primary deviations: missing documentation for validation and other
part 11 requirements

Examples:

Our review of the inspection results also noted that you use an
electronic medical record (EMR) system to maintain medical and other
clinical data for your patients, including study subjects . You told Mr.
xxx that data obtained during study visits are entered directly into the
EMR, and no paper records are used. A follow-up letter from you to
Mr. xxx, dated January 31, 2005, detailed the name of the EMR
system and the means by which study subject information is entered
Please note that Title 21, Code of Federal Regulations, Part 11,
"Electronic Records; Electronic Signatures" outlines specific
requirements that must be met for any system that is being used to
maintain required records . In addition to the information requested
above, please submit the following:

- documentation of the validation of your EMR system to ensure
accuracy, reliability, and the ability to detect invalid or altered records;
- documentation of the ability to generate accurate and complete
copies of records suitable for inspection, review, and copying by the
agency;

- documentation of a secure, computer-generated, time-stamped audit



trail that can independently record the date and time of operator
entries and actions that create, modify, or delete electronic records,
and to verify that record changes do not obscure previously recorded
information.

WarningKeywords: complaints, suppliers, contractors, software validation,
Letter change control

lm ¢ Primary deviations: no or inadequate software validation, no quality
requirements for suppliers, contractors and consultants, no supplier

W-144 audits, inadequate change control

e Examples:

- Failure to perform software validation, as required by xxx.
Specifically, the xxx controller unit, software version xxx was changed
to xxx. The change in the software allowed for adjustment in the speed
of the water pump, and inverse pulsing from the A valve to the B valve
when the speculum was clogged. Your firm did not have any
documentation showing that the current software version was
validated.
- Failure to establish and maintain the requirements, including quality
requirements, that must be met by suppliers, contractors, and
consultants, as required by xxx. Specifically, your firm did not have
any documentation showing audits of the contract manufacturer
responsible for manufacturing the disposable xxx which is used with
the xxx. Your firm also did not define the type and extent of control to
be exercised over the product, suppliers, and contractors.
- Failure of management with executive responsibility to ensure that
an adequate and effective quality system has been fully implemented
and maintained at all levels of the organization, as required by 21 CFR
820.20(a). Specifically, management with executive responsibility has
failed to ensure that an adequate and effective quality system has
been established. There was no management oversight for
employees responsible for manufacturing, finished device release,
distribution, and for maintaining quality system records.
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Keywords: System suitability testing, process validation, part 11,
method validation, OOS, laboratory controls, impurities, QA procedures,
training, vendor qualification, refractive index detector, electronic
records, stability testing

e Primary deviations: no or inadequate failure investigation,
inadequate process validation, inadequate method validation,
inadequate instruction for testing, insufficient justification for impurity
specifications, QA procedures not followed, insufficient training on
cGMP and operations, failure to establish controls and procedures to
establish authenticity, integrity and security of all electronic records,
failure to qualify suppliers, IQ/OQ or equipment not performed or data
not reviewed, no records for refractive index detector qualification,
incomplete laboratory records, inadequate stability

e Examples:

- Drug products failing to meet established specifications are not
rejected

- The xxx solution used in the xxx assay test did not meet USP
suitability test specification during the analysis of Sample lot...

- Control procedures are not established which validate the
performance of those manufacturing process that may be responsible
for causing variability in the characteristics of in-process material and
the drug product.

- Initial OOS results for accuracy and intermediate precision were
retested with no laboratory investigation conducted; a revised
analytical method was developed, the samples retested, and only the
passing results reported.

- The analytical method report was not signed off as approved until it
had been used to test released batches

- Appropriate controls are not exercised over computers or related
systems to assure that changes in master production and control
records or other records are instituted only by authorized personnel.

- The firm has failed to establish controls and procedures to assure
authenticity, integrity and security of all electronic records including
data generated in the QC laboratory.

- All laboratory analysts and supervisors have system administration
privileges in the firm's HPLC and GC acquisition systems which allow
them overwrite original raw data files.

- Refractive Index Detector used for component testing , sugars, there
is no record that the equipment has been qualified
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WarningKeywords: SOPs, complaints, annual product reviews, failure
Letter investigations, laboratory controls

lm e Primary deviations: missing SOP to handle drug quality complaints,
missing labels, not following written procedures, inadequate corrective
W-142 actions regarding failure investigations, failure to follow laboratory
procedures
e Examples:
- Your QCU also failed to extend the investigation into other similar
lots
- Laboratory failed to properly label sample preparations in your
laboratory refrigerator and workbench areas
- Failure to follow written procedures for Annual Product Reviews
- Failure to follow established Standard Operating Procedures
regarding the handling of written and oral drug product quality
complaints
- Failure to follow established laboratory control procedures

WarningKeywords: bioequivalence study, contamination, procedures, policy, D
Letter failure investigation

Im e Primary deviations: equivalency of analytical method not
demonstrated, inadequate approach to investigating sources of
W-141 contamination, lack of procedures and policies
o Examples:
- You failed to demonstrate that the analytical method used in this in
vivo bioavailability study was accurate to measure the accurate
concentration of loratadine and its metabolite
- Your approach to investigating sources of contamination in
bioequivalence studies is inadequate and has resulted in the
submission of invalid data to the agency. You should have conducted
a systematic and thorough evaluation to identify and correct the
source of contamination when it was first observed.
- The manner in which (company name) investigated the
contamination problem in this study causes FDA to have concerns
with the validity of other bioequivalence data generated by (company
name).



WarningKeywords: number of people, stability testing, laboratory records, data

Letter

A

W-140

integrity, equipment maintenance

Primary deviations: no adequate number of trained people,
laboratory records missing, inadequate change of raw data, no
adequate equipment maintenance

Examples:

-Written control procedures not always followed when changes were
made to test methods and validated system

- No positive control has been used while conducting the USP test
since December 2002

-The inappropriate change to test method was made without Quality
Control unit review. as a result, batches of product were released for
export to the US based on invalid USP test results

- Written procedures for investigating deviations were not followed on
at least six occasions in 2004, when recording charts showed
malfunctions

- no adequate number of trained people to carry out the
responsibilities of your quality assurance department, ... only one
person conducted the dual functions of quality control and quality
assurance.

- Maintenance performed on the xxx in September and October 2003
was not correctly recorded

WarningKeywords: quality control unit, training, stability testing, water

Letter

ERA

W-139

purification, batch production and control records, batch record review

Primary deviations: QC unit did not follow written responsibilities,
employees not trained on CGMP, no microbial analyses/or preserve
analysis on finished drug products, water qualification, no batch record
review

Examples:

- SOPS have not been approved by the quality control unit, and the
review of any complaints involving the possible failure of a drug
product to meet any of its specifications has not been performed per
SOP.

- According to the Executive Director of the firm, the employees have
never received any type of CGMP training

- Your firm failed to conduct microbial analysis and/or preservative
assays on finished drug products as a criteria for release.

- The firm does not have a sampling and test procedures designed to
assure that the water from the purification system conforms to
appropriate standards

- Failure to have all drug product production and control records

w)

D



reviewed and approved by the quality control unit to determine
compliance with all established, approved written procedures before a
batch is released or distributed.

WarningKeywords: computer validation, data integrity, acceptance levels,

Letter method validation, process validation, revalidation, 0OS

EOA KA THRENUGL, B, BYUKE, JREARK, AR,
PR, TEAF

W-138 e Primary deviations: No acceptance and/or rejection levels for
theoretical and actual batch yields, no test method validation, lab
computer software not validated, no process revalidation, no OOS
investigation

o EE4MR. WAHHIR EMSEER BT B KAELA bR
A, SRS BT RV IR, A IR AR, A o
pealiifey

e Examples: #lin
-The process validation for the product Syncro-Mate-B Implants is
inadequate in that your firm’s 1994 retrospective validation report
evaluated batches that were manufactured and tested at a different
manufacturing facility. Your firm failed to perform any new process
validation or revalidate the manufacturing process, at your current site.
Additionally, your firm failed to validate the testing methods used to
analyze the batches in your retrospective validation report and the
equipment used to manufacture and test the validation batches was
never qualified.

e ’£)” Syncro-Mate-B Implants [ Fifa St FEAVE 2, B9 A A 1994
[ sy 6 41 75 PPy AN [R] A 7= 502 2R 77 SR I . S 2w A A
17 MEATE I R 3 s P i AR 56, R H AT E B, e,
TSR 2w A R B8 F T 23 BT 76 2 1D ] oA 56 4 15 o A 4tk X I 7 32
DA T A 7= R (R PR Ao 3 15 AN B4
- The firm’s computer software programs which operate all of the lab
during the analysis of raw materials and xxx finished product, have not
been qualified and/or validated. The software programs do not secure
files from accidental alteration or losses of data. The functions that
modify and delete partial or whole data files are available for use by all
analysts. In addition, the firm has not established any security

w)



procedures for the laboratory computer systems. There are no
procedures for backing-up data files and no levels of security access
established.

o TEJEMBFHTAIIEIE B S A A, A wEATAE AT SE
=W ENRA AR 5 A TS SR A, AR P o ik
WEE S LAAME O 22k 5 ) 22 4 o T 1 20 A 5 R T A
oy B A AR EE SC rIE ORI R ThRe . 34k, ARNEHAE
RS2 = ENLR G ZARE e, B R SO R
Fr PA K B B 22 At

Warning XK. &2, THEVKIE, QA ME, &N, HVACTHRE

ERA

W-109

Warning

A

W-108

o FERE: QA BILANEHE, AR SRAIITIUE, X d X
N VEABRE, X T S 4e %A AR v 1

o« fITF
-QA HI 1A R NG AR, ROzt TAEH i 25 5 k% 4
- WA PRIE H Bk B8 Be i &2 11 24 B 75 132 17 FRiE[21 CFR 211.68].
1t
- AR A R EALE A TR
- WRBAE TN (HVAC, CHHE, 2itk/K RS0
- WA PR — S E RN 51N PRI IX

KegiE: REARR, BHE, W, W

o EEmE: BAEHMME, WAMRSIPHER, BARERR
o HIF:

- B NI B E A AR AR E MR S A RV (Y A D A B AR
- BN S RAF R T A 5 4R 1 it i RURE
- AR REE R

wj



Warning X8 HTEEROEIE, FRHRY, FRNES BT OEEKARE, 107
BT ICRIITERR, TEBERIBAE, 7RI, SREKIE, 00S, FHi
BRA s s

N
o
D

N
o
()]

W-107 NEW!

BUERR 7 B B R & (EIRs),

W-106  seasfid F 2 M 483 (W-105)TF44, SEIEUIR 7 M Al sy (w—106) , 963
(S5 (W-063), PAKGEAG ) EIR (W107). JEEAIRE RN T

W-105 i) FDA BERTGHEAT ML Rt FR A VAT AR .
EIRs: VAR T EFEE, NAZM BT A, NiZn L4 ) @b 2 &) B
TN AT BZX) EIRs #HATH %, . HEhAERTTRERTKR
REEAE . — A 483, EIR, VACKRE LRI ESE. dx (s B A F
TARGF SR A . AR T AT 7R 2 A (3 () 280 LR 47 14 [B] 25 TR 4 ]
B, XA AT LR FDA 255, den] LR B QBRI .

