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This document lists observations made by the FDA representative{s) during the inspection ofyour facility. They are inspectional 
observations, and do not represent a final Agency determination regarding your compliance. Ifyou have an objection regarding an 
observation, or have in1plemented, or plan to implement, con-ective 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. Ifyou have any 
questions, please contact FDA at the phone number and address above. 

DU RING AN INSPECTION OF YOU R FI RM WE OBSERVED: 

OBSERVATION 1 
Procedmes designed to prevent microbiological contamination of diug products pmpo1iing to be sterile 
are not established, written or followed. Specifically, 

A. Poor ase tic behavior was ob~erved dming the review ofvideos for the aseptic filling of (b)l4l 
4 

C Y{ fujection ~ ID/mL intended for the US market and smoke studies conducted 
for the same line (line c; For example: 

1. At least three instances were observed of operators sanitizing their hands prior to being finger 
dabbed after setup operations for the Grade A line for batch ~ (bT1 

2. One operator was obse1ved sanitizing his hands prior to being fin~ · dabbed after perfonning 
(b)-c41 • #. (b)-c41set up of the Grade A r stopper station for batch 

(bTC1 at the l (bT(4 3. An operator was obse1ved !:>locking first pass air while removing fa llen I 
area for batch ~ (bJ , 

4. An operator was obse1ved sanitizing their hands prior to being finger dabbed dming filling 
operations for batch 11; {tiff, . 

5. Operators were obse1ved using the (bY{-4 gloves instead of sterile tools/forceps dming the 
execution of the1 (br<1 stopper ti-ack adjustment inte1vention dming the filling ofbatch 
I (b)l, 
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(bTC4l6. An operator was observed touching the inside top cover of the settle plate during the 
smoke study for environmental monitoring ofl (b)l, air). 

7. An operator was observed sanitizing his hands at the conclusion ofenvironmental monitoring 
intervention which required jmger ] abbing during the - (bTcismoke ~tudy perfo1med for the 

• 1 • • f WCl ( 1 1 ) d (b)C4l • ) environmenta momtormg o sett e p ate an ·1 au . 

8. Operators were observed leaning on equipment, sitting with their aims on their legs, 
□. their knee on a stool, touchinj the wall, gesturing, and talking during the filling of 

Injection, bate (bT( ·1 This occmTed in the Grade B I extended LAF Grade 
B area. 

(b)l1 before9. The operators inside Grade B aseptic filling area sanitizing the gloves with 
perfo1ming personnel monitoring during setup operations ofl Cb c41batch 
r (b)(, 

10. Personnel monitoring perfo1med by the operators includes finger dab sampling of (b)1-4 
(b)144j •on one plate. However, there 1s no I 

scientific rationale or study to assure that the Inicroorganisms dabbed from the first 
impression are not lifted off by the subsequent impressions. 

11. The microbiology QC analyst perfo1ming self-monitoring inside the Grade B aseptic area 
touche1 (b)C, bottle after perfo1ming finger dab testing to sanitize the gloves, for j (bT(4 
l (b>14j batch 11j (bT1 Fmi her, the same analyst without changing the gloves touched 
the pen, paper and the caii prior to wheeling the caii out of room to change the gloves. And 
there is no assurance that these surfaces were cleaned by the operator before he returned 
these items to the Grade B area. 
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B. During the review of the I CbTC 
4l Injection I (b)l4l ITJ/mL batch records, videos, 

(bT( 
4l Injection ( containing I (bH 

4 ITJ/mL batch record along with I 
BM/PDP/SOP/139 Handing of Interventions during Aseptic Filling Operation procedure, the 
following discrepancies were noted: 
1. There is no intervention for removal ofbroken glass separate from broken glass removal 

when a fa llen vial is removed. 
2. The number of times th~ (b114jconveyer belt, located in the Grade A area, is shifted to gain 

access to the back side of the line is not tracked or trended. 
3. Operators are not documenting all interventions taking place during aseptic filling. Review of 

filling batch records detennined operators documenting interventions in the Machine Down 
Time Record for Filling instead of the intervention list. This results in the number of 
interventions not being accurately tracked or trended. This includes the two new 
• • hi h d • • , (bY{.Jlmtervenbons w c occune 4 times m 

