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T ORUNENT Li6TS GBSERVATIONS MADE BY THE FDA REPRESENTATIVE(S) DURING THE INSPECTION OF YOUR FACILITY, THEY ARE IEEET 1orAL
OBSERYATIONS. AND DO NOT REPRESENT A FINAL AGENCY DETERVINATION REGARDING YOUR COMPLIANCE IF YOU HAVE /0 OBIECTION REGARDING AN
RSCRVATION. OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN ORSERVATION. YOU MAY DISCUSS THE
CRCECTION OR ACTION WITH THE FIA REPRESENTATIVE(S) DURING THE INSPECTION OR SUBMIT THIS INFORMATION TO FDA AT THE ADDRESS ABOVE IF
Vo0 1AVE ANY QUESTIONS, BLEASE CONTACT FDA AT THE PHONE NUMBER AND AODRESS ABOVE.

Sterite Injectable Drug and Oral Solid Dosage

QURING AN IMSPECTION GF YOUR FIFR () (WE) OBSERVED

OBSERVATION #1
There is a failure to thoroughly review any unexplained discrepancy whether or not the bateh has afready been
distributed.

| On 27 February 2017, daring the filling operation of 29 Injection O@ e/l batch product
was observed to have leaked onto the 2@ below the This was pointed out to firm
management by the FDA investigators. A thorough investigation of the source ol 1bis leakage was not performed
before dismamiingthe(bm) ,An4investig:u'mn was performed and then approved on 02 March 2017, It concluded
the observed leakage was ﬂ'om(b)( before filling started.

This conclusion did not consider that the spilled product was observed at the end of the bateh and product from the
o would have likely evaporated during the filling. Follow-up studies were then conducted as part of the
investigation lh‘?l) showed intentionally spifled product evaporated in approximately 50 minuies. The amount of
time between and the observation of unevaporated spilled product was approximately 112 minutes. The
updated investigation had been reviewed and signed by Manufacturing and Science Technology. Production. and
Quality Assurance concluded “there was no subsequent leakage afler a and the spill was most
likely from the®®@ . even though the evaporation data did not support this conclusion.

Previous investigations into feakage incidents that oceurred during manufacturing have not been thoroughly
investigated 1o ensure true root causes have been identified and appropriate corrective actions are implemented,
Despite repeated investigations. these incidents continue (o occur. This was noted during the review of the
following quality impacting incident reports:

. L ®) @)
a. Incident 200168017 was initiated due to product leakage czgs;el'vcd on the @ on the
£1§11ufacmring vegsel before the during filling and loading of Injection.
) (@) : o o : o
ng/vial, batch ['he incident report indicated that the was not tightened properly. The loss or
VR EGRATURE T T ERPLOVEES) HANE AND THLE (Pantor Type) DATE I§SUED
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])IOdULl xesuilad into lh\. ba!uh wcld not u)nlm ming to spgcmcmmn ¥hc ;noudurc Was mvmd 10 add
precautionary steps during connection as preventive action,

(b) (4) (b) (4)

b. Incident 200168685 was initiated due w product leakage observed on the connected o the

“ prior o€ during filling of @ 1njection,g; ng/vial, batch The incident report
indicated that improper connection as the root cause and the SOP was revised (o incorporate instructions and
precautions on@ connections,

(b) (4)
> Incident 200193210 was initiated due to pr oduc,t jcakage observed on the pasket of the®?® vessel
durmg filling of @@ Injection, batch The loss of product resulted into bateh yield not
conforming to specification. Preventive Maintenance Plan (PMP) task checklist was revised to verify all

gaskets during scheduled maintenance as preventive action.

(b) (4)

(b) (4)

d. Incident 200225061 was initiated due o praduct feakage observed on the during Niking of

4 . e p® 4 : il
{2 Injection, USP@ nl.. batch®® No assignable root cause has been identified.
. . D ®) 4) ®) (4)
c.4inc1denl 200198319 was initiated due to product leakage observed on the conneeted 1o the
®) (4)

" ) (4) e -(b) (4) D s -
APIOY 10 Auring tilling of Injection, batch Fhe incident report indicated that
iproper connection as the root cause. Due o the Toss of product. the batch did not conform (o vield specification.