Warning }%1: BRBMEAREERIFINAEF=EIE, part 11, B8 HE, TEKY D
lm fRttEl, IR

o XERE: BULE BT A, X 11 E%RA R, SLEEE
W-104 L EER (78T i

o filF:
- WA, BEEREK A S BICR B TR cGMP g (R
£ 21 CFRPart11 ZR, HTIds, HTiaE. Part11 [z
SENEH R P IE R A ESR, BB EN AT, IS5 AR
EAEGNTFShREMSE—. Bl 5B ER TS0
Part 11 Z3K ) 21CFR #1210, 211 #0 b
- RS ERPEE AN E A R A R A A RITR], AR R E
W, ios%F Part 11 F
- KA RO S G B TR R R A R T ATE, XA R T E R
Sof C AN R 4 R B A
- BRI UL T RIS S8 ORE SRV R 5 FOA e
- A XXX TR S A AT IS IAIE
- X 71 S 25 A TR B A VE AR A

Warning 8. ARFINEFEK, HENRSE, Rk, RiE

)

Hﬁ@% o FERE: AN R TXTHENRSNEN, HHILRSR
2 B0 AN e 8, THEHL R G SR AN e B

W-103 o filF:
- X0 T2 F T R IRTGE AT AE P b R T T SL R SR 4
WA 528
- L EE N R EAEATEAT AR, REMRE TR ENLR
Gt 1) 2 A AR R e SR
- HHEILRGHIGIE S 2Bl AT, RENZESE 111



7/2000, {HIGUEHFFTE 2 4/1 9/2001 A 24k ik Xkt . Matyu A
LA 7 i

Warning X8i7: API, O0S XX, fRRIE, HHERIE, SESHMM WAL LS D

lm o EEME: 00S KA XMLH, L REARIE, TR EH
TERE TR S, WS AT ], SRR S H
W-102 AREATHHIA
. BT
- SR s 21 i FE AT S BG4 R OOS Y &
FEATERLAR T, BRATR I AN S 2 (i R R A SRR AR
OOS i #. XL AR NIRT, EAREM N
Ji BB RBED IR RERERESE. LU B AT E

483 KEEi: M4, WANLAN, ZEEHPKIE, ER, IT AR &
m Tz, AR )

lw)

o EERE: XMKARGN LS TIRMBIERMG XIS AGRT
W-101 GMP 155l 2K M

o BT
- R R BT S AT
- BRI ER BHRAA LEYT AR AR AN O T R s v Ul B AR
1E
- SEREIRAE RIS IR N RE F XXX H 58 FrA HAth 0 I 45 75 15 1 5t
T PR T XK AN AR L A i 248 47 BB Xt S 4 e v B gk
AT BEIE BBl T AREAT B2
=TI (WAND SRS I PR A 3 22 PR 35 B SO T XXX SRR ] I 45
R AFEI AR XXX B E S A #R A R AT R A
- XEERMBARYHY, B XHERS, o s SR
- AR 9.8 WA IBC E BT R A R BB B Rk
- BAXXHLRERBOR AT A RE25d 645 cGMP iR 5 1% M
REDS R ) — e A5 i SCAF ARG )



Warning <. &&FM, WARK, CAPA, NG, Gitadth, % 1

w)

EA o EEME: BAKA-TEITE KB FHE, WRBAXNITH
S HOHEATINE,  BEA I TR, XA — BV 1 78 72 [ R AT

W-100 VA, KA RIEIIRSS, Gt
. BT
A CREVEIESH (R, BUME AESED BT,

A SR ISR 5 RORL T 25 B0

TR SHTL BRSO R — B 98 R T A
R, . R

R R B O HREIE G547 5 L B T LA

- R B N S8 17 75 50 5 AT (R 3 R 22
ST EH 34T

Warning JC88E: W4 RS, RN, 10x4EyF, SWMTeeRth, REEEZ, 4 D
lm ARG, AR, 2 11 5459

o EEWE: XFEHNARGBAMT LW MPIBVERE, BAFRAE
W-099 AR, RS ZAEE, B SMMDIRERT, HEHEIAG

e, QEPICFA R, WACHBCA TR, AR ACRSATAS
fi I A HS

. BT
- PR R G BEAT 20 1 Bl BRI, 188 RS e B R AR
E / BREAE ], SRR S A, AR s, Bl
- W RE SRR A RIS A A T e it
- BEER R /N AT T VR A%
- BAHEITIR RN B

Warning <817: SREKUE, 00S, AR, API, HFEKAE, faeitihk,

o EERE: XEERERABATRAE, BAEARE KT AR
W-098 FERP JE R AR B ECS, B BRINEE AP A BhRE, WA

F) BRI A AT i VA AR E MEHEAT I0AIE, VA IR I IR RS IE A
AT E B8 A A DD S BT IR 4 (O 4R d

o HIF:
- Biltn. g AP IR S 2 AR AR OGBS SO AT SRR
- X7 I E ISR SO LT A, AR R, ot
B 45 RAMK I T
- PR IR A AN B i, PUREUE 7 8 R S SR 4E S R I

lw)



Warning }X48: API, faEfEilR, FEE¥EE, HPLC, &by, F\m#HsE D
lm FEEREE, SRIERSX

o EEMmME: REVENKAREIEWBIEA M BT RO A A,
W-097 D R R, AR I OCEEAT I, B A S s A

ARSI i 5 B UL B RS BEHEAT A I, A X GC A GC THEAR g ik
AT IRRAE, B 55 A b BB 0 T Bt A 22 o
A% B 7 I AR TSR 25 R A AT RS WA L 5 e B AR 2

o HIF:
- %L R ARE PEREAT I H AN GE [ DMFO7 —001 SRR e 4
K [l itk A= = i

SRR 5 R 25 X 7, ICREARIFHUIEAE cGMP, A 154 Act )
2R

- E R A R TS RESR AR E LA BT 10 S 1 IR 46 HdfE

- Xt HOLC MURZIEAE =2, B X AAERAC S B ST a8 BRI FE |
B AN SR AT B IE

- WIRELZE FDA HEAT S IR A IE ARG cGMPs XX Le8R [ 4T
RS CRE KA1 BRI 245 5 P I B M JEURE 245 (AP ) il 32 S5 5 Bt RO L HE S
G0 R BETV T [0 PR PR S8 ) RS 2R 250X 287 i HE N SR T 37 ML &

Warning X#: APLIEUKIE, MAEYMFE, HOLC, JERAE, REMRK, % D

BA M
o FERE: API WAETAFKE cGMP BIER, KEERHFIEST A
W-096 YIIAE, HPLC B0 A 7 vEE 4T, X BURE R Bsf 18] TR] B i A e 47
N8
o BIF:
- XEHMER T FDA XHE. R Z5 4 r it MR B 1 . ERATHIS
B IRATR AR AL 25 (AP AP 5 cGMP R A 85K 1)
=
- XTHTIERIZ APLs A (a2 A e BT BAE I N S o8 . BEBEZR
25, HELEEEE. B0V BB AT S i e AR AT IR IE

Warning 8. LEA™, LHEERE, WHERE, MENEE, WAES D

m o FERE: KERAWHMATEI KE, XA R EHA
ee=ra e EE AN ES

W-095 o fiT:
- S TE R AR O A FE AR — e OGS AR AR B, e
TAERT IR, OB A& A (R V8 A HEAT B K B
- R B AC A R A B AN G 2 050 O T B AR 77 IR B 3 TRIE
- WARRAE B R e NSEE T, VR 0ERUE REEEAE 56 1)
cGMPs Frifk



483
EA

W-094

Warning

ERA

W-093

Warning

A

W-092

- REFTEE TR e AR R AR AR Y R

RG] BB, SREXE, BEK R, BRI, REEH

o EEME: XHERHRMLIGEFXOIAHE SOP, WHETKKA
ORISR, B R SR S AR BIREAT AL, AR [ 7 i B AT B
W R SCPRRIAE P IR () SOP A 1EAT AR B 21

o BT
- NP B TR RN S S 2 A Il SOP, A U XLt AT 4
i

- WA K I B R A S0 = AR B AT W

KA GCP,aWLx, W&

o EERE: XMW RERAMKBIRIATHZL, WA RGP LR
28R b, AR FDA i TR 2 — LE AT R, %
AR UL

o HIF:

- WA KA IRB. HAbAT E 1T, FDA i — e AT T A A 7o
B N SEAF AL B S AR SR 5 SR AT 7]

- MREZWHS 2N RPE DRI R 5L, IRB 2 iE4E%S
PR A Wt FUEAT Hi k%

KegiE. EHIAF, EHEK, CAPAKRIE

o  EEWE: BAUBEHPT, RAEHETRESF, KENKIEY
T BT it 1) A

o HIF:
- WAESR I BUEMIR E R B G (AR AR SRS 3T BB 5
AL B DR AR R AT AT AU BB T4 75 X o B A A% 0 A 5
-5 REAR T A SR T 5 B AR AR T
=50 LR IS — OV 7 it PR B T DR R A i DAL S 0 £ 20 1T )
IR S 8 R AT B RE PP RSN R
SRS A R ARSI R A 7 REIA B AE 1) H ATIA I i wg i) 2R

lw)

w)



45 R IE W 2R

Warning <#i7: API, JFIAEHE, BIEH4Ey, 5

@)

m o FERE: APIs KHIEME cGMP [ERFATA, BAIRGEIE,
XTEE M 4Edr 3 SOP XX, B X GMP #4785

W-091 o filF:
SIXEHE R ST IR AR A . AERATTAORS 2 R BRA TR BLARA T
JERLZ5 (AP A 77 5 cGMP [ Z SR A BRI ES .
- SNV, B BT cGMP 5l

Warning 8. JRIEHIE, APl JHEIIE, SREEXTIHAIRIFN, #77 SOPs, D

o FERE: WA ICKELEIE, FIARMEEA TS MM E, W
W-090 AR HE 2 DA A A B HAE LR R A7 AT BRAIE,

B ARUFRIRATLELRASIN , a5l o ot FLAth ik 2 R B2 i 30 A 1A T VP A
TEBAEANA 2, A SRR A S0AIE 7 SR B 2 B0 E R 5

o filF:
~TE S0 R AR A 1A M SR R AR SR
=[] 52 A E B At S8 ok B2 R R SRR BRI T B %, IR A
1T HH) SOPs
=X A6 5 2 5T ) S A DN VA A AR AR R 1 245 i 2 4% S (DMIF)
(USP $85E K715 HHIM SRt T
-H R A cGMP, A M AR E N AP FIAERIE, 506 AP
BT S SR N E T .



483 K EVITRNERE, RERE, AERE, 2RTF, Ak,
DA R, WIRE, WBEMIE S

W-089

FEWZE: SOP FVHIMRE EbrE, brvfEdBA WS HEm%dE, QC
PRI VR IB B AR E, ATEPRHEANTETELR, Akl b A s
AEE, PR RE R TR, BERA A, ik
HEBLE AR AEBATVIEEAT TALE, XA VRES M T8 A IR I
AREATII, AER 2 B 2 BORE AT AT, X 2 R
B W LS BRI BAIE A Il € SOP.

Bl

-SOP #F-00 “Hrit AT A& sHE” [ H BIF AR Fe VIR IE AR v
LA T QC P ASREALAE W HESZ PR EE 2

- FRRII D 225 e 2, BAEAR (37 # A bR, R
ERFEHThRiE, (HAERLERRE 18T T e T A AN B i ER 40
PR

- BIRAC SRR WAL — L3 & T A AOWRBUE tH L T R 22« (BBCR Tk
R IX SR U A T A AT (AT 2 i EH B 1 i 22

Warning ><#iH: GLP, T#EX, QAU

= N

W-088 .

FEMZE: B QAU HIlE M GLP SXFR A #H T # 4%, THEERNE
B A HEAT ORAT

B+

S BT A R R S S HIE F IR 323k P 2R 1 S B AT PR AT
SR QAU Xt GLP B 7t 1) 2H 43 5 a5 ik kAT s I

Warning *#17: 00S, HFHIER, B EFRC, HPLC BHIMEL, BESZ, B
m Figx, RBEEWBEISE, 2 11549

W-087

FEME: X HPLC W AR AT, B 3HTIBER o %,
BOA T IR ORI ER TR

Bl

- DA F AT =R, =0 E AP 7R
BEATIRA XA ST

-ANBEUEW] HPLC V71 3EAT F A 5 A 75 e B B 5 h i SR B R 4l
K&

BN B SR B ARG AT B B A%

TR PRI AT AL 2R G55 AT

-HE RS RS UUs B SRR

=T B SR 73 AT MR R S0 R (R I 1) AR A REAT B A

R TR A N AR bR HEGE AL, (HASREIE W ERE SR T USP 11
Jiik, Bl

D

lw)



Warning %%iﬁj: ﬁ‘riﬁiﬁr ﬁi‘rﬁi%: ﬁ%m%%’ E%r B\EIE%I%

A

W-086

FEMWE: WA TR, FEtEAE Y, SR IESEE &G AT
3K, WA & HIEBEAE

BlF

-V R X BRI 24 A i3 AT S 50 Z 5 DL S AT, AR e B 7
TR 3 — YR S R S5 T T ¥ Re i 2 5K [21 CFR 211.165
(@)- JuH, rARE...

-V Re B F AT SR R J7 V20 2 A P ) A TS o R AT PRAT
[21 CFR 2 11.166 (a)(3)]. *55l2...

N S B0 2E A L R A B A O B #EAT IR, s FTIR
736 HPLC AT A s A OC, X 84S 88 FH T 7= i AN 2
R g el

- BEREEIN 15 AN s Hadt AT A 2 i e IATE Ve S 4R

Warning ><8i: KiE, BRIE, WFLR, BAEEhl, ReHHE, SRidx

ERA

W-085

FERE: FEIREAHATINE, IR R B T,
B X 00S WIE BT A, SLibidkrh i IR an s

Bl

-SRI IC SR P A B A SR G A v R B A P TR

-2 it FORE A RS T ) AN & B AN BAGER I, 4.

=BT B K ) — HE B B R R (A 7 e AT PR

Warning X8 HWARRKIE, BTIERE, CAPA008 5, B, &it&#H#E

ERA

W-084

FEME: PARRAEAG 2, XU EIAT FT A SE RS AE
o, FEREIEAMTY

Bl

SRS M SUEMZEF i (CAPA) il ln i itz LA E 7~
A ANTE 7 fl R EL A 5 ) R ) BUAF i R A A i R

B IR BT B L B LD SR SR N\ v

-V RERT AR PP BEAT 18 4 47 M PR AT 425

D



483 ReEAE: GLP, FHYE, EMFEHABRN, Maks, Wik, HARSE

A .

