EDATAPINRSPECHONS

Roebert C. Horan, PhD
FDA Pharmaceutical Inspectorate

New York District




Quality: System obsenvations

FDA 483 Observations for Preduct Quality.
Reviews range frem:
x No SOP for Preduct Quality: Reviews
x No Product Quality: Reviews coenducted

to: Various components ofi the reviews not
done, Inadeguate investigations, no
corrective actions or other conclusions




Quality: System obsenvations

Regarding the annual preduct reviews:

The reports do not identify the specific batches
Which were covered by the review peried and
there Is no evaluation of specific data frem the
patches covered.

The annual re
contain seme

port from 200X was feund te
conclusiens regarding out of

Specification c

ata and corrective actions without

providing specific iInfermation such as batch
numbers, actual events, specific data,
conclusions and any specific corrections made.




Quality: System obsenvations

An example Is on page 3 which states:
“The main ungualified item in 200X IS the
XXX content out ofi the specific range. We
take relative measures to strengthen the
controll of manufacturing Precess, training
the workers, strengthening the workers:
guality sense”.




Quality: System obsernvations

Many: of the firm’s written procedures (SOPs) have not
een periodically reviewed and revised where needed to
ensure that they accurately describe current precedures
at the firm and are 1in compliance with cGMPs. Seme of
the SOPs were found to have approval dates as fal hack
as 1994, Examples include but net limited to:

Q) FrrraEaErE trayision 1, approved 10/Jan 1994
19)) XXXXXXXXX,, revision 1, approved 23 March 1998

Eurther, review of SOP XX found that It descrilhes
equipment which had been removed two years ago and
the attachments “C” and “D” are no longer used for
documentation and were replaced by other forms which
were not attached to the SOP.




Quality: System obsenvations

From a Warning Letter:

“Failure to establish corrective and preventive
actions (CAPA) precedures for Investigating the
cause ofi non-confermities relating to product,
precesses and the guality system.

Specifically, the firm received — complaints
related to You failed to follow SOP' # -- In
that Investigations were inadeguate and no
CAPAs were implemented.




Quality: System obsenvations

s Change controel foerms for changes In
Master Batch Production recerds fail to
identify’ Specific changes made.

= Further, there Is ne written: evaluation of
the significance of the change, need for
re-validation etc.




Quality: System obsenvations

Soeftware change control reports were
found te have multiple text changes made
Py means of “White-eut™ rather tham By
fellowing the firm's Written; procedure: of
Cressing out the original text and mitialing
(stamp) the correction. FEurther, there
Were no written explanations given for the
specific changes made.




Quality: System obsenvations

s [here Is no control over the use of
signature stamps: by production and
guality: contrel persennel used in the
SIgning of decuments.




Quality: System obsenvations

Process validation reports for APl *** did not
nave criteria for acceptable reduction of the two

specified

Impurities “eimp™ and “fimp”. Batch

record review (20 consecutive hatches) found
that post-validation batches showed typical

levels of
In the va

DOLh ImpUrities were much higher than
idation batches. A number of batches

exhibitec

“eimp” values that were more than

double that In validation batches and
approached the limit of 1.0%.




Quality System observations

SOP “QA Inspector in the Workshop”
describes a twice daily check of
equipment: readings Versus: data recorded
N batch records. Examination ofi several
entries in the QA Inspector's leg and
correspending batch records frem these
same dates/times found discrepancies
between the QA Inspector’s record and
batch record data.




Quality: System obsenvations

Further, on (date), the QA inspector recorded a
temperature of O C for the critical **** reaction

oK batch) ***, however, my.
examination of the batch record fieunc
that step which lasts 5 hoeurs, the tem

that for
nerature

never reached 0 C. In fact, the critica
temperature range is 12 te 20/ C and
examination ofi 25 batch records close
for batch *** found

1) Examples of temperature exceed Uu

to dates

pper limit

2) No batches recorded a temperature of OC.