Batch Date Intervention Occurred
(bT(,I 11 JUL 23 Stucki 4fs~(bTCrr4l<~ (bTC4l IX 

4InjectionI (bH4'1 IU/mL \•H stati~alarm (Overload at 2X 
(b)1~I 

Broken glass not doc in intervention 3X 
Cao stuck in track lX 

(b)1, l•11i stationI 18 AUG24 Capping! 5X 
InjectionI (bH4j IU/mL adjustment 

r o,rc4lsto~~er issue lX
(bT(, (bT(,I 21 AUG24 Remove stuck! 3X* 

l (bT(~InjectionI (bH4'1 IU/mL 
22 AUG24 Removal ofbroken glass lX * 

(b114lI 06 JAN24 Fallen vial at~ lX
(bT(4Injection (containing! 

r,<1mtmL 
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*New intervention 

4. futerventions are documented under the incon ect catego1y . During the review ofl c1,rc4l 
4I Cb>1 lmjection videos for the aseptic filling of lot {6JC1management confnmed 

that intervention 6 (minimum accumulation on track position I {"ff1 was 
incon ectly documented as intervention 5 •ff

4l stopper track and bowl adjustment or 
stopper position lock at positio {"ff1 seven times. 

5. futervention procedure does not require the documentation of the specific intervention 
perfo1med by the operator. fustead, the operator specifies when he executes one of several 
interventions listed within that group. For example, 

(bT<41 • d. k • k c · Capping! ·1 station a JUstment or cap stuc m trac consecutive cap • 
missing) and cap chute 

4 (b111Fallen I Cb>1 ~vials at1 - this intervention also discusses how to remove glass • 
4paiiicles if noted during picking up the fallen Cb>1 jvial. Whether or not glass was 

(b)l;,,
removed during removal of a fallen I vial or othe1w ise is not tracked or 
trended. 

(b111stopper ~ CbT~ stopper track and bowl adjustment or stopper position lock • 1 
{6}(,at positio 

The location and amount of activity the sepai·ate interventions require within a group can 
vaiy. For example for the last bullet point listed above, the1 (b111stopper track adjustment 

(b)\4
might require the removal of a and taking several minutes which the stopper position 

Cb1l4l • :~ (b>1.Jj •lock at positio ·i reqmres a removal of a stuck which 
might take a couple seconds. 

C. BM-QAIFOR/OO1-O2 Trending of Microbiological Monitoring Data states fmger dabs or gown 
samples which exceed ~ /o recove1y rates should be handled through an investigation. During 
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4review of the Trending Repo1t for Environmental Monitoring in DP Area (bT( Trending 
Repo1t for WCl I noted the following personnel exceeded a ~% recove1y rate in the Grade 
B area associated with the filling of (6Y(l Injection: 

• QC Microbiology (QCM) - 2 people (b)l % , (b)l %) 

• (b)(4 r (bT, • Product10n Drng Product (PDP) - 2 people % %) 
4• QA - 2 people Ctirc % , (bTC4l%) 

4• EM - 2 people (b> % , (bH % ) 

No investigations have been initiated. The Head of Microbiology - Manager stated they only use 
recove1y rates to detennine the qualification of their personnel. Aseptic personnel exceeding the 
recove1y rate of l]ro,~ imes within a (b)l4l period would be disqualified from working in the 

aseptic filling area. 