W-083 .

FEMRE: AT A FIRRAE Y, BE S Is, BHR
WG AR, B L

Bl

“ABELRIERT T A IR H s 2577 5\#224 il #323 X5 —1k
A RO AR 52 PEREATIA 24 AR

EMHAYIIA-S B I  E AS R 7%, e R se BBl 75 vk
AREHHATIGAE, AREKEH Tk feitd, CLUERIREAIH T
WIE A 6 S5k 0

-ANREIE BH B 36 5 FOAIE 7S 245 X 7 RAm ZE AT QAU & T-F 7 A 2 i
H AT T VA

Warning X##: HIMLRAKRKIE, REWEESIR, BREEETRISE, WE

A

W-082 *

FEME: W @M RGHIRUERIK
B

XA MG AR 2R 1 3L R GE SR KK

xR

REX i A S 2 A 1 e 268 7536 P 1 I H RS 70 B AL 7 il FRE

BSORBEATUEN] o R B R LT R (4 B S A AR AU, S 06 ¥ A AR B R AR F
C2000 Fi A e AR A AR IS BE B

Warning <#1; FREFRIEE], FERIE, SLR=ids, SRERNRER TR
m xR, HEHFZ, CBEENES, £ 15

W-081

FEME: KARFSEFATD, ARG, TERAE
B, sk SiEml, 5 1 ARy

B

- XA R RN TR, A 5 A IS = B P 0 A R R A TR
L5 T ON HPLC (58 ) PR A7 i/ B 22 4 P 5 B e B
PERJIER], X2 ON B X R GUEAT IR T2 ], B R G An TR
B, BN RGMMHRE T RARE . RIARGHERIT 56 S
21CFR%5 11 &Ry, B FILRAIERAST o

- ANBEUE XS S0 =N DIREAT 24 b RS I AR IR T3 35 LA RO P v
AR, 1) cGMP 25 N &EAT 155l

@)

@)



Warning ><8i: REBRMAERK, SERIF, BRIE, BARIE, KEMRiFE, % D1
and 483 EHF R, BiFtaE, BENIQ 5 0Q, HERIE, HETUEBAEHATEN,

A

W-075
to
W-080

EWIE, HVAC BAREH, Ty, SRMIE, HENRIE, %k D2
A 5 B, S, MRS SR, AR %, 5 11 %0
) D3

FDA FiHR AR 4R ST D4

ZEH L TR % GMP iS5 Schering-Plough 7& 1998 4[] & FDA H#k it DS
B3k 5000 33 T0. XXt FDA BT il it A & i i K I — IRV RE o IX A

W 1% B 100 24 F R T LA T AR s 250 2, I LA RisR a7 B8
(1R 73 Al & (B&ERSTR], 2002 45 H 21 H) . Schering Y53
75 HEE(E 483 KiK. FRATLA R3] 5 #4515 (D2 & D6) il 18 171 483
AR (D1) X 483 253 AEH A1Hl, 7] LAVE G 23 B ok E 4 FDA K

.

Warnin Keywords: Process validation, revalidation, external auditor

¢

ERA
4 £

W-074

SR IR Ao e A, P AR 06 A T 6

e Primary deviations: quality system, no or insufficient process validation, no
revalidation after changes IEE‘J%i%:ff'i%%éﬁ,&ﬁﬁgﬁﬁfﬁiﬂ&ﬁgﬁ
A TEE, A R B

Example: it
Your firm failed to demonstrate adequate documentation that justifies the decision for
not revalidating the ...process after making these changes;

In order to facilitate FDA in making the determination that such corrections have
been made and thereby enabling FDA to withdraw its advisory to other federal
agencies concerning the award of government contracts, and to resume marketing
clearance for class Il devices for which a 5 1 O(k) premarket notification or
Premarket Approval application (PMA) has been submitted, and Certificates to
Foreign Governments for products manufactured at your Billerica and Burlington, MA
facilities, we are requesting that you submit to this office on the schedule below,
certification by an outside expert consultant that he/she has conducted an audit of
your establishment’'s manufacturing and quality assurance systems relative to the
requirement of the device Quality System regulations (21 CFR Part 820).

o TEHIAENBCA FRAE 2R SO IS T U AN BEAT LR A

K H. Oy AR T FDA /R duE, 2 Af TR AEIT,BIE T FDA
A DAL [ 28 JEL Al 18 3G R AL oy O - U 322 2l 0 0 A, i mT oA

WA 3 FR AT HER MHRWEERR T —A 510(K) BB s B3 U Lk
H1iE (PMA), AR IR AL 25 A1 B BURF T A FHAAMK L, Billerica, JEEZ% AT
BRFEAT 7= AR =, FRATTESRAR L UM BN 1 T IR R, I
— NN SR AT ISR, R KN SR A F AT A B T R



& Z N (21 CFR Part 820). ()45 7= Fl5i &40 4 & .

Warnin Keywords: Validation, Spreadsheet, Excel, MS Access, Excel, Word, part11
q A KIS, HTHIER, Excel, MS Access, Excel, Word % {4

A .
4 £

W-073

Primary deviations: no validation of Excel, Access, Word FEREE R B
/DXt Excel, Access, Word B4 FRI S 56

Example: 1] 41

Failure to validate computer software used as part of the quality system for its
intended use according to an established protocol as required by 21 CFR
820.70(i). For example: Software such as Excel, Access, and Word used to
create and maintain data bases (rejects, complaints, and concessions) and
electronic documents, is not validated.

In their response dated April 3, 2000, your firm stated that by May 31st, they will
have identified what software is used for data processing, and identified a
method or methods for validation and/or verification of the software. This
response is not adequate since ...

BA R AE Oy AR R B — B BT B2 590 2 21 CFR
820.70() I LI E ISR 223K . fltn: F T O @ Mg 2l e (51
Fiadh, HAAIZp) ) Excel, Access, Word ¥4 DA% B T SCAE#D
Bk . FEARAT] 2000 4 4 H 3 SRR, A A AR
25 H 31 %5, AT A TR AR, PR E —
Pl ) LR A (PR BG RN EEIE v o IR R [RI AN 21, RN

Warnin Keywords: Validation, Spreadsheet, MS Access, Excel, effect on other program,

g parti11

Im SoHRiE. K8, BT EE R, MS Access Al Excel B4, o HARFE A 1 5200

ER .

W-072

Primary deviations: insufficient validation of Access, no validation of
impact on other software FZEJF#: X Access FAFHIKGL I A T8 )
A L0 xof FLA R A R 5D

Example: 15 {1
You failed to investigate the failure of the ... when operating in MS



Access. The system locks up at random and it is unknown whether the
software which controls the ... during off of MS Excel, could be similarly
affected. 241217 MS Access I 8 BA A LRI RIUR R . b &
GuotELEUE, DAY MS Excel FAERS, ASBHRATE S 1K
I 15 2 52 B RAU B REI o

Warnin Keywords: Spreadsheet, validation, change control, validation of corrective action,

¢

ERA
B

W-071

part11

KB BTHEER, Rk, N BT N RIE

Primary deviations: no validation of spreadsheet, no validation of corrective
action, no documentation of changes FEEER B R R 1A
B, SOXMEITAT RIS, WA BT SO

Examples: 15 411

- Failure to validate computer software used as part of the quality system for its
intended use according to an established protocol as required by 21 CFR
820.70(i). For example, the data in the Excel spreadsheet identified as a "Hit List"
of top non-conforming components contains 16 record counts for part number
8601618 DC converter failures compared to 18 record counts for part number
860168 DC converter failures in the dbase database. The spreadsheet is used
for management review of component suppliers for all components.

- Failure to verify or validate corrective and preventive action to ensure that such
action is effective and does not adversely affect the finished device, as required
by 21 CFR 820.100(a)(4). For example, ...

- Failure to maintain records of changes to documents as required by 21 CFR
820.40(b). For example, ... WA KIGAE NI & RFE N — B B AL
2 759 /2 21 CFR 820.70() F P 3L € 2K . Hil: & Excel BF
BB H BB BOANRLFOAN K “BRAFR” , SFEEREED 16
LRI $7 8601618 DC FH ML L 4 18 T%H) 860168 DC H# R -
IR T ER R T 0T BRI A BRI - VA BT AT AT TR
YEAT I AZ SRR 56 DA ORAE G AT DA R CA B AT ol K 3 A0 £
SAER, 1E4n 21 CFR 820.100(a)(4)fTik, #ltn:

AT HEAT X SO B BGE SR I 4ES, TE40 21 CFR 820.40(b)H AT 22K 1),
il

Warnin Keywords: Spreadsheet, validation, part11
KeEE: BTEIEE, B8

¢

ERA
4 £

W-070

Primary deviations: no validation of spreadsheets B R: SO
I P A 56

Example: 15 41

Your response indicated that Braun is currently changing the complaint handling
system from tracking complaint information on an ... spreadsheet to using an



off-the-shelf database system, ... Tracker. As required by 21 CFR 820.70(i),
Automated Processes, this off-the-shelf software shall be validated for its
intended use if Braun has not already done so. PRI RN R 2R B H mi A 57 BUIE
FEFE I ERE RS, Ml —4  HdEERIB BI85 B3l
FH — AN FH 7€ il 1) BERS  BHEFEEE. 40121 CFR
820.70() AT 2K B H AL RS, a5y BA R CEXFEAE 1, X
AN FH 5 ] ER) 3904 A e 6 A2 75 95 A2 0 B 1) 0 S

Warnin Keywords: Excel, documentation, protection of electronic records, back-up,

g parti1

BRA nri. Excel ofb b, mridtmiEy, &6

W-069 .

Primary deviations: no documentation of Excel application software, no
protection of electronic records 4 ix; WA T Excel N AR SC
fF, WA R IE R H R

Example: 1] 41

There is no documentation covering Excel application software, or any
procedures instituted covering the protection of electronic records or an
established back-up system Y& XA & 3 T Excel M H#AE, &%
AR e B T AD sk R RE S —DNE T I8 R G

Warnin Keywords: validation, accurate and complete copies, limited access, part11

g KRB KNG, IR TEREROFE UL, BREIA

= N

W-068

Primary deviations: inadequate validation, inaccurate and incomplete copies,
no limited access to the system, 2 E2 4515 : AME UKL, A IERHF
AEERFE I, ARSI RGN L

Examples: {5 {1

- review of your electronic complaint files reveals they have not been properly
validated, there is no ability to generate accurate and complete copies of records
in human readable and electronic form, there is no protection of records to
enable their accurate and ready retrieval, access to your system has not been
limited, as well as other significant deficiencies.

- We strongly encourage you to perform a thorough and complete evaluation of
all your electronic records in accordance with 21 CFR Part 11 as well as any
guidance generated by FDA to assure conformance to our requirements. Do
not limit your evaluation solely to the examples cited above. Only electronic
records and electronic signatures that meet 21 CFR Part 11 may be used to
satisfy the requirements of 21 CFR 820.198, Complaint Files.

0 HL T RSO R M E AT e Rk g, A e Bl S e
ML AR ZU LA 5 35 110378 UL, 50A B DR IR B ) 2R BT e ¢



Ry, S RGEHBCRIARZIRE], AR A — S 8 R 2 o FRATIE R Sl
PRATEAT — NN A B L e S B IE B 58 T PEAY, AT L35 21 CER F126
11 30 R B AR IR T FDA 19 H S 3ATMER — 8 i48r, A2
PREPIEAEA IR T 3R] RARE 21 CFR W55 11 30 ER A Tl
I HL T2 42 A3 2 21 CFR 820.198 5 48 S04 Bk o

Warnin Keywords: networks, testing, critical test, part11

Rptie]: WEE, R, A R

¢

ERA

W-067

Primary deviations: design not suitable for intended use, insufficient
performance testing

The network ... module design limitations, which can only support up to four
chromatographic acquisition systems, had up to five chromatographic systems
connected. There was no validation showing this configuration to be acceptable
FERG: Bt AEETUE RN, PEREIAA 2

TP R ERBT T IR G, FR AN AE I B SCHF YA R BRI 3RS &
G, 10U R A AELTE B AN B B R RAH IGE . R R0 R B I
F i R AT HERZ )

Examples: 11 {1

- The network ... module design limitations, which can only support up to four
chromatographic acquisition systems, had up to five chromatographic systems
connected. There was no validation showing this configuration to be acceptable
- System testing was not conducted to ensure that each system as configured
could handle high sample rates.