(b) (4) (b) (4)

_ o A ] R connected yo lfw
priot Juring filling of [njection, batch I'he incident report indicated that
dislodged from the = causing the product to leak. /\\v'ucmss training was provided for the operator
mvalved, and fine clearance procedure was revised to incor pomlu 2 verification in the batch record.

£ incident 200215055 was initiated duu to product teakage observed on the
(b) (4)

2. Collection of trending data for documentation errors. such as GDP errors, calcutation crrors, missing signatures,
or incomplete documentation, began in May of 2016, 1t identitied 314 errors in 22 Batch Manufacturing Records
reviewed in May 2016, No critical evaluation of this data was performed to evaluate root causes these errors,
These crrors repeated in subsequent months. For example:

June 2016 there were 258 errors identified in 15 Batch Manufacturing Records
T U TEMPLOYEE(S) SIGNATURE, | EMPLOYEE(S) NAUE AND TITLE (Panfor Typel GATE ISSUED
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.iul\ 2016 1hcu. were 2 4 CIrOrs ldn.nuﬁl,d in 17 Baluh lvldnuf"tuultm: Rcu)rd%
August 2016 there were 128 errors identified in 21 Bawch Manufacturing Records
September 2016 there were 143 ervors identified in 22 Batch Manufacturing Records
October 2016 there were 200 errors identified in 21 Batch Manufacturing Records

No evaluation was performed to determine root causes or evaluate why localized training of the affected personnel
was ineffective in eliminating errovs.

Y . e . () (4) , ‘

3. Investigations into observations of objectionable organisms in the system were not thorough,
(b) (4) , i . . (b) (4) . - . .

a. identification of isolates from the system identified the objectionable organism

Burkholderia cepacia from point®®  for sampling performed 01 August 2014, No root cause was determined

and no corrective actions were performed. No additional identification was conducted to determine if other
recovered organisms in subsequent samples were also Burkholderia cepacia.

. b) (4
b. &ubscqucm( '@ identification from s(nnplczﬁcollutui on 30 August 2014 (pom{s
and samples collected 21 September 2014 (point identified the objectionable organism Acenitobacter

baumanti. No root cause was determined and no corrective actions were performed. No additional identification
was conducted to determine if other recovered organisms were also Acenitobacter baumanii.

. . N (b) (4) . soe ~ . . (b) (4)
¢ Incident 200135364 was opened when identifications of lsu(lbz)lt:;s {rom the SYSien
identified the objectionable organism Burkholderia cepacia from point for sampling performed 29 May

2015, No definitive root cause was determined. The report did not describe historical data, which had previously
identified this organism. A potential root cause was identified 1o be the sampling hose touching a nearby drain.
No sampling of the drain was performed to further confirm this root cause. No expanded identification off
recovered microbial growth from® @ sampling was conducted to verify i this organism was present in
subsequent sampling,.

d. Incidem 200142186 was opened when identifications ol isolates from the®® systel
identified the objectionable organism Vibrio vulnificus from point e for sampling performed 2’) Iuh 2015,
The result was reported 30 Jaly 2015, On 31 July 2013 use of the system was suspended and the system was

'I
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samu/cd Sdmphn,g., was lupcau.d on (J! /’\U"l]\i 701‘3 and :denmacalmns were pulo:m(_d V;bno vuimftcus WHS
nol identificd, but other objectionable microorganisms were found: Burkholderia cepacia (4 use points) and
Acinetobacter haemolyticus (1 use point).

Sanitization was again repeated on 11 August 2013 followed by sampling and isolate identification. This {oltow-
up sampling again identified the objectionable organisms Burkholderia cepacia (2 use points) as well as
Pseudomaonas and Acinctobacter organisms.

Sanilization was again repeated on 20 August 2015 and 21 August 2015 followed by sampling and isolate
identification. Follow-up sampling again identified the objectionable ox;,amsms Burkholderia cepacia (1 use
point) on 07 September 2015 from a sample collected 28 August 2013, The fres system had abready been
cleared for use on 04 September 2013, This is prior 1o implementation of corrective actions identified in the
mvestigation. No additional actions were specified after the additional finding on 07 September 2015.

