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This document lsts observations made by the FDA repecsenative(s) during the inspection of your facility, They ere Inspectional
observations, nand di not represent n fined Agency determination reganding your complisnce. [F you have um objection regarding an
observation, or have implemented, or plan to implement, comrective nction in response to an ohservation, you may discuss the objection or
sction with the FIMA represenitstive(s) during the inspection or submit this information to FDA at the address above, If you have any
questions, please contact FIMWA at the phone number and address above,

DURING AN INSPECTION OF YOUR FIRM, WE OBSERVED:

OBSERVATION 1
Your firm failed to thoroughly investigate any unexplained discrepancy or failure of a batch or any of its
components to meet any of its specifications, whether or not the batch has already been distributed.

Specifically,

B. Deviation 523897 regarded an alymca] pamcle found in !

ﬁwhmh lies above the filling li
aseptic fi llu:lg of lot |

WFI and the best

SEE REVERSE | Sandra Boyd, Hactlenal Expert na/sor/szonz22
OF THIS PAGE | Muna Algharibeh, Investigator x Mk ,
Lagan Williams, Inwvestigator

Ebaoni Funderburk; Investigator
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Deviation 523897 is still open.

example:

causes did not occur as appropriate.

® The investigation is isolated to lot
previously manufactured after the aseptic ﬁllmg of
potentially affected by the inadequate cleaning pruoedure

o The investigation did not question how (¢
non-product contact equipment which lies above the filling line,

. Acuun REC 5461}34 was initiated on 6/15/22 to chmlgc cleaning method, A- S{)P-21-01-

mschangemtmlwsnﬂapenmdmmtduetubeclosed until {

C. Batches that exceeded internal control limits were not always adequately investigated. For

The following lots exceeded intemnal control limit for various categories of visual defects such as
Major A defect, defined as Fibers or Intrinsic Particulate (Elongated undissolved matter or
particulate matter originating from a normal manufacturing process that is floating freely within
the product or that is attached to the product contact area of the stopper), or Major B defect,
defined as non-conformities that could lead to serious impairments of the container or potential
impact to product quality. Investigation into these limit breaches to determine potential root

1 could have potentially contaminated

' which could have been

SEE REVERSE | Sandra Boyd, National Expert

OF THIS PAGE | Muna Mlgharibeh, Investigator x M.
Legan Williams, Investigator

Elroni Funderburk, Investigator
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per the DUS procedure. A-SDP-&?J[]!-GI?J fnsﬂgaﬂan of Out of .fﬂm.!an Quality
Control Analytical Results, procedure requires a retesting ofﬁumes the original
independent test samples 1als). Deviation 542603 dated 6/8/22, was initiated to

1m1=1y manner, The mvaugatmn mferencad a previously initiated change control

lon vial Imes Management
mwd thm change mnlrol was uutmted clua to the previous ®@ 1o longer being
available and the new @) and are planned on being replaced as
needed. The due date is lmsd as 9!3{1!23
SEE REVERSE | Sandra Boyd, National Expert )’ 02/01,2022
OF THIS PAGE | Muna Algharibeh, Investigator % ﬂ- '
Logan Williams, Investigator
Eboni Fundarburkr Investigator
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liber (not product related), The investigation states ﬁr has the characteristics of
mnufncmm fiber wh}c:h implies the fiber is intrinsic to the process (i.e., most likely from the

. Nnbﬁﬂmlmhatedurhmﬁbawasfoundmtberﬂmm
® The investigation stated fibers can become trapped in small crevasses inside the
(such as the stopper) causing them to not be detected until they become dislodged. This
fiber was observed during the retain review prior to being dislodged. The inspection
) was not reviewed or retraining did not take place to ensure visual
inspection would capture this defect in the future.

BEE REVERSE | Sandra Boyd, Hational Expert i 0%/01/2022
OF THIS PAGE | Muna Algharibeh; Investigator % /L"‘J 4
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G. In-process checks during manufacturing are performed to justify the removal of fibers discovered
during aseptic filling without adequate investigation into the source of the fibers. A-SOP-21-01-
074 In-Pmmss Check.r procedure re-quires an _inspection of crmcal processing areas

aseptically filled product, All particulates identified by the
are grouped into a single category regardless of whether it is intrinsic or extrinsic particles.