- Validation of the system did not include critical system tests such as volume,
stress, performance, boundary, and compatibility

R BB T IRBITE, IRIOLAEIS B R ANE BRI 3E8 R,
IO AU KB TR B RMIIE . WA Yo R VLIS T LB . 7
e R (R CL AR 10 5 SR8 T LT R A3 RS A L
GINFRIR, Bl B R, fRRE, AR DLRIREE



Warnin
]

A

W-066

Warnin
g

ERA

W-065

Keywords: internal quality audits, quality policy, management reviews, compiler,
structural validation, part11

;%%Eiﬁj: W%Bﬁ§$i+’ ﬁ%ﬂ%’ %,:'}EEETZ’ éﬁi%%%7 éﬁ*@%jiﬁ

¢ Primary deviations: inadequate quality unit, inadequate number of qualified
people, missing batch production and control records, incomplete laboratory
records, inadequate stability program

TR MEBWRESIT, SRIAAAL, St s,
AME IR E R Y

o Examples: #5101
- Failure to have, and/or to follow, laboratory controls which include the
establishment of scientifically sound and appropriate specifications, standards,
sampling plans, and test procedures designed to assure that components, drug
product containers, closures, in-process materials, labeling, and drug products
conform to appropriate standards of identity, strength, quality and purity, as
required by 21 CFR 211.160
- Failure to maintain laboratory records that include complete data from all tests
necessary to assure compliance with established specifications and standards,
as required by 21 CFR 211.194.

WA . BUOAESE) S =i, OREHREE ARG SIS, Fr
e, WL, RIARFE T, SEIRE 7 ERE MR o, A= IEs, 1/
1T, WA=, bR R AE PR B AR, iR, ZiEEARE, 1E40 21 CFR
211.160 ER FIHARFE.

SR/ X SIS T AL S GRS, B HE XS BT 0 A0 i e R R I s L R O
SEFRAERIENRE, 1E4 21 CFR 211.194 FrEsR i AkE

Keywords: internal quality audits, quality policy, management reviews, compiler,
structural validation, part11

REEIE; NEUREE, UEECE, EEER, M, SRIE

¢ Primary deviations: incomplete structural software validation, compilers were
not validated, inadequate internal quality audits, inadequate quality policy, no
ESD reduction procedures, inadequate corrective and preventive action plan,
training needs not established, training not documented

o EEENR: WNEWBANRIA TR, WAKRRRES, NEREH
AES, MEERIEBGE, WA ESD RFERF, A IErmp;
MEPERAT Tt RIAE 2, SRR e, BN SO 3R

o Examples: Your firm failed to adequately validate software integral to the I1VD,
IVD wireless and ...devices as required by 21 CFR 820.75. For example,
structural testing o the software is not completed or documented, there are no



software validation protocols available, and the compilers were not validated

e Failure to have a quality control unit adequate to perform its functions and
responsibilities. Your failure to have an adequate quality control unit is
demonstrated by the number and types of inspectional observations made
during this inspection

e Failure to have an adequate number of qualified personnel to perform and
supervise the manufacture, processing, packing, or holding of a drug product

o Failure to ensure that each person engaged in such activities has the education,
training, and experience, or any combination thereof, to enable them to perform
their assigned functions, as required by 21 CFR 211.25. Your failure to have a
staff adequate perform their assigned functions, is the number and types of
inspectional during this inspection.

o Failure to maintain adequate control over air handling and exhaust systems

B E A FBAA S MR I AR R 583 VD, TE4 IVD DU SR 4% IE 21
CFR 820.75.FFZ R Mkt . Ban: SEMIMAREAEA 2B B SR, ARG 5
SR AR, PLRE I gn g . B/ BENE AT DhREA BRI L= 3%
il BT o 7RG 56 H 1) e S AR 56 Rk R I B A DUAS BEAG 24 B IE BAR 1 5
BT HoT

B HBCR AN RS B E N T, AR, A, B 2 kA
TAE.

AREHREN S E5 I TN AL EE, 5l 8GR R AR S,
PADRAEABAT T RESAAT AT T B4R 2 TAF, 1E40 21 CFR 211.25 Fr 2R REE . &
A8 2N GRS A TR IR IR A S 8 B A 3T IR AR ) SR AR BILAE BT B A%
% H APE DL

X AL AN S HE AR SRR AN 2



Warnin Keywords: limited access, accurate and complete copies, protection of records,

a
A

W-064

computer validation, change control, quality audit, complaint handling,
environmental monitoring, part11

RBEIA: PRI, IEFEERPE I, ORIy, HENUeLR, R,

i

R A%, HOAALRE, IAETIE

For example, drawing .... collection set is considered an electronic record. There
is no documentation to establish that the system by which these records were
produced has been properly validated.

There is no ability to generate accurate and complete copies of records in human
readable and electronic form. There is no protection of records to enable their
accurate and ready retrieval. Access to your system has not been limited and
there are other significant deficiencies as well. Do not limit your evaluation solely
to the example cited above. Only electronic records and electronic signatures
that meet part 11 requirements may be used to satisfy record and signature
requirements of 21 CFR $820.30(d), Design Output.

During the FDA inspection it was discoveredthat electronic records are used to
establish portions of your design output, 21 CFR 820.30(d). However, there is no
documentation to establish that these records meet the requirements of 21 CFR
Part 11, Electronic Records; Electronic Signatures. The requirements of 21 CFR
Part 11 are designed to ensure that electronic records are trustworthy, reliable,
and generally equivalent to paper records.

Failure to validate computer software for its intended use according to an
established protocol to when computers or automated data processing systems
are used as part of production or the quality system as required by 21 CFR
820.70(i). For example: your firm’s ... is computer-controlled. It uses software
programs to record data from measurements of the radius of curvature and
corneal refraction of the eye. However, your firm has not validated the software
and computer system used to record this data for its intended uses. Your firm has
no documentation to assure that they perform as intended.

Also, there is no validation and documentation of subsequent changes to the
software

Quality audits are inadequate to assure that the quality system is in
compliance with the established quality system requirements and to
determine the effectiveness of the quality system, as required by 21
CFR 820.22. For example, your firm’s quality audits did not document
or justify your failure to validate the ... software and the ... process.

Failure to establish and maintain complaint handling procedures that ensure that
all complaints are evaluated to determine whether a complaint represents an
event which is required to be reported to FDA under Medical Device Reporting
(MDR), as required by 21 CFR part 820.198(a)(3). For example...

I SRR B T I O — i Tidsk, BOA SCHRSCRE %™

ARG 2 B AR Y o ik DAAS AT H 1 A% 1A 30 IR 52 B 1



Warnin
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W-063

1O DL o A CRUE T DUER I B R e s R Y . RGN B 2 R
1 DL S A — S H AR AN 2 o ANEFEAR OISR T Lk 284, RABARE
B 11 A BRI H FE SRR BT A ] AT F 1B 2 21 CFR $820.30(d) A Xt
TESRAARMC I E R, Wit .

£ FDA # A B[], R I il 9 AR T @2 o it r= &, Ik 21 CFR
820.30(d). A1, A A SRR ME R L 21 CFR R 11 #8HTH
FALFA B FARCIIZR, 21 CFR HHEE 11 #055 B 2R & 1 H Rl n] PRIE FE
R TER, ATEER, 5 mid s E UL EC

THEHUN B S ER AL B ARG A I — AR 2 P I B 4 21
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PR SCESR IO TUE N o Bl 828w (R0 i AL R, e 8
RE L5 i A AR RTHR A BT ot i e Kt , PR, 4 2 =] AT SRk FH
LRI R I AT RGN LR S, B2 R S AT BLARIE AR
MTRESL 2R SE AR 55 -

iy ., A e e DL i 468 BE A SO

JoT B AR A B IR T R0 O 1 B RS R LE TR R4
K25 71, 1121 CFR 820.22. Fr 2R, #illn: IRARIMRER KA
SO S R B AR ARG 36 S B AN B 7 AR I, VA ST B R A8
Ak PEAE Py DA DR BT AT TR AR A8 A VP A g 2 15 i 283 th 7 — AN Bk
%5 FDA [NIFAERIT WA Tt SCRF P RUSEAE, 1E40 21 CFR part
820.198(a)(3). AITIRALAE, 111

Keywords: validation of spreadsheets, data integrity, deletion of e-records,
cleaning validation, method validation, process validation, OOS, failure
investigation, part11

KB BT HEERARR, BEER SR, Brios kR, B,
JRERY, WAL, A, IR

e Failure to have an adequate validation procedure for computerized spreadsheets
used for in-process and finished product analytical calculations. The current
validation procedure uses only the values that result in within specification
findings, aberrant high findings, and aberrant low findings [21 CFR211. 165(e)].
For example, SOP 644.00, QA/QC Spreadsheet Validation, is deficient in that
only a small range of values are being used to challenge computerized
spreadsheet mathematical calculations.

e Failure to use fully validated computer spreadsheets to calculate analytical
results for in-process and finished product testing [21 CFR 211.165(e)]. For
example, the computer spreadsheets used to calculate analytical results for...
have not been validated.

o Failure to have appropriate controls over computerized laboratory systems to



assure that changes in or deletions of records are instituted only by authorized
personnel [21 CFR211. 165(e)]. For example, instrumentation where data is
stored on the interfacing computer hard drive up to thirty days prior to being
written on a compact disk for storage is available to all analysts. While the data
exists on the hard drives, any analyst can access, print, or delete the data.
Products were manufactured and shipped in interstate commerce before process
validation was successfully completed.

Batch records do not accurately reflect the actual manufacturing process. For
example, there was no documentation, in the batch record that powder blend was
reclaimed from the vacuum system of the - Encapsulator and added back into the
virgin blend for process validation batches was successfully completed [21
CFR211.110(a)].

The investigation of OOS data for validation batch 0000498 Q-Capsules was not
extended to batch 98058190 capsules that was also manufactured using ....

X R AR 2 2R P2 o B v E S BT ST LA B F T 0 3R D 1A M A

WARST . HETMR ISR P TP & R A S e R IR, 5 1 s
RRIE, R FERE &I E[21 CFR211. 165(e)], #ll: SOP 644.00,
QA/QC HETHERRMMILA L, HTAUL /N B Pl 2 Hhik o EAL
A 1R FL - O SR RS A PR T

WA AT BT SN 7 B0 22 R 5w [a) R e 2872 A ) 43 # 45
[21 CFR 211.165(e)], Hil4n: &ML T2 R T 5 R R R 5
[ 43 AT 45 SR

A X EH LR SL56 = RGEEAT 1 2 )3 1) DU £R 18 3 O N 8-
T 0 2 AU L E4T 1 [21 CFR211. 165(e) 1. I10: T s ¥imps s

FUHER T EN LR RERE =R S Cilin
fl A AERE A IX 4% s, AR AT K ERREREN , 4T BN Bl BR %
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TE Tt S D 76 L /i, 77 i AT A2 7= BN bR 52 2 ()3 i
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0000498 Q-C fRHE LA LG 1Bk 07 H 0 A S BE 248 2t 4 S FH 1)
98058190 AR F& it



Warning Keywords: corrective and preventive action procedures, missing non
lm conformity evaluation, process validation

KutiA]: BIEVER M VERE Y, S A — S PrAl,  ERE AL

W-062

Failure to control your firm’s corrective and preventive actions procedures to

ensure that all data from quality data sources are analyzed to identify existing

and potential causes of nonconforming product and other quality problems

e ... and there was no documentation describing any evaluations of the
returned goods or their quality problems as they related to your customer
complaints

e Failure to ensure that a process whose results cannot be fully verified by
subsequent inspection and testing, has been validated and approved
according to established procedures

e Specifically, your firm has no documented evidence that provides a high

degree of assurance that the manufacturing specifications and processing

controls used in the automated and software controlled ...operations of

your ... will consistently produce a product meeting its pre-determined

specifications and quality attributes (traditionally termed validation).

B I 5t A T BB IERE P AN TR PR P DL DR T oK B T T 2 B3
Y& AR GERI BRI M 1 BUAF R AE R BRAN 1A% 7 ot A0 A o i)
IR

PGB ST FR AT AR (% 98 e B13H B 0 28 (1 1R B AN ot # il L)
fitio

ANRERA DR — MR v O E FE P A 3 BE B, R e A 25 SR VAR ok
G 3 A7 70 A E

U, R AR SRR PT3R f— A K- I RIE, A T
H S AN BRAT 22 R 3 (10 26 7 AR AT R P DR 27t — N A2 TiE
RS M B RS 1R 7

Warnin Keywords: cleaning validation, method validation,

q KA EVRR, HERR

Im o Adequate cleaning procedures have not been established in that FPL has not
conducted cleaning validation studies for non-dedicated manufacturing

W-061 equipment. For example, the cleaning procedures have not been validated to

demonstrate removal of API residues, cleaning agents, and impurities in
buildings 1,2 & 7.

e Cleaning verification testing methods for Ammonium Lactate, Inulin, and
Decitabine are not validated.

e Manufacturing processes have not been validated for several products.

