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This document lists observations made by the FDA 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 implement. corrective action in
responsc to an observation, you may discuss the objection or action withthe 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

There is a failure 1o thoroughly review any unexplained discrepancy and the failure of a batch or any of its
components o meet any of its specifications whether or not the batch has been already distributed.

Specifically.

A} Your firm failed to conduct adequate investigations into the root causes of the positive microbial contamination
found during routine environmental monitoring and personnel monitorin rformed during the
Yrug products made in lhu“illing suites
has over 11 documented incidents spanning from 2024 through .
(MDD).

Jfacture of
' Your firm
U3 documented as microbial data deviations

Additionally. the majority of the excursions are only trended according to the specific location and not considering
other impacted locations within the classified areas and respective equipment. Although the majority of the batches
listed were rejected. your practice of only trending specific locations leads to the conclusion of each excursion being
an "isolated incident.” The following are nol an exhaustive listing of the insufficient investigations reviewed:
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N Grade of
M .
"g:::i‘l Product I‘y o location, Probable Root Cause
) rocess : "
Deviation Manufactured, : sampling | Results | from Your Quality
; and Filling 2
(MDD) Lot# YiEs type, and Unit
location
- Microbiologi
Grade A, :
Injection Asepiic Fill collect !.-.n?.-lm_lnmcntul
MDD- .'\.1un|1c_)rtng y
EM/25/012 | (In-process) = Poor “",‘"ﬁ'_i“licw"“
Semi Finished e
Goods microbiologist
i using fresh |
e _ g wipes while sampling
During the GEMBA
Walk, observed
MDD- . ccon CFU LAF. adhesive along
EM/25/0014 the outer surface, and
. 1 (In-process) - 4 the operator using
003 Semi Finished I.tncﬁ ?nﬁunl?hi?: | inconsistent sampling |
& method ibly re-
using RS vipes |
1= in-between sampling |
Possibly due to
MDD- .
= (In-process) — @;‘-FU inconsistent sampling
EMPR3023 | Finished Goods e methods
™ T Aseptic fill T "~ Possibly dueto |
Ewi\a[l:?;/ Injection | Gimde inconsistent sampling |
) Linelg | L methods,
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029,31, 32. | Finished Goods | | Personnel

33 Batch# | Monitoring

Settle Plate,

 AirSampling |
Grade A

l ' Contamination
|

Injection USP || v caused by

MDD-
EM/24/030 | Finished Goods |

Near Filling |
Lo Arcale el
Grade A
Settle Plate
near Stopper

bowl

Possibly from
operator not sanitizing
their while
performing assembly
actlivities

MDD-
EM/24/046
& 047

Personnel
Monitoring

_Finger Dab

B) Your investigations into unexpected out-of-specifications/out-of-trend results (00S/OOT) are found inadequate.
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investigation inferred that the most probable cause is that the standard solution used during the analysis was
injected approximately’ ™ afier preparation. Therefore. this could have caused a decrease in the standard
area response. Nonetheless. the solution stabilitv data in’ thgganalngchu@lhnd report AMV=169-0-0R describes
that the standard preparation is stable up ta Your Quality Control (QC) laboratory
invalidated the original QOS result, performed a reanalysis in triplicates of Batch| : ‘and then reported
the results of repeat analysis. '

@ g/mlL| g‘nl

S resulis were

1i.L.aaboratory Investigation PR #846189. dated May 13.2023, (or] '-"m{?{nicction LISPE
stability B:llch W}M Inrg)ﬁltm1 'alabllll'. study. was initiated when the assay (by
..fo%ﬂuwﬂ “Trend (()()I:- : o: Mean| %) against the specification range ol ° Yo 10
_ Yo). Your In\i;\tln,glm%dumd lhdl. lht: root cause of the OOT results was “die fo mimrprmn r}f arl-m"\a‘e
molecule on — wvial surface that have suppressed the signal of the analyte and resulting in
lower assay resulls. However. as time progressed. the analvie molecule likely desorbed from the vial surface.
leading to less suppression and an increase in the assay resufts”. Per PR #846189. the standard testing
procedure (STP) did not require the use of] 'W‘gldssndn {or the analysis. Furthermore, according to
the General Man er of Analytical l}cwlnpmcm. the \alldatmn of the analytical method for| ®1)
Injection USP ™" “mg/mL. gnL was performed using | @ lassware. Your - laboratory m\alldalt:d the
original OOT results. performed a new triplicate analysis of stability Batchl i u:,:ng. " "olass
vials. and then reported the results of the repeat analysis.