Cited on warning letter

The firm'’s procedures for identifying
and documenting proklems; that eccur
N manufacturing are deficient. For
example, 235 “minor” deviations Were
logaed year-to-date, of Which only
one was fully: decumented as a
deviation investigation. Minor
deviations that were not fully
Investigated and documented
Included:




Quality: System obsenvations

1) API A production lot *** falled to form final
product crystals. The cause was attrbuted to an
Operator error and the charging ofi ExXcess
solvent. Nen-validated measures were used to
attempt to) force the formation ofi crystals. The
IN-process lot was subsequently divided into
thirds and blended nto three other production
lots that became finished APII AAA Jots ***, #**
and ***. This was listed as a minor deviation
and a full' investigation was not performed.




continued

2) APIIAAA production lot *** yielded only
57%. The yield was appreximately 30%
pelow average. The cause was attriputed
10 an initiall high precessingl temperature
caused by the computer system. No
additienal Infermation or justification was
provided; this was listed as a minor
deviation and a full' investigation was not
performed.




Quality: System obsenvations

Review: of a number ofi “00s” for potency in API
*** |t was found that this was attributed to
fallure of temperature sensors en manufacturing
equipment XXX and that the temperature had
Been out of the critical control range. In
reviewing other deviation reperts, it was found
that fellewing earlier episedes of “00s” poetency.
values, there were corrective actions
recommended ncluding one to Increase the
frequency of calibrations of the sensing devices.
Examination of the applicable SOPs found these
recommended had not been implemented and
no other corrective action taken.




Quality: System obsenvations

Action

limits for testing of Purified Water have

peen exceeded several times without any
Investigations or completion oft non-conformance
reports. The test results were included in the
Purified Water System Qualification report dated

(date).
(date),

For example, Use' Point XX sampled on
results were “Unsatisfactory” for alhsence

of clinically’ significant organisms (pathegens),
User Point YY sampled on (date, three months
earlier) had Total Viable Counts which were

more t

nan 10 times the action limit of X cfu/mL.

This data was recorded in the final report signed

by gua

ity management.




Quality: System obsenvations

The written procedure (SOP XX-Y) for training: of
employees dees not address the conduct of job
Specific, performance hased training and there is
no decumented: recerd off such training fior
guality contrel laboratery and production
pPersonnel.

Inspection found many production deviations
Wwhere the cause was reported to e operator
error and retraining was conducted. SOP XX-Y
does not address the retraining of personnel and
there Is no documentation of retraining.

There are no individual training records for
personnel.




Laboeratory ohservations

= Calibration of pH meter # IS done using
pufifers at pH 4.0, 7.0 and 9.0, however, It IS
used to measure the pH of *** which has an
expected pH around 12.

Balance #  Used In the testing of *** Is
calibrated at _ Intervals using| weights ini the
range *-*, however, sample weights as per the
method for testing of *** are considerably
pelow the lower end of the calibration.




Laboeratory ohservations

n [he identification test used for XX@-Na by FTIR
compared the spectrum of XX@-Na against the
spectrum for USP' XX@. These spectra are not
equivalent and are in fact quite different.

s |ldentification testing of API *** batches
e yereyen . using IR was not actually done.
The analyst simply used a previous spectrum
and changed the batch number each time.




Laboeratory ohservations

Regarding the computerized and paper systems
used Iin the recording ofi quality control testing
data for chemistry, microbielogy and In-process
production testing the fellowing was obSserved:

a) IThe computerized (LIMS)) system; IS  not secure
In that It IS pessikle for data te be changed.
This was elhserved following a reguest durng
Inspection for a challenge to be perfiermed. In
perferming the reguested challenge, the analyst
was able to change previously recorded input
Including sample gross and net weights resulting
In changed assay results.




Laboeratory ohservations

) There Is no system such as the use of
pre-ceded sheets, signed and distributead
Py a responsible guality: empleyee fior
assuring the integrity of loese paper data
sheets used In the recording of test

results




Laboratory o

bservations

Inspection ofi the QC and Micrebiology
lalboratories found that analysts use loose
printed sheets for recording| raw: data, there
Were stacks or pads of blank pages readily

avallable.

In the microbiology’ laboratony, In response
10 a guestion about hew the name of the

product Is stamped on t

1e data page, an analyst

took out a stamprand:in
now It would be done.

In the QC laboratory.

K pad and demonstrated

( ne. There IS no procedure In
place to Insure the integrity of data sheets used




Laboeratory ohservations

s Examination ofi the HPLC systems in the API
testing laboeratory found: that for the ***
systems, the audit trail function was not
enabled.

s For the *** HPLCs, the audit trail function was
enabled, however, the laboratory management
has never conducted an examination of the
audit trail on any ofi these instruments.

= No training of analysts regarding audit trail.