¢ Investigations are not completed in a thorough and timely manner. For example,



investigations were not completed for several incidents of Purified Water not
meeting specifications for microbial contamination and endotoxin levels during...

e Representative samples of components are not collected for testing and
examination. For example, the inspection revealed that the microbiological
samples of Purified Water collected at the points of use are not drawn through
the same equipment as water used in product.

7E FPL P R 218 AW U 512, 16 M HE T T iEAN AR B A r= i 4 VR H
FE A I T4 S Blan: JEPUeE R ARG, M TCiE 18 IE AP 7RI 1A Bk
2, BRI, DLAIEEY 1,287 TSR .

ATEE, 26K A1 Decitabine 155 BB IR 7 12545 W AR 56 o

TP S AR PR I R ARG R

VB DL MR & I 107 e, B, & T2tk S & i
S, FERIEIIAL, BEAE K AT S LTS ST RS AT A 25 31 AT A

B AR By FOAERAERE S T 7 A5 1. flan. R d Bos e il s b
WS ALK R AE VIREAAS & i B FIRE I 257 K R 8 4%

Warnin Keywords: electronic records, data base, audit trail, training, part11

¢

ERA

W-060

Rptie]: Bl BdEE, ERRGL 5

e ltis also noted in the inspection report that you do not have adequate control
over the receipt of study data and its subsequent input into the database.

There are no records to show when study data is received and when it is entered

into the database.

e There is also no audit trail for changes made to the database. No data queries or
clarifications have ever been generated and sent to the sites to verify missing
information or to clarify discrepancies...

e Electronic records, the subject of SOP-100-720, Electronic Database
Maintenance, are subject to 21 CFR Part 11- Electronic Records; Electronic
Signatures, as well as to the record keeping regulations found in 21 CFR
812.140, a guidance document regarding this regulation, Computerized Systems
Used in Clinical Trials, dated April 1999.

e There is no documentation to show that investigators or their personnel were
trained in the use of the ... regarding the investigational plan, or in how to
complete the CRFs

e There is no documentation of the number on the number of ...and ... the number

manufactured and distributed, the number of copies of the controlling software

made, or the disposition of each copy of the software. There are no records
showing to which sites the device was shipped or whether the required software
was supplied.

o FERTIGAR T PRI TR G 2 R R USR] R TR A DL i SR R e AT



NEE

o WHILEK R AR TR S, A AR et e 178
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o WHIRA I KRR T, A AT AR B AV I LA &
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o TN SOP-100-720, [ Fig s, HLF 408 B MO 4E4P S 21 CFR A28 11 3
43 B HLFid 3¢ . Electronic Signatures, as well as to the record keeping regulations
found in 21 CFR 812.140, a guidance document regarding this regulation,
Computerized Systems Used in Clinical Trials, dated April 1999.

B AR W G CE T e EEN SR 5 TR A TRl i 22 B DA
A7 5K 5 1 CRF

B R T RIS H B, RTA D BCEH , SRR P I
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Warnin Keywords: Data back-up and archiving, laboratory tests, method validation,
[o] change control, part11

BOA i, sunmmmmrs, sz, kb

W-059 o Failure to maintain complete data from all laboratory tests as required by 21 CFR

211.94 (a).

o AN SELS AT 4, IR0 21 CFR 211.94 (a) ik A

e There is no back-up file for laboratory UV spectrophotometer test results for
some tests. The spectrophotometer does not automatically back-up data and the
analyst is required to assign an identification number to each individual
chromatogram in order for it to be saved. In some cases, original data was lost
and the tests had to be performed again to determine final distribution of the lots

o R T BB T HEAT (1) SR 6 EE 1R AP 2 O BE T A R %
3 3 a3 66 EETEANBE E B A A% 3 B LA K o A3 L A B )
LTSI s DB R B, A — e fbdy, JRRERLER T, K
WAL B AT AR 78 R 25 R I3 I e 4 0 3K

o Failure to have documentation of Method Validation for the stability assay
method for ... Injection.

o URATN RIS AR E VA I T VR AT R B 1) S A

e Failure to document changes to written specifications and to have the changes
approved before implementation as required by 21 CFR 211.160 (a). For
example...

o {EIAT 21 CFR 211.160 (a)ER 27, SCAHFAA, A8 RS i FAE A1 O b
AR, Bilan



Warnin Keywords: Software validation, security, audit trail, data integrity, failure

q investigation, laboratory records, training, part11

lm KB B RES, 4, BRG], HPEEE, RMUAE, StiREids,
il

W-058 e The computer software your firm uses to determine metals analysis is deficient. It

has no security measures to prevent unauthorized access of the software, no
audit trails, and data can be copied or changed at will, with no documentation of
the copying or changes.

YY1 /A et - 0 R R 7 O NS & S e -7 B b S 2 NCT i
BAFIEEE , BAEWKRG, DORBIEA L S P W 2, 3547 78 DU
B S

e Your procedures do not require the documentation of calculation or entry errors.
TR e AN LR B AR ST B E N R 1R

e There is no documentation to indicate that analysts are trained in the software
and its applications.

A A SRR M BRI ATATE KR

e You or your employees performed repeat testing on products without first
conducting an investigation. No explanation into the reason for repeat testing and
invalidating the previous results was documented. Further, the initial results were
not communicated to your customers; only the repeated and passing results
were communicated. Specific examples include.....

PRANRER i 3 SERE A WA 51 5 — DA R i B E R, AR ER
DU B PR DA B A A SCAFIE B IR SR A SO R AL, SERE— 2B, el 4 R
BAEBEIRNE D, WA ESRANIE SIS RpEd, Rrikipl 7

e You (specifically) are not documenting raw data when you perform inductively
coupled plasma emission spectrograph or high-pressure liquid chromatography
analyses. This raw data includes....

o DRI IR MR HOR P A S m R B O A, R
WER SR o X R AR HE 4

e Following flood damage in September, 1999 to your facility and equipment, you
or your employees failed to evaluate the raw data storage conditions, recalibrate
or re-qualify repairable analytical equipment, or implement any procedures or
changes to existing procedures to alleviate future damages.

o TE 1999 U 0 IR B A M AR A& AR 40, SR B AR 1R e 7 i
AR R AR E s ek I, R IE AT E R AT A, BT AR
] BRI P B0 BIAF A e ) 58 50 RO R SR ) 90473



S

Your firm does not have a quality assurance program in place to: a) qualify
analytical equipment prior to their use, and b) calibrate and maintain analytical
equipment according to manufacturers’ specifications.
BRI AR AN TR EMRER: (1D BES O 28T,
(20 ARYEA = A B HEFIAEE 70 Hr i %
Your firm has no system for the receipt and storage of standards and analytical
chemicals. Expired standards were used in the calibration of equipment. Working
solutions were not properly labeled or documented in laboratory notebooks or
other records in that the data did not bear complete information, including the
analyst or preparer’s identity, solution designation, strength, and expiry dates.
TR 2> A B FRHER) 20 AL 2 24 W R B S R R AR Gt o 286 1k IOBRAEE A F T 0% 11
R o TEAEAT AV A WG 5 0d HOAR RS B 10 SR AE SRR = ) 2Bl A Rl e
Hfm A erins, BRI E MG E B WA, IREAE R H
]
The integrity of raw data produced by various laboratory instrumentation is
questionable. For individual pieces of equipment, including ...either no equipment
qualification was performed, no calibration was performed prior to their use, audit
trail exists for data collection and entry, or their inclusion in method or system
validation was not made.
K H 2 77 W SE56 008 B SR a6 it 1 Se BE AR mT 8E, 0T B 4%
AAE FEIE R BT AT B G, A PAT B A T A AR 1 DA K B
L e L DNGOREE PP E i d (i S R I E e L IS A N o
Your firm’s laboratory records and recordkeeping are deficient. corrections to
laboratory raw data were noted to be obscured with white correction fluid or
improperly voided (no initials, date, reason or explanation of change). Laboratory
worksheets did not contain information of the analytical method used to perform
the analysis in question. Analytical calculations were not recorded in laboratory
notebooks. There is no other demonstrable record of said calculations.
R A A LI E K RAF LR A, SER R IR B IEH T a®
[P IERBCE AAAEA A IR (Bl il e, B, 5 SO i DR R
), SR TAERASH M T IR M 7 B AR E R, =
Wil A At RO, DU e EIRE R AT
WE e
Laboratory records did not contain documentation of a second individual’s review
and verification of the original data.
S 2 A0 S O BCAT BB N ARG A SO A B BN SR an Hds ) AR
You and your employees performing analyses of drug products are not trained in
Current Good Manufacturing Practices applicable to your operation. Further, your
supervisory employees have not documented any of their subordinates as being
qualified to execute the analytical work to which they have been assigned.
TEANE I PAT 25925 7= 70 W ) Jee 53 A B I E AT i w1 A
AP S, BEE 0, TR N A IR AR AR e G R



Warnin Keywords: Data integrity, authorized changes, manufacturing deviations, part11

[¢] Repn: BIETE, BEER, £HER

A .

W-057

Your firm failed to implement appropriate controls over your High Performance
Liquid Chromatography (HPLC) to assure that only authorized changes can be
made. It was noted during the inspection that there is an option on the HPLC that
allows analysts to delete results after they are processed.

TR A\ B 4 i Rl e AR B i (HPLC) DA T BT (i) 0 2 AL
PERI S, fEAR A WA — S0 HPLC i+, HPLC SV #r2 M k Ab 22 )5 Fh 25
Ro

There is no assurance that all manufacturing deviations are recorded and
justified. It was noted that ...

ANBEPRIE AT B A P R AR IE 3 PRI AR e, A2

Warnin Keywords: Data integrity, unauthorized access, out of specifications, director of

[o] quality control, part11
EDA REiE . HEERE, RN, B, e 38

W-056

Failure to maintain the integrity and adequacy of the laboratory’s computer
systems used by the Quality Control Unit in the analysis and processing of test
data. V&AL M HEHLRR M EREERE AP, RGHT
I3 A A RN B B o AR ) # T

For example a) There was a lack of a secure system to prevent unauthorized
entry in restricted data systems. %1 (1) H/b—/> 2241 2 G KB 1R AR
NS R4t

Data edit authorization rights were available to all unauthorized user not only the
system administrator

HE g RO T A BUB I L ZR A R AMUAUE RGE B R
The firm ignored initial out-of-specification results, performed retesting, and
released product for distribution without conducting adequate laboratory
investigations. In one instance, the Director of Quality Control crossed out the
analyst’s statement of true results and determined the low results were due to
laboratory error without any evidence or investigation of the results.

NE] BT BYIAGHER, SSmN, PLACRZ S HH) Lk s
WA A it AE M, PR E] R M ER T X S
SRR, DAL AR (45 B2 i T 5250 =8 R iR IE i, T AN
FEART BRY 5% &5 SR B 3E B MRS

The Director of Quality Control crossed out the analyst’s statement "This proves
that there was not an analyst error." The Director concluded....

Jrn ] MR 7 B CRAE AR T R R, IR
ERERT

Laboratory controls are deficient in that the firm established a written procedure,
which allowed for the averaging of out-of-specification and within-specification
analytical test data results, as was done with ...



SE6 = P AE 2 m € R F AR P 5 T A A2, BERE e S VRS A% AT
AERE 7 BT s 45 R 1P, R

Warnin Keywords: Statistics, quality problems, investigating non-conformities, complaint
[o] procedure

EDA FEE: iR, R, HEA R, RS

W-055

Not analyzing all significant sources of quality data, and using appropriate
statistical methodology where necessary to detect recurring quality problems, as
required by 21 CFR 820. 100(a)(l). For example, your firm does not conduct ....
VA 3 b A 1 B ) o B RV, AR —Ma ST IT ik, TR
TR AT I T I R A 4 2L, IR 40 21 CFR 820. 100(a)(l). H AT EEsk i),
B, PRIA A A RETE 3

Not investigating the cause of nonconformities relating to product, processes and
the quality systems, as required by 21 CFR 820. 100(a)(2). For example, .... 7%
FBRERT =M, &, HERAXAEGHKER, E4121 CFR 820.
100(a)(2)frik, fiin

Failure to adequately evaluate and document complaints, as requiredby21 CFR
820.198. Our inspection revealed that the PIR’s are considered to be customer
complaints and are handled via your sales/distribution personnel, RMA’s are
considered to be product returns, including defective goods that are handled by
your customer service department. Review of your records

B SIS SCE, IEAN 21 CFR 820.198 ik, $RAT1HIK 75 &R PIR's
BRI 2 28 DL RS B 0 BN R 4%, RMA's B 2 7 i R, E4E IR
% R S5 s, [ BR AR e 53%



Warnin Keywords: Batch production record, training, calibration procedures, certificate of
g analysis

lm JeBiE . fAEFAIEE, B, RUERER, 0 HTiE

W-054

There is no documentation of the Batch Production Records being reviewed and
approved by the Quality Control Unit since January 1, 2001 [21 CFR 211. 192].
AT 4 o AR ) BRI B A% SOIE B AE e sk S, 2001 4F 1 H Hi21
CFR 211. 192].

