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This document lists observations made by the FDA represent:ative(s) during the inspection ofyourfacility. They 
are inspectional observations, and do not represent a final Agency detennination regarding your compliance. If 
you have an objection regarding an observation, or have implemented, or plan to implement, 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 nwnber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION l 

The res11onsibilities and proudures applicable to the quality control unit are not in writing and fully 
followed. 

A. Your Quality Unit failed to ensure that all production and laboratory control operations follow cGMP 
requirements. Your Quality Unit has not performed the necessary assessments/reviews to ensure that the 
objectionable practices observed do not negatively affect the quality attributes ofyour sterile drug 
proqucts. Moreover, many ofthe objectionable conditions noted throughout the inspection suggest that 
personnel may not have the necessary understanding about the importance of ensuring the integrity ofthe 
cGMP data and the scientific knowledge with respect to sterile m~ufacturing processes and related 
systems to adequately assess the CGMPs. 

B. Your Quality Unit does not produce comprehensive environmental trend reports of the controlled areas, 
including the critical utilities. 

Specifically, your environmental trend assessment report, Document No. MVP/GS/25/269/R0l titled 
"Report for Assessment ofMicrobial Recoveries in Environmental & Critical Utilities Monitori.I_lg and 
Microbiological Testing (b)(4) j'; approved on 05/15/2025 is inadeqmite. The objective of 
this assessment is to evaluate the potential hazards associated with microorganisms identified during 
routine sampling analyses. Accordin~ to the trend assessment report (document No. •. 
MVP/GS/25/269/R0l), a total o' (b><

4
> .recoveries (i.e., ™i (bH

4
> analyses, res~tively)

1 
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were observedr:---e-,--=--~However, the trend report does not provide a comprehensive 
assessment of the sampling locations where recoveries are observed, or the actions taken to reduce the 
nwnber of events. 

OBSERVATION 2 

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile 

are not established and followed. 

4 
A. On September 10, 2025, we observed when the manufacturing operator transferred th\ Cb> C> 1LAF 

#3 lfrom the sterile room C6J C
4> into tha>¥ial filling room CbH

4
> the operator sanitized the 

top and upper sides of the '""~' LAF with-.~--- When wiping with the sanitizing aj ent, we
4 

observefJhe blue marker smear from the label located in the top front right side of the (bH> LAP 
onto the CbH

4
> surface. Subsequeri~~ >bJue ink residue was being transferred via the

4 
contaminated wipe to other sections of the___LAFs front surface as the operator continued sanitizing. 

Additionall , on September 15, 2025, we were able to confirm the blue marker used is removable with the 
same Cb>c4Y-- that is used in the filling room. This same marker is used for documenting the 
sampling ocations on e respective environmental monitoring settle plates, active air plates, contact 
plates, and personnel monitoring plates. 

B. During the pre-environmental monitoring perfonned in the vial filling line, operators did not adequately 
sanitize the ~~ sCbH4> Specifically, on September 10, 2025, after the operator placed the settle plate 

CbH4in the C6JT4> ;,topper zone, CbH4> f as d was not sanitize. We observed the 
4 

operator sanitizing the Cb>C4> {excfuding the Cb>C >_,_ ,_ _. Furthennore, the 
operator did not sanitize CbH4

> whic CbH
4
> is facing the Cb)C

4
> LAF 

(PR/LAF-09 Cb>C~ Grade B area. 

4 
C. There is no comprehensive assessment demonstrating how the aitflow pattern in the filling Room(b)C> • 

16)(4) Grade B area is affected by personnel presen '(6fC
4
)1uring assembly and filling operations, including

4
manufacturing o.oeratofflmicrobiologists who transref partJ Cb>c> ;toppers/intermediate storage/EM

4
plates using ~ Cb> c> }-,AF unit <6> (4) 
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D. The air flow pattern study [a.k.a. smoke studies] recorded from 2023 to 2025 do not accurately reflect the 
aseptic conditions that would be expected during the actual commercial manufacturing process. TI1e dates 
mentioned in the videos are in the D/M/Y fonnat. 

