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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 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 

The statistical qualit)· control criteria fail to include appropriate acceptance levels and rejection levels. 

4A. Your firm failed to perform an adequate evaluation for (b) < > Ointmentl! [\J:~ g, lot 
(b)(4) Expiration Date July 2025, and partially released t ebatch without Jush 1cation. 

For example: 

1. You filled 6J <41--i1ot (b} <4> fro (b} <4> and at the time ofset-up on_[6J_<_-l_>____ 
non-viable particle(NV a ert and action limit alarms were detected through your Particle Measurement 

6System (PAS) for particles ~~ > µm. Your firm reviewed the alarms as part of your routine procedure and 
during batch review for release you reviewed the PMS data report, which not only showed alert and action 
limit excursions for particles~(~ µm but also showed alert and action limits were exceeded for particles 2'.: 

[~ µm . However, you failed to identify these alarms during review ofyour PMS data reports. Your PMS 
sampling reports were reviewed by production and approved on February 20, 2024, by your Quality Unit. 

42. On March 05, 2024, during a balch n:lrospective review, you found (b}l-l) lo >} < > had NVP alarms 
exceeding both alert and action level limits for particles :::: ~![}un, which were not initially recognized at the 
time of filling. Investigation PR 230970 was opened to evaluate the alarms and as part of your investigation 
you identified two (2) events where particles exceeded action limits for 2: ~! > µ.m. However, your review was 
inadequate because your PMS NVP data report showed there were ap~ ximately 85 alert excursions and 
approximately 36 action level excursions during the filling of lot~b} <4> at fi}l:.\J which were not 

4defined in your investigation. Furthennore, your corrective action (CAPA) was to reject b} <> askets of 
product (i.e., basketsl6><4> for this lot. However, your investigation lacks suppo mgJustification 
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for the rejection of selected baskets and your CAPA is inadequate as your procedures do not define allowing a 
partial release of a batch as a corrective action following an investigation. 

3. On March 11, 2024, you opened Investig._ation PR 231442 for tfif <.J>i 1otrH<f) 'due to l 00% visual 
inspection showing a result orl6J (43/o d(b) <4> ,units out of~bf{:il) inspected units) for critical defects. In your 
investigation you state there was a compromised seal integrity with your primary packaging and the root 
cause was due to a_ alfunn equioment mf7;ctioning issue. Nonetheless, in your impact assessment you state there 

1is no impact to~6) <4> )ot[{b) <4> ecause 100% visual inspection was carried out and because your AQL 
was conforming. However, your investigation states there are no established reject limits for your product, 
including reject limits for critical defects. Furthermore, during review of the batch record it was determined 
your finn had completed over1<b) <4f ] units of product leaving approximately leaving b) ('l) units unaccounted 
for I 00% visual inspection. 

Repeat Observation 

(B) Your visual inspection program is deficient in that you have failed to establish limits for you for destructive 
testing in your<6> <4> ~ter:ile products (i.e., topical solutions and ointment) and in your I 00% visual 
inspection ofyour b) <4> sterile ointment products. Although your firm has initiated supplemental 
destructive testing m your stenle~6>l4) !products and begun 100% visual inspection for your~6JT4

) I 
ointments, your tests are currently for informational purposes. You stated that to establish your limits, you nee)d 

t6)l'l)7 batches for each product; however, according to your Quality Director, it may take approximately~b) < 
4>7 

year to complete your destructive testing assessment for topical solutions and up tor)~ ears to comptete 
your destructive testing and l 00% visual inspection assessment for your topical ointments. 

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

Specifically, 

A. Your Quality Control Unit (QCU) did not conduct a thorough evaluation and implement appropriate and 
effective corrective actions in a timely manner for alanns observed in your Nonviable Particle Measuring 
System located in your aseptic fill ar~ From November 14, 2023, to March 1, 2024, particle counter alarms 
were inaccurately assessed in at least[~~ batches due to incorrect limits set up in the particle counter. Of the 
~ batches 13 had critical alarms exceeomg alert and action limits that were not identified for particles~ ~b) 
µm. 