Laboeratory ohservations

Generic Statement — details withheld

EDA Inspections sometimes findl evidence
of data 1n computer files whichiis net
recorded in laboeratory netehooks, lah
worksheets or final written reports.




Laboeratory ohservations

The firm's QC chemistry laboratory has
three HPLC systems and repoertedly: tests
about 2000 samples per year, however,
the calibration IS done only: enee. every
tWo years (lby government agemncy).

There Is no established basis for not
conducting more frequent full equipment
calibration related to the high equipment
usage.




Laboeratory ohservations

Note: At least several FDA 483s have
cited olhservations regarding incomplete
Infiermation provided on certificates
fellowing thelr calibrations. It has alse
Peen cited several times that the facteres
receive no other infermation and that It IS
not possible for an adequate review te be
done of the instrument calibration — either
Py the factory or outside auditor - such as
FDA).




Laboeratory ohservations

m Calibration; of HPLC Is inadeguate in that
the lamp energy was not determined to
assure that It IS capable of detecting low
concentration of Impurties during Impurity.
determination.




Laboeratory ohservations

System suitability Is not performed each
time the HPLC assay method Is run.

The firm has conducted system suitanility.
only’ ence in the histery of testing API=*.

The firm does no conduct system suitability
each time testing Is done as per USP.




Laboeratory ohservations

m [he firm has not demonstrated that the
assay methoed used for stability testing| of
API =*=|s; stability’ Indicating.




Laboeratory ohservations

There Is no data available from the forced
degradation studies which serve as the basis for
demonstrating that the stability test method for
testing ofi APIf stability: samples Is stability-
Indicating.

The management stated that at the time the

studies were conducted in 200X, the factory was
not retaining raw’ data.

(continued)




Laboeratory ohservations

Further, there Is no record of
preparation ofi samples, sample stress
treatments or the actual testing.

Einally; there Is no record ofi the sulb-
dividing| of stressed samples to prepare a
Sub-sample to be sent te a contract
laboratery for the peak purity studies.




Laboeratory ohservations

s For the related compoeunds methods for
*>* AP| the procedure states to run the
chromatogram for NLT 2.5 times the
retention time: of the API. Review of
earlier test data shows that a significant
rfecurring Impurty: elutes, at approximately.
five times the retention time of the APl
which could go undetected when following
the Instructions for chrematoegraphic run
time.




Laboeratory ohservations

For several tests from the USP monograph for
API AAA USSP, the firm either did not perform
the test or did not conduct It as per USP. For
example, the UV identity test was not done and
the IR identity’ scan| inl the hatchl records Was
simply: a coepy of a “representative™ batch rn
previously; “the test for the specified impurity 4-
XXXXX Was not conducted: fior any of the batches
examined (batches ***, *** and ***) and the
“Crystallinity” test was not done.




Laboeratory ohservations

The firm’s “out ofi trend” (“OO0T”) Investigation for
stability testing on three consecutive validation batches
FxxA] FHEXD and ****3 concluded that the “OOT”
result was due te analyses being conducted by different
anal)ésts on different Instruments. The fiellewing Is
noted:

The analysts were also reportedly trainediand the
Instruments calibrated and deemed acceptable for the
testing

There Is ne decumented basis for the Investigation
conclusion

The conclusion suggests the method Is not robust,
however, the investigation did not address the
significance for all other previous testing




Laboeratory ohservations

s For the related compounds method for
*>* gsaveral errors exist in the procedure
that were not detected during the review
precess. lhese include the Incorrect
concentration listed for the stock standarad
and the incorrect dilution fer the low: level
standard preparation.




Laboeratory ohservations

s Following an out of specification result for
>+ 1 the 6 month stability: sample of
= ot ***, the analyst reported that the
“Test FAILED™ on the report sheet and
forwarded this te the greup leader,
NOWEVEr, ne actien was taken. According
to the laboratory manager, the sheet must
have been missed and was not discovered
for more than two months.




Laboeratory ohservations

= [here Is no written procedure which reguires the
Investigation, review and trending of laboeratery.
deviations not covered by “00s” Investigations.

Inspection of preduct **= found that there were
IHPLC assays discontinued wWheni an eutdated
reference standard solution introduced unknewn
peaks. The firm has stability data fer 15 days
use of *** reference standard solution and
supervisor stated “We would noet nermally use
such an old solution. It was done because
standard Is expensive”.




