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This document lists observations made by the FDA representative(s) dtu-ing the inspection ofyotu· facility. They are inspectional 
observations, and do not represent a final Agency detel'lllination regarding yotu· compliance. Ifyou have an objection regarding an 
observation, or have in1plemented, or plan to implement, corrective action in response to an observation, you may discuss the objection or 
action with the FDA representative{s) dm-ing the inspection or submit this information to FDA at the adch·ess above. Ifyou have any 
questions, please contact FDA at the phone ntunber and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 
OBSERVATION 1 
Procedures designed to prevent microbiological contamination of mu g products pmpo1ting to be sterile 
are not established and followed. 

1. During aseptic filling operations, procedure EP2-PRD-SOP-002, "Personnel Behavior in Aseptic 
Area" and line specific intervention procedures were not followed: 

(bY{4Jln. • a. During aseptic filling ofl ·1 ~ect10n: 

i. On April 16, 2024, for line assembly and filling on your t6JCl Line, U.S. market 
batch! Injectionjgram/vial, operators were observed 

4 4 performing an Cb>< interv. ention where they ~sed (bY{ }~ 
to assemble the (bJ , (Interv~ntion I-1.3) used to CbH 

4j dispense 
(bY{-41 of sterile CbJC, into the empty sterile vial on the filling I 

line. During this step ofset up the operator's aims and upper torso were also 
observed reaching over the line blocking laminar air flow. This practice was 
consistent with that observed during line assembly for ROW1 · (liH"J 

In• • b h ~ Cb)l4l • ·1 • • b dJect10n, ate es ·i A s1m1 ar mtervenbon was o serve 
during media fill batch CbH 

4j conducted in July of 2022 and dete1mined by 
investigation APL-AN-PNC-22-0125 to be the root cause ofa contaminated vial 
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and subsequent media fill failure. 

ii. During aseptic filling on April 17, 2024, Cb>14 gram/vial, US 
(b1141tobate~ <"r1 the operator was observed using the non-sterile RAB~ 

4 perfo1m intervention C-3, "Adjustment of fill weight", where < were 
placed into and around the Cb>14 used to dispense the sterile 

Cb>14 into each vial. This same intervention was observed and 
,_p_e-rfi-o-1m_ e_d-in- th_e_sam- e manner during the filling of ROW CbT<4l 
Injection, batches CbT<4l 

. (b)14 
111. On April 16, 2024, operators were observed erfo1mm~ n 

intervention to change out the canister of sterile CbJC4l from an 
empty canister to a full canister. This intervention involves numerous manual 

• 1 • h h CbT<4l d h h ' mampu abons w ere t e operator uses _ __,._____,,... an w ere t eu- aims 
and upper body ai·e over the filling line and stopper ti·ack with exposed stoppers. 
This intervention is perfo1med up to ~ times during aseptic filling of 

(b)14 . (b)(4]
0 erators were also observed usmg _______ to manually 

'-w-ip- e- sp_i_ll-ed-+---iCbT<4l off the filling line following this intervention. 

b. During filling of CbT<4l Injection on Cb>14 lines ------ ----- --------
i. Duringintervention C-67 "Removal of Fallen Vial From Conveyor Before - ~- ~ •on_._..,...,.__,.___..._ lme ___J operators were observed to touch the nm 

...o...,,.f -an- op_e_n...vial with the RABS CbH4 during batch (b1141The vial was 
subsequently left on the line and filled. In other instances of this intervention 
during batches CbT the RABL (b111closely 
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passed directl over open vials that were not removed. The RABS (b)l4lare 
(b)l4l c (b)l4l b h . . h 1·remove d ________ 1or_____ ut ot e1w 1se remam on t e me 

where they are sanitized, but not sterilized. 

(bTC4lii. During interventions to remove fallen vials at the 
operators used the RABS (b)l4l directly over open vials t-h-at-w- e1-·e_n_o_t_____ 

subsequently removed. For example, this occuned during aseptic filling of: 
4 

(b)1-4 Injection batches manufactured on (b)l4l line (b>1 

"'"in_c..,.lu_d.,.,,i-ng ___U___S....market batches ____ (b-C4l and 
4

(b)1-4 Injection batches manufactured on (bH includin_ g_E_U__ 
4 market batches (bH 

111. During (b)1-4 of stoppers (intervention 1-3) and removal ofjammed 
(bT(4l c5 . C 7) 1 • (bT(4l h b dstoppers mtervenbon -1 on me____. t e operator was o serve to 