D. The visual inspection kits used in the qualification ofvisual inspectors and the challenge kit used 
'fy h • iff4 c h iff4 dto ven t e eqmpment ..._e-__,....,,,.,..... use 1or t e ..,,..._...,..__,,________________, oes 

not adequately challenge the ability to detect defects in that: 
1. The WCl ml vial WCl solution challenge kits do not assure visual inspections can see 

glass paiticles smaller than (bT ~Lm. Each kit contains ~ glass paiticles with the following 
sizes: vial kit (bJ 

\D}\4 

42. The (bH vial challenge kits do not address white pa1ticles, black paiticles, and fibers ofa 
known size. 

3. The (bTC4l sample kit verification perfo1med to identify discoloration or changes in 
physical appearance which may differ from the dete1mined type of defect, required by 
BM/PDP/SOP/159 Qualification of Visual Inspector procedure, is not documented. 

4. The challenge kit used for (b)1-4 challenge verification of (b)l4l 

(b 
1141 does not contain paiticles (glass, black, and white) and fibers of-----------
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{ti}(l
known size. Additionally, a specification or criteria has not been established for these 
I wc4 challenge verification rnns for false rejects. 

This is a repeat observation. 

OBSERVATION 2 
Procedures designed to prevent microbiological contamination of diug products purpo1iing to be sterile 
did not include adequate validation of the aseptic process. 

A. The smoke studies perfo1med on aseptic fill line ~~does not pass the acceptance criteria ofsmoke 
being unifo1mly supplied with the airflow patterns being unidirectional and covering the entire 
cascade from filter to working area without evidence of turbulence as listed in SOP 193 
Procedure for Air Flow Visualization Testing Smoke studies. 

1. The fum uses a smoke generator usingI CbH•~ for evaluating the airflow during the 
smoke studies. There is no evidence that the smoke generated is neutrally buoyant. 

4
Cbn RABs2. Ceiling lights are located between the overhead HEP A filters in the Grade A 

resulting in a gap between the HEP A filters of approximately 80mm. The impact on the 
airflow resulting from these gaps have not been evaluated. 

3. Turbulence was noted during the review of the following the I we, smoke study 
videos filmed to demonstrate air flow visualization for the installation ofl we, 

4r w(li •air samplers, r w(li :r at (bn•1 conveyor, event based smoke study and new 
con ective interventions perfo1med during batch activities. For example, 

(bY{4J 
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a. Smoke studies have not been perfo1med for the following activities: 

• Removal ofbroken glass 
• Stopper track adjustment 
• Stopper track adjustment including removal ofscrew 
• Stopper track adjustment including removal ofl Cb>14j
• I CbTc4 removal 

• Personnel monitoring 
• The fnm did not evaluate whether smoke could potentially be ingressing from 

the Grade C to the Grade A area. 
b. The fnm uses a I CbTC4background film for better smoke perception and air flow 

visualization. The use of the film during smoke studies is not reflective of routine 
production and/or could alter the flow of air which is being evaluated. 

c. The source of the smoke is not held pe1pendicular from the direction of the air being 
evaluated and instead it held pointing upwards, directly into the source of the air. This 
results in the air reversing direction and immediately hitting the I Cb)l1 
diameter pipe supplying the smoke. This creates unnecessaiy turbulence, making it 
more difficult to evaluate the direction of air within the aseptic area. 

B. The design of the aseptic area does not promote unidirectional air flow. The air intake vents 
which supply the Grade A LAF Cb>14 RABs) unit are located near the overhead Grade B HEP A 
filters. This results in the air in the Grade B area being sucked into the air intake vents instead of 
flowing unidirectionally downwai·d from the Grade B HEP A filters. 
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C. Media Fills are not representative of routine production. Media fills cmTently do not represent 
• • h r (bTC4l k d' ( • h d • h (bTC4l 1)mtervenhons sue as ·1 stopper trac a ~ustment wit an wit out remova or 
fallen vial (with broken glass removal). These interventions are listed as corrective inteiventions 
in your BM/PDP/SOP/139 Handing of lnteiventions during Aseptic Filling Operation. 
Additionally, due to inteiventions not being documented on the inteivention f01m, categorized as 
the wrong inteivention, or inadequate tracking of individual inteiventions, there is no assurance 
the media fills represent the number of inteiventions which take place during routine production. 