1 17

00S

The firm’s investigation of “00s’ test results for
assay,, related substances and residual selvents
for the two consecutive batches *** and *** of
API AAA was limited to verifying that there was

no laberatery error and the resu
There was ne evaluation to c

ts were valid.
etermine the

feot cause ofi the multiple critica
fallure, nor extension ofi the Investigation to
consider the potentiall significance for other

patches. The only further action

Specification

taken was to

reprocess the batches and sell them to the local

market instead of U.S.




00S

The firm received complaint of batches **** and
*** of the API product 2 failing the related
substances test for the single largest related
substance. The APIf manufacturer investigated
ne original test records from (date) and found
nat the analyst had selected the wrong peak as

L
1
1

patc

e

argest related substance peak.
[he Investigation was not extendead to other

1es. Review during the current inspection

of test results from other batches found that the
same analyst made the same mistake for several
other batches. This had not been discovered by
the APl manufactuer’s investigation.




00S

Inspection found that an “00s™ for petency.: of
API A ot *** was Invalidated based solely
on the testing of a new sample. Examination of
the firm's SOP PRP-T}, found the fellewing
regarding the procedure for “00s” Investigations:

a) It anidentified cause for the “00s” IS net
determined or not confirmed, then a second
analyst will test a new sample.

b) It the second sample meets specification, the
conclusion is made that the original sampling
was flawed. (continued next slide)




00S

¢) If the new sample failed, only then
Would the |al supervisor prepare an “00s”
repoerting form which weuld be copled to
preduction, QC and QA.

d) The SOP does not address retesting the
original sample.




1 17

00S

Regarding the firm’s procedure for
Investigation of “00s” test results:

a) There Is ne leg, file or ether cumulative
record of the firm’'s “e0s™ Investigations.

9) The annual preduct reviews do not
Include review: of these investigations.

¢) There Is no time frame identified in the
SOP for completion of “00s™ Investigations.




"00S

(From an FDA letter sent to factory to indicate inadequate written

response to FDA 483):

Specifically, we: remain; concerned regarding the
consistency of the manufacturing process and/or

analyticall precedures.

The Inspection revealed NUMEerous “0os’
assay results in different samples from batch

*** as well as “o00s” for two other

patches

within the same campaign. Seme of the “00s™

values were attributed to analytica

error but the

cause of others remain undetermined.

(continued next slide)




00S

Your written response indicates that the
“00s” Investigations will be closed out within 30
days and that new laboratory: SOPs have been
wiritten, training has been provided to laboeratoery.
personnel, and additional laboeratery: persennel
have been recruited.

Please proevide the documentation that the
“00S” Investigations have been completed and
that the cause ofi the “00s™” assay results have
peen identified as either process related or
analysis related. (continued next slide)




00S

Please address any process or
analyticall changes whichi may: have been
necessary to address this Issue.




Facilites & Equipment

= [he firm’s written procedures for preventive
maintenance (PM) do not include examination
and evaluation of all equipment components, or
schedule for replacement of parts. In this
rfegard, there were three batches (**, *** and
*ZF) Which were reported in the annual preduct
review te be contaminated with' particles from a
shredded Teflon gasket assocliated with the ---
mixer. Inspection found: (continued




Facilites & Equipment

a) lThere was no extension of the investigation to
determine Ifi previous batches may have been
contaminated. In additien, the investigation
does net document the identification of the
contamination being| consistent with Teflen
particles.

0) The engineering management stated that while
they are responsible for eguipment
maintenance, they have no PM procedures and
stated PM should be the responsibility of
production.




Facilites & Equipment

¢) There are no PM SOPS In the production
department.

d) The preduction department has a
machine loeg for each piece of equipment,
AOWEVEr, review: ofi the machine log| fior
the mixer found no record of the Teflon
gasket replacement in the period fellewing
the reported contamination.




Facilites & Equipment

The investigation Into lots of APl AN~
returned due to the presence of metallic
particles does not Include a measure to
prevent future recurrence.

Please noete: The following twe slides list
other observations on that same FDA 483.




Facilites & Equipment

Facilities & equipment in which crude APIs
are exposed during precessing are not
maintainediin a clean and sanitary: manner
and are not designed to prevent
contaminatien of the crude APIS frem
foreign particles like dirt, rust, dust, paint
chips and metal.