Your firm investigated as part of PR 230695 and attributed this discrepancy as ;i valiciMion error due to 
incorrect limits being placed in your Particle Measuring System (PMS). However, your firm failed to carry 
out a comprehensive assessment ofyour alarm review process to establish actions for preventing reoccurrence 
within production and quality oversight. 

1. You do not evaluate the complete nonviable particulate data reports for all the batchesyou manufacture in 
your aseptic processing rooms. Your flI1ll reviews summary reports of alarms for b)l:.f):tJatch prior to 
release; however, you only review the complete nonviable particulate data reports if the summaries show 
alert and action limits are exceeded during batch production. 

2. Your firm does not perform a verification check to ensure the limits for the particle counter system are 
accurate prior to production in your aseptic processing rooms. 
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B. Environmental Monitoring investigations for action limits excursions in Grade A area were found to be 
deficient. 

1. Investigation PR 234186 was ,2~ned on AJ)ril 05, 2024, for an action-level result of I CFU for a surface 
sample taken on ar<fi) <4> _Jin the(bf<4l~ one in the Grade A air supply area of the (bf<4J oom 

~1>>14>7 The following deficiencies were nofe<f'in your investigation: 

a. Your investigation does not define the actions take to address the excursion within the Grade A 
area such as cleaning. There is no documentation as pan ofyour investigation to verify cleaning 
was performed for the room following this excursion. 

b. Your firm does not document the locations where (b) (.if) 'are sampled within the~b) C.ifJ7 
area. According to Working Instructions JHSM- O""F-21>03WS11. Revision 23, Effective Date 
Apr 30, 2024, Sampling Plitn(b><•!Fillint Manufacturing an~(bl <•~ oornl"l <<17 the 
sampling of~b) <4> in tfiel(b)'l.iff "·····1 one i§ to be at a ran om :ocation. You do not 

4 4>document the (b) < > r l~c~ theib) r 7 and there is no way to know ifyour 
resample was ken on at t~ same location as your initial sample that resulted in the action limit 
excursion. 

2. Investigation PR 223437 was opened on December 21, 2023, for an action-level result otff CFU 
personnjJ monitntin.2-(finiatet;..dabs) for an envirQ.nmental monitoring quality inspector during the filling 

4setup odb) < > (b) (4,15-iL, lot~b) (.iff7 As part of the investigation, you performed a risk 
assessment and determined the organTsm identified, Pseudombrophila sp. (Heydenia sp.), was a high-risk 
organism and you rejected this batch. Your investigation is deficient in that, although your firm rejected 
the batch, you failed to establish the overall impact this excursion had to your Grade A area. You did not 
define the actions taken or provide evidence showing you address the eKcursion within the Grade A area 
to ensure a high-risk organism does not affect your aseptic processing core. 
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OBSERVATION3 

Separate or defined areas to prevent contamination or mix-ups are deficient regarding operations related 
to aseptic processing ofdrug products. 

A. There is no assurance that the current flow ofpersonnel through the different rooms in the aseptic area is 
designed to prevent microbial contamination in the aseptic core. Your current procedures require personnel to 
leave the aseptic processing room and its critical areas and travel through the shared corridors to perfonn 
activities during manufacturing operation. 

For example: 

1. JHSM-SOP-2003 INS 17, Revisio:~lJrc;{~ v-e,.d;rt~f!C...UL2Q23._ptoced, •~.Jor " am.p,lin.o_e)Jin.....GQ.W.tL. 

and Gloves Monitoring". reauires 
~ 00 00~ 
(b) (4) llroom'~,,., ~ or 
(b) (4) IYour aseptic area is not designed with methods to prevent operators from (b) (4) 
\ U / \-,/ ,he aseptic processing rooms. In addition, operators can remain in the corridors 

I
(b) (4) Jhe aseptic processing rooms. 