'(b) • (b)(4) 
a. During the smoke studies video Intervention #c4> associated to AdLustment and Setting ?f 

4
T ,oader and Unloadin~ t04/04/7.0?.5), we ohse~ whf:n (b>< > 1n front of the 
loade (b <

4 
exposed to Grade B area were not sanitized adequately prior (b)(4)

to 

b. Intervention i(b><
4
>fransfer ofl (bH4> (04-05/12/2023): during the (b)<4> intervention for 

assembly of e (b) <
4> e opera o'rtright arm from wrist to elbow ingresses into ~e aseotic

4 4 
core of e filling one. operaror is cutting the steril (b) C> ag reaching l\eat the end of the, (b) C> 
f(b><

4
> the operator's outer wrist to their elbow is in contac with the sterill (b><

4
> bag these areas of 

~e operator are not included in personnel monitoring. 

4 (6Jr4)c. Intervention "ll'tb> <> rransfer ..o (05/12/2023): we observed operators passin,g sterile (b)(4) 4
(b)C4>b ags containin~ !hrough the (b) C> towards 

(b)(4J
.he reaJ>'Jflhe...aseofc core 

onthe ~rea= r~s~1~e-.---------------------

4
d. Intervention O ssembly of (bf< > ~nd fore.ens stand in front of (b)C4> (24/03/2024): 

• b th th (b><4> 'th • •0 perator using o hands to enter e J • outer garment commg mto contact 4
wjth the (b) C> mat JS no samuied prior to installing the sterilized 

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

e. Intervention #m fransfer of (b) <4> j.,AF PR-LAF-31 from unloading area to filling room 
(04/12/2023): 1liere is turbulence w1 • n the Grade B filling room. In addition, the video is not 

4
representative of the commercial activities where the operators are transporting (b>< > } AF PR­
LAF-31 from the unloading area through the filling room towards the fillin~ line. On SenJfJJ;'herJ 0, 
2025, we observedr (l>m> )perators having difficulties moving the (bJC4> LAF past < 
towards the fillli).g hne tor unloading of:tl>> C4> ------

f. Int~rventioai(b)C4>1 ssembling o~ (b>C4> y o,nnected wi (b)<4> tubes (05/12/2023): apparent conta.ct 
of the (b) '

4
> with the opening of the (b) C4> tubing during the assembly connection of 
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the tubing to the 
the connection o 

(b)(4 

g. Intervention if> <~> mbling o ,___,__.Vessel (12/12/2023): air velocity appears to be too high 
compared to e other videos o . No air velocity for this intervention was provided. 

. (b)(4) . (b)(~) (b)(4)C-------
h. Interventions # JAssembhng oC_ vessel andL----.---.---.--~---.---s--.c,-t 

Vessel (12/12/2023):air velocity appears to be too high compared to the other videos observed. No 
air velocity for this intervention was provided. In addition, at the (b) <4> mark, there is a cut in the 
video where the operators hand position immediately changed and the time stamp in the video does 
not reflect the change in video. 

i. Intervention fl~~ Jiransfer of stoppers to (b) <4> (12/12/2023): Unable to observe how stoppers were 
introduced, and 1t docs not demonstrate tlie ow of the air to the passive air settle plate, additionally, 
is not a representative of the actual commercial conditions. 

j. Intervention ~ (b)(4) __.replacement (12/12/2023): Operator enters both arms througl\._tlle
4 4(b) <> w1tli tlieir outer forearm and gowning co___g in contact with the Cb> <> 

(b) <4> that is not sanitized prior to replacing thel__ (b) <4> ) 

4
k. Intervention i~ diustment & Setting of'l6>< >7 oader for loading & unloading (04/04/2025): during 

the intervention the (b) <
4
> •s within the Grade B area and is not adequately sanitized prior to 

being re-introduced to the GradeA area. 

• airfl ~ th fi 11 • • (b)(4) • • ('1. There 1s no ow 8Pt1f 1assessment 1or e o owmg corrective mtervenuons I.Ck 
sensormalfunctio~ oader adjustment and configuration, (b><4> tuck in the (b)(4)

4
(b)< >___""__malfunction) that can be performed on the vial filling line. Acc-0rding to the 

Site Quality Head, these correctivet6> <
4
> Interventions were validated in the following aseptic process

4 
simulations"="=...,,...,.~~~ ,., <> .---..---- ,respectively; therefore, if 
required dunng commerciaffill1ng, manufacturing operators may penorin them. 
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OBSERVATION 3 

Equipment used in the manufacture, processing, packing or holding of drug products is not of appropriate 
design to facilitate operations for its intended use. 