(bH" • • f • 1 fi11· 1· rn- h h 1 (bT(4lD. e reJection o via s on i mg me C4 w en t e ) 
r h lDJl4 • (bT(4l • • • • l• • •mto the Grade A RABs area, has not been validated. Fillmg hnec.;t is used m the 

4
(b1141 rn·• fi 1•~ aseptic i mg o (b)(4l rn· •~echo (bH•~ ru/ mL and I ) •~ection 

(containing (bH1 ru/ mL 

OBSERVATION 3 
The responsibilities and procedures applicable to the quality conti·ol unit are not in writing and folly 
followed. Specifically, 

A. Plate reading records do not accurately document results. Environmental monitoring and 
• • 1 d fi I (bT(l In' • I (bT(4l ill/ mL b h1personne m_9mtonng p ates were rea or 1echon ate 

1/j (bJ , on 16-September-2O24 at approximately! (bTC41 placedm a bioliazard bag and 
transfer from DP to the microbiology laboratoiy for foture disposal. Prior to deshuction, on 17-
September-2O24 at approximately 10:18 am, the FDA investigator opened the biohazard bag and 
reviewed plates whose covers were still intact The following discrepancies were obseived: 

1. Personnel monitoring for a production operator at (bTC4l documente~ cfu for the left-hand 
finger dab, however,~ fu was identified on the plate. The specification for this specific 
sample is l (b)l1 because it was a Grade A specification finger dab. 
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2. Personnel monitoring for a production operator at[:(b1141 documented ~cfu for the left-hand 
finger dab, however, (b1cfu was identified on the p ate. This is a Grade B plate with a 
specification of less than ~}fu for finger dab. 

3. Personnel monitoring for a Quality Control Microbiologist at 15:54 documented ~cfu for 
left-hand finger dab, however, at least ~cfu ofwhat appeared to be mold was identified on 
the plate. This is a Grade B plate with a specification for mold ofl (b>1 

4j 

B. The Quality Unit does not ensure that CAP As are closed in a timely manner. For example: 

1. CAPA 156430 was initiated on 03-Nov-2023 in response to Deviation 156131 t0Jerfo1m a 
protocol-based evaluation to further assess the different vibration levels the.--u, (41stopper 
machine has on the non-viable paiiicle excursions. The study has not been executed and at 
least three Due Date Extension requests have been approved. The most recent reason for the 
due date extension request states in paii: " ...priority was given for batch manufacturing to 
full fill the mai·ket demand and business continuity" . The cmTent tentative closure date is in 
Nov 2024. 

2. CAPA 166665 was initiated on 27-Dec-2023 to assess and identify the potential areas and 
reasons for glass breakages of the: (bTC1 and vials within the Grade A aseptic filling line 
during the filling process. This CAP A has not been closed and at least three due date 
extension requests have been approved. The cmTent proposed due date is 15-Nov-2024. 

3. CAPA 133344 was initiated on 06-July-2023 to review and perfo1m the cmTent disinfectant 
efficacy study across all materials of construction present (not previously perfo1med) within 
your aseptic processing area. Three extension requests have been approved and the study is 
not completed. 
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C. The Quali[ Unit l id not ensure the equipment under maintenance activities are not withheld 
from use. Cb>14 03-01-c::)-02 was under maintenance beginning 27-June-2024 and was not 
approved for use by the Quality Unit until 22-Sept-2024. The equipment usage e-log indicates 
this equipment was used on 06-Sept-2024 and again 08-Sept-2024 in both the Grade D I CbTC1 
area and the Grade A aseptic processing filling line, respectively. 

D. The personnel who review the media fill I CbT<,vials upon completion of the incubation 
period are only trained to inspect for unifo1m turbidity. 

E. The Quality Unit does not ensure Cb>1
4 

replacements for thhkL~ Cb)l4l used in.the aseptic 
4• • £ db • d d Th CbT<4l £ Cb><4 03 01 Cti -c~ 1 hi h • processmg area 1s per 01me y its ue ate. e or ·1 - ll - w c 1s 

used within the aseptic filling room is required to be changed ~ {6)l4l 
replacement records show the~ was due for replacement on 29-M~r -2023 ut was not 

4 
perfo1med until 06-July-2023. Between these dates, theh Cb>< was used in the aseptic 
processing area as pa1t ofpost batch cleaning operations or tlii-ee batclies. 

