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This document lisls observations made by the FOA representative(s) during the inspection of your facility. They are inspectional observations, and do not
represent a final Agency determination regarding your compliance. If you have an objection regarding an observation, or have implemented, or plan to
impiement, corrective action in response to an observation, you may discuss the objection or action with the FDA representative(s) during the inspection
or submit this information to FDA at the address above. If you have any questions, please contact FDA at the phone number and address above.

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED:

OBSERVATION 1

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

A. Aseptic techniques aimed at maintaining sterility of sterile items and surfaces are not used at all
times.

1) Sterile materials are not always handled with sterile too

i.  During equipment setup

W ®@pach #

Is. For instance,

ii.  During setups for :

01/09/2025 and |

such as stoppers and | " In addition, this was observed during review
of dynamic air flow visualization study videos (VR-EV-A-010) of the vial filling line.
2) While reviewing approved dynamic air flow visualization study videos (VR-EV-A-150, version
02) of the illing line, the following deficiencies were noted: _
i.  Operator was observed to block first air to the exposed sterile |

sterile‘while performing | “adjustment intervention.
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ii. Operator was observed to adjust ‘The non-sterile

3) Inadequate aseptic techniques were observed during approved media fill studies.

i.  While performing non-routine lntemntlons in media fill stud VR-PV-A-002 Revalidation

observed leaning his/her he d

ii.

: illing room. In addition, Deviation DE2023527,
opened 10/06/2023 and closed 10/24/2023, was initiated because of a TNTC (too numerous
to count) environmental monitoring sample result. The likely root cause was operators
were observed to be talking animatedly in the Grade C compounding room.

4) Operator movement and activities inside the RABS used for vial filling as well as the outer
Grade B area and Grade C areas did not minimize risk to 025
during equipment setup for vial filling operation:

operator s movements inside the RABS were not slow and dehberate

B.
“the drug product under Grade A air.
2) The manufacturing areas are not under control for mold. Specifically,
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i.  There is an unacceptably high number of mold recoveries in the classified rooms used for
drug substance and drug product. In the most recently available
" ®®trend report of microbial identification 12-SOP-QC-04-048-R08(1.0), there
were 70 recoveries of mold in Grade C and D areas. The | [IVAC system report
from hat only reviews investigated mold recoveries, 2-SMP-
includes a mold recovery in the grade B area outside the Grade A filling line area and
a mold recovery in the grade B area outside the Grade A vi

il.

SOP-QC-04-048-R08 (1.0), was completed,

for the period }'
signed by QA in|
iii.  Inthe Alert Limit and Action Limit Management Procedure, 2-SMP-. :

mold is only investigated if there is greater than a-recovery of

C and D areas.

iv.  Documentation of mold recoveries is not controlled.

a. The SOP for colony counting of bioburden and environmental monitoring plates, 2-
SOP-QC-04-139 (8.0), does not include instructions for reporting mold recoveries. In
addition, the colony counting record sheet does not include entry locations
documenting the recovery of mold.

b. Mold identification to the species level is not required for mold detected in process

ests, environmental monitoring, and the tests for raw materials and excipients
according to the SOP for microbial identification, 2-SOP-QC-04-048 (4.0). Instead. it
can be identified to the genus level.
re introduced into the illing and sto
without decontamination. Prior to the introduction of the!

15-R08 (1.0),
FU in Grade

3)

was wiped in Grade C area and sent to

»under Grade B environment) for . 9%0ne wipe sprayed
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with|

(b) (4,

for seal mte:gnty or potential leak were performed. There is no assurance that the
free of contamination prior to entering the RABS grade A area.
4) An electncal outlet located approx1mately one (1) foot above floor level was used for power

supply to a

D Bpatch #

(b))

‘conveyor bealé in the mlf'llmg room. During
o1/ 144‘2025 operators were observed to crouch down to

was used to wipe down multiple/®®hackages, and no inspections of package
P packag P P £

c4?‘"\3\«" as

Q‘21" lling operation for

connect and disconnect power multzple times during the operation, posing an unreasonable

contamination risk to the gown control.

5) During the '@m’;ﬁlling operation for - _ |
01/09/2025, operators were observed to wear goggles with small breathing holes exposed to air
without protection or covers.

6) Personnel mon

surface samples of 0 erator.
performed. Durmg

itoring after the

JOIER A 3P,
"'mNo surface

'.@Zc?product Batch #

@

setup operation was performed by only taking
sampling of other locations of the gown was
mﬂ[mg operation for M@)Batch # R 01/14/2025, an

operator was observed to return to grade B filling area after personnel momtonng post surface

) - gown — had been performed.

7) According to the drug product manufacturing floor manager, environmental monitoring (EM) of
the drug product compounding area (grade C compounding room) is not always performed
contemporaneously with batch production.

sampling of

C. The Media Fill pro%rgm is not adequately performed to validate the aseptic operations for
|vial drug product (DP} manufacturing,
1) Unfilled and sterilized media left in the ™ ®@®haos were not always incubated for growth during

process simulation studies.

2) Media fills are performed with dedicated |

©@hat are not used in routine production.

OBSERVATION 2
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There is a lack of assurance that your manufacturing operations in the drug substance production area
are appropriately designed to ensure the prevention of contamination of equipment or product by
environmental and processing conditions that would be expected to have an adverse effect on product
quality. Speclf cally, on 01/08/2025, dunng : fthe drug substance, the

as observed to be exposed to the surrounding Grade C

OBSERVATION 3

Written procedures for production and process controls designed to assure that the drug product has the
identity, strength, purity, and quality that they are purported or represented to possess are not fully
established or followed. Specifically,

. I e pectormed o

manufactunng Accordmg the PPQ batch records for example, A

“stages of the batch productions. The cun’ent‘amplmg plan including the
number of samples do not provide a statistically sound representation of the ‘ﬁlled in the
batch productions.