(b)(4)
Aseptic processing operations conducted in filling Room ...___µre deficient in design and controls to prevent 
microbiological contamination of sterile drug products. 

F_or examnle. on September 8, 10 and 11, 2025, we evaluated tlle (b) <
4
> vial filling line (Equipment ID 

(bH
4
> ed to manufacture (bH 

4> asepuc • fill, and temu ·na11y sten.lized dru g p rodnets t1lat are 
manufactured for tlle USA Market. TI1efollowing examples of poor filling room design, operators' .aseptic 
behavior, filling line assembly and smoke studies are not an exhaustive listing of what was observed: 

A. Your firm's aseptic vial filling line was observed to experience frequent (b) <4> interventions in tlle ISO 
5 (Grade A) filling line area causing multiple line stoppages. 

Injection (TS), Batch (b) <4> During the filling of this batch, we 
""o"c-"served .,..e inllerent interventions (Intervention # Cb> <

4b- _ _.....,...tll......,.......,....... l "handling of rejection ofon-stoppered 
vials/fallen filled vials" '(b) <4> times) and (Intervention ff (6J <

4
>"picking up offallen vials from tlle 

2. 

t6H4> conveyor'' tb><
4>1inies), respectively. 

The current validated frequency of tlle referenced inllerent interventions for aseptic filling is: 
th) • '.(6)

• .Intervention #c4> 'handling of rejection of un•stoppered vials/fallen filled vials"; C4> 
times. 

4 th)
• Intervention Ii~ "picking up offallen vials from Ule~f< > conveyor";l<4> times. 
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The referenced validated frequency suggest that the operators repeatedly must reach into the ISO 
5 (Grade A) filling line area to clear fallen or stuck vials, indicating the filling process relies on 
excessive operators' interventions inside the aseptic zone. 

B. There is no assurance that the current flow ofpersonnel within the vial filling Roo 
designed to prevent microbial contamination. 

1. Your current operations and layout ofthe filling line does not provide adeQuate separation as seen 
d hine d • • th (bH

4> • ·r11when personne1transfier the sterill•ze mac parts an eqwpment m e mar ru ow 
(LAF) (bH

4>L AF #19 and (bH
4> LAF #31). Personnel are required to maneuver the (b)<

4> 

LAFs through constricted spaces that compromise the aseptic conditions. This was seen w en 
transportin_g the (b) < 

4
> LAF #19 from the rear side ofthe filling line through the (b) < 

4
> conveyor 

(b) (4) Th th • 'th th-I (b)(4) •no/ ealine conveyor connects e stoppenng zone w1 ~ pappi.'6!-s . g zones. 
The manufacturing operators and microbiologist must cro;;Jss\lWlo :veyor w•tllthe Cb> < 

4
> LAF 

• (bJT4J • ly l . l . fi (b)O
umt ,--.----respective , mu tip e tunes to ttans er pa ~~~stopper.,,___,_ 
tank/envtronmental monitoring (EM) plates. Moreover, there IS no monitoring of non-viable 
particles (NVP) during conveyor crossing, even though manufacturing operators constantly enter 
and exit the l6H

4
> LAFs located along the filling line. In addition, excessive physical 

mani ulation ofthe (b) (4) LAF #31 was seen when operators pushed and pulled the (b) < 
4 

L>edTi AF 
(b) (4) tha be. . 

------------------------ twas mg intro uc mto 
the vial filling room. The manufacturing operators' movements in the critical areas were not 
always slow and deliberate. 

2. We also observed the (b) < 
4> LAF #31 origillating from Grade B area making physical contact 

(the top part ofthe (b) < 
4
> LAF) with the (b) < 

4> LAF (PR/LAF-21 AF) from Grade 
A area. Furthermore, visi~le damage inc u ng ents and scratches o;.--·•~=..:surface of the 

[ (bH
4> )..,AF #19 was observed. 