<(b) (4) (b) (4)

The report justified release of lablets batch manufactured at the time the original Vibrio
vulnificus was detected. based on microbial limits and specificd organisms testing, No studies were performed to
show the objectionable organisms identified in the ®® system during this investigation and previous
investigations identified in 3a, 3b. and 3¢ could be reliably detected by the existing microbial test methods.

I'he final investigation report evaluated historical trending of objectionable organisms in the®®

systenm.. Those instances described in points 3a, 3b. and 3¢ of this observation were not included in the historical
evaluation.

boIncidernt 2()()I6(: 75 was opened when Staphy Inwccus aureus was identified during active air monitoring of the
Blocke )(bm) Jaminar flow hood pomt @ on 23 January 2016. The investigation identified
the likely root cause as improper gowning and hygiene of employees. The corrective action was identified 10 be
uammg of personnel when the investigation was closed on 16 February 2016. The first training was not held until
2 March 2016 and some personsel were not trained until 20 April 2016, Additionally, there was no expanded
(ollow -up sampling or identification of isolates to evaluate whether training had been effective.

5. 'i‘hc(b)w Integrity Test Unit 0@ cqlupmcni HPRE-346 18 used 1o per fm m an integrity test of’
: BTy IS BONATURE C T EMPLOYEG(S) NAME AND TITLE (Prinlor Types vomr 1SSUED
‘Zt;z?m! I"f @g&y{ﬁ :,E%; ) :Hlusli.n Al Ho)w%. lu‘\"c.xligum.r ‘ o
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— o e :
the lhal are uscd fm' the \()!’ ()PR\E‘) ()() Opummn of Integri :1\ icxtu

states in part “In case of faiture of @@ integrity test, write justification for the failure and repeat the test only for
that particular failed®®  and if the?® integrity passes, then proceed for thc next routine activity. f integrity
failure is copi tr)de then immediately inform the superior and replace the !dllll\ PO with new®® and
perform the integrity est before the start of the cak test™, ADE replacement was not performed
after @@ integrity test failed twice. superior was not notified per instructions in the SOP, and investigations were

not initiated. This was evidenced on the following instances:

(b) (4) (b) (4)

a. Number 1S1 Batch Report 1062 for batch®?

b. Number IS] Batch Report 1078 for bach

¢ Number ISt Batch Report 138, not batch related
d. Number IS1 Batch Report 11358, not batch ulated
¢, Number 1S1 Batch Report 11635, for batch

f. Number [S] 3atch Report 1171, for batch

0. T horeugh investigations with scientifically jusiifiable conclusions to incidents of out~of=specification (O0S8)
were not performed and/or failed to implement appropriate corrective actions for the root cause determination. The
corrective action and preventive action (CAPAY state thai training awareness should be conducted; however due to
the number of repeated analyst errors identified as the roof cause, there is no assurance that the CAPAs are
effective in addressing the actual causes as the incidences atributed (0 analyst errors stifl continue. The
deficiencies are evidenced in the foHowing:
a. Q08 310009438 was initiated due o QOS result obtained during stability lesting 01 @ Injection
@ ngfvial, bateh® @ Assay result vielkded a failing result of el 4 against a speciiication of 9

. The investigation report indicated that analyst error attributed to the failure. However, the investigation
did not identify the specific anatyst error even though the procedures s‘lipuhicd in the test method were followed.
No actual or probable root cause way identified. The samples were reanalyzed and passing result was reported.

. ®)
“Lam())()& 310007780 was mitiated duce to QOOS obtained during analysis of ® inj ;u,lmnu) ng/vial. bach
4]
Assay result yielded a failing result of ®® 4% against a specitication ot( @ PO The

mvestigation report indicated analyst error was attributed (o the failure, However, a specific arml) st error was not

CEMPLOYEE(S) SIGNATURE T T TR GVER(S] NAME ANG TITLE (Prntor Types | DATE [SSUED
SEE i 5 P ,
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tdumhul lhc sampies were :cana!) z,cd and pas»mg, result was reported.

¢. OOS 310008334 was initiated due to OOS obiained during analysis 01 Injection USIJ n"«) nl..

®) @) (0) (4) - @
hateh Assay resuft vielded a failing result of Yo against a specification ol Yo - ». The
investigation report indicated analyst error was attributed (o the failure. The samples were reanalyzed and passing
result was reported.