Facilites & Equipment

Then 483 lists a number of examples.....transfer
of crude API firom reactor to centrifuge Is
performed underneath a metal platformiinia
puilding which Is open te the outside; transfer
1o the multimillis performed Infa reem with
peeling| and flaking paint onrwalls/ celling;

Inside of the multimill granulater Is cerroded
toward the bottom of the chute and was missing
knives; Interior of the vacuum dryer for crude
API Is rusted; transfer room of APl to drums has
peeling/ flaking paint on wall/cellings.




Facilites & Equipment

In the warehouse for storage of
replacement parts such as valves for the
Precess Water system and reverse esmosis
membranes, there were nUmMerous
pPIgeons olhsenrved flying| above the
equipment parts and' evidence ofi bird
dreppings. This included in the locked
cage which contained the stored reverse
0SMOSIS membranes.




Facilites & Equipment

There are no piping or Instrument
drawings ofi the Incoming source water,
deionized water or Ultrafiltration \Water
systems; te show! current “as-puilt”
compenents, treatment or distribution
systems of water, for the purpose of
system maintenance, monitoring and
operation.




Facilites & Equipment

Welds used! in the initial installation or
replacement of critical eguipment
COMpOoRNENts are not examined, not
electropolished or in any: other manner
evaluated against aceceptance criteria.

Several investigations off microhbial
contamination implicated residual weld
material as a principal contributing factor.




Facilites & Equipment

There Is a dead leg of at least 1 foot In
length between the crystallization vessel
XX (for punfied ARI) andl the centrifuge.

(Note: This was from a previously used
CONNEction to another piece off equipment
— no lenger Is use — new: capped)




Facilites & Equipment

The firm recently introduced and qualified
a new delivery: system for nitregen
planketing ofi a critical step: in the *=+
PrOCESS.

The system including new: valves and
flew: meters was gualified as reported In
1Q, OQ reports.




Facilites & Equipment

= Inspection on (date) feund that although the
replacement valves associated with lines X and! Y
Were closed, the nitregen flow: meter display
Indicated a significant nitrogen flew: to line X.

(NOTE: The Initial' change was made to deal
with intermittent flow problem. Following the
Inspection, the firm determined that the new.
valve design was faulty/ not appropriate for the
Intended use and replaced all ofi the valves).




Facilites & Equipment

Equipment cleaning deficiencies include:

a) Preduct residues were visible in
AUMEKeUS pieces of equipment labeled
as clean (Including fluid bed dryers,
centrifuges; one vessel which was stated
10 have not been used in several weeks

had' yellow-brewn residue, no status
label)




Facilites & Equipment

m D) Tape on discharge chutes ofi centrifuges
and other surfaces with potential for
preduct coentact.

= ¢) I'here were rough welds on the product
contact surface of the hopper used to
charge purified product te the dryer.

m (Risk for next batch ? Degradants ?)




Facilites & Equipment

According to the firm's written; procedure
(SOP' XX-Y), the cleaning ofi Sparkler filters
requires that at the completion of a
campaign, the equipment Is dismantied
and all components thoreughly’ cleaned:.
Examination off Sparkiler filters #s *** and
*** found the bolts te be woern/ stripped.




Facilites & Equipment

The firm’s maintenance employees in the
presence ofi the plant manager and the
EDA Investigator were unable to remoeve
the boelts using dedicated toels. The firm
has no individuall equipment cleaning
record and the batch documentation
records only that alleguipment in the
“train” was cleaned.




Facilites & Equipment

The Ultra-Filtered (UF) Water system
Which produces water used in the critical
steps; of APl production was, ehserved: to
have ball-type valves: at nUmerous
locations Including| in; the finishing area for
the final APl =*****_" These valves are
potential “dead-legs” in the UE \Water
system. (APl ****** s intended to
further processing to manufacture sterile
products for injection.)




Facilites & Equipment

The piping throughout the purified/UE water
system IS ABS plastic pipe and elbows and the
line leading| te the stainless steel holding tank
(ABS) attaches te a stainless steel line by means
of a flange. It was stated that the water in the
line before the storage tank Is drained at times
Wwhen the system IS net preducing| water,
nowever, It was noted that the ABS line te the
flange slopes in a manner which woeuld not
promote adequate drainage and, therefore,
could promote biofilm production.




Production observations

The firm’s SOP' XX states that batch production
records for use in preduction are phoetocopied
from the master record, hoWeVer, examination
ofi executed batches fiound that:

s Batch preductien records are net an accurate
reproduction of the master.