2. JHSM-SOP-1072, Revision 20, effective date Nov 15, 2023, procedure for "Good Manufacturinll. 
Practices...an.d..Go.."l&'.WJl-!LP..roced.i.u:e...f.o~septic Zones" reguires oersonnel to ,{(bf(:.f) r 

4(b)< > j' located at the~b) (4 septic area in room •lDJ l4 I~ 
To change,<b) <4> u, , .., lperso.nne.lm11stJen,1e aseptic processing room and the critical areas and 
enter the shared comoors to thei(b) <

4 
> " The corridors are uncontrolled areas and personnel 

working in different rooms cross paths in the corridors. Moreover, your firm does not record the number 
of times operators leave the aseptic processing rooms to change their damaged fbf<;{J7 

3. JHSM-SOP-1072, Revision 20, effective date Nov 15, 2023, procedure for "Good Manufacturing 
Practices and Gowning Procedure for the Aseotic Zones" requires (b) (;{) 
00~ 
(b) (4) 
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REVERSE 
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Although entry and exit to the 
---,---,--,-----,-----=----=-----,------,,---,-,
aseptic area is docum_ented, ~ou do not document the reasons for exit including ifyour operators left the 
aseptic area due to (6) (-l} issues. 

4 (b} (4} The distance between the fill rooms to th (b) <> oom(b)<4> dan is 
below: 

(b) (4) 6)14) Ase(ltic Processing Room Room # 
6)(4) 

4B. Differential pressure 1s not bemg momtored in the Gracie Aarea o t e (b) < > iWin me, Room (b) <4> Your 
finn only mouilurs Lh~ Grade B room differential oressure and the adjacent (b 1-J) Room 6} (.if) and you 

4muuilor differential pressure for your (b>l > hich is in the Grade C area. owever, you have 
1

not established a system to continuously momtor ditterenftal pressure within the aseptic core to ensure a 
positive differential pressure is continuously maintained duringF C.if> p iling operation. 

C. The design ofyourf(bH4>1 ine located in Filling Room.[(6IT4 , nd the tlow ofyour manufacturing operators 
throughout the Grade A/B areas do not provide adequate protection, separation, and controls to prevent the 
risk of contamination ofyour aseptically filled sterile drug products. 

For example, 
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The distance of the HMIs and the conveyor in the different aseptic processing zones are: 
(bf(.ilJ 

The current design of the lb) (.ii) line does not prevent potential contamination originating from the HMI panels 
themselves, since any partic es emitted by the panels could compromise the cleanliness ofthe aseptic core. 
Each time a process pc1rameter is monitored or adjusted; the manufacturing operator regularly enters the 
aseptic core of the <6J <4> line. 

OBSERVATION 4 

Procedures desi~ned to prevent microbioloeical contamination of drug proilnl:'.t~ purporting to be sterile 
did not include adequate validation of the aseptic process. 

A. The aseptic process simulations (media fills) performed in16H.il) 1lling line does not simulate the actual 
commercial aseptic filling process. 

Specifically, 

1. Operators do not record or document in your cQmmercial batch records routine corrective interventions if 
such interventions have a duration of~b) <4>____ Similarly, your operators do not record 
filling line stops. Additionally, none oftlie m1cro61olog1cal mterventions performed during EM 
monitoring of the commercial filling are documented in the commercial batch records. Therefore, there is 
no assurance that the frequency at which such interventions are simulated during aseptic process 
simulation is a true representation of your commercial filling. 

2. The manufacturing operator can perform (N) times the same routine corrective intervention and it will not 
be documented if it is carried out within~fif(.il) I Frequency of the interventions is currently based 

Sci: 
REVERSE 
OF THIS 

PAGE: 

EMPLOYEE(S) NANE ANO TlTLE /Print or Type) OATE ISSUEO 

Jose EMelendez, DOC Investigator 
Crystal Monroy, Investigator 
Philip F. lstafanos, Microbiologist June 14, 2024 

FORM F0A 483 (09/08) PREVIOUS EDITION OBSOLETE INSPECTIONAL OBSERVATIONS Page 7 OF 19 

https://within~fif(.il
https://in16H.il


DEPARTM ENT OF HEALTH AND HUMAN SERVICES 
FOOD ANODRUG ADMINISTRATION 

a.~tCT A~ESS AI\O PHONE NUM6CR 

12420 Parklawn Drive, Room 2032 
Rockville, MD 20857 

NAAAE ANO 1lTI..E OF INDIVIDUAL 'tO WHOM REPORT ISSUED 

Mr. Jerad Holcomb, Vice President of Quality 

FIR!.<\NAME STREET AOORE$S 

Jubilant HollisterStier General Partnership I 6751 Rte Transcanadienne 
CrTY. STA TE, ZIP CODE. COUNTRY TYPE ESTAllllSHMEIIT INSPECTED 

Kirkland, H9H 414 Sterile Products Manufacturer 

Dl'ITI:(S) <Y' INSPl!CTIO!< 

06/03/2024-06/ l 4/2024 
FE.INUMSER 

3001623073 

on the number of manufacturing operators needing qualification. Each operator performs a media fill 
interventio ~6fi ime during the media fill to be qualified. 