F. Written specification was n9t established for ~he CbTC4l glove used in the aseptic filling of the 
dtug product I Cb)<, and fmther the Cb><1 glove suppliers were not qualified. 

OBSERVATION 4 
There is a failure to review any unexplained discrepancy whether or not the batch has been ah-eady 
distributed. Specifically, 

A. The criteria in which to initiate an investigation into non-viable paiticle excursions, which is 
monitored in cubic feet, exceeding action limits within the aseptic processing area is not 
justified. Procedure: BM/PDP/EOP/050, Operation oC CbT, Non-Viable Paiticle Monitoring 
System, Version No: 009 states a deviation will be raised ifthere are more thanl (tiH"J of 
continuous ala1ms and if the cumulative counts for the I ·Cb><4 the alaim 
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An investi ation into the various non-viable paiiicle excursions occuning throughout aseptic 
f {6ff, In' , CbT(4 IU/mL b h j {6,(4 ,fill • 1 mg o -__,..--,--,,._..... ~ ctwn ___-,--.,._ , ate occunmg at 

4paiiicle counter station (bY{4 sto])p~r station where CbH get 
4stoppere CbH was~opened under Deviation 153440 and subsequently 

cancelled because the batch did not exceed Cb)C4l paiiicles based on the cumulative counts for the 
(bY{-4 alaim. No investigation was perfo1med to dete1mine product -----=--------=-----impact, the cause of the excursions, or ifa CAP A should be implemented to prevent recmTence. 

Additionally, the CbTCl consecutive excursion criteria is not adequately justified ~s the 
4document CPN/PDP/010-01, titled: Approach to Dete1mine Excursion Limit for CbH Non-

Viable Paiiicle Counter, Approved: 08-Feb-2020, does not take into account thee uipment is 
• Cb1 • CbTC4lprogrammed to only records values up to paii1cles (for c4lµ size) for -----

B. Deviation PR 156131 investigation for non-viable pa1iicle excursions during filling o CbT'1 

CbTC4l IU/mL, batch ~ CbTC 
4)recorded a "breakage observed at the Cb:] 

station" at Cb> on 1 0-September-2023. Although the batch production record identifies 
an •ff 

4l station intervention occmTing during this time, there is no reference to any breakage or 
removalof units as would be required by procedure: BM/PDP/SOP/139, Handling of 
Interventions During Aseptic Filling Operation, when a breakage occurs. When questioned 
where the "breakage observed" came from, the author of this deviation verbally stated the 
breakage is "probable" during this specific intervention. 

C. Deviation PRID 213215, dated 22 Aug 2024, was initiated to investigate why the color indicator 
on the CbTC4l bag of the (bY{4l glove fo (bY{-4 did not fully change colour. This was 

4observed during the Cb> of the CbH glove on 20 Aug 2024. The deviation did not 
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address the delay in initiation of the deviation or why the operator continued to (bTC4l use 
the glove for the aseptic filling of (b)l4l fujection (bY{4 IU/mL batch 

WCl without the approval from Quality. When the FDA fuvestigator asked why the 
,_o_p-e1-·a-to_r_d-id- no (bTf4 glove whose tape did adequately change colour, she was told there 
were no other (bH4 gloves ready for use. As pa1t ofyour investigation, you documented an 
interview with the operator which stated, "after checked multiple times, it is confnmed that only 

(bT, wrapped (bH4 bag changed color from (bY{4l to (bTC4land the color indicator of the 
(bH4 wrapped remain intact" and not fully change colour as stated repeated in your 

(tif~ (br(4
investigation. ______was released on ______. 