3. On September 11....,20.25. durinl! the filling ruld during the line clearance o (b) < 
4
> 

• • J ~ .. "(b)(4) tl,)(4) • \V/ W 
lnJection Batch .tliie.ct ~ we observed ac:_Jres1due along the tops of th~ 

our Manamnq__ !JtP.C or i:tiite d ,..i'h.~c.UormllLoccm::renc.e for tb~ctiv.e inm-e.d 'ent to (b) (
4
) 
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there is no intervention for wiping the______.during manufacturing. 

4. Procedure SOP-PR-104 titled "Transfer and assembly of Vial filling and Cap sealing machine 
(b) <

4
> (.version E7, was not followed as Ste (b) <

4
> ~ifically requires passing the 

4sterile (b) <4> through their respective designateo (b) <> 7 Nonetheless, on September 10, 
2025, during the assembling process ofvial line, we obselYed_vout ooerators passing the sterile 
(b) <4> and machine equipment parts through the (b) <

4
> t were not designated. 

Tfiesterile (bH
4> and machine equipment parts were transferred from the front side of the filling 

• 11· 'd fth 1· Th ·1 (bH
4
> d hi •via me towar<ts tne rear s1 e o e me. e sten e an mac ne eqwpment parts were 

subsequently placed in the (b) <
4
> and in the (b) <

4
> Within the ISO 5 

4
environment. We also observed your o rator forcibly Qulling out the sterile (b) <> from the

4 
(b) <4>~ ag durinj the installation o <6><

4
> on (bH

4
> usmg (b>< > 

(b) <4> The sterile (b) (4) bags used to transport machine parts and sterile (b) <
4
> were 

'"'re_m_o_v-ed0 ~from the filling line througll (bH
4
> lhat had not been sanitized. 

OBSERVATION 4 

Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

A. Your firm failed to conduct a scientific rationale for the (b) <
4y-i~on-viable particle counter (NVPC) locations 

ti>> <4> within the aseptic core and ~one. the yial conveyor ofyour (b) (4) ~ial filling Line (Equipment ID 
(b) <4> used to manufacture (b) <

4
> aseptic fill, and terminally sterilized drug products that are 

manufactured for the USA market. Your Site Quality Head confirmed that your finn has not conducted a risk 
analysis to detennine whether the current locations of the isokinetic probes are meaningful. 

Additionally, your "General Validation Report of Worst Case study for Non-Viable Particle Counter 
Location" Document# MVP/GS/22/236/R01, approved on July 08, 2022, is inad~uatc as it failed to include 
and eyalnate_un to (b) <4J of track of the filling line whereL (b> <4) product is (b) < 

4
> 

(b)(4) r (b)(4) . ..__-~-- (b)(4)
m--trans1tto tne ......---~_.This protocol does not define how the transport of e 

(b) <
4
> vials and any possible operator mterventions including the frequency, du.ration, and flow of 

(b) <
4
> \.iats were evaluated to determine the lack of monitoring. 

B. Your firm failed to provide a scientific rationale for the locations selected for settle plates used for passive air 
monitoring during your assembling activities, commercial filling, and post filling monitoring. We observed a 
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settle plate under the <6> <4> -~~-which, during commercial o~ratioils1 is completely covered 
by the sterilized(b><4

> i,ags t11Ie<1 wtffistoppers. This set up with the sterilized (bH4
> ,bags impedes the air 

from reaching the settle plate during the entirety ofyour commen::ial filling activ1nes:-

4Additionally, a similar deficiency was observed within the (b) <> LAF #31 that is usedf nrina theJ.rnni;f.er of 
materials during your filling vial line assembling activities. This (b) <4'LAF contains , (b) <

4
> that 

is completely lined with materials reaching past the halfway portion ofthe interior height of the (b) <4 

Your Deputy General Manag_er Microbiologist stated, they perfonn passive air monitoring within the (b) < 
LAF under the (b) <4> and on ther - (b) <4> before all the materials are transferred from me 
(bH4

> LAF to1:tie lillmg e. This practite"ctoes not provide any environmental monitoring ofyour firm's 
current aseptic practice. 