3. There are instances in which multiple interventions are carried out within the aseptic core and not 
document~d. For example, on June 3 202~ we observed the commercial fil ling process of the lb) (4} 

(b) (4) ~!~ m~m ml vial; lot(b}l,J) or{(b) ('I) filling line. That day an operator was observed ..re_m_O_V_l_n_g-.1 
an empty vial from the conveyor just before the filling area. T hen, the same operator went to the 
stoppering station and performed the "stopper sensor adjustment" intervention. 

4. PR 2201 S6 was initiated on November 22, 2023 , due to a finger dab sctm le showed an action-l~yel result 
4ofl'(b) (,() CFU of Micrococcus luteus during the fill ing activities o b) < > lot 1>ff4> 

Acco mg to PR 220186, the sample was taken a fter an intervention in the Grade A area (b) (.itJ 
in the too·cal fi lling rooJ!!l{6) <4> However, this intervention is not documented in the ba""tc.__,h_r_e-co-r"'"d_s _o~f"'-

(l>f(4) rJ6H4lL; lo~o) (,() , 

Repeat Observation 

B. All integral filled units are not incubated durin,.glM...Qrocess simu~ati.o.ir,tudy. For example, Media Fill Batch 
14Records (MFBR) 1>)141 rnL; lot ....Xb_><......, -....- reports thad b) ( > vials were manually removed during 

the filling portion of the media fill run. However, 1 FBR lot l>)l.it) oes not document the specific cause that 
compromised the integrity of the vials that were manually reJec e uring the aseptic process simulation. 

4
C. , '(he air flow oattem study [ a.k.a. smoke studies] conducted in accordance with Report: (b) < > 

6} (,() t itled "Operational Performance Qualification Report For HVAC Syste_m_ S,..2 ... 0,..v-er_T..,,...e--
(b) <4> illing and Loading/Unloading Area (In Operation, With Interventions)" , approved on July 19, 
2021, is inadequate. 

Specifically, 

• Sufficient smoke is not generated to allow demonstrate flow laminarity during filling. 
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• There are interventions where the smoke source is not positioned to allow sufficient smoke to enter 
the airflow over the operator/tools (e.g., forceps) during the interv~ntion to visualize the impact of 
this activity on the airflow. 

• There are interventions in which the video camera is placed behind the operator and the impact of the 
intervention on the airflow cannot be visualized. 

There are interventions in which the video camera is too close to the operator's hands and the impact • 
ofthe intervention on the airflow cannot be visualized. 

• There is no assurance that in critical areas of thJ<6>(if) line unidirectional airflow is delivered to the 
point ofuse. The distance between the HEPA 1 ters and floor is about b) <4> (b) ( ) µIJJll..l,11e distance

4
between the HEPA filters and the~6f (if filli ng line<6Hif) is approximate! Durin the 
airflow evaluation for ciynamic c.o"ncr1ttons, the smo e source wus positioned at t e (b) <4> r c1l 

the <6>l4> The study does no! include nn evaluation of the airOuw palltm1s from the HEPA 
filters to critical area~.,)ncluding areas~tij <4> to demonstrate a unidirectional 
airflow pattern and b) l4 under 
dynamic conditions. Additionally, there is no documented evidence ofair velocity at the critical 

><4> nd at HEPA filters when evaluating (b)(4) line airflow pattern under dynamic 
conat 10ns. 

Repeat Observation 

D. Inade uate aseptic behavior pattern during commercial filling of the 6>T4 
> ml vial; lot 

<6>{'IJ on the~(b) (if) jfilling line. .._______._ 

Specifically, 

• We observed two (2) manufacturing operators and one (l) microbiologist within the aseptic core 
(Grade A area) during the filling process of lo b) <4> The two manufacturing operators were 
observed in them zone while the microbiologist was observed in the filling zone of the b) <4> line, 
respectively. 
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4• We observed that two (2) operators at different times performed the (b) <) ntervention 
in the[<6)t('f>~ one. This intervention was performed approximatelyt(b)<4> I sing thei0 

' rrrifor the 
interven ton. he equipment was never wiped after the intervention. 