= [he following steps lacked instruction details
given in the master recorads:

(6 examples listed on FDA 483)




Production observations

T'his observation was on FDA 483 and then
cited 1n a letter firom FDQ CDER to firm:

“T'he master preduction; and hatch
production records fier APIS ***, N and
+++ are deficient in that they do net
require documentation ofi all significant
steps and In many cases are unclear.

(Ten examples given on FDA 483).”




Production observations

From an FDA 483:

Stage IV master production record does
not specify the mill speed noer the screen
10 be used during millingl and this
Infiermation Is' net recorded In the batch
record. Additionally, the master record
does not specify the screen to be used
during seiving.




Production observations

Erom Requlatory. Letter:

\We alse have concerns regarding particle size
Specifications I which all four prespective
validation batches failed to meet the release
Specification.

(Note: The letter then reports the fact that
Inspection found that firm actually used different
equipment from that described in manufacturing
Instructions and validation protocol).




Production observations

In the crystallization step to obtain crude ***,
the manufacturing instructions state to add 100
Liters ofi xxx drepwise within 5 te 10 minutes.
When It was) pointed out that this weuldl be
more than 3000 dreps per second (in 10
minutes) and that the same instruction Is given
In the (eriginal language version), the firn’s
(management title) stated that discussion With
the preduction personnel found that this IS
accomplished “roughly” in the time period

mentioned in the batch record by means of a
valve.




Production observations

s |t was noted that, in contrast to other
manufacturing steps which provide details; there
IS O Instruction regarding use ofi valves or other
means of controlling the flow.

(Note: There was suggestion at one point that
the word “dropwise” came from pilot scale
patches but no documented' evaluation of the
criticality of the rate of addition and how
“dropwise” should have been converted to an
accurate instruction for the scaled-upr batches).




Production observations

= Inspection of first batches of new product
>+ found that the first batch failea
Specification for --- and this was relatedl to
a criticall step. Batch rejected. Corrective
action, change critical process steps time
from 20 minutes te 30 minutes.

(see next slide)




Production observations

s Examination ofi batch records for product +++
Which has similar critical step states in the
manufacturing Instruction:

= Performi operation --- for twenty (30) minutes™

s [here Is no record of the actual time It toek for
the operation, yet every batech record has two
signatures verifying step done as described.




Production observations

Erom Warning Letter (****” from FDA not by RCH)

Several batches off APl are *** ima *** to
preduce one large batch. The individual bateches
are not tested for residual solvents and feund te
Meet appropriate specifications pror to *=*.
This process has not been validated for *** of
the combined bateh. The *** Is tested for
residual selvents, but the sampling method, one
composite sample, does not provide evidence of

*xx*x




Production observations

» Inspection of the manufacturing facility on
(date) at (time) found that while the two
patehes of **=*, lots and had just
pegun the XXXXX step, the BPRs were

signed by twe operators Verifying that the
O/ step process had been completed.

s Further, the production QA employee
signed the sheet stating that the albove

was reviewed and approved.




Production observations

Examination of reactor GLR # XXX In use for
the ****** step (critical step) for batch $$$$FH
of the API ***** found that the thermometer
Which extends Into the reaction; mass could! not
pe read. The QA Manager Who was
accompanying the inspection examined the
patch record fior that batch, then leaned
forward, examined the thermometer and stated
that the temperature was XX C whichi she stated
was “right on target”. (continued)




Production observations

| asked for the production manager to
examine the thermometer and It was
determined that not enly could It not e
read, the thermometer bulld was broken
and the fiuid had emptied. It could not be
determined when the thermometer had
proken nor where the contents of the
thermometer had gone.




Production observations

= |nspection found that the initial production
deviation report # D-XX stated that batches
HHHH#H and +++++ of the product *** from a
campaign In (time period) were rejected due: to
falling petency results. An amended deviation
report prepared just the week before the current
InNspection reported that eperators admitted to
not adeguately monitoring the critical step X.00Y
and simply recorded results typical of previous
batches. (continued)




Production observations

The amended deviation report:

a) Failec
Was a

1o explain hew the Workshep SuperVvisor
dle te sign the batch| recerd stating that he

hadl eserved the monitoring of the batches and

that It

had been done as per written instructions

0) Failled ter decument an extension of the
Investigation te determine Iifi there were other
patches for which the operators had not
properly monitered and documented the
reaction progress.