4 N 1 .

d. OGS "5100092'30 was initiated due to QOS Obldmbd durmg analysis of @ njection ng/vial,
L)@ o

batch Assay resuft yickded a failing result of® % against a specification of Yo o. The

imvestigation report indicated analyst error was attributed to the failure. The samples were reanalyzed and passing
result was reported,

. . 4 .
¢. 008 310009706 was initiated due o QOS ohlamcd ilun ing analysig of? o) in_;ec(g;(&v)fbﬂ ! npfvial,
batch Assay result yielded a failing result of N against a specification of o - . The

investigation report indicated transient equipment error was root cause and awarencss traiing was pravided {or
the analysi as a corrective action. The samples were reanalyzed and passing result was reported.

| Injection ngfvial,
Assay result vielded a failing result of A against a specification of 79 0, PO e investigation
report indicated unknown analytical error auributed 10 the root cause — there was a delay in injecting the samples.
Training was provided for the analyst as a corrective action. The samples were reanalyzed and passing result was
reported.

‘é,)(())()\ 310009622 was inttiated due to QOS obtained during analysis of

2. Q0S8 310010270 was initiated due to OOS obmm&%l L)hll ing analysis ol e lnicction(b’“) ng/vial,

batch Assay result viclded a failing result of Yo against a specification of O P The
investigation report indicated analyst error was rool cause — there was a delay in injecting the s ampiu Awareness
training was provided for the analyst as a corrective action. The samples were reanalyzed and passing result was
reporied.

h. OOS 310008552 was initiated due to OOS obtained during analysis of® lnlcctmn( '@ ngx’vial.
batch®® Assay result yielded a failing result of @@ 4 against a specification of @ OO The
T e LOVERS) SIGNATURE © UEMPLOYEE(S) NAME ANQ TITLE (Prnt or Type) "”’gmﬁs ISSUED
Rg?/%%sg A ﬂ "M / e SO Justin AL Boyd, Tnvestigator (
Q'ngfés - i ’ Tovin B. Cladineji, favestigaor 3082017
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VlI\mmkum'u I5 Shukld \ncc Pu’wkn! ()pLIdEIOn\

T

I STREET ADDRESS

Dr. Reddy's Laboratories LAd. i Plot No. 1 1o P9, Phase tli Du\nxda \’SF/
chy state anpzipconE T ;TYPE OF ESTABLISHMENT INSPECTED -
\ l‘;dkhdp'mmm - ‘5)0 (H() ﬁ\ P Indm i

%tu lic lnwudhle Drug .md ()m! \uhd [)omge

un&sllgdlmn re])on mdlcmcd that ‘:amphnﬂ crror h\f tllr: mdlyst wWis 1hc rOOL Cause and lhe qmlny assurance
manager stated that there was also a delay in receiving samples. Training was provided for the analyst as a
corrective action, The samples were reanalyzed and passing result was reported.

i. QOS 310009929 was initaled due 1o QOS obiained during particulate matter est of stability sample of

D@ n;cwon% mg/vm] batch™® Test results obtained did not meet specification of ,44) TH
NM T4 and 3(4) o NMT e Analyst error was identified as the root cause and no corrective action was
mitiated. The samples were reanalyzed and passing result was reported.

i. QOS 310010238 was initiated due to OOS obtained during particulale maltu test of @ Imunon
o)(4) ng, batch e Test results obtained did not meet specification of "(4) 1 NMT ) and 2?3 4 NM?
No assignable rool cause was identified. The analyst involved was trained as a corrective action. The samples
were reanalyzed and passing result was reported.

7. There was a failure o identify the characteristics of the lber/particle rejects, or determine the source of the
{ibers/particulates in injectable products. SOP OPRO12-15, Procedure for Visual Inspection of Filled, Sealed and
Over Coded Vials by Using Visual Inspection Hood, deseribes evaluation of the particulate matter obsuv-.d
during visual inspection for its color, size, and shape. The drug products fisted below had rejected vials with!
fibers that were not characterized or evajuated for a source:

b) (4)

4 - ® @)
20 [njection, batch
®) @) o () (4)
b. Injection, batch
®) 4) . op® ®) @
¢ Injection, USP@ mg/vial, batch

Failure 1o perform thorough investigations 1s a REPEAT OBSERVATION from the 05 November 2015 FDA
WARNING LETTER.