There is no documentation that members of the Quality Control Unit possess the
education, training and/or experience to perform this function [21 CFR
211.25(b)].

B S SCRF L E AR BT I U 2 R, Bl TR J[21 CFR
211.25(b)].

The calibration procedures and documentation for the ... Analyzer are inadequate
in that the frequency for calibration to be performed is not specified and the
standards used for calibration are not certified cylinders of nitrogen and oxygen
as specified in your procedures [21 CFR 211.68(a)]. X T 3= 543 BT A R A6 36
RSN 2, RHE B SIR AIRR HE V5 15 VR 24 i B sed for
calibration are not certified cylinders of nitrogen and oxygen as specified in your
procedures [21 CFR 211.68(a)

There is no documentation that you receive a Certificate of Analysisyou’re your
procedures indicate, upon receipt of each cylinder of incoming source oxygen [21
CFR 21 1.84(d)(2)]. 3% A XAHER 2] 1 73 HriE M, ARIEIFEF R upon receipt of
each cylinder of incoming source oxygen [21 CFR 21 1.84(d)(2)].

There is no documentation of a complaint received regarding released product
[21 CFR211.198(b)]. %A W B & T80 v #4830 [21 CFR211.198(b)]

Warnin Keywords: Method validation, effectiveness testing, stability testing
d KR Fak, FAOMRK, R

= N

W-053

Your firm has not validated the analytical methods used for in-process, stability
and product testing & 1A &) VA K56 FH TR TEIAE, AR e 1 4l F e
R ) TH LT
Your firm does not perform preservative effectiveness testing as part of your
release testing and stability program for dI prescription and OTC drug
preparations.
4“13’]/\1&ﬁh@?ﬁ*"xﬁlﬁ{ﬂ'ﬁﬂ’ﬁﬁ{ kb T75 25 AN AR AL TT 25 B S Bl A A2 g 1tk i
I —#B
Failure to follow the Standard Operating Procedure ... "Acceptable Testing Time
Intends", which states stability samples are to be tested within 60 days of their
scheduled pull date. Your Stability Testing Log documented total of 67 out of
378 stability samples that did not meet the 60-day testing time frames since
August2000. WA IESFHRAERZ P IIFRAE  “ATRESZ A TR] X1
FHB T RS I O RE AR AE TIUE H IR 60 R Ak, R ) AS E PR U



Wl H AT S SR

Warnin Keywords: Scientifically sound specifications, stability characteristics, verification
g of calculations by a second person

lm R PHEATERRMKE, e, BB ARTRTEEIE

W-052

Failure to establish scientifically sound and appropriate specifications for raw
material and finished product testing.

AT TS0 SR AR 277 i IR 2718 24 (R

Failure to have a written testing program to assess the stability characteristics of
the .... products.

WAETER 7 AR E R A5 it &

Failure to determine theoretical and actual yields, and failure to have the
calculations performed by one person and independently verified by a second
individual.

B E SERRAE AR RIE, DU — D AERTH RS AN
PEMI SRS A AIE

Warnin Keywords: Quality control unit, drug manufacturing records, SOPs, identity and
purity tests, cGMP training

9
EDA B BEEH I, 947 dst, SOP, —HWEMAiENK, cGMP 5

l

W-051

Failure to establish and operate an effective quality control unit in conformity with
requirements of 21 CFR 211.22. There re no written procedures concerning
individual responsibility for quality control operations.

B e MUS T A RN B s H I, W21 CFR 211.22. Frik, WA X THRERE
il AN N ST RS R

Drug manufacturing records (...) contained numerous errors and omissions,
although they had undergone quality control review.

LYl B R AR, BARE T i S s A

Written standard operating procedures covering .... were inaccurate, incomplete,
and contained no documentation of origin, review or approval.

RTHH A OFREERAE R P R B R, A SRR, BOA JRAR SR, [l Ak
Failure to follow written production and process control procedures as required
by 21CFR 211.100. A significant example is the failure to conduct identity and
purity testing of some .... as required by SOPS.



WA ST 21CFR 211.100 ERIGE P R A2 B HIRE T, — N EERH TR EA
B S — Btk A4l 2 SOPS.

Failure to establish and implement an effective employee cGMP training
program. Employee training records contain no reference to cGMP

VA BN R ARAT R S — AN R cGMP 85K, e S I R
W 3| cGMP,

There or e no cGMP training SOPs in place and at least one employee denied
knowledge of cGMP regulations.

cGMP 1 B 241 SOP £33l 2/ —ANE 5N cGMP SLHHLE

Warnin Keywords: Management reviews, quality audits, destruction of records

¢

A

W-050

KPR AR, PR, DR

Failure to conduct management reviews as required by21 CFR 820, 20(c) and
as called for in your procedure QOO1 "Quality System", to assure that the your
firm is in compliance with the regulations.

#AEHRS 21 CFR 820, 20(c H B3R it & B B 4% LA %

Failure to conduct quality audits requiredby21 CFR 820.22, and in your
procedure QO02, "Audits" to assure your firm is operating in compliance with the
regulations.

Your procedure QO02, "Audits", Section 3,3.2, provides for the destruction of the
audit reports when corrective action is completed. This represents a failure to
document the dates and results of the quality audits as required by 21 CFR
820.22.

Warnin Keywords: Software validation, cleaning and maintenance of equipment, part11

¢

ERA

W-049

KA AR, MBS

Failure to validate computer software used to control the ... to ensure the
software will perform for its intended use. 21 CFR 820.70(i).

BRI TEm] BTN, DR R EORE AT, 1R 21
CFR 820.70(i).

Failure to adequately validate processes which cannot be fully verified by
subsequent inspection and test, 21 CFR 820.75, for example, the ....
BRI T

Other deficiencies found during the inspection include failure to follow procedures
for the cleaning and maintenance of manufacturing equipment, and failure to
report Medical Device Regulation (MDR) reportable events in a timely manner.



FDA 1) X8H: BINSWNER, MAKE, BB, MEMEeT

A
&

W-048

Ao

o B2 G PR AZ IR AN B ZAIE B H 5 A% 21 CFR
820.20(c) W] HIHFZER . #lan, Bl B E S B0R1E
FE B AR AR B S U SR 3

o BRAUEWIFEISA M H AR, B, Erelfh.. .

B BRI ANAEG ZR A FEAE SR 21 CFR 820.50 144 2
DL PR B ER . i, S h AR FE R A8 R R K,
YE3r Pl REVE O HE IR 14 5, DA SRS 1) S TR B % A
IR VEAG AL N 7 EAE A RRIA B TR RN K .

B B S AR B S IR AN TP FE e[ 21 CFR 820.100 ]
PFAE. B, ERalEa.. o .

FDA [ XEiA: QA 1%, BARIHT, AR, BHEEME

A
&

W-047

AT QA HHZ.... N2/2/01 5 7/26/01 SZ5 % HiE
RIE A 45 R 2

B 22 R A% A PR IR L (R R R ) T

B AT JE BLRE T 1T

B BARAT B P THE R QA % %, VKAEA AL, E
SCAH RN A L A H

B AT AR 3 R T B A UE AN R AR

i 2 SR s W Y B A ..

FDA (1) SR ARERAERINK, SERIRT 24T IS, A KI5 5 o

A
ok

W-046

BLFELEARE 2 W] CGMP Ml 2 I 3%, (EARRS]: JEERZ9)
B (APDE A% i AN TR Z LK M7 AAE A I8 B
MHARIMEE 21 CFR 211.84(b)] -

PR R 43 A 1 ] FE I SCRE AR B R N HEAE S AR
fIifa 4043 21 CFR 211.84(d)(2) ]

AN RO 8 R G A 15 T AR AT B LE DO AE P75 G 3
BikJE [21 CFR211 . 113(a)] -

D



FDA [f] S8 fEpgEw T, ek, 7KL, BERIE D
5
o 1 (RINLAY) Mk RAARYESE O SO AZ, Banitis A
W-045 7 BRI SRAEHIE B o LR BE ) T TC FE A% SUE B . 7E 2001 4F
3 H 29 HHm Rl A Tt N4 B 3 2001 K, (HA2E A
B 5 OS4 MR k.
o XTRAEEMENER, Bk, VORI AR RS
3T FH P R SE UE R ASORN 20 B FH PR B 2 o e MR b
BiEY.
o N AT A TE VERAE T FUISARAS 2 S B TiE VR
VAT G T T P B B AT ) DRI AL S8 2EL 25 AT AR 4 A B FR)
AR T e . MRS RIL.., HaIEFE 5

[E] R AR AN TR 1
FDA [f] %5#17: QC HALFIERTE, RKMEE, AFEME D
T4
o HiZA—EHIRIE N QC FAL FEMFFEMISCF. [ 21.CFR
W-044 21 1.22(d) ]
o BAFHIHEREE T EMEMR. 21 CFR211.192]
o HANFFAEIICHIAE, BIRA R EILRAEL T MR
ALy (A s Bl SE I = R A dE L 1. [ 21.CFR 21
1.165 ]
FDA ¥ R8#1: IiE, S EHEWERS, Fil, QC BMHIRZE, Bkl D

BE AR 11 #8459

W-043 o Mhn, VA E AL QC BAL Y R R TR UE 2 i T &

o S A2 MR 5. (21 CFR 211.22)

o WAHINZE RAEL A= J7 S TAEIRBEAH XK CGMPS
[F]—EE %%, [21 CFR211.25(a)] -

o TBIEARIGIE, BN, WA il fE(21 CFR 211.100); M
Y S e AR AN 24 o RATAE BT E VLIRS R4t
(21 CFR 21 1.68); LA J 243t ek #2 1) [R] 15 & A4kt
i A=l R (21 CFR 21 1.67)



FDA ] SciA: R ik, AR SR, TRBIE, KREDR,
BE k=, HE, RERHE, 11350

W-042 o AT HSLE S AR 3 APIs IS 2 BT AL
RIE.  RrER = % T BUF el s R AL s iy
RIRIE, RGUE AN, AR Il AT
S A, SR B AN 2 MARAE
o AEPE, BRI, MISCER SRR 1 T AR ZOR ARIE APIs
AR TREAMAE . RIS T2 R T A EZ A
2 ) — RS B AR R 9 A Tk, e e A0 5 70 e T
VI IAEI,  BAFSE R, SE TR API

FDA (1) k8. HEXRK, BHHfTH, S, HHREIE
B
o i BATARRL A AR AT A2 1 B Y 22 1R B AT BIA BB AT
W-041 A& AT ZH 53 21 CFR211 - 192], #0K....
o XA TE VAN GRS BT B ST A ) B AR, FE
FRHE ARy, A3, G2 538 25 e8I [21 CFR211
67(b)] HT....
o L JE/diafiltration (UF/DF)FITE Ve o FERIE... Bk
785 HhIGIE
o HITZFFHEIIT AZKAR proteinaceous #& (PM) AT
TF AR PR 56 5 0 AL 7 B I v o TR 2 T AR UE P
TR A= & BT B i BTG W SL A RRUE, FUAS, FIARRE[ 21
CFR 211.115(a) ]
o IR LEY RN/ BIEAE AR PR ANRE A ) I T TR , BT R PR 2
m IR, BiE, AR, AbAr] A AR EAER B BA I HARIEIX
FERURE, BFERIAE AR B o, A hL, iz, AtESIEn
Y1 23 B Ao R o B B ) AR AL . ..

FDA i) %88 BT AR, 1134
zE
o HIT/EIXAIRIAA E R B IIE A T HAb A BT E LIS
W-040 A THEALNE R RS, BiZ TSR S v FAL %
SEREIE e, #H# 21 CFR 4 11 30 % TS
CRMZEL, RPN E 22 sl
o IRMEAIE: B I0AF T EAPATIIE T 2 58 B 0 4 T v

@)

@)



B R SCHR A B T SEHL AR SR 4 R e i

FDA [ REgid: sl =iRME, TR, RnsdE, 2 185

A
&

W-039

M SR = WA AR R AL ) SRS R AN
MEAE TRy, BT EHINAARE S, Fr LESET
EHMMTE. B, ERUNE S TR A4
HEWRBAFE . AEHTNERPAE 5 SN2 5502
SR, TMTRSE P I8 I HT N AR R . RS, ¢ D
B FT R B G S A TR A AT

FEMEIRC  )IHEH TS, I ARIESS AR MR
Jiike Ak, REVERE S RAESZIZTE DL N AF L

JE A HE 2 bR HE S IR A S 1Y, FE S,
MR AR BORBOE S, LIS TAEREAAR L, I
HITARR OB EM B B N2 W8, i B8 e
FEIINZE b2 F H

BEAb, A KT 0BT N GRIIAT S50 % 73 Hr

C ) RFEERIE,

BOAICIRM] O ) A7 et i e ARSI L e A 0y

Ko AP U A

FDA [ ReiA. EEERF, HHl, BHERIE, FXEE .