D. The Trending Repo1t for Environmental Monitoring in DP Area (bY{-4] Trending repo1t is 
comQiled to evaluate and draw conclusions from EM and PM results. Durmg the trending repo1t 

(bY{4 .d .fi dB ·11 • • ££or._____ your repo1t 1 enti 1e act ,us cereus roup as a recmTmg orgamsm o__r _ 
environmental monitoring for (b)C1 The repo1t states the (b) ofr (bT~ 

. (bY{4~ LJ 
had 2 occurrences, with 13 occunences documented from I\- .-.----J The repo1t also 
identified Bacillus cereus group as occmTing 31 times durmg (bH4 dunng personnel monitoring 
of the Grade B area. The ti·ends repo1t does not identify this as an adverse trend and no 
investigation was initiated as no ale1t liinits have been reached. 

E. During visual inspection, results which exceed the ale1t liinit are handled through a 
Commlmication Memo for Exceeding Ale1t Liinit instead of the Out of Liinit procedure. This 
results in the excursions to the visual inspection ale1t limits not being tracked or trended. 

On 17 JUL 2023, the critical ale1t liinit of (bTC4l% was obtained for glass pieces in 
1(bY{4 lot ____(b_,)_ 41 (ale1t liinit for glass pieces (b

1141%) . This f 01m reviews ,_th_e_ ... 
,_m_a_n_u_£-ac...turing process including (b)l4l equipment 's breakdown, sealing (bT------
process, and line interventions. This document identified three instances where broken glass was 
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identified in the Machine Down Time Record for Filling table for this batch. Your investigation 
did not evaluate in which WCl (time manufactured) the glass was identified dming visual 
inspection and whether those times coITelated to the times broken I CbTC

4lat the stopper station 
were identified in the Machine Down Time Record. The communication memo did not identify 
that the 3 broken glass comments in the Machine Down Time Record were not documented as 
interventions in the Interventions Details section of the MBR. 

F. The deviations related to post-integrity glove test failures for the following aseptic batches of 
I wci were not thoroughly investigated to identify the root cause and implement 
coITective action and )?U\V~ntative action (CAP A).

41. Batch 11: (b>< ]- The root cause identified for the deviation investigation (DEV-
212552) as inconsistent handling of the1 (b111glove during integrity testing however the 
operator clearly mentioned during the interview that glass paiiicle was stuck between r (bT(4l (tiH41 ·,glove and! The root cause analysis of the repo1i (PR No. 212552) did 
not include the glass paiiicle noted by the operator. 

2. Batch 11: wc~During BMR review QA identified that post-integrity test report 
for glove number! •ff

4lwas missing. According to Sterile Glove Leak Test procedure 
(Document No.: BM/PDP/SOP/O69), the post-integrity test report requires production 
(PDP) review, however the repo1i was neither verified nor reviewed by production. This 
was not included in the root cause analysis of the investigation (PR No. 212553). 

3. Batch #BS24OO2659 - According to the procedure "Sterile Glove Leak Test" (Document 
(bTC4l 1 . . 1No.: BM/PDP/SOP/O69), post-integrity test failure of the ·1 g ove at cn hca 

{6,(llocatio wci in the aseptic filling line requires testing 
under the supervision of QA. However, the operator repeated lbH 

41followed by (b)l4l 
l (b>11 testing for glove ~ in the absence of Quality. The root cause analysis (PR No. 
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210267) did not include the fact that the repeat testing was not perfo1med under the 
supervision of quality. 

G. Deviation investigation did not include the interview of the operator who failed to perfo1m 
confnmato1y post-integrity j CbT'i glove testing for a media fill batch I CbH1 

H. Missing documentation of interventions perfo1med by the operators was not included in the root 
cause analysis of a post-integrity test failure investigation (PR No. 154245, batch no. 
BS23OO5286). 

I. Deviation was not initiated by the production depaiiment when the operator collected1 CbH4j 
filling sample from incoITect location that resulted in OOS (64 CFU/mL, NMTF 4 ~CFU/mL; 
PRID-183777). Fmi her, QA did not initiate deviation when the OOS investigation identified that 
the coITect end of filling sample was not collected for the l CbTc4 batch! CbTC1 

This is a repeat observation. 