OBSERVATION #2
Written pmau ures for o uduwon anci prLL\S wnlmls designed to assure Umt drug |)lO‘.|LlCl‘> have the lduuny

TP LOYER(S) NAME AN | DATE 1SSUED
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Sterile {njectable Drug and Oral Solid Dosage

Dr. Reddy's Laboratories Lid.

Y. BTATE AND 7P COOE

Visakhapatnam - 330 (46, A.P.. hidia

strength, quality, and purity they purport or arc represented to possess have not been established and followed.

et library used o train the visual inspectors did not include any examples of “black particles™ for

products untl 09 Febraary 2017 During qualification of the operators vials with “black vials™ were
. . . 4 . . . . . . .

not tncluded in any of the @@ products L:ic-)fz(xr vial challenge Kits, Review of trending {0 2@

batches manufactured in 2010 of the product Injection showed that 18 batches had at

least one vial rejected for black particles.

|. The defe
4

g, D)4 o D) . . . N . s .
1 Ofthe challenge kits for?@ product in clear vials, there is only one example of the critical delect
~ulass particle”. This vial was prepared in-house. The size of the glass particle was not measured and no criteria

5
were established when creating the challenge vial.
Linacceptable procedures Tor qualification of visual ingpectors is a REPEAT OBSERVATION from the 03
November 2015 FDA WARNING LETTER.

OBSERVATION #3

Failure 1o maintain complete
_ ©) (4) ®) (4) . :
1. Reported analysis of AP Tot was conducted on 18 April 2014, On 17
April 2014 there was an unseported sequence of the same method and analytical reference number. The injections
included samples identified as “3lank™ and “Systemsuitability™. The “Systemsuitability™ chromatograms on 17
April 2014 had a similar peak profile 1o the samples injected in the reported analysts on [8 April 2014, but a
different peak profile than the “Systemsuitability” injections from 18 April 2014,

data 1o ensure compliance with established specifications and standards.

ation initiated for this test and there is no explanation in the analytical records for
(here was no requirement for review of the sequence audit trails from the
review of previously generated data was performed when review of the

There was no incident investig
the unreported sequence. At the time
Chromeleon software and no retrospective
sequence audit trails was started in April of 2015,

"« on 05 November 20135 identified similar data integrity

The corporate FDA Warning Letter issued (0 Dr. Reddy
as not extended to the

concerns at another site. Investigation and retrospective review for data integrity w

| EMPLOVEE(S] SIGNATURE B T EMPLOVEELS) WAME AND TITLE (Pantor Tyoe) ) l’df(fETs‘éUE'D
RE%/L;':ESE ,gv/";l:/_{f)j J‘ f} ) o C Justin AL Bovds Investigator ‘
OAA%S r”,/;/;’i// - //’/) /;::) ' Tovin B, Qladimeji. nvestigatos EQM%JOH
i 2l : |
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&
e

Sterile fnh.f.lahk Dy uq un'i Oral Solid Dosage

adm recardimgs of the media {1l are requived lo be made per the media (il protocols and must be reviewed by
4]
These video recordings for media fill batches™ @ have since been destroyed,

OBSERVATION #4
Production records do not contain complete and accurate information.

I. Review of Biometric entry data, which uses fingerprinis to track and grant employee access to the facility.
indicated that personnel signing For steps in production records were not actually present at the time of the steps
indicated in the records.
. - . _ (b) (@) ®E) | - . . .
a. During the filling of media i1l baich “signed for the “checked by™ portions of the batch record
when biometric and card reading entries indicate he was in other arcas of the facility, Examples include. but are
not limited to:
. . . Cen D)@ @
i. Page %36, documentation of differential®® of the at
(©) (4) G - ®) @)
Page #34, in-process checks for the® @ performed al However, the

. . . s - . b) (4

biometric entry data showed the employee entering thelg block from outside at®®

Page #60, intervention for fallen/rgjected vial removal from 16:39 (0 16:40. Biometric entry shows the operator
entering the changing room at 16:41:56.

i1 Page #65. sterilized seals addition at 16:49 to 16:50, however this employee was entering the Biocl(g} building
from the outside at 16:54:35,

iv. The biometric entry data does not show the employee entering the change room to enter the “Filling Arca
§Block™ until 08:34:43 on 235 October 2016. However, the emiployee performs many activities from approximately
' on 24 October 2016 until 08:30 on 26 October 2016.