A
et

W-038

B 22T S R I ARG A P e B St A R AR 1R BT R
4

MATTHE BT BAT A% H TR

A BRI R R

R E O UE R B & TE W R SRR BT BE U 46
k.

No procedures for the development of software used to control
devices. V& FH R4 i 38 B I R @ AF B FAE o

The software used for the operation of the () system was not
properly validated. FISR#EAE () RGEHIHAHEA 1S5
A HIERAIE .

Failure to establish and control procedures for implementing
corrective and preventive actions. For example... 1.2 | 437 Fll

) PSR SIS I MR RS R . o

w)



WarningKeywords: Corrective actions, preventive actions, trend analysis I D
DA ). BEAETENE, TRPRE, e oA

o Failure to establish and maintain adequate corrective and preventive
W-037 action procedures. Not all sources of quality data are analyzed to
identify existing and potential causes of nonconforming product and
other quality problems. For example,... B AT @S AN R
(S TR AR PR AR o AN A 1R ot B s 0 FH >k 4y
FrifdnlE CEAFETELE R R 2307 AEHE = A e
JR . A

e  Other failures/problems noted in the complaint system such
as ( ) are notevaluated/analyzed and processed through your
firm’s corrective and preventive action system. HEdgrie
RGN KRB ( ) AERR 2w 1 B IR T 1A
Jit 2 8 T IR 1S B VEAG /3 B A AR EE

e There is no rationale why other events are not trended and analyzed
X A ART FeAth &5 S T 17 R 4 A PR I S A R AR 4
iR

o Failure to establish and maintain an adequate complaint handling
program. Complaints received by your firm are not processed in
accordance with your firm’s SOP in that there was missing
information on the complaint form R T AT AR — N iE Y
AR R 7. HTEHAREA FRETER, BAFH
2 B HFRAERIE A7 1) SOP FEAA — .

e Also, in your firm’s response to the FDA 483, you stated that your
firm consistently files MDR reports within 30 days of becoming aware
that an event is reportable. FDA generally considers that a
manufacturer becomes aware of an adverse event whenever an
employee becomes aware of an adverse event. The 30-day time
frame begins ..... J&F, TEIE/AF] BN FDA483 2k, H
IR A m] — B At MDR #7722 30 K, =iIRS] 17—
iR AR . FDA — Oy RE—AN g RUANTE 7 A GF
MIZE R, W& LR RE AN RS R . 30 RIETHIRIT



Warning Keywords: Legacy systems, retrospective evaluation, software

A

W-036

validation, analytical equipment, calibration stickers, part11 <81

IHRZE, BEETEAL, ofrdg, BOnE, 1850

The software programs have not been verified or validated" ZX{f-F2
JF 38 R AR B B BT

You indicate that you will develop a complex software validation
schedule in cooperation with the software vendor by December 31.
However, the validation schedule will not be approved until January
21, 2001, and the software validation exercise will not be completed
until June 30, 2001. It appears that you are proposing to continue to
use these ... systems for testing of ... without having completed the
calibration of ... or validation of its software. This is unacceptable".
o K SRR ME 75 12 A 31 Bl — b 1At
IUERERERR . AR, SeEdE R EANTE 2001 45 1 H 21 EI
A redteitt, F HEAE 2001 4 1 H 30 H 58 BIGIEE > .
AR AR5 58 R+~ B B kg T i
Heeenee B e

Written procedures had not been established for the calibration of
analytical instruments and equipment in quality control laboratories
used for ..... BIHEFN BT AXER LA S e 25 75 i s 4% il fr) SE 00 ==
FHFeee oo BB HTRRARRAE AR AG B 5L

Furthermore, calibration data and results provided by an outside
contractor were not checked, reviewed and approved by... LAk,
HPER R AR BN PR A A Y e AN S R A A5 3+« NHIZ
XF, A A AE .

Most instruments lacked calibration stickers indicating ... X2 %)

ARG B BRER B oo

arnlng Keywords: Networks, WAN, LAN, LIMS, computer validation,

A

W-035

retrospective evaluation, documentation, part11 JBRIE]. PR, [,

W, B, LIMS, HEHKIE, 3 11 3459

The network program lacked adequate validation and/or
documentation controls [ 2% F2 7 ik /b J2 8% (1 56 E Al /B S A%
il o

System design documentation has not been maintained or updated
throughout of the software dating back to 1985 despite significant
changes and modification that have taken place. These include
program code, functional/structural design, diagrams, specifications
and text descriptions of other programs that interfere with (this

program) R maéﬁﬁ_&nTiﬁHﬁEEﬁﬁﬂ&E, R S

B ARAG RGeS AN ik 5L T8, IXIBH R T 1985 .,

w)

D



The program was not controlled by revision numbers to discriminate
one revision from the other F£/7 /& HIETT 5 &k X 20—
BT 5 BT

There was no assurance that complete functional testing had been
performed in the ... system. For example you failed to assess all
historical testing and compare it with current functionality to ensure
that all ... functionality has been adequately evaluated & AN E
LE e RGP AT I 58 4 B Tl g ko

The software validation documentation failed to adequately define,
update and control significant elements customized to configure the
system for specific needs of operation. Z{4F 56 1IE SCA4 AN RE 78 43 1)
S S, SRS ) B ) P A TO AT T R R R AR AR
o

You make no commitment to retrospectively put historical
documentation together 7% FUL 1T 24655 10k [m] Jo {4 1 482 g 52
AR AR .

Validation documentation failed to include complete and updated
design documentation, and complete wiring/network diagrams to
identify all computers and devices connected to the ... system IR
AR A A 5 A B A R B BT S DA K A ) e e/ 1Y
2% B RAR Al B AT 1R R R 4 - RAHI B

The Quality Control Unit failed to ensure that adequate procedures
where put in place to define and control computerized production
operations, equipment qualifications, documentation review and
laboratory operations. e G )E FHR AR 2 08 1 2L Y
FURE AU AR T LA BRI ™= S, W& %A, X
e R R SR = 4

Warning Keywords: Database, networks, audit trail, computer validation,
retrospective evaluation, documentation, part11 JSE#R: HIEE, M
é%’ ETI]K?E'%I’ ﬁ“ﬁ*ﬂ%ﬂf, [E]Fﬁ\ I‘i-l/:l:/fﬁ’ Iﬁ:, 5 11 IIIB

ERA

W-034

Lack of audit trail function of the database to ensure against possible
deletion and lost of records &t/ Xt B8 2 1) & bk 2% 51 DhE KA
DRAE G 7T B BN BR A 2R 25 B IE 3%

Absence of of documentation defining the database, operating
system, location of files and security access to database Bh= e X
Kl B S R R G0, SO RO AT B A0 P ) 22 Al
Validation documentation did not address signal lines between
detection devices and computer I8 UE SCAFEE 1E R A 25 B AN
i TE) A H S R P B

Documentation control deficiencies were reported such as review,
approval, and maintenance of records AEHIA R R

D



B, ek, SRR FR

e The ... network program lacked adequate validation and/or
documentation controls. **++** 1) [0 288 72 7 sk /D> JE 8 (1) B 10 A1/
B AR

e The following had not been maintained or updated from original
release/design specification back to approximately
- revision control system
- validation records
- structural and functional diagrams and design descriptions
- complete diagrams with text description identifying other network
programs which interface with ... LI 7& M R 48 RRCAS /4% 1 1 BH
i I THR MR R AT 15 21 4E 3 F0 SE 5T 0 N 25

o -BiTEEHI RS

o -ILRIIE

o -HiRE, HAEREAMBCH A

o -SERAR I HAth ) 4 A TE SR ) 3R

e Inadequate standard operating procedures to ensure that records are
included with validation documentation, maintained and updated
when changes are 4 I, AR5 H SOP fRiEIES%, HS
SO SR FE SO SRR, FRIPRIEE T

e Your response fails to trace back to source code, and the related
document cycle which establish evidence that all software
requirements have been implemented correctly and completely and
are traceable back to system requirements T 10 [R] K e 18 9 21
JERY, AR EE BT ) C 28 1A 58 4 S il DL S B ) 2R Gt 7 SR I
BAFEOR AR AR B

e Your response fails to discuss extending the retrospective evaluation
to other elements of the system needing to be defined and controlled
as part of the overall configuration management. EOIEIN A
Ve [ P 2t PP Ay 1) 75 2 SO RGEAIE N A B A R
PR — 73 28 ] ) HE A SR P

Keywords: Action plan for part 11, environment validation, cleaning D
Warning validation, part11 <8 : 38 11 o HBMETR, HMBRIE, &
ERA YEBAE, 28 11 35

¢ No action plan to correct for deficiency of 21 CFR Part 11 for a record
W-033 keeping system, which is used for maintaining chromatography and
audit trails S A7 BV ETHRIXS FH R IR E RN A IK R 51 1 4E
P RGKEIE 21CFR 55 11 #0 IR L
e Insufficient environment validation ¥AEZ46IE AN AE
e Inadequate cleaning validation J& 36 UE A 7847+



Warning Keywords: Computer validation, security, modem access, data review,
change control, part11 S8R : TFEALMIRUE, 224, bR
MR, BEH Rz, S dE)

ERA

W-032

Lack of proper validation of computer software. /> X1+ AL
FEI IE 8 E .

Failure to establish and implement adequate security in allowing the
software vendor unrestricted modem access and not consistently
documenting this access L 220 ZefE ST RN S i A2 1) 22 A A e R 3%
FE AP e s IR ) e 3 o 0 AR s PRI 11 DA BB B 24— 3t
SRR

Not conducting a secondary review of software modification Rl
BB IET] S5 IR H .

Lack of computer hardware and software change control SOP /b
THEEHUAE A AR A B BE Bk A% 1) SOP .

Lack of verification that software modifications validated on the 'test'
system are identical to the modifications implemented later in the 'live’
system H/> MRS HIUE" FEAHE IERRUE, XTiafE
EW RGN S A SEUE IEPAT IS .

Warning Keywords: Laboratory records, electronic records, failure investigation,

security procedures, part11 8] LW =R, HFLxR, HAE

ERA

W-031

KRR, ZEME.

Failure to maintain laboratory records to include complete data
derived from all tests necessary to assure compliance with
established specifications and standards 512 | F 97 5256 =1
s BLHER B A I A 8 B, PRAEAR A ) 5E PR 15
B 5 bRt

Specifically, your firm failed to properly maintain electronic files
containing data secured in the course of tests from 20 HPLCs and 3
GLCs. FAVIHLIE, A2 AR REE I 4L 47 i 5~ 0, 46
K H T 20HPLCs # 3GLCs %4 .

Additionally, no investigation was conducted by your company to
determine the cause of missing data and no corrective measures
were implemented to prevent the recurrence of this event. 714k, &
AV TR AR 51 R E B s 2 O L R AN 48 5 1 R e
R STt SR B 13X A 1 R K

Additionally, please provide copies of your written procedures
describing system security, system maintenance, and data file
backup procedures for assuring backed up automated laboratory files

are retrievable. H4b, i%i%ﬁ@ 5 TR ) E[le—(ﬂ%ﬁﬁ R4t

D

|w)



W2 atth, REMFRY, FRRORIE SR SELR = 3 sh it
H S ST 24 AR 2 PTSRAF ) 6

Failure to establish procedures to assure equipment and utensils are
sanitized at appropriate intervals to prevent contamination that would
alter the safety, identity, strength, quality or purity of drugs beyond
the official or other established requirements (more specifics to
follow) i 23 L FIAE K ARAE B2 AN 85 B 1)IE T B AE A Y
PEE TR (L W] R S EAR 25Y) 22 attk, Y—1k, 9RIE,
BECH AR G G, 1R e oeiliad B Uy B e E B
K CEZ 40y 75 B 5D

Warning Keywords: Computer system validation, maintenance, data review,

ERA

W-030

laboratory notebook entries, LIMS, autoclave validation S<8&i7]: 115
PMLRGHEHE, 47, sk, LREEILE%KE, LIMS, &
JE 2K B 2% R B IR

The computer system, used to monitor and maintain critical systems
has not been validated. The computer system is used to monitor
temperature, conductivity, water pressure and time (in hours)
Additionally, this system monitors the differential pressure between...
(examples follow) FRIEFEFLEY 4558 RGN THEN R FIE
RAFEHAE . RN R G R AR IR, 5%, KL
1] NI o 4h, XA RGMEAE - Z B He 7
B
The unit, used to compare the computer line’s air pressure
measurement readings with equipment air pressure measurements,
has not been calibrated. 1X/NHIG, SRR ALLE K XL
PO 58 AR AL 8% IR PR 0 8 AR AR
There has been no periodic maintenance to assure that the unit is
operating appropriately. }% A 7€ # 4E A K AR UEIX AN BT R Y
IBAT .
Failure of the Quality Control Unit to establish a system for reviewing
microbiological laboratory data to assure completeness and
accuracy. ZAR T E QC HI 1R L — AN LU AZ A A sk
6% 2 HHE 1 2R 48 T DR IE " 1) 56 3 1 AT A 12
Reviews of multiple entries in microbiology laboratory notebooks
were not performed in a timely manner. For example...ﬁ%ﬁﬁi%igﬁ

FMEICA T 2 5% H I AL BT DU J i A 23T . 4l

Data (from this testing) was entered into the Laboratory Information
Management System (LIMS) prior to the documented review of the
data. Hdls CREMED EHHE H DK AT ICRAE 7 5L5%
EEEEHRR (LIMS) .

|w)
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W-029

Validation of the autoclave, used to sterilize equipment, stoppers and
filed syringes, is inadequate in that: /=y i K B a8 6 E, A& A

PR, ZET R H S T B

a. The worst case load configuration has not been established. (other

examples follow) a. AEAL (197 I L A R IE e e Sr. (L

R IRD

Keywords: Client/server system, chromatography data

system, user requirement specifications, change control,

audit trail, file security and integrity, system security,

back-up and recovery, WAN backup <#i7: &R 5
4, BARBERS, HPERUHAS, FikdEm, TKR,

XFREMPE, RERR, FHULKE, | B,

Data transfer of a (chromatographic) client server system
not validated %7 ilk55 4 R AW EHERIL (L) BA
(S EIE AN

No documented evidence of validation of user
requirement specifications 4 & F 7 E R Ua B 5 1E
B S A

No validation after hardware and software upgrades and
configuration changes A& {4 R 25 R AN 4544 58 24U VA
BEATUAIE .