4 4• [<b) < ">l 1inJ<6J <> peatedly overlapped when ooerators exited the aseptic core. We observed 
one ( l) manufacturing operator touching th, (lij ('f) ith his elbows several times trying to 
adjust them 

OBSERVATION 5 

Each batch of product required to be free ofobjectionable microorganisms is not tested through 
appropriate laboratory testing. 

Your QC laboratory does not follow the United States Phannacopeia (l TSP) r.nmpendium for finished drug 
product sterility testing in that the product that cause turbidity of the media are not further tested after the original 
14 days incubation as per the USP. According to the USP chapter <71> Sterility Test, "Ifthe material being 
tested renders the medium turbid so that lhe presence or absence ofmicrobial growth cannot be readily 
determined by visual examination, 14 days after the beginning ofincubation transfer portions (each not less than 
1 ml) ofthe medium to fresh vessels ofthe same medium, and then incubate the original and transfer vessels for 
not less than 4 days". 

For example: 

A. [<6J (4) 1. . t b) r(6) J(b) (4) . . flbl T4) ! bf ~ 
Ointment ,c~..fo~ 4> g lori___ested for stenhty orf and ead on 

~1>)(4) However, there 1s no assurance that product will show result as expected (i.e., no growth) 
after subculture. Your QC laboratory completed the sterility test without any further testing. The reading 
of the test was observed onfl>l <41 I 
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USA was tested for sterility and released after the 14 days of incubation. 

OBSERVATION 6 

Laboratory controls do not include the establishment of scientifically sound and appropriate test 
procedures design to assure that in process materials conform to appropriate standards of quality and 
purity. 

A. Control procedures SOP# JHSM-MOA-000199, "Bacterial Endotoxin Test-LAL Gel-Clot Method" Rev. 16, 
effective 31 May 2023, SOP# JHSM-MOA-000194, "Bacterial Endotoxin Test Using the LAL Kinetic 
Turbidimetric System" Rev. l 0, effective 09Mar 2023 and SOP# JHSM-MOA-000198, "Bacterial Endotoxin 
Test Using the LAL Kinetic Chromogenic System" Rev. 12, effective 09Mar 2023 do not state any 
instructions of how lo mix. Ou: samples to be tested for endotoxin before they are tested for endotoxin. 

For example: 

1. Durio the observation of the endotoxin testing o~~ _,amples of(6>l 4> from a cleaning validation of 
(6f(4) ot.D.u.qtber (b) (:.\) by Kinetic metHoti75n 06/05/2024, the analyst did not<b) <4> 
(b) (4) 

before a portion of(6)1 4) sample was taken for the analysis. ----

2. During the observation ofthe endotoxin testing of b>l4> amples, by Gel Clot 
method on 6/ l I /2024, a different analyst did no ~6) <4> efore a portion of 

(6) <4> ample taken for the analysis. 

3. During the observation of the endotoxin testin 
on 06/ 12/2024, the analyst did no 6>14> 

{'I) 
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8 206-EU-PRPQ-4206 oerformed in April 2022. Your QC laborato~ does not veri fy th ~I>) <4) 
the(b) <4> during the-~b) <~ There is no way to measure/monitor thefb <4> _puring the (b) (4) ~ 
b) <4> In addition, U1ere 1s no control procedure for the use of this equ1pmem. 

OBSERVATION 7 

Each batcb ofdrug product required to be free of objectionable microorganisms is not tested through 
appropriate laboratory testing. 