-u-se--,th,...e RABS (b)l4l directly over sterile stoppers and the surfaces of the sterile 
4stopper bowl. For exam le, during aseptic filling of (b)1 Injection US 

4 market batches (b1r 

iv. On April 25, 2024, while observing an operator perfo1ming area cleaning 
4in the Grade A and Grade B areas of line •ff where vials are aseptically filled, 

4 
(bH the operator's donned sterile 

----,------,-----,---,-----,---,---,---,---,.-.,,....
gowning was observed to have a hole in the back of the gown on the left side. 

c. Durina aseptic canister filling of bulk (bTCl batch 
q_.-(6}~ ' -------------------(EU market): ------
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• 0 1 d £ d Cb>14 • CbT<4l • h WCl 1 • • fl (LAF) 1. perators p ace orceps an ,,__,,_... m a m t e___ ammar atr ow 
during aseptic sampling of filled containers. The operator reached over the tools 
and rested their hands directly above the tools before using the WCl to sample 
sterile product and the forceps to open the sterile canister by contacting the 
primru.yclosure Cb>1

4 
stopper. Additionally, the operator was observed to place 

the Cb>l4l cap and stopper on the sampling vials or base of the LAF and then reach 
over it before replacing the product contact stopper on the canister. This sampling 

• f (b)(-4 b lk • 1 I ~! • CbTc4lb hof fi ll d1 e contamers o ___ u occurs approximate y ~ tlmes ate 
during US market batches. 

11. The sterile canisters used for filling bulk 
---.(b1141were placed on a stool outside of the b ..a_1_n_· e-r-£-01-· -o-p-en_m_· _g_a_n_d_cl_o_s_in_g_,_ 

rather than on the CbTC4l as specified in procedure EP2-PBA-SOP-065. During 
Cb)l4l and placing of the open canister on the Cb>14 the operator 

""w_a_s_o""'b'""s-e-rv_e_d-,-to...reach across and dismpt WCl laminar airflow near the open 

sterile canisters. 

d. During aseptic filling of bulk Cb>1
4 

API into sterile canisters: -----
1. CbTC41filling, WCl filled canister is opened in a Cb)l4l LAF for sampling. The 

operator places sterile forceps and CbT that contact the product and primru.y 
closure in the sampling CbTC41and leans over these items during operations. 

11. The operator appeared to lean their body neru.· the open container during r~moval 
4and placing of the WCl stopper and while reaching for the •ff line. 
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WCl rn· . . d . . . 1 •ff42. Jecbon reqmre COITecbve mtervent10ns to rc ac1 
4 

__(b_~ _ after __; s-e"""iz_e_d,_d.,..u...e to build up of sterile product leaking from the (bY{-4 ....an_d.,..ch-e'y ing, 
causing sticking, following filling line stoppages. Change control CPL-AN-CC-23-OO92 (closed 
June 29, 2O2c:im, lemented the spraying of the Cb)l4l with sterile (bY{4lthroughout the batch 

4whenever th Mi surfaces staii to chy. For exam le, for CbH4 Injection batches it 
occu1Ted seven times during US market batch CbH4 and six times during EU mai·ket 
batch CbTC4l 

The change did not include an assessment to identify an appropriate way to prevent leaking or to 
apply a lubricant that would not rapidly chy and require repeated interventions during the aseptic 
filling operations to reapply it. The intervention was approved without evaluating the new 
intervention in the smoke studies on CbT 

During batche CbTC4l operators 
did not follow the intervention procedures that reg,uire filling to be stopped while perfonning this 
· · f · (bT(4l h iff4mtervenbon o spraymg on t e ------

OBSERVATION 2 
Procedures designed to prevent microbiological contamination of chug products pmpo1iing to be sterile 
did not include adequate validation of the aseptic process. 

1. In commercial production, sterile (bY{4LAJ>I is aseptically filled into canisters, 
approximately WCl batch. Cb><4 filling, Cb)C1canister is opened and manually sampled by 
inse1iing a sampling tool i!). a, \D}\ 

4 j LAF. This repetitive manu~Hy intensive 
aseptic intervention for (b)C4l canister is only included in, (bY{4jmedia fil (b)C4l 
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(bY{-4 PI • 1 • 11 d ' d • CbT,The filled A camsters are ater aseptlca y 1spense mto a 
(b)(4 Th WCl d • fi ll d • • 1 H4> • Cb><4>b he .__ __,.,.. pro uct 1s 1 e mto approxnnate y camsters ate . 