Laboratory Inveq ation PR #958363, dated January 18.2024, for In]
L. Baich: 'was initiated when the assay lb) O, sults were lound 0OS | 5%
%) against the speci fication range of | M&ﬁ% to,  Ye)atthe finished product stage. Your investigation
disclosed that the root cause of the QS results was “due (0 adsorption desorption of analyvte molecule on
©O®,/a5s ODyial surface resulted into lower results.” Adsorbed analyte release after certain period and
vielded actual and consistent resuft” Your QC Iaboralm} lqaéég.lalcd the original OOS results, performed a
new triplicate analysis of llah.h muss% lass = wials, but holding the test solution in the vial
for aboul:: qprmr 1o mwcuun mln' £ '-a.}sl:.m. and then reported the results of the repeat analy sis.

r rin'! SICMATURE EMPLOYEEIS| MAME ARD TITLE [P o fygee i DCATE iSSUED
ESEESE ﬁgz ﬂ‘— Jose E Melendez, Investigator
PEVE Damaris Y. Hernandez, Investigator
OF THIS 1 S
PAGE m/’- Angelica M. Hernandez, Investigator Septemiier 3, 2025
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iil.Laboratory Inve

Your investigation revealed that lhe rool cause I‘oi- the initial OOS results identified as lower area of analyte
peak in standard solution, which was further due to adsorption (adherence of the drug molecules 1o the glass
surface) and desorption (release of the drug from the surface back into the solution) over the period. This cause
was rcsln'clcd tn the jdals from Batch sed during the initial analysis. Your QC

laborato he original O0OS rcsull-» performed a new triplicate analysis of Balch
different \ml'a or the repeat analysis.

iv.Laboratory Investigation PR #1069125, dated September 07.2024, for
meg/vial. validation Batch vas initiated when the assay
& o: Mean o) against the specification range of A

stage. Your laboratory investigation did not identify a root cause for the Ioucr assay results of '
alﬂm.ms. Thus. a manufacturing investigation was initiated, which revealed lhax
hypothesis testing to identify a root cause for the observed OOS results were inconclusive. Nonetheless. your
inferred that the unexpected OOS was due to ccumulation in the ling: a small amount

EMPLOYEER) NAME AMO TITLE (Pt o Ty} DATE SSUED
REs‘ng Jose E Melendez, Investigator
Damaris Y. Hernandez, investigator .
"’;}é‘f Angelica M. Hernandez, Investigator Septembers, 2025
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OBSERVATION 2

Aseplic processing areas are deficient regarding the system for cleaning and disinfecting the equipment to
produce aseptic conditions.

Specifically,

A) Your procedures used for cleaning of the filling lines are inadequate as written. Your approved procedure fails
10 establish a sequence for cleaning/disinfection to ens C prope plic conditions of the filling lines used in
the manufacture of ' LIS product. Procedure SOP-MFG-00036
Cleaning and Operation ) ersion 20 effective 10/03/2025 (DD/MM/YY YY)
for Linc&jucs not specify a sequential order needed for cleaning and disinfection. Additionally, the procedure does
not indicate the amount ofﬂu be sprayed to facilitate an accurate disinfection of the filling line.

On September 02, 20

25. we observed the cleaning and sanitization activities on Filling Lincﬁmer the filling of
commercial product, g/ml. (Lot# During our assessment. we noticed the following

deficiencies which include, but are not limited to:

* Your operator was using a mop head (o clean the farthest parts of the filling line along with
various other areas. including the base of the filling line to then wipe near the top again with the same mop
head. Additionally. your operator did not follow any cleaning series from top 1o botiom.