_ ) inspection, all intrinsic particles are grouped together and arc not categorized as
glass. fiber, colored particle, ete. This is significant as no trending can be performed on the
particulates without sub-classification and complaints, or other investigations are hampered due
to lack of information documented in the batch records.

OBSERVATION 2
Written records of investigation of a drug complaint do not include the findings of the investigation and

the follow-up. Specifically,

A. As provided by your firm, a total of 179 complaints were received for particles (foreign matter,
particulate matter, black specks, black particles, foreign particle, impurities black dnts and
other particulates, dark particles, foreign material, foreign object, N

SEE REVERSE | Sandra Boyd, Naticnal Expert 09/01/2022
OF THIS PAGE | Muna Algharibeh, Investigator X J(é.ﬁ-

Logan Williams, EInvestigator
Eboni Funderburk, Investigator
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B in vial) between 03 Sep 2020 1o 01 Aug 2022, Complaints were not adequately
m!.resmgaled to include an identification of the particle in the complaint sample.

For example:

1. On 23 Mar 2021, a Cnstomcr Ccrmplmnt#3334 reported black specks in four vials of

evaluation. The black apecks were not analyzed in the lab, Retain samples review - did not
include an inspection for particles.

2. On 01 Feb 2021, a client reported particles in a vial of ®()
Complaint# 308230, The vial was returned to your firm for c\ralua:tmu I‘hc pamclcs were
not analyzed in the lab. Retain samples review did not include an inspection for particles.

B. As provided by your firm, a total of 52 supplier complaints for stopper related issues were
submitied between 01 Jul 2019 to 05 Aug 2022. Out of these, 17 supplier complaints were
related to Stopper item# 402832, Three of these investigations are still open (SCR 555104, SCR
540975, SCR. 534591 opened on 04 Jul 2022, 05 June 2022, and 22 May 2022, respectively).
Your firm did not perform an adequate investigation into the repeat stopper defect reported. Your
investigation of the 14 supplier complaints related to stopper item # 402832 relied in large part
on the supplier investigation. For the 14 SCR, the supplier investigations concluded that that
stopper item # 402832 either "met agreed qualification™ or “a root cause cannot be determined”.

C. Your firm did not adequately extend your complaint investigation to other batches of the same
lot or product when warranted. For example, Per the firm’s procedure, A-SOP-03-01-024, titled
Customer Complaints, Recurring Complaint is defined as “A complaint that has occurred
previously and had a comrective or preventative action(s) implemented, then occurred after
implementation of the action(s).” Your firm did not conduct a thorough investigation for the

SEE REVERSE | Sandra Boyd, Hatiomal Expert 05/01/2022
OF THIS PAGE | Muna Algharibeh, Investigator % Jt'rn#
Logan Williams, Investlgator

Eboni Funderburk, Investigator
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multiple number of complaints reported for the same lot and the high number of complaints
reported for the same defect for the same product mm;factmcd al the ﬁrm For example:

1. Complaint# 413054 on 07 Sep 2021, product _

2. Complaint¥ 339767 on 06 Apr 2021, product

D. Complaints were not always classified according to your SOP-03-01-024, titled Cusiomer
Lamplmm‘s. for classification ef mmplmnts Critical, Major, md Min

a Critical mmplmm_

OBSERVATION 3

Control procedures are not established which monitor the output and validate the performance of those
manufacturing processes that may be responsible for causing variability in the characteristics of in-
process material and the drug product. Specifically,
Internal defect control limits were not established for the
inspection process.