B. Appropriate visual inspection (VI) procedures designed to assure batches o-product meet
appropriate specifications and statistical quality control criteria are not established.

1) 100% visual inspection of ﬁnd the acceptance testing (AQL testing) are
performed in the packaging room next to packaging and labeling machinery equipment with loud
background noise, and without dimmed ambient lighting. During illing operation for

iawh # 01/14/2025, it was observed that in addition to the

visual inspection inspectors and QL inspector, roduction and QC personnel
were also present in close proximity performing packaging, labeling, and QC sampling activities.
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There is no assurance that the visual inspection and AQL testing can be adequately performed
without distraction.
2) QA inspector was observed to take at a time to perform AQL while the 100%
visual inspection is still ong According to your QA manager, AQL sampling is performed at
: f the 100% wsuai mspectlon process. Such plan does not

may mdlcatc stopper seal breach leading to microbial i ingress and compmmlsed stenl:ty
inspectors were observed to share one (1) visual inspection booth. To perform visual
inspection simultaneously thnnspectors were observed to seat closely together in cramped
pOSItlonS The inspectors are not under optuna] condltlons to perform the wsual inspection.

4

?

6) | ere used to conduct the 100% visual inspection.
7) Visual inspection testlng kit sample units do not represent the real drug unit in which each testing
sample has a QR code label on top of the vial while the real drug unit does not have such label.

OBSERVATION 4

Adequate procedural controls were not established to protect the electronic data acquisition and process
control systems used for the manufacturing of j‘)S and DP in your manufacturing facility.
Specifically,

A. Reviews of electronic data including audit trail information are not performed by the Quality
Assurance (QA) unit for manufacturing equipment prior to the final approval of manufacturing batch
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records. According to your QA reviewer, comprehensive batch record review by QA — prior to final
approval of such record — is limited to paper review of the manufacturing record and verification of
QC study reports. QA does not independently review and verify critical raw data including audit
trails to ensure completeness and accuracy of critical process parameters. In addition, your QA unit
failed to observe and identify poor aseptic techniques during the review of aseptic process simulation
(media fill) study reports. Production operators were approved to perform routine and non-routine
filling operation interventions despite inadequate aseptic behaviors.

B. Data management for the Empower 3 Chromatography Data System (CDS) is deficient. Analytical
methods used for: gW‘}:irug:r, product release and stability testing in the Empower 3 system
can be stored in more than one project folder, for example, the same method can be stored in the

ll"""“ﬁ:ﬂ'c:gect folder for testing and in “Method Development” project folder for training and
method deve lopment purpose. QC review of release testing data only checks data in the, -
project folder and does not cross check the data in the “Method Development” project folder. There
is no assurance that all sequences or injections are reconciled and accounted for in the different
project folders.

C. Permissions assigned to Analysts and Engineers in the Empower 3 CDS include the ability to
“calibrate and quantitate data in review” and “view quantitation fields in the review” in review
window mode. This allows the analysts to see area counts and results before deciding whether to
save the processed chromatogram or enter additional integration parameters. The allowed practice is
a gap in your analytical data management in QC labs.

D. Appropriate controls are not exercised over QC testing system to assure that testing and control
records are only instituted by authorized personnel. A pH meter Asset ID D4-C77 located in QC
chemistry lab '@‘m@ppcarﬁd to be in a ready-to-use screen and was not user and password

protected. The same pH meter was used for | W@PPQ batch release and stability testing.
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OBSERVATION 5

The responsibilities and procedures applicable to the Quality Unit are inadequate:

A. The Quality Unit failed to follow the deviation management SOP, 2-SMPI®® 080 (5.0), by not
including the recordable event RE2024011 in media fill report VR-PV-A-009 (03).

B. The Alert Limit and Action Limit Management Procedure SOP, 2-SMP @@ ;5 (8.0), allows
alert limits to be adjusted with a CAPA that does not require a risk assessment. CAPA 2-SMpl @@
&3(@07? RO2 (4.0) was approved for loosening the requirement to investigate mold from| g%?FU ®@
O @recovery to greater thar) NaCFU| ®recovery in Grade C and D areas.

C. The deviation management procedure, 2-SMP- o8 ~080 (5.0), is inadequate:

1) It does not require a CAPA for excursions for which “the cause is clear”. For example, a CAPA
was not opened for recordable event RE2024011 when the particle counter exceeded the
acceptance criteria inside the filling machine for vials during media fill run VR-PV-A-009 (03).

2) Abnormal events and abnormal material events are not required to be listed in validation reports.
For example,

i. Inthe’ &m}drug substance batch record for preparation for @m
O ®he failure of thel m“ﬂ'nachme was classified as an abnormal event and
was not mcluded in the drug substance process validation report. _

ii. Inthe drug substance batch record for| “gﬁforelgn

partlcies were discovered in a flask before use; however, this event was classified as an
abnormal material and not included in the drug substance validation report.

OBSERVATION 6:

Laboratory controls do not include the establishment of scientifically sound and appropriate standards
designed to assure that components and in-process materials conform to appropriate standards of
identity, strength, quality, and purity:
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A. The bioburden sample hold time study, VR-OV-D-012(04), is inadequate because there were no
system suitability controls to demonstrate the lack of interference on growth promotion.

B. The endotoxin sample hold time of a n the endotoxin method, 2-SOP-QC-03-184, was not P
validated. - <

’/
/,-'
>
//- .
Vel :

e

//..
7
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