UEMPLOYEE(S) SIBNATURE Vo ENPLOYEES) NAMEANDTOLE (nter Ty I BATE 1SSUED
SEE i ' P 4 i
REVERSE | e ¢ ©obustin AL Boyd. Investigator §
C}/;ﬂg-gs Toyin B, Oladimejic Investigaor § OY08:2017
{
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WARE AND TITLE OF INDIVIDUAL 70 WHOM REFORTIS ISSUED

TO: \’1k1‘|ml\mmu 13 Shukla, Vlu, P:exulcm ()pcn(mun\
TIRK NAME T I STREFT ADDRESS

| 3 -~ ISR R
} Plat No. Pt to P9, Phase 111 Duvvada, VSEZ
) 'i"rifhﬁor ESTABLISHMENT INGPECTED Com e

Dr. Reddy's L.\bomwms I td
GV, STATE AND ZIP CODE
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avenen - - SN S e At e e st

Additionally. whm this unp%os e Wis askgd queslmns about what had oc wund he provided ldisc ami mlsﬁc 1ding
statements before later admitting he may not always present at the time the activity oceurs.

b, Review ()imm’ injection, bau‘h(bm) manufacturing batch record showed that the operator who
verified and signed the “Checked by™ column for completion 8I process stef®®@  of the bateh record (process
instructions) was not present at the time of performance. Step was perforimed between 14:00 10 14 1.
However, according to the Biometric Access Systen, the operator was at the exterior entrance © lhu@) block at
14:04, and entered the change room for the critical area at 14:21. The operator ®O \was interviewed and
confirmed he did not witness the operation. He signed the batch record after the process siep was completed.

. ® @ i1 q ®) . . . . (b)
2. In medha {11 batch record page #14 inclodes the step #@for cleaning of LAF and step #@for
s\\u(,hmg the LAF on and recording (he reading on the magnehelic gauge. These steps were documentied to done
by P and then checked by ®® on 23 October 2016, Neither of these operators were present in the facility at
that time. Farther investigation found that these entries had been copied out of a LAF fogbook. The entry was
then signed and backdated by these individuals that had not performed or been present for these steps.

®) 4) . . .
3. Gown inspection records show that critical area gown #10012017-07 was inspected and found acceptable
on 27 February 2017 and 28 February 2017, On 27 February 2017 a gown with this number was observed in the

©)(4) 4
waste area in a bag that identified these®@ critical area gowns had been rejected on 23 February 2017,

. ) . .. (b) (4 < . . . «“
4. Visual inspection records 1or '@ show that there were only two vials rejected for “Black Particles™.

‘ R T T o ®) (4) . S e
However. the defect library identifies one vial from batch )(\4\)-'11!1 black particles is part of the library and
analytical request records show two additional vials from batch were submitted for identification of black

particles

OBSERVATION #5
Written procedures designed to prevent microbiological contamination of drug products purporting to be sterile
are not Tollowed. including validation of all aseptic process,

1. Requirements of what activities need to be performed during a media fill to qualify a person to perform aseptic
activities have not been established. For ummpk document FT 7PRI3S/A07 “Media 1ll !’amupanon List of

T TEMPLOYEE(S) SIGNATURE T EMPLOYEE(S) NAMR ANDTULE (Frinior Type | DATEISSUED
g i i [
SEL !

REVERSE | { f* ] Justin A, Boyd. Investigator i

OF THIS 3 i Tovin B Obadimggt, Investigator 1037082017
PAGE L T L : :
",‘ 1 :
& |
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FIRM NAME TV BTREET ADY
|
P, Reddy's L. ahmaionm S ((I | Plot No. P o P9, Phase tl D(t\\r!(ld VSi /
CITY. STATE AND 2P CODE S ‘%YPL OF ESTABLISHMENT INSPECTED.
\fasal\lnpanmm - 530 046, ,\ P Indm ; SanIc 1n|wmhtc I)mo ang ()ml Salid l)o"ane
- e i
Pcnmmcl for Pcr orming f\»cpuu /\cnvmc |dcnnhu; ihal Oerdl()l CC J ,and Care qualamd

for performing aseptic activities™ based on the media lt conducted 12 January 2017. The corresponding media
fill batch record does not document these personnel performing aseptic operations.