This was noted durmg tllc: n:vmw of the fullﬂwmg batches:
' mpﬂmonnnll Dec 2019
‘inspection on 12 Jul 2019 and 12 Aug 2019,

OBSERVATION 4

SEE REVERSE | Sandr= Boyd, ¥arcional Expert 03/01/2022
OF THIS PAGE | Muna Algharibeh, Investigator X M*a‘d*

Logan Willlsms, Investigator
Ebonl Punderburk, Investigator
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Acceptance criteria for the sampling and testing conducted by the guality control unit is not adequate to
assure that batches of drug products meet appropriate statistical quality control criteria as a condition for
their approval and release. Specifically,

A-30P-03-04-001, Performance of AQL for Parenteral Inspections, states AQL sampling should be a
representation of the entire batch. “During B)@)° Inspection with®@) (System 2440), if AQL fails
Jor an equipment related issue that can be corrected, stopping to segregate materials and then restarting
the AQL ix the proper course. A Tightened AQL will be performed on segregated marerials. [f the issue
is mot able to be corrected by an adfustment to the BY@ 5 the AQL will be completed in its entirety (o
satisfy this requirement, and a Focused Tightened AQL on the batch will be completed when
appropriate.”

Y our firm does not take AQL samples that are reflective of the entire batch. Your firm has had
approximately ®) drug products which exceeded AQL limits during visual inspection sinee 9/1/2020, Tt
is in your procedure, A-SOP-03-04-001, to segregate product that has exceeded AQL at the time of
inspection and reinspect the segregated portion under a tightened inspection. The remaining,
uninspected, portion is then continued to be visually inspected under normal AQL inspection levels with
a new hatch size created. AQ)L inspection is performed while visual inspection is in progress, however,
there is no documentation for when AQ)L samples are inspected. There is also no documentation for
which ® @ have been sampled. According to the AQL procedure, the samples should represent “good
saturation™ throughout the batch, howewer this is not verifiable based on current AQL documentation.
Segregation of the AQL portion that exceeded limits relies on immediate action from the QA inspector
to hold and segregate those AQL portions,

In addition, the uninspected portion is not included in the portion exceeding the AQL limit. The
uninspecied portion should be considered a part of the total AQL population. For example:

o Lot ®@I for product ®@ I exceeded AQL for critical defects. This lot was run on the &/

SEE REVERSE | Sandra Boyd, Mational Expert G401 3022
OF THIS PAGE | Muna Algharibeh, Investigator ® M'_ﬂd’

Logan Williams, Investigator
Eboni Funderburk, Investigator
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and segregated at the time of exceeding AQL limits, sccording to DEV 483844, The defect was
determined to be a crack in the neck of the vial. The segregated portion was reinspected on a
tightened AQL on the ®® " The remaining, uninspected, p{wﬂn was allowed to continue

normal AQL !I‘lﬁpﬂﬁlﬂn Tlevels on the ®® with a new batch size determined from the remaining

population.
OBSERVATION 5
Equipment used in the manufacturing of a drug product is not of appropriate design to facilitate
operations for its intended use.
A

1. Your firm did not demonstrate that the B)@) - ‘is better than or
equivalent to ®® " inspection. Your firm did not consider individual defect vial
performance when establishing acceptance criteria during ® @

(@Y System 2414) Performance Qualification (PQ) @@ ml, VPQ-258-
000-0002-P, recipe ®@T - Rev 1.0,

2. Additionally, instances where defects were not caught by the ©/# were not evaluated
because they were averaged out ba&c_d:l on the acceptance criteria in part A. Your firm runs
cach defect type and size on the ®® i © | According to your Senior Manager of
Engineering, the particulates could no ]ﬂnger be free floating in the vial for a number of
reasons such as being stuck in the stopper or on the vial wall. l'he_,., )4 qualification
documents also did not demonstrate that the ®® " inspection method could resuspend the
particulates in the product once they became undetectable/stuck on the vial wall.

3. Your firm did not evaluate extrinzic particulate, such as hair, detectability during

SEE REVERSBE | Sandra Boyd, Naticnal Expert - 049/ 01 /2022
OF THIS PAGE | Muna Algharibeh, Investigator . ,,«'-'f'{-i. 3.