C. Your EM program does not cover all critical surfaces. Specifically, your EM program describes in the control 
procedure SOP/QC/025 titled "Viable and Non-Viable Particle Monitoring of Production Formulation 

4Facility", Version El5, does not consider th (bH4
> LAFth> <> andles as a sampling location. During yom 

commercial filling setup activities, your operators are in continuous contact with their (bJ C 
4 ands on the 

handles of both (b)(4) LAFsr (b><4> AF #31 and (b><4
> AF #19) while removini sterilized items and 

equipment to be placea'into file aseptic core of your filling line while under the, (b) <4> J.,AF. 

OBSERVATION 5 

Procedures designed to prevent microbiological contamination of drug products purporting to be sterile 
did not include adequate validation of the aseptic process. 

1. Your aseptic process simulation is not representative of commercial batches release for the USA market. 

(b)(4) 

For example, yourfinn uses multiple vial sizes (e.g., 
(b) <4> • '"""".,...___ _- - S1·te .,,--ality"="'"-ad, your_,,,..._ .,..ll,..._ _its conm1ercial batches. Accordi. ng to_your "",...- Qu-,""- He -c-___ finn fio"ccows J 

the "bracketing" approach to perform the (bJ (
4
J · imulations of your commercial aseptic process. 

However, your firm did not provide a formal risk assessment that considers all potential contamination 
risk factors that could occur on the vial filling line to justify such a "bracketing'' approach. Moreover, 
during the period between January 2023 and June 2025, approximately~ ofyour USA released 

fill d ' r,> uw )( .1 • • 1 • d d •batehes were e tn (4) -T ; 
4pm via s. The last tune tbis via size was eva1uate unng an aseptic • 
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4 
process simulation was on July 02, 2021 (Media Fill Batch Record r Cb> C> I 

2. Your finn does not perform a trend analysis of the operatois' interventions during the filling of terminally 
sterilized (TS) drug products. 

4 4Yow1'Cb) c>i vial filliJ.1g liue (Equipment ID 1 Cb> C> Is used lo matutfaclure Cb> c~ ,ai;t:plic 

fill, and tenninally sterilized drug products for the USA Market. Nevertheless,_ Cb> C4> ,mterventions 
perfom1ed during the commercial filling of TS products are not considered for the media fill design of 
aseptic filling drug of products, even if Ute filling of TS products occurs on the same filling line, by the 
same operators, and using the same primary packaging materials. The lack oftrending for the r Cb) C4>7 
interventions in TS products (i.e., inherent and corrective) does not drive corrective and preventive 
actions to optimize your filling process by reducing the number ofJCb) C 

4>7 oterventions. Additionally, it 
does not ensure that your aseptic process simulations are representative of commercial issues that may 
also occur during aseptic filling of sterile liquidsrCbH

4 
> products. 

OBSERVATION 6 

Appropriate controls were not exercised over computerized systems to ensure that changes in records are 
made only by authorized personnel. 

Your Quality Unit failed to establish sufficient controls, which prevents raw data and recipes/machine operational 
parameters from being manipulated in the LIMS, and SCADA systems, respectively. 

Specifically, we found that your SCADA system had user accounts with extensive administrative privileges, 
including the ability to modify/edit critical process parameteis and recipes without adequate oversight. 
Additionally, a similar deficiency was observed in LIMS, in which we found that certain users have the privilege 
and roles to editing or removing data and system parameters that do not pertain to the scope oftheir 
responsibilities. 

The systems mentioned below are not an exhaustive listing of the systems we observed within your facility, we 
observed the following deficiencies: 
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A. The LIMS system is utilized by your Quality Control Lab to input data and at times record raw data that 
are used to detennine the final disposition of a batch ofsterile finished product and to transcribe that same 
data onto a certificate ofanalysis. Currently, your firm has four (4) levels of access ( 1 Analyst, 2 
SupeIVisor, 3 Manager, 4 QA) with increasing pcnnissions according to the respective roles. On 
September 8, 2025, we confinned that your LIMS Document Manager/Executive with Level 1 A~st 
access was able to make changes to the pH result for a drug product that was currentlyl (b,(4) I 

4I (b) <> our Associate Vice President confirmed the L1MS Document 
Manager/Executive and one other person with this access are not reviewers or analysts. Your Associate 
Vice President stated the system only has four (4) levels of access and they deemed the first level 
(analyst) to be appropriate as a "general access" role. 