Your QC laboratory uses unvalidated method to disinfect product containers by~l>f{'fJ I 
(6f("J I Standard Operating procedures (SOP) number JHSM-MOA-000205, 

Method No. 999997. "Procedure for Sterility Testing" Rev.41 , effective 29Nov.2023, states that[<6>'fl) l 
(6,{4) 

4 4Your lat~:-;l logbook for djsi11fodiun~b) < > ~tarted on April 22, 2023, indicated th,if(b) <> 
4vruJuct to be tested. ln addition, the logbook does not indicate how long each product was~b <> I The 

following are examples ofproducts disinfected using th islbff4r~ isinfection method: 

6fr4) 

E~MPE~'Uf 
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OBSERVATION 8 

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

A. Your Environmental Monitoring program is inadequate to assess the conditions ofyour aseptic processing 
environment and the ancillary clean areas. 

For example: 

1. Your environmental monitorini.u2ro1rram does not cover all critical surfaces of the aseptic core, including 
the floors, walls, and al\<6} (.of) f your Grade A and Grade 8 areas. 

2. Your firm does not investigate Environmental Monitoring alert and action level excursions that occurred 
in areas outside ofyour aseptic processing zones. You perform environmental monitoring in Grade Band 
Grade C areas per JHSM-SOE.-2003, Revision 21 ,..effcctive-datc Apr 05, 2024, for Enviro11mc11Lttl 
Monitorine-S~mpling Plans and Conditions; however, when nlcrt nnd action limits occur yuur Wurk 
Instruction, JHSM-SOP 1396CNS02, Revision 19, effective Apr 02, 2024, for Viable Monitoring 
Requirements and Steps to Follow, states that you do not investigate an alert or action level excursion 
unless it occurred within an aseptic processing room. Furthermore, excursions where objectionable 
microorganisms are identified in Grade B and C areas are not investigated unless they occur in the aseptic 
processing rooms. 

3. Your firms environmental monitoring alert and action levels are based on recommended guidance data 
and not based on your facilities historical environment~l monitoring and trends data. Eo example, your 
action limit for active air sampling in Grader. area is ::,,m fu/m3 and alert limit is :-J~~) cfu/m3. 
However, in the post 2 yea,s, you have exceed1y'1llr 810rr\evel limits approximately 87 times, but yom 
active air excursion levels have remained below <~J cfu /m3 in the Grade C area. 

B. Your procedures for personnel sampling and monitoring are deficient in that you do not monitor all areas of 
personnel gowning that interact with the aseptic core areas. JHSM-SOP- I 072, Revision 20, effective date Nov 
15, 2023, procedure for "Good manufacturing practices and gowning procedure for aseptic zones" states that 
personnel use elbow or foreanns to move the curtains to access the Grade A areas. However, your sampling plan 
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for Gown and Gloves Monitoring, JHSM-SOP-2003INS17, Revision 15, Effective date Dec 18, 20~ does not 
reguire elbows to be monitored for ersonnel gowning. On June 03, 2024, during aseptic filling of~ 
6><4> (b) <4>mg[:~ ml vial; lot (b) ('f) operators were observed to be usini their elbows to enter and exIITfie"Gra e 
A area and use tfieir elbows m consecutive motion to adjust th, (6f(4) r eparating the Grade A and B areas of the 

(6) <4>7fitting line. 

C. Sampling plan- Glove and Gowns monitoring, JHSM-SOP-2003fNS 17, Revision 15, Effective date Dec 18, 
2023, is inade uate in that it does not define the types of interventions that would require glove sampling. 
Diagrams b)(4) of Appendix{6 in your SOP list the "major interventions" for each filling line that 
would reqmre g ove mon1roiin ; however, the lists do not describe these intecventions. For exam le Dia ra ~~~ 
for the (b) <4l1,ine (Room ~6) <4) states ma· or interventions during tilling E~ ~s 6>14> 

16f~) These descnpt1ons ao no prov, ea equa e 
Tnrorrnat1on to esta 1s 1 t e types o interventions require g ove monitoring. 

D. Your report for Environmental Monitoring locations assessment for Aseptic Grade A classification, Document 
# S-V ARIOUS-EU-ST400, approved March 22, 2019, used to re-assess the cu~ent en ir nmental samplinfi 
locations for classified Grade A environments, including the location ofyou ~b) 4

} ithin the b <4> 
filling line Room(b)(4) Grade A areas was found to be inadequate. 