= Your operator was spraying a portion of the [illing zone with f B he
same time. When spraying the interior of the filling line with the majority of
the filling zone was saturated to the point that the solution SPray e g wie ver Lcar Sul s Were drifting

and began to pool at the base of the walls within the filling area. The pooling accumulated along the back
side of the filling line in an area that your operator was unable to reach.

e The ‘ located directly in  front of the “ Tank was not cleaned.

¢ With the current layout of the filling line. there is no assurance that the operator can ensure the area of the
back of the filling line can be adequately cleaned/disinfected and dried to avoid the pooling of solution.

EMPL El"l B! w EMPLOYEE!S| NAME AND TITLE (P o Fiow DATE ISSLED
RESVEE'SE % &r lose £ Melendez, Investigator
/ Damaris Y. Hernandez, Investigator
OF THIS Qﬂi‘/— dez, 8310 September S, 2025

PAGE m Angelica M. Hernandez, Investigator
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Similar deficiencies were also observed in the cleaning/disinfection of Filling I.inc@mm‘dun‘ SOP-MFG-00017
Procedure for cleaning and aperation of vial filling and stoppering machine f'imﬂﬁ\ ersion 20 eflective
02023 (DDIMM/AYY YY),

failed to perform an adequate risk assessment for the cleaning/disinfection of the |
Ihat are installed along each LAF (Laminar Air Flow). Your current ilmm.'a'r..-m-v Risk Meanage

V92024 (DI MMAYY YY) concludes that the cleaning ol these are o be performed
thout providing any empirical data w support your claim,

OBSERVATION 3
The responsibilities and procedures applicable o the quality control unit are not fully followed.
Specifically,

Your Quality Unit failed 1o establish controls which prevents environmental monitoring data from being
manipulated in the MODA-ENE system. This system is wtilized by your facility 1o document all environmental
monitoring data including but not limited w0 surfice sample mopitoring, surtbee sample swabbing, active air
monitoring, and passive air monitoring from the filling lines, filling suiles, personnel monitoring, and finished
product microbial analyses. The results from these analyses are used to determine the final disposition of'a batch of
sterile finished product. We observed within the MODA-EM system's roles section that the following roles have
certain permissions active and.enabled:

¢ Administrator role and the Approver role have access privileges o edit sample information including
editing test results, attachments, atteibute data, products, sampling, and testing.

e The Section Inscharge role has access privileges o edittest results,

‘|| \ wmmmu v s Pyeat PALE L
mm ? y" Jose £ Melender, Investigator
VERSE Damars ¥, Hernandes, Investigator ’
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OBSERVATION 4

Ascplic processing areas are deficient regarding the sysiem for monitoring environmental conditions.

For Example.

Your Protocol for evaluation of Non-Viable Particle Count (NVPC) locations in filling Linel ggdocument # LPL-

PRT-0040-00, approved on February 22.2020 is inadequate.

The Prowcol LPL-PRT-0040-00 does not define how the filling functions such as routine/non-routine
manufacturing operator interventions. including frequency, duration, and flow of open vials (empty/ filled) were
evaluated to determine that the current NVPC monitoring areas of the filling Line [$2¢present the most critical
locations. Additionally. there is no evidence regarding the orientation of the | ounting probes during the
qualification study to ensure a meaningful sample. For example. there is no data deseribing the exact location of
the, robes (distance and height) for each monitored filling operation. Furthermore. there is no assurance
that tne nne speed and vial size used during qualification represent the worst-case conditions of the commercial
process.

-W/ﬁ)l'/ g

EPPLOYERIS) SINA EMRL OV WA AND TITLE [Pt o Tysw ) DATE S3ED
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SEE
REVERSE ‘Damaris Y. Hemandez, Investigator
ace qﬁ’— Angelica M, Hernandet, Investigator ek
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