2. There are no entrance or exit fogs 10 show which aperators were present and when they were present in the
illlmu room. The intervention of maximum ?3 people in the room during media fill be atch®® does not
document which 33 operators were in the room. The biometric access data for this time period does not show the
entrance 01'?4); people into the tilting area.

. N ) RV ®) . .
3. On 07 March 2017, upon entering the line@ filling area, @ operators were already in the room, exceeding the
limit 01‘{2} which was qualified during media fills.

~(b) (4) (b) (4)

L @

4. On 27 February 2017, during the fitling npmumn of Injection ng/ml. batch

(igﬁt_)s plastic wrappers from environmental monitoring media, and pacl\dgud materials that included
were observed to be partially blocking the air returns inside of the

sample

3. Procedure OPR318-00 “Operation of Online Continuous Particle Monitoring System {L.i IHL“)I " does not
describe actions to take when non-viable particle counts are exceeded during set-up. On 07 March 2017 an alarm
for action tevel of the non-viable particle counts occurred just prior to performing aseplic cannections. The
personnel performing activities did not stop working when the alarm occurred.

OBSERVATION 6
Aseplic processing arcas are deficient regarding the system for monitoring covironmental conditions.

. o . 4 . . D@ .
1. Surface monitoring inside of the”@ performed using p]gtcs was observed on 27 February 2017.
B . (b) (4 . . . .
Afler sampling, @ was sprayed onto wipes held with the L order to wipe the
4 ~ - .
samp!cd(b)( ! surfaces. In spraying the wipe, the operators were observed to get on the
. . . . o ., (b))
R Ihis is prior to performing subsequent monitoring of the
? . . b lafer o SN 10
. The microbiolagy media used for settle phk,s active air samples. and touch plate monitoring of the
gloves do not contain neutralizing agents. is spraved in the areas where the monitoring occurs,
TEMPLOVEE(S) a,z(,»mmr \ B ) ;FMP' OVEE(S] NAME AND TITLE (Pt or Type) | DATE wsuEns
SEE i H
REVE‘RSE E / ";ﬂ: Q L W’ - Eodustin AL Boyd. Investigaior ;
OF THIS ! e . ,ﬁ Fofovin B Oladimeji, Tovestigatol ‘ 03/08:2017
PAGE ?: e 7 / _,_,/ - H ’ :
LA i, |
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., (b)@) . . (b) (4)
l(i:)'(4) contact plates arc used for surfaces that are not flat, such as

4. 0On 27 February 2017 the person performing monitoring of the inside of the stopper bowl did not first move the
stoppers. This pu.‘\ ented the plate from contacting the flal surface of the stopper bowl and the stoppers caused

) (4
damage to the”® surface of the plate.

OBSERVATION #7
Procedures for the preparation of master production and control records are not followed.

{. Master copies ol raw data forms are available on a shared computer drive in the microbiology laboratory. These
can be modified with bateh information and printed. FFor example, raw data sheets for sterility testing or
performing microbial limits tests.

2. Blank GMP forms can be copiced by laboratory of production personnel. For example, batch record pages or
analytical testing raw data forms. There is no process o uniquely identily the original document.

3. There is no effective process to ensure reconcifiation of documents. QA does not reconcile the forms issued and
the forms returmned i no additional pages are re-issued, Reconciliation when additional pages were issued was
fvand © be ineffective in detecting diserepancies. For example, 3 pages issued for Anatytical Record
890000853327 could not be found in the archived data on 01 March 2017, The reconciliation of this batch had
noted no diserepancies at the time it was archived. The 5 extra pages were tater found filed with Analytical
Record 890000853752, This record had also been reconciled, but the {ive extra pages were not detected.

OBSERVATION #8
Appropriate controls are not exercised over computer or related systems to assure that changes to master
production records and control records or other records are instituted only by authorized personnet.