OBSERVATION 5 
Aseptic processing areas ai·e deficient regai·ding the system for cleaning and disinfecting the room and 
equipment to produce aseptic conditions. Specifically, 

A. The cleaning procedure SOP 039 Operation Cleaning and Changeover of Cb)l4l Filling 
Machine requires the operator to sprayI CbH4j directly on the entire ma clime and to ensure 
the wetness of all the sprayed surfaces. Just spraying of[ CbT, without wiping does not 
ensure the I Cb1r4 reaches all surfaces. 

Although documented as being don~ during the review of the cleaning vid~oserfo1med after 
the manufacturing ofl Cb 

4j fujection l {"ff1 IU/mL batch -U.TC4l we 
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observed the operator spraying_--.-_,t".ffi in only half of the Grade A area. For some of the areas 
sprayed, the operator stopped opemng the •ff4 and only sprayed into the •ff4 

B. The cleani[g proc; dure SOP 023 Cleanin and Disinfection of Clean Room requires the cleaning 
of the LAF CbTCl to be cleaned _ ___,,,....., CbTCl of a batch. Although documented as being 

• f h 1 • ·d c ,.,b h f (b)1-4 1n· • {l,ff~1 dc eane , review o t~~ ~fi v1 eos 1or <4l ate es o ______.... Jection,_____...J 
IU/mL shows the L~ were never cleaned. 

C. Disinfectant Efficacy study was not perfo1med on all surfaces within the aseptic processing room 
in which these disinfectants are used. These surfaces include, in pait,! CbT, 
and Cb>14 cover. 

D. Cleaning with use of CbT<4l and Cb>1-4 on the Cb>1-4 used within the aseptic 
processing room to remove broken glass on the Grade A filling line is not documented. The 

Cb1 ~ d cleaning from a lower classified areas to hi her classified area is not 
documented. Cb)l4l usage log for 03-01[ CbT<4l _02 shows this _ _,.,..._'"',_, Cb>1-4 was used 
within the Graae D CbH4l area on 06-September-2024 and then use m t e Graae AIB filling 
room on 08-September-2024. 

F. Cleaning activities for the Grade A filling line and smTounding Grade B ai·ea do not include the 
specific operator who perfo1ms each activity. The times in which each specific activity is 
perfo1med, such as dismantling, or execution of specific steps. 
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CITY. STATE. ZIP CODE. COUNTRY 

I skandar Puteri, Johor, Malaysia , 79200 
TYPE ESTABLISHMENT INSPECTED 

Sterile Drug Product Manufacturer 

Your fnm failed to establish adequate written procedures for production and process controls designed 
to assure that the diug products have the identity, strength, purity, and quality that they are purported or 

represented to possess. Specifically, 
A. Sterile glove leak test procedure (Document No.: BM/PDP/SOP/069) is inadequately written to 

provide clear instructions to employees to perfo1m post-integri~ <6H4Jglove testing. According 
to the SOP, l lbTC1post-integriC (bT, glove testing requires QA or production verification, 
however upon review it was noted that the repo1i s were not reviewed by Quality. 

B. The operators are neither trained nor provided instrnctions in the SOP 'Operation ofj (bTC1 
I CbTC41for filling machine, Document No.: BM/PDP/SOP/082' to collect in-process 
samples during end filling operations ofl (bT(4lbatch I (b>14j 

OBSERVATION 7 
The batch production and conti·ol records are deficient in that they do not include documentation of the 
accomplishment ofeach significant step in manufacturing, processing, and packing. Specifically, 

Staii and stop times of each step ofset-up activities for filling o~erations, such as, but not liinited to: set-
up ofj (b)l1 stopper station, L (b>1-4j Vessel and Manifold, is not 
documentea. Tliere 1s no system to link finger aa6 results to these activities in the case of the need of an 
investigation. For example, a production operator was involved in set-up activities fo~ (bTC1 station, 
[ w, vessel and manifold, and subsequently had three separate fin~er dabs. The finger 
aa61aken at! (bHj resulted in~ cfu which is outside the specification for Grade A of w, There is 
no system to routinely identify which activity this finger dab is linked to. Without a system to link finger 
dab results to specific operations during set-up activities, data needed to perfo1m potential investigations 
would not available. 