4I. In your assessment, you definedl(fif~,--,critical points for filling and,(b) < > pritical points for caping in 
your~b) <4>) rning line. Your ass~s deficient in that there is no documented evidence in the report 
defining the critical operations, such as operator interventions, within each critical J2.2J nt and how these 
operators were are evaluated to coo sider the current locations of the (b) <4> _J Furthermore, your 
assessment is based on the review ofmovement of personnel in dynamic smo e s 1es, however, your 
smoke studies were found to be inadequate (See Observation 4). 

2. Your firm established a minimum off6f<4> locations in our b) <4lline Grade A 
located in the followin areas: bf(<'I) 
~6) (4) owever, your assessment oes not 
capture the overa impact oftne distance between each (b) <4> locations from the critical 
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operations to ensure accurate monitorin~fNVP durin~ the routine filling commercial process in the 
{b) c.ir line. The distance between each b) 4 s as follows: 

OBSERVATION 9 

Written procedures describing the handling of complaints do not include provisions for review by the 
quality control unit of any complaint involving the possible failure ofa dnig product to meet any of its 
specificationis and a d~bmuiuation as to the need for an investigation of any unexplained discrepancy. 

Your Quality Unit did not conduct a thorough evaluation or establish correctivfoft~d prev 6\ ·ve actions (CAPAs) 
4in a timely manner to address the complaints received foib) <> njectionffiJng/vial 4 mg drug product. 

For example, from the period from June 1~?22, to April 29, 2021)-r,our firm rec (m~,multinl~ ns: 
complaints related to tlJMresence oq b)1:1 ~rticles in vials from < 

4> lots (i.e., 
7 1(b) <4> o (b) <4> [nJection!~~g/vial b) g drug product. -----------

For all the cases, your Quality Unit concluded that the{fi) r4Tbiece was most like! a fragment of the (b) <4> 
of th (b) <4> ial, which would have been improper.I ,u, , .., ---ivith the(bf{'t uring product Cb) <4> 

causing a coring defect. Therefore, no CAPA was im emented. However, as part of the complai-..,.-----­
investigations, control samQles were never b) < 

4> to confinn whether the identified defect was caused 
during product 6J <41 _pr is associate wit fie quality attributes ofthe~b) <4> stopper. Only a visual 
examination of the control samples has been carried out. Your Quality Unit slares-tnat incoming testing carried 
out on the <1:>H4> stopper yielded the expected results. However, these testing focus on the physical attributes 
(e.g., size, dimensions) of the stoppers and not their functionality. You only perform funct ionality testing to the 

{6J {'I) stopper during the qualification of your supplier. 
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OBSERVATION 10 

Batch production and control records do not include complete information relating to the production and 
control of each batch. 

n{;f fu:r.n ~,.f,u:m ~ .:~n fi!;..f,JJ,i_l'.U) 0 1 (6) <4J ti !Ling. The aseptic core of this filling line is protected by~l>)l.iJ)7 
l~ 

> > T th • • • h f: •o carry out e aseptic orQ~e.s:u ntelenttons, t e manu actunng operators 
~o,ust enter inside the aseptic core (Grade A) through the,(b) < 

4
> The classification of the filling Room 

Cb><4> is Grade B. 

. fi . f[b) (.iJ) "(6)nn~(6) L . I9.!J. 03 June 2024, we observed the commercial 111mg process o ·1 (4) tC4l m vial; ot 
~b) (:iff7 Numerous operator interventions were observed in production, which were not documented in the 
manufacturing batch records. The following operator activities/interventions were observed within a period o~A.:b)\ 

t6f(<l)7 

For example, 

• We observe three (3) manufacturing operators within the aseptic core simultaneously. There is no 
maximum number ofoperators that can enter the Grade A area at the same time. 

• There is no documentation in the batch records about the microbiological interventions performed during 
EM monitoring of the commercial filling. 

• An operator was observed removing an empty vial from the convexor just before the filling area. Then, 
the same operator went to the stoppering station and perfonned th~{b) <4> I 
intervention. 

• The filling I.inc was stoimed and an operator was observed wiping the~b) <4> :with a 
wipe sprayed wit (bf (,l) 7 

• "The filling line was stopped, and an ooerator was observed wiping th (b) <4> 
l(b) <4>"1vith a wipe sprayed with~b) <4> 7 
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• An operator was observed removing an empty vial from the conveyor just before the filling area (2 times) . 