Logan Williams, Inwestigator
Eboni Funderburk, Invescigator
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gualification of the 0} :_ ~{System 2440 for recipe @304 V.9,
Extrinsic Particulate Matter is a (0 (). ritical Defect that is checked duri g visual
inspection,

product aﬂ:nbutes are not detailed in the smnma;'y ore ted report for the Knapp smdy

2. Your firm does not have a program to re-evaluate performance qualifications based on
continued process improvements. For example, your firm has implemented a test case for
gray zone cvaluatwﬂ f'ur NEW Tecipe pﬁfurmanw quahﬁc-ahons. Your firm a]m oW

SEE REVERSE | Sandra Boyd, National Expert ' 09,/01/2022
OF THIS PAGE | Muna Algharibeh, Investigatcr X /t{"id'

Logan Williams, Investigator
fboni Funderburk, Investigator
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OBSERVATION 6

Procedures designed to prevent microbiological contamination of drug products purporting o be sterile
are not established, written, or followed.

A. The airflow studies demonstrate a number of instances that document a lack of successfully
meeting the acceplance criteria. For example, A-VPQ-00178-5-VL-070MAR21 Vial Filling
BYAT T (System 3400) Static and Dynamic Airflow Visualization Study Summary Report, v0,
5/10/21 establishes the acceptance for the airflow visualization studies as in pa

. The March 2021 airflow studies show
discrepancies which do not meet the acceptance criteria, for example,

s there is no smoke over many of the manual activities to determine that the manual
operations do not create/generate air eddies or air turbulence;

s there are numerous instances where there has been no smoke evaluations performed for
the operators gloved hands and forearms;

e the smoke nozzle is not positioned in such a manner to capture the airflow when
personnel perform the manual operations;

e the videos do not include an evaluation of the fill equipment & fill ©))
that the equipment configuration does not negatively impact the mndlm.:huna] airflow;

= duc to the angle of the camera unable to observe smoke over the manual operations;

* no visible smoke can be observed during various manual operations;

Logan Williams, Investigator

SEE REVERSE | Sandra Boyd, Maticnal Expert 03/01/2022
OF THES PAGE | ®una Algharibeh, Inwvestigator 3 =
Eboni Funderburk, Investigator
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s there are numerous instances when equipment and/or personnel hands & arms block the
view, which precludes the company from performing an evaluation of the unidirectional
airflow.

These discrepancies potentially affect the other vial and filling lines used to aseptically fill drug
and biologic products.

B. Adﬁ:_uare justification could not be provided for not performing contact plating of all ®**
O Nused dunng the aseptic filling of stenile product. Instead, environmental momwrmg of
OO is hased on the frequency of typical baich usage and what can be performed at
that ®@¥port, Usage is based on A-SOP-21-01-054, Drug Produci® @ Program.
v16, dated 6/20/22 which specifies typical baich usage as low, medium or hlgh Only high usage
EYA and B used to perform high risk interventions are monitored at the ¥ of an aseptic
fill. No Suppnmng data could be provided to justify the typical batch usage categories. Only the
b 7 used to perform high risk interventions is documented. The firm hasggy vial

filling lines and B flexi-filling line.

Filin ies, 060

C. The rational to only require Quality oversight of high-risk interventions during aseptic filling 15
inadequate. Documentation only supports Quality oversite during high-risk interventions.

OBSERVATION 7
Routine checking of equipment is not performed -according to a written program designed to assure
proper performance. Specifically,

SEE REVERSE | Sandra Boyd, National Expert 4 ge/01/2022
OF THIS PAGE | Muna Algharibeh, Investigator X F2 4 b

Logan Williams, Investigator '
Eboni Fonderburk, Investigator
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A. Your firm does not assure that the ® mmrkmgmthmcxp:ctcd
parameters during set up for a run, Your firm uses a challenge set with gross defects only prior to
running in ﬂrda to check | apmhl!ﬂy The challenge set does mludc vials that are at

OBSERVATION 8

Your firm failed to establish and follow adequate control procedures to monitor the output and to
validate the performance of those manufacturing processes that may be responsible for causing
variability in the characteristics of in-process material and the drug product.