SEE 
REVERSE OF 
THIS PAGE 

EMPLOYEE(S) S/GNATURE 
Digit,ly signed byJeffleo/ P. 

Jeffrey P. Raimondi -S Raimooc1;.s 
Date: 2024.09.27 05:39-.20 -05'00' 

Digitally signed by Sandra A. 

Sandra A. Boyd-$ Boyd -s 
Date: 2024.09.27 0S:24:28 -05'00' 

DigiUlly signed by PaoothamanParanthaman 
Senthama~iKannan .s 

Senthamarai Kannan -5 Date: 2024.09.27 05:59:1 s-0s·oo· 

EMPLOYEE(S) NAMEAND TITLE(Print or Type} 

Jef frey P . Ra i mondi, Con sumer 
Safet y Officer 
Sandra A. Boyd, Drug National 
Expert 
Parant h aman Senth amarai Ka nnan, 
I nvestigator 

DATE ISSUED 

09/27/202 4 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
FOOD AND DRUG ADMINISTRATION 

DISTRICT ADDRESS AND PHONE NUMBER 

12 420 Parkl awn Drive, Room 2037 
Rock vi l le, MD 2 0857 
ORAPHARMinterna t i ona l responses@fda. hhs.gov 

OATE(S) OF INSPECTION 

09/ 17 /202 4- 09/27 /202 4 
FEI NUMBER 

30112 482 48 
NAME ANO Tln E OF INDIVIDUAL TO WHOM REPORT lSSUEO 

Dr . Rhonda Du ffy, Ph .D., Exe cutive Vi c e President a nd Chief Operat i ons Offic er 
FIRM NAME 

Bio c o n Sdn Bhd 

STREET ADDRESS 

No . 1 , J a l a n Bioteknologi 1, Kawas a n 
Perind u s t rian S i LC 

CITY. STATE. ZIP CODE. COUNTRY 

I skandar Puteri, Johor, Ma l ays ia, 7 9200 
TYPE ESTABLISHMENT INSPECTED 

St eri l e Drug Prod uct Man ufac turer 

OBSERVATION 8 
Appropriate controls are not exercised over computers or related systems to assure that changes in 

master production and control records are instituted by authorized personnel. Specifically, 
A. General Fo1mat documents not controlled or reconciled. These fo1ms can be used in part for 

DEV/CAP A investigations, assessment/evaluation of CAP As, and as a fo1m for attaching data 
printouts. 

B. Changes made by engineers during filling operators to PLC parameters are not attributable. The 
engineers have a general log in (bosch service). This was observed during the review of the 
MLD audit trail. 

C. Analytical balance XP205 ~ units), Micro balance XP2~ unit), precision balance SP802S ~ 
unit), and high-capacity microbalance MSA36S ~ unit), used in the analytical laborato1y have 
general sign in feature. This results in weight sheets not being attributable to a specific analyst. 

Digitally signed Digitally signed by 
Paranthaman ParanthamanSandra A. by Sandra A. 

Boyd -5 Senthamarai Senthamarai Kannan 
-SBoyd -5 Date: 2024.09.27 Date: 2024.09.27Kannan -5

05:25:41 -05'00' 06:01 :OS -05'00' 
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EMPLOYEE(S) S/GNATURE 

Jeffrey P. Digitally signed by 
Jeffrey P. Raimondi -SRaimondi - Date: 2024.09.27 
05:40:11 -0S'00' s 

EMPLOYEE(S) NAMEAND TITLE(Print or Type} 

Jeffrey P. Ra i mondi, Consume r 
Safety Office r 
Sand ra A. Bo yd , Drug Na t ional 
Expert 
Parant haman Sent hamarai Kannan, 
Invest igator 
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