. General computers are used in the laboratories and production arcas. The persanmel can create and delete files
on these systems without oversight or specific procedures (o describe how the computers are 0 be used. During

EMPLCOYEE(S) o!(;Ni\TURE EMPLOYEE(S) NAKME AND YITLE (Pnnt or TypeJ

i
i
|
I
:

SEE
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; Sterile Injectable Drag and Oral Solid Dosage
the inspection recent files were observed o have been deleted off these computers, the computer “Recyele Bing™
were emptied, and in some cases the personnel had deleted the “Recent™ document list in programs such as
Microsoft Word and FExeel.

IFurther, when asked about these activities during the inspection. an employee from the chemistry laboratory. two
employees from the microbiology laboratory, and two employees from the production department provided
repeated false and misleading statements before later admitting they had recently deleted files from the computers,

2. Filter integrity test resulrs can be deleted from the Sartorius tester. A demonstration of the deletion Process was
performed by a production employee on 02 March 2017,

3. Glove integrity test results can be deleted. A demonstration of the deletion process was demansirated by a
production emplovee.,

1T ; srvicar e . ®) @)
4. The production supervisor has access to change dateftime on the
Controller),

PLC (Programmable 1ogic

OBSERVATION #9
Data is not documented contemporancously,
OO sampling records and environmental monitoring records are not made at the tme of sampling, The
records are made at a later time when the samples are delivered to the laboratory. Additionally. the person
collecting the samples does not sign or date the record, which is a REPEAT OBSERVATION from the 06 March
2015 FDA 483,

- B . e o .
2. plates. glove wuch plates, and swabs used for surface monitoring are not labeled at the time the
samples are colleeted. The media is lefi in place unlabeled until all samples are collected.

- ‘e . . (b) (4) . B . . . .
3. A missing entry in the batch record for bateh was made at a later time without any indication that. it
had not been made contemporaneously.
S | Lo %3')'?516’;47&@3&__:;&“ . | EMPLOVEE(S) NAME AND THLE (Prntor Type) | BATE ISSUEG
- Tt ! i
SEE | £ i . . :
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OBSERVATION #10
Thorough review of documents is not performed.

' Sterile Injectable Drug and Oral Solid Dosage

Documentation of settle plates in fogbook FT7QC228/1713-00 was done two different ways. Some analysts
recorded the start time and end time of the exposure. More commonly the analyst recorded ondy the amount of’
time it took to open the plate and did not record the end time of exposure in the record. The person reviewing the
documentation signed both ways as being approved.

OBSERVATION #11]
Procedures for maintenance of equipment had not been established and followed.
() (4)

= b) (4 . (b) (4) . TN . (b)
t. The used 10®@ (he @ arca of the used for filling line 7@ appears to be

cracking.
- b) (4 . - - PR . 4
2 The®®  covering the HEPA filters inside of the®@
. . D@
the incoming

PR ) . .
of filting line #a had tears with exposed libers above

3. Approved procedures [or preventative maintenance did not include l}mintcnancc recommended by the
(I();‘)t&t)til)mcm’ manu!’aci{lrcr. For example, the gupplicr manual [or the Equi pment recmmpends

inspection of the air ducts for dust, This is not performed as part of the routine cleaning or mamtenance.
When the®® ir duct of the ~Clean 0@ equipment in bloclq(g; was inspected on 01 March 2017, dust and
an unidentified black residue was observed. This picce of equipment is not product dedicated.

OBSERVATION #1112
Review of process performance qualification (PPQ) for ]njcclion(bm) mg/vial, batch
revealed that the samples collected for finished product release testing is not statistically representative of the
manufactured batch. According to the Assistant Manager, Manufacturing Seience & Technology. the samples
collected in the PPQ are limited to the number of samples required o conduct the testing, There is no ¢vidence
andfor documentation ta support when and how the samples were collected throughout the batch manulacturing.
This is a REPEAT OBSERVATION from the 06 March 2035 FDA 485,

(b) (4)
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OBSERVATION #13

product remains unfiltered.
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/

Samples collected 1o evaluate conformance of a batch are not representative.

Samples taken for bioburden and endotoxin monitoring of unfiltered bulk product are taken at the conclusion of

compounding actvities. During the subsequent testing for release of the bulk and preparation for filling (which
b) (4 - - .

was observed o take up 102 . as well as the fitling process (which can take up to the bulk
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