The following discrepancies were noted during the review of visual inspector qualification for aseptic
filling:
A, Although included in the emulsion visual inspection kit, visual inspectors for emulsion products
are not qualified to detect Major A defects. This category contains fibers or intrinsic particulate

matter.
SEE REVERSE | Sandra Boyd, Natlonal Expert 09/01/2022
OF THIS PAGE | Muna Algharibeh, Investigator il

Logan Williams, Investigator
Eboni Punderburk, Investigator
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B. 'Ih: cmulsiun visua.l iﬂspectiun kil.s do not represent extrinsic particulate matter.

D. Per A-SOP-22-01-009, titled ) \Inspection Test Set C‘n-nwxlxi’au and Handling, version 13,
dated 25 Jan 2021, “all defects will be - ) @) gua
over the course of the ® required passes the mspm?mr Ilas J"Iad an e.mmpk' of all defects listed in
A-Wi-03-(4- EJ!‘J‘J' m.? Mmf Inspectmn Defect Cﬂmrla Lisr”. This pmmdure was not

E. You cannot confirm tlnnughdtahon ﬂ]ﬁ mpmuﬂn times during the execution of visual
inspection qualification tests is representative of routine visual inspections.

OBSERVATION Y
In-process samples are not representative. Specifically,

There is no scientific justification for not performing parhclsst:shngunmuhmlymspnﬂcdpmdmt
Batches of aseptically filled ©)%) i

SEE REVERSE | Sandra Boyd, Natiocnal Expert 4 09/01/2022
OF THIS PAGE | Muna Algharibash, Investigator X /L("a *

Logan Williams, Investigator

Eboni Funderburk, Inwvestigator
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particulate defects are n:j-ectu:l and the “ejects™ are run through

visually mpccmd by this process and ral are il:w by ISC (Inspection Sample Control)
personnel, The samples undergoing destructive particles testing are not fully representative of routine
production.

OBSERVATION 10
Procedures designed to prevent microbiological contamination of drug products purporting to be sterile
did not include ndﬁquam validation of the ascpuc process.

mstmd of LIMs la.hels The @@
is not dedicated and can be used to asep-tmall}r fill both biologic and drug products.

B. There is no assurance that media fills are representative of routine production as media fills are
not performed under the most challenging or stressful conditions and do not simulate your
production process.

SEE REVERSE | Sandra Bayd, Naticnal Edxpert 09/01/2022
OF THI2 PAGE | Muna Algharibeh, Investigator X 3"{.; ‘a*

Logan Williams, Investigateor

fboni Funderburk, Investigater
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1. Trending of interventions during sterile manufacturing does not take into consideration
packaging configuration (Le., vial size and run speed). Instead, trending of interventions
is performed by averaging all inferventions from all batches run on a particular line. Vial
sizes could range from g?,m OFmis.

2. Adequate scientific justification was not provided for grouping interventions. TEC-000-
300-068 Drug Product Manufacturing Media Fill Interventions Rational and Risk
Assessment, v7, dated 2/22/22, states all interventions have been grouped based on the
required steps to perform each intervention. The intervention with the highest risk was
chosen to represent all interventions in that grouping during the media fills. The
document equates clearing stopper jam in bowl MW a5 the same risk level as
stopper/seal addition with or without @@ D port),

3. Multiple line speeds are addressed within a single media fill batch (i.e., 5" s
mﬁ) This is significant as there is no assurance that the media fills p&rfurmsd ang
representative of routine manufac%’[’he Senior Manager of Value Steam stated the
intention during production is to run

OBSERVATION 11

Records are not maintained so that data therein can be reviewed at least annually to evaluate the quality
standards of each drug product to determine the need for changes in specifications or manufactunng or
control procedures.

Your firm did not establish criteria during supplier qualification and requalification based on recurring
supplier complaints in A-SOP-03-03-003, Supplier Qualification. In addition, your firm has not been

SEE REVERSE | Sandra Boyd, MWational Expert 0301 /2023
OF THIS PAGE | Muna Algharibeh, Investigator x _,é‘{,r ‘:E.