B. The SCADA system is utilized by your production petSonnel and Quality Assurance to communicate with 
the equipment in the filling suite to input parameters, execute recipes, and monitor equipment usage. We 
confinned that those with administrative access (including you IT and engineer personnel) to the system 
can make changes to existing recipes by changing equipment parameters. 

C. The LabSolutions system in your Quality Control Lab is utilized for documenting in-process, finished 
product testing, and method validation/transfer. This system is used for the following equipment: HPLC, 
analytical balances, GC, and TOC. When reviewing the audit trail we observed a "Guest" role that was 
confinned to be recently added to identify customers and seIVice providers that have had access to the 
system for, as your management has stated, method transfer purposes and equipment 
maintenance/calibrations. Your Associate Vice President stated the "guest" role was added recently to 
identify these usexs as stated in your procedure SOP-QC-182 titled "User Privileges and Review of Audit 
Trail for Critical Instrument", version E20. Prior to the addition of the "guest" role, the customers and 
service employees, wereJl.IDVided with the role of"Arutlyst." Within your audit trail, your Associate, 
Vice President separate [ (b) <4J users, (b) <4J were identified as customers for method trdllSfer audCb> < 

4 

'(b> <
4
>wos a service provider who h::i the role of"Analyst" assigned to them as they were working within 

your QC lab for an unspecified amount of time. Within this role, these users had the permissions to 
modify sequence from finish product, in-process, stability, and raw material testing results compromising 
the integrity and traceability of the dala being recorded. 

Your finn 's Quality Unit failed to review audit trails associated wi '(b) <
4
>__jntegrity testing as part of the approval 

process. Specifically, your Quality Assurance personnel have access and pnvileges to view audit trails generated 

~~ru~ 
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, oow woo 0000 rn software for PR -03, however, for PR -02, your QA person.ncl don' t bave access aJ1d 
4privileges to view tlte audit lnlil. Moreover, your procedure SOP-QA-092, "Operation and Cleaning of Cb> <> 

4Integrity. Tcste Cb>< > •, VcrsionE4, does not require QA to review tbe electronic audit tra il when 
approving U1e results of the Cbl <4> i1llegrity testiJ1g. As per your Quality Assurance pcrsoru1el and proced11 re 
mentioned previously, QA approvaJs are based solely on Uu: 1tiSult reports without ensuring changes, failed tests 
ond/or repealeci runs are evaluated prior to And/or post to using tbc CbH4> 'n the n1amtfacturing of your 
drug product. Furthermore. ~our Quality Assurance nianagemcnt/personnel sta ed your TT personnel who has 
administmtive dghts • Cb <4> software prints the audit trail Cb) <4J ~nd provides it to QA for their 
approval. 

OBSERVATION 7 

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

You failed to consistently conduct adequate laboratory investigations. Specifically, your investigations lack data 
supporting the assigned root cause(s). 

A. Investigation OOS/24/001 was initiated on April 11, 2024, due to an action-level result ofm :FU in 
volumetric air sampling during routine pre-environmental monitoring (EM) ofthe vial line (Equipment 

4ID Cb>< > ln preparation for line setup for CbH4> [njcction USP CbH4> 
4mg, Batel! Cb>< > 'No USA distributerl cinurnrodacts). The recover~ was observed at the ISO-5 

4sampling location Cb>< > identified as Cb><• 

Cti> <4> he observed recovery was identified as Kocuria rosea, which is common liuman skin 
microflora. 

Additionally, recoveries were observed in the Grade B and Grade C areas for settle plate exposure, 
volumetric air sampling, surface monitoring, and personnel monitoring during commercial aseptic filling 
activities for Batch Cb> <4> please see the table below for reference: 

EMPI.OYEE(Sl - EANO Tm.E (l'lttorl)JNI OATC ISSUIO 

SEE Jose· E Melendez, Investigator
REVERSE Damaris Y. Hem1111dez, InvestigatorOFTHIS Sop1cmbcr 18, 2025 

PAGE Angelita M. Hernandez, Investigator 
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Location ID 
I 

Total No. of Colonies 
I 

Identification Result (GTade) 

·- Settle Plate Exnosure 
(b) (4) 

I Volumetric Air Saml!!!ng I~ (b) (4) 