Production observations

Related to the previous observation, a
production employee from that shift who was
reprimanded reported that for a previous hatch
*>* there was a spill ofi the final product blend
from the blender ente the floer ofi production
reom XX and the employees swept the pateh
With' broem: and with scoeps and releaded the
materiall back inte the blender. According te the
Investigation report written five months after the
event, the team leader was confroented and
acknowledged this had happened. This incident
had not been documented or reported at the
time It occurred.




Production observations

Note: A deviation report examined at
another factory stated that certain
deviations and batch rejections were
related to “Viore experienced Workers
know! what to do but take short cuts and
do not fellew procedures.”




Materials observations

(From a Warning Letter) Sampling and' Testing
of Incoming xxx used In the manufacture off API
**FWere Inadeguate:

s At least one specific identity test to verify the
identity of the Incoming materal was net
conducted.

x [he reliability of the supplier's certificate: of
analysis (COA) was not established in that a
complete analysis was not performed and
compared with the COA at appropriate intervals.




Materials observations

(From a Warning Letter) Procedures for the
recovery of solvents were inadeguate:

Procedures for selvent recevery had not been
established to ensure that solvents are
contrelled and monitored to assure they meet
apprepriate standards before reuse or
commingling withr ether appreved materials.
(FDA 483 observation concerned co-mingling
recovered solvent with freshi solvent before
testing of the recovered solvent).




Materials observations

Recovered solvents were not adeguately.
controlled in that a drum of recovered
chioreform was olhserved stered in the
area Identifiedl for storage ofi recoveread
ethyl acetate. (Erem a Warning Letter;
the actual FDA 483 obsernvation also
pointed out that the recovered chloroform
was In the middle of several drums of the

other solvent).




Materials observations

Raw: material sampling was not
perfermed In an appropriately.
controlledl area and foreign material

Was neted on the surface ofi bags: of
approved materiails.




Materials observations

Sterile PE film used during production to form
sterile bags for the finished product Is gamma
Irradiated in a validatead sterilization at anether
firm,, however, the integrty ofi this film may.
potentially: be compremised! prier to use due toe
the practice empleyed in sampling for release for
production. The PE film Is transferred to the
production area (class 100), sampled, resealed
and transferred back to the warehouse with
“Release” stickers place of the original cardboard
boxes In which the rolls of PE film are stored.




Materials observations

The firm has out-sourced the testing of API
AN 0N residual selvents and does not reguest
testing ofi residual selvent for every hatch ofi
preduct manufactured. Inraddition, review: of
We test reports firom the contract laboratory,
selected at random, found that despite the fact
that the firm’s batchi records and the DME show
ethanol to be the only selvent used in the
process, the test results showed benzene to be
present at levels more than 20 PPM. (continued)




Materials observations

Finally, the firm reportedly sends
recovered solvent to a contract firm which
perferms further punfication, however,
there Were no records present to support
this arrangement and In response toe my
INQuIry, It was stated the factery has never
audited the contract firm which purifies
the solvents.




Materials observations

The computer software designed by
the firmrs 'l department for raw
matenal inventory control has not

peen vValidated and has ne user:
controls.




Materials observations

There Is no password security for the two
computer terminals (Materials Sectien and
Synthesis Section) whichi are used: fior
enternng and monitering Infermation
regarding| the receipt, use and inventoery.
records for raw materials and
Intermediates.




Packaging & lLabeling observations

m Fallure to have a written procedure for
receipt, identification, quarantine, sampling,
release and handling of lakels

s Incoming lakels are not preofed against a
master label.

m [here Is no specimen labels placed in the
executed batch records.




Packaging & lLabeling observations

s [here Is no procedure to reconcile the
guantities ofi labels issued andi returned or

destroyed.

s Final product labeling for API *** lacks
retest date and sterage temperature.

n [Labels on drums of finished! APl not
sticking. (Note: Inspection fieund selution
employed was use two labels — hope one

sticks).




Packaging & lLabeling observations

The written procedure (SOP) coverng labeling of
finished preduct, I.e., printed bags stamped with
ot number does not address the details of lalkel

ISSUance or reconciliation following the lakeling
Operation.

(Inspection founad printed Bags with twor API
patch numbers In packaging staged for use in
packaging of these batches. The accompanying
paperwork recorded numbers ofi bags Issued and
returned even though operation not yet started.)