• An operator was observed removing an empty vial from the (bff4> p times) . 

• Operators were observed performing the intervention identified as (b) (4) in the stoppering 
area approximately (8 times). During this intervention, the operator musqb><4> ·7 

Additionally, your current oractice is to not document routine corrective operator interventions that show a 
duration of less tha (l>) <4> in commercial batch records. The same approach applies to filling line stops. 

1 

OBSERVATION 11 

Written procedures for cleaning and maintenance fail to include parameter relevant to the operation 
Specifically, 

Your firm does not use sterile disinfectants to clean the aseptic processing and filling areas. As per your SOP# 
JHSM-SOP- l 131, Preparation ofCleaning Solution and Disinfectant, Revision 10, effective, 14 June 2023i<b>l4fl 

~b)l4) 
(b) (4) 

For example: 

1A. (b) (4) lot1<bTT-'1'7~ (b)l~)'prepared on June 02, 2024. This solution was used to disinfect 
KOOm l(b) (4) ttlling area. 

(b){'f} ot<6)14) ll(bff4>------iprepared on June 06, 2024, and used to disinfect Room#B. 
(b) <4> Ifilling room fo (b) <4> :Sterile products. 

C. ~b)(.\J 1Iot1(b>(4) lt6 
><~>7 prepared on June 16, 2024, to disinfect Rooml(fi>l~>7 f6J (,l1 

filling area. 
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OBSERVATION 12 

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

On Jyne 10 2024 we observelb} r4> ,line cleaning activities in Room (6} (.iJ) This line is used for aseptically 
filled (b} (if) products and sterile liquids for the US market. As part ofthe cleaning activities, the 
manufacturing operator was cleaning the capping area ofthe line. The operator was observed cleaning the 
conveyor in the capping area with a (b) (.iJ) wipe containing a cleaning solution. Once the operator finished 
cleaning the conveyor, the cloth was observed with~l.ij <4> l tains. 

According to Production Manager, the(b} < 
4 
> pots are apparently "accumulated residues" in sections of the 

conveyor that manufacturing operators do not have access to during manual cleaning. Specifically, it was 
explained that during cleaning the (6)(4!:!:aning _solution is used, and this solution causes "accumulated 
residue" to-come out ofTue conve aormgtteaning. 

OBSERVATION 13 

Each lot ofa component that is liable to microbiological contamination that is objectionable in view of its 
intended use is not subjected to microbiological tests before use. 

Your finn failed to test the purchased sterile components used to produce the sterile 6)1-t) and 
sterile (bff4 ointment, for sterility before use_ Your firm only relies on the Certificate OfAnalysis (COA) 
received from the vendor. 

For example, 
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OBSERVATION 14 

Procedures describing the calibration of instruments, apparatus, gauges and recording devices are not 
written. 

Your QC laboratory uses Previ-Color Gram, a gram staining automated machine from BioMerieux, Equipment 

#JH-U577 to perfonn gram stain test. Your QC laboratory failed to qualify this equipment before use, there was 
no Installation Qualification (IQ), Operational Qualification (OQ) or Perfonnance Qualification (PQ) performed. 

This automated gram stain machine is in your identification laboratory and is used routinely in the identification 
process ofall organisms detected across your facility. There are 1,796 organisms identified in 2022, 1,474 

organisms identified in 2023 and 569 organisms identified in 2024 until now. 

ODSERV ATIUN 15 

Reserve samples from representative sample lots or batches of drug products selected by acceptable 
statistical procedures are not examined visually at least once a year for evidence ofdeterioration. 

Your procedures for Annual [nspection o f Reserve Samples, JHSM-SOP-l502INS03, Revision 07, effective date 
June 08 2022, are inadequate in that you do not perform a review at least once a year for all your products on 
reserve during their shelf life. 

For >xample. on June 13. 2024 durinl!, a walkthrouRh ofvour retains warehouser\ it was determined that 
~6f(4 <ljngtml, lot~> <4> I expiration date (6)14) was not reviewed by your 

4QualifyOmt as part o}lf,our annualTn~pection. The lot was manufactured on (b) <> Iand~I} nits were 
4placed on reserve o ~b) ) I The shelf life of this product is ri1 <4> ~ 
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