Surface monitoa·ing
(b}(4) [ 

I_ Pel'Sonnel monitoring ,~ 
(b}(4) ,_ 

I 

~ 

$JSIONATURE EMPLOY~E{llj N-"'E N40TITLE (Pmtor 7>"'1 111\TEISSUBI 

SEE "'f.- Jose E Melende-z, Investigator 
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FORM FDA 483 (OIIIOII) - EDITION oeooune 1-,.SPECTIONAL OBSE~VATIONS PBge120F15 



DEPARTMENT Of HEAllH AND HUMANSl:RVICES 
FOOD AND DRUG ADMINISTRATION 

OATE(S) OF INSPECTIONOlSlRICT AOORESS~D PHONE NUMBER 

12420 Parklawn Drive, Room 2032 Rockville, MD 20857 

NAMEAND TITlE OF INCMDUAI. TOWIOM REPORT ISSUEO 

Mr. Viral Shah, Managing Director 

FIRM NAME 

Immacule Lifesciences Private Limited 
CITY, STAT£, ZIPCODE, CQUNIRY 

Solan, Himachal Pradesh, 174101, India 

09/08/2025-09/18/2025 
FEI NUMBE"R 

3014210753 

SlRE.ET ADDRESS 

Village Thanthewal, Ro ar, Road, Nala arh 
TYPE EST"8LISHMENT INSPECTED 

Sterile Drug Product Contract Manufacturer 

Investigation OOS/24/001 concluded that, during handling of the air sampler, the operator's garments 
contacted the filling laminar airflow (LAF), which can cause particle shedding or contamination. 
However, none of the samples collected from the operators' garments showed any recovery, except for 
the booties. Based on this preconceived root cause, your firm eliminated the active air sampling before 
clearing the line for the assembly of machine parts from the routine EM. With this action, your finn is 
not taking active air sampling during the pre-assembly activities of the filling vial line (b) (4) 

. ' ) Th' (bH4> • . l be '{1>><4> d (bH~> d' •interventions . 1s..._____,mterventton asts tween an ____....,accor mg to aseptlc process 
4

simulations. Currently, this monitoring is perfonned after ffie'installation of the (b) <> • n the 
(b)<4> ·nterventions). Your Quality Unit released (b)(

4
) 

""In,....u.... e-cti...,.. o-n-,u= s=p•(b> <4>mg, Batch (b) <4> and did not include it on the stability program. 

B. Laboratory Investigation INV/OOS/25/028, dated July 28, 2025, for (6)(4) gection 
USP~ g/mL, Batch (b)(4 was initiated when the assay (by HPLC) result was found Out-of­
Specification (OOS) (b)(4) ~/4 and (bH4> 11/o; Mean'(b)<4> %) against the specification range o f(b><4> 1/o to 
(b) <4> o/o) at in-process stage (b) (4) Sulk sample): Your investigation inferred that the most probable 
cause is dilution error during sample preparation, as reinjection of the original vial and injection of a new 
vial with the same sample solution confirmed the initial OOS result. Your Quality Control (QC) 
laboratory invalidated the original assay OOS result, performed a reanalysis in triplicates of Batch 

(b><4> and th en reported •the resu1ts o f the repeat analys1s• . Your mvest1gat1on• • • 1•s ma• dequate m • 
---~--~,that the most likely cause identified was not simulated as part ofyour laboratory investigation process. 
Furthennore, only the sample that showed an OOS result was reanalyzed. The other samples analyzed by 
the same analyst with the same HPLC sequence was not considered for reanalysis. 

C. Laboratory Investigation INV/OOS/25/005, dated February 27, 2025, for (6JT
4 
> 

(bH4> Injection, Batch (bH4> as injtiated when the assay (by HPLC) result was found OOS 
(bH4> ¼) ag~inst the Rcification range of (b)(

4
) % to '(b><

4
> %) at finished product stage (after sealing 

and visual inspectio°i, (b><
4
> Your investigation inferred that the most probable cause is pipetting 

error during the sample stock preparation. A hyoothesis__study plan was conducted to confirm the 
identified root cause. Two (2) samples of Batch (bH

4
> lwere prepared with Sample 1as "correct 

pipetting" and Sample 2 as "suspected pipetting'erro?' . ~Q9.ality Control (QC) laboratory invalidated 
the original assay OOS result, based on the 00S result obtained (b) <

4
> % ) from Sample 2 of the 

hypothesis study. However, your INV/OOS/25/005 is inadequate 6eca~e it does not include an accurate 
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simulation of the pipetting error, as no description of the sample preparation is included. 