Insufficient security controls to prevent analysts from
submitting modified data #2752 ()£ 112 IE B3 s/ b 22 4
325 1 10 BELAS 237

User can select programmable functions without record or
documentation in the QC network system that could
circumvent system and data integrity % " 1] DLAN TS Bl
SRECEAEM 2% QC R G8 K S Bk A7 A ) Dh g, DR
RGN 76 8 1 S s 1) e B

Each analyst has access to read/write, purge, copy,
rename files SN AT RACAH BB/, 156, #5 UIEM
LEEQIPELE

Audit trail was intentionally disabled iK% 5] i Th it .
Client/server passwords to access the system never
expired and had only four characters ¥\ R4 1% 7 1Ak
55w (R A A 2% 1B I B A A dE DA 745

Authorized LAN access through corporate WAN users
was not validated 244 1) /38 17 ] 2 A2 T 59
Jabs ZEEESUE ATl

No documented evidence to demonstrate the WAN was
capable of properly performing backup and recovery of



data on the QC server 7% i A4 SRAE A 38N 7E QC
A5 45 B RS RE 1R 58 AN & AR R

Warning Keywords: Computer maintenance, computer validation,

ERA

W-028

worst case testing, change control <87 {+ENHZED,
HHWBAE, S HRNN, s

Failure to maintain a computer system with validated
program capabilities 24K T H 5 UEFE 7 1 Re R 43 v E AL
RYi.

No testing of the computer system after installation at the
operating site. 23T ENL R G5 EEAE R T oA AT
M

No testing under worst case conditions ¥ 1T 7E Ik 2%
FET R

The protocol mentions without explanation or supportive
documentation, "historic experience" with terminals, but
doesn’t specifically identify the terminals J7 &4 i K ik
BER SRRSO, TSR mRedm, (HE A REAEH
MR 42 2 i o

The protocol lacks change control procedures J5 & &t/b

S I R AR

Warning Keywords: Laboratory records, data integrity, equipment

A

W-027

maintenance, part11 JC##in]. LR FIC, CBMEE, &%

Laboratory records are incomplete and inadequate. Data
in numerous records were altered, erased, not recorded,
recorded in pencil, or covered with white-out material. For
example.... LI LK RS TEEAR ST 20K
T, M T, BAds b, REYEILR, BE R
WS U

Altered values were written under computer generated
values. Review of electronic data confirmed the incorrect
values S IIVT (FHC (EHH MG RAGIP R . B HCd I
ATRIESE T R TE 3P4

Two pages of laboratory notebook written in pencil were
erased SCIGE B ICAH HEYVES MR UM T .
Typewritten dates were pasted over computer generated
dates FTFHLHT H BEHE i B v SR B T P 25090 o

The use log has no entries from Aug to Dec 17, H&H %

w)
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e Itis not possible to trace computer generated xxxx
because they were not stamped B iHEHLE T xxxx
FEANFTRERT, BROAARA AR 5 BN

« Equipment was nor properly maintained (explanation is
given) WA FEEEF 4 (C&g i uiiD

e The qualification and maintenance of equipment used in,
and the process validation of the xxxx system is
inadequate. AT XXXX FR S e 56 Uk A1 A= 7= 1% 2% 1 PR 2
HYES X L8 77 HRAF AN

Warning Keywords: security, data integrity, audit trail, equipment D
ERA calibration, part11 >¢8#id]. &M, W8, HEREI,
WAARME

W-026 e An employee user name and computer password were
publicly posted for other employees to ‘access the xxxx
data management. & it FH 7 44 Rl TSR L S A T 5K L
iEHE e Gl N xxxx B L,

« Unauthorized access to a running system % —/Nz 7 &4t
REAEHHERTBA -

e Access of previous employees to critical Data
Management System functions = J& 51 3F A\ # Z i 5 21
KRG ElEH

« Changes made to critical data base entries not
electronically recorded or controlled by procedures X%
HE, T SR B P AR 92 ] ) B BB P ) 2% ) B L

« The RPM calibration and timer check of the centrifuge
was not performed every 60 days as required in the
written procedure and operator’s manual. 7] FE 14 GE &
ARG Ca 3 B AL B IS TR B0 V50 A AR A5 T R AR AR N 52 T M
BT EOREARFERE 60 RAAT — K.

Warning Keywords: security, data integrity, database access, file D
lm privileges, equipment validation, training, part11 >¢#i: %
Gth, HEse Rk, BdREAR, SCHHRRL, BRIRIE, BRIl 58
11 #5
W-025
e Inadequate controls over computers and related systems
to assure that changes in the master production and
control records or other records are instituted only by

authorized personnel THE NI X R G iEHI KA TS, R



TIE 227 i O AR AN i e s B s R BN B |
JE o

No current listing of individuals who have access to the
database program or to what level of access each
individual has; 4 HTE A % 1A N A B I Ecdis 2275 e 51
B NA A BN PR P KB R

No procedure in place to grant, modify or remove access
privileges to software Xt 3 {5 A AL BN HE T, B eEk %
7 1) AR

There is no audit trail within the computer that identifies
how many worksheets have been generated for a given
sample number THEVLNEA TR 5 RPHA N — MR E
IRE 574 T 2/ TR

Worksheets and logs used to record raw data were
available in the appropriate laboratories without any
mechanism controlling their use F>kic 3¢ & 4650k i 18
BT H ST DR BCA AR AT LS B 4 S =8 55 3k
%o

Procedures allow for managers to approve their own
work. Work they perform and approve does not require
the initials and signature of a second person showing that
the work has been reviewed for accuracy, completeness
and compliance with standards A2 (& 5 HL A 515k AL
EARATTE T AR, AT RIREAEA 75 228 — 257 NFIER
T NI R BARATT TAE C i th, 5 BT &
T bRt

There were no raw data indicating that cold spot mapping
as part of steam sterilization autoclave revalidation was
ever performed WA JFIREHE R Y], ¥ RIS HEAE 7R
K s T AR — 8y, et .

The validation of the Biotech Suite was inadequate in that
there were no pre-defined criteria describing what the
requirements of the suite, other than that of environmental
monitoring, were to be, nor were there any pre-defined
criteria describing what the requirements for the
equipment of this suite were to be. Biotech Suite ¥4 &
AFRIrH, 2B T E bR e R AT 4 Je 4L 2L
K, BT IAELHEIE 2 b, B AT T i E R FR R A
WA EK

There are no procedures defining training, qualification,
disqualification and re-qualification of sterility suite
operators when they exceed the microbial limits defined
BAMREE ISR, A5, A R ZE



BR e 5 SCE BT R SRS RN 5

Warning Keywords: scientifically sound methods, cleaning
ERA validation Keywords %88i7: RIS, BB

W-024

Laboratory controls have not established that the test
method for assay of xxxx content of xxxx ‘is scientifically
sound to assure that this product conforms to
specifications of strength, quality and purity (examples:
insufficient separation, no verification of method suitability
under actual conditions etc) Sz = H AR #, 1LIHN
XXXX PN 2SN xxxx BIRLE A B A AR T3 5 SRR IR AN P i A
MR B, B A2 ()1 - S AR, , 1ESEPRo%
F B E S SRR T 1R 5E)

The calculation for assay fails to include a correction
factor for the actual purity of the reference standard ¢4
AR B AL HE L PR Al S AR 2 IE R 3 .

Cleaning procedures for process equipment used
interchangeably to manufacture pharmaceuticals,
including cosmetics, and invitro diagnostic solution. lack
sufficient detail to assure contamination will not occur that
could alter the safety. quality or purity of pharmaceutical
products. (examples follow) ? >k 58 o A= 7= 25 W ) v £ 1)
TEVERURE, BFERA R, AR NI 2. =
VRIS HIGHT PRAEAS 2 KA U 2507 i 2 4, o B A Al 1)
H4.  (FHE=HT)

There is no provision to document what cleaning
chemicals are actually used. SCH15A Xk 22 H i 1 1E
ff A SO E

Warning Keywords: Clinical investigation, FDA access control

A

W-023

You failed to permit an FDA officer to have access to and

copy and verify records and reports relating to a clinical

investigation conducted under Part 312. [21

CFR 312.58(a)]. 1&#A fuvF FDA R LIk N E Hil A% 5L 5

£ 312 #0155 NIRRT &R SHIE AR S . [ 21

CFR 312.58(a)] -

You failed to provide access to the records for each

subject you described in your Investigational New Drug

Applications (INDs). &4 X RE R Hfd B 24 1 25 8
(IND) A ftids i .

|w)



e You failed to provide a copy of the protocol to the
Immunogenetics’ Investigational Review Board during
their review of your study, citing concerns about

proprietary information. %V $2 477 % 1 UL B

558 I A A A A A A D B

e You failed to withhold administration of an investigational
new drug until an IND is in effect. 7% i 1k —Fh IEAE I
ARV E B EE IND A2

Warning Keywords: out of specification results, cleaning validation D

EA Tl ARFE BT RIER, JRULRIE

« Investigations and follow-up of out of specification results
W-022 inadequate or incomplete and are inadequate or
incomplete. A FREATT A& ITHBMEE R, Ax0
WHEANTEE, BUARDPEEANTE.

« Equipment cleaning procedures used for cleaning
multiple use been validated. i FH SR 1% e 2 Fb FH 3k 1 ¢
2 T Ve RUAE .

o The computer systems used to control and/or monitor
production, reconcile raw materials, assign batch
numbers, and control solvents, have not been validated.
FHRIE SN B 27 i, Y5 5 AR, et S, FasdlE
AT ENL R GIERFENTRIN .

e Qualification of processing equipment has not been
completed. Az /=W & I IR & 25 IR AR 21 583

Warning Keywords: failure investigation. Retesting, OOS, cleaning D
EDA validation >C88iH: WEKIR, HlK, ARFERTHAS, &
BeIeHIE

W-021 o Failure to perform a thorough investigation, including

conclusions and follow-up, when your drug products do
not meet their finished product specifications. 4% ()24 i
ANFFE B 25 BT I, BT AT — A
A, AFEGRAEEE,

e There is no documentation available to demonstrate that
an appropriate investigation is conducted to determine the
root cause of batch failures. %% A FRAF K SO R B 7R 5
MR 2 R R I E A SR O SR A



Failure to follow your own SOP, "04-003 — Retesting 00S
Results" for the investigation of out of specification results
for your drug products. K #EiE1E H L SOP, #%“04-003-
HFMX O0S 45K " 25 S ARF& 1R B 5 1 SR A
Failure to establish procedures for the cleaning of your
drug manufacturing equipment that include a description,
in sufficient detail, of the methods, equipment, and
materials used to assure that the equipment is adequately
cleaned. For example, ..... BB — N PR R8T
Vet RE , XA AR SR A Ul B R e AT, T7ik, WAk,
A R B % 3 2] 7 R i YE. Bilan, -
Failure to have written master production records that
include complete manufacturing and control instructions,
and sampling and testing procedures. For example
(examples follow) R REiC3%ALHE 3 7= i 56 B A 7= A i 1Y)
Y, SRR LRI Bl oREIan )
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