Logan Williama, Investlgator
Ebani Funderburk, Investigator
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tracking and trending supplier complaint reports when a complaint is filed to the supplier. Records are
opened for many months before tracking is completed. l"m' example:
o Record# 533727, dated 5/15/2022, regarding ©)@) ‘assembly,
o  Record# 565406, dated 5/20/2022, regarding /@) ‘assembly.
o Record# 566111, dated 05/12/2022, regarding sterile bag used for sterile filling operations.

OBSERVATION 12

Your firm failed to establish laboratory controls that include scientifically sound and appropriate
specifications, standards, sampling plans, and test procedures designed o assure that components, drug
product containers, closures, in-process materials, labeling. and drug products conform to appropriate
standards of identity, strength, quality, and purity.

A. The verification of method AMOY@) 100-018 Supplemental Destructive Visual Inspection for
Visible Particulates of [Jlient@.._;. Drug Product Samples, v1, on 7/12/22, demonstrated the
analyst could execute the method. The verification did not show the method or the analyst's
ability to detect particles.

B. A-SOP-09-01-061, ®YA " fnspecrion of Media Filled Vials, v9, dated 12/13/21 states to (b) (4)
@Y ihe containers for approximately 0@ |prior to inspection to suspend any
pﬂt&ﬂﬂd] microbial growth. BT ihe vial pncsr to initial review could potentially disperse the
microbial film on the surface of the media if it existed.

2]

On 8/1/22 during the walk-through inspection of the Microbial Testing Laboratory, air bubbles
were observed between the (0)¢) filter and the ®¥@) plate. Four out of BY® T water system
sampling plates corresponding to samples collected on 7/19-20/22 were observed having

SEE REVERSE | Sandra Boyd, Hatiomal Expect e 012022
OF THIS PAGE | Muns Algharibeh, Investigator X f‘“r‘fl‘!"

Logan Williams, Investigator
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FOHA FE 450 G800 FRENSCH B REETHON DS ETE INSPECTIONAL DBRYERY ATIONS PAEE 17 P 1
PACER



https://Willia.ms
https://conmine.rs
https://oponnio.ns
https://ISU"-.ll

TR ACTI R AR PCRd B

[Dretrodt District Office
301 River Place. Suite S0

DEFARTMENT OF HEALTH AND HUMAN SERVICES
FOOD ANT: DR ADMPESTRATION

Q8012022 - 090172022
PTG

Detroit, MI 483207 3005949964
{IIJ} 19']-&]{111
Andrew Espejo, Genernl Munager.
[T A FTRIR T Aok
Catabent Indiana, LLC 300 5 Pattersan Dy
Hmmwnﬁawamttunﬁﬁ TR EETABLGUENT NEIECTED
Blocmington, IN 47403 Sterlle Human Drug and Bicleglie Product
Manufacturer

bubbles. Inadequate contact between the filter and the
recovery, The impact of the bubbles on any microbial film on the surface of the media was not

provided,

ight compromise microbial

D. During the wafk-lhmugh inspection of the Microbial Testing Laboratory, a discrepancy on CFU

\CFUs on 8/1/22). There was no evidence that the

reviewer cnnlm.ted anag&menl when the discrepancy was noted. A-SOP-09-01-039, Counting
and Reporting Counts of Microbial Plates, v1, effective 12/27/21 states in section 2.1, “When
m'l‘ewing microbial plates, if the revﬂmer count differs from that of the original count, then the

al management discretion”. This mz lmpnact the original count, and the discrepancy is not
documented, and management may not be notified.

E. Full reconciliation of injections performed in the quality control laboratory is not performed. The
analysts are trained to choose between normal, don’t process or don’t process or report. A-SOP-
09-06-180, Use of BLM Empower 3 Chromatography Data System, does not address these
choices. If *don't process or report’ is chosen, these chromatograms are not processed and are

not reviewed,
SEE REVERSE | Sandra Boyd, Matlonal Expsart fi’ 09/01/2022
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