D. Laboraton; Investigation INV/OOS/23/037, dated Noxember 21 , 2023, was initiated fo 
(b><4> R u1s· USP(b>' g/mL (B h (b><4> d f u· • (OOS)m 10n, (4) n ate ..._______, ue to an out-o -spec 1cation . . 

1 re.smt ohtained during the 18-month-long-term stability conditions (25°C/60% RH), for (b)(4)'~-
(b <

4
> testing (b><4> against the specification of not more than (NMT) (bH4> The sample was 

tested at an external contn:1ct laboratory that initiated the investigation and conducted three 
experiments. Two experiments yielded inconclusive results because they demonstrated passing 
outcomes, preventing the external contract laboratory from confirming the 00S result. The third 
experiment was conducted under controlled temperature conditions and yielded passing results, leading 
the external contract laboratory to conclude that the 00S was associated with transportation conditions. 
However, the finn bad previously released't6><4\,atches without temperature monitoring during 
transportation, and no OOS results were obtilited for those batches. 

OBSERVATION: 8 

Employees engaged in the manufacture, processing, packing and holding of a drug product lack the 
education, training and experience required to perform their assigned functions. 

Your firm utilizes visual inspection kits (b) <
4
> Kits) for some configurations of select drug products including 

vials destined for the U .S market consisting ofthe same configuration: t6> <4> ~ials with(b> <
4

>1rejects with the 
following reject groups offfi_.oajor,~> or, and~ critical. This set up configuration of your test kits has not 
undergone any change within, at least, the past seven (7) years. When your operators complete their 
training/qualification/re-qualification, they receive a Certificate for Optical Inspector Qualification (SOP/QA/103~ 
F06) in which a percentage of the acceptance criteria is documented, signifying if the op~rator is qualified or not. 

. d lifi . rtif. fi (b) <4> f (b)(4 f (b) H d :t6>We rev1ewe qua 1catton ce 1cates o ____operator rom..___....operators rom an m operators 
from tb> <4> all the results for each ofthese operators were the following: 100% for critical rejection, 100% for 
major rejection, and 100% for minor rejection. These operators ate considered qualified to perform the 100% 
(b) <4> visual inspection on all products manufactured, including US product, at your facility. 
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Additionally, you do not have any scientific rationale to support the qualification ofyour operators with kits that 
are not a representative ofyour worsHase products such as the (b) <

4 
> Injection USP which is 

4descn"bed as a '----.(b)<
4
> solution filled in (bH > glass vial" in whict; f<

4
> JS defined by your 

Managing Director as ' (b) <4> ' This product is currently within expiry and disttibuted to the USA Market. 

OAT£1SSUEOEMPI.OYl'E(SI HNUNOTITlE (AH o, J;,,,, 

Jose E Melendez, Investigator 
Damaris Y. Hernandez, Investigator September 18, 2025Angelica M. Hernandez, Investigator 

INSPECTIONAL OBSERVATIONS Page 160F 15 



The obsexvations of objectionable conditions and practices listed on the front of this form 
are reported: 

1. Pursuant to Section 704(b) ofthe Federal Food, Drug and Cosmetic Act, or 

2. To assist finns inspected in complying with the Acts and regulations enforced by ~ e 
Food and Drug Administration. 

Section 704(b) ofthe Federal Food, Drug, and Cosmetic Act (21 USC 374(b)) provides: 

"Upon completion of any such inspection of a factory, warehouse, consulting 
laboratory, or other establishment, and prior to leaving the premises, the officer or 
employee making the inspection shall give to the owner, operator, or agent in charge a 
report in writing setting forth any conditions or practices obsexved by him which, in bis 
judgment, indicate that any food, drug, device, or cosmetic in such establishment (1) . 
consists in whole or in part of any ftlthy, putrid, or decomposed substance, or (2) bas been 
prepared, packed, or held under insanitary conditions whereby it may have become 
contaminated with tilth, or whereby it may have been rendered ilyunous to health. A copy 
Qf such report shall be sent promptly to the Secretary." 

/ 