(b)(4\---,.,--.,---d'"'" d 11 1 d b . . 1· 1 . lbTcamster 1s opene an manua y samp e y mseitmg a samp mg too m a 
\UJC4l LAF. This repetitive manually intensive aseptic inte1vention for (bY{-4 can,_1-·s-te_1_· 1-·s_o_n_l_y.. 

..,., --,-1-d'"" d . (bY{-4 d. fi 1 (b)l4lme u e m me ia 1 

2. Airflow visualization (smoke studies) of Grade A laminar flow do not demonstrate there is 
appropriate air flow during commercial operations: 

(bY{4 a ~ a. During aseptic filling of 
laminar airflow unit with CbH4 flow is placed CbH4 to the 

..-,---,-4(bY{-4 filling area with a \ D}l laminar flow. Open sterile cannisters are placed near 
,---(b)(4 

areas. Smoke study evaluations have not thoroughly 
----,----,,--,-.,--,,---,----
evaluated this bounda1y to evaluate any turbulent flow caused by the interaction of the 

(bY{-4 laminar flow lmits. 

b. The manual opening and aseptic sampling ofcanisters in a CbTCl LAF has not been 
4 4evaluated during smoke studies. This sampling occurr (bY{ filling bulk •ff API 

and again, Cb)l1 filling the Cb)l4l 

c. The smoke studies for the areas where filling of API into canisters and for filling of 
(bY{-4 bulk CbTC4l into canisters occurs was not----configured the same way as it is used during commercial production. The smoke studies 

only include<l:::] canisters, whil( (bY{-4j w~re typically present in commercial 
manufacturing. Additionally, a sample Cb><4 and scale are present in commercial 
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4production, but not in the smoke studies. The (b)1l supply is placed on a r T(] in the 
smoke studies, but was observed to be kept on the CbT<1LAF during commercial 
batches. 

·CbT(41d. Your airflow visualization study conducted on the~ Line used to fill I 
Protocol# E2-MIS-VSP-0073, effective June 13, 2023, perfo1med under dynamic 
conditions, was not representative of commercial production for intervention C3, 
"Adjustment of fill weight" (C-13 in the smoke study protocol) . During our review of 
commercial production for US batch! t"ff1 and ROW batches I Cb>14j
I Cb>14lan operator was observed perfo1ming this intervention multiple times where 
they used the RABs CbT<4l and reached their entire mm across the filling line to manually 
manipulate and adjust the fill weight andl CbT'i In your smoke study, this 
intervention was perfo1med using forceps, in lieu of the operator 's mm , to reach across 
the line and simulate this intervention. Your media fill study conducted in November 
2023 per protocol E2~ -APSP-0001, shows this same intervention, C-3, being 
perfo1med through the RABs,C>14j using a small tool, where the operator has minimal 
contact with the I CbYl~j 

OBSERVATION 3 
There is a failure to thoroughly review any unexplained discrepancy and the failure of a batch or any of 
its components to meet any of its specifications whether or not the batch has been ah-eady distributed. 

1. Investigation APL-AN-PNC-22-0125 was ol]ned when one turbid vial in CbTCl #64, produced 
4during the aseptic process simulation for the ~ Line, perfo1med in July 2022, was found on r Tc] 

~~of incubation. The organism was identified as Staphylococcus haemolyticus. This line is used 
to aseptically fill the U.S. marketed dtug product,! (b111gram and (b1141mg vials. Your 
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investigation references the time frame of 13:43 to 14:39 when you believe theC:Tc
4
]containing 

the turbid vial was filled. Your investigation documented that 14 of the 15 interventions 
perfo1med during that time frame were I (bTC

4linterventions. It attributes the root cause to be 
4I (b)l1 intervention C-3 7, "Replacement of the I (bY{ j using the rational that this is a 

non-routine intervention. In your investigation you did not fully assess the other 13I (bTC, 
interventions perfo1med during that time frame. You also did not address the risk to commercial 
product as this intervention was observed in the media fill recording to include the same manual 
manipulations as those observed while reviewing commercial production, machine assembly, 
specifically intervention I-1.3 "Assembly of the:~ (b)C4l ~Your conective action was 
elimination of the intervention, "Replacement of the (bT'i but it failed to include an 
assessment of the cmTent interventions that are perfo1med during set up and filling, which 
require the same or similar manual manipulations, including ways to augment those similar 
inventions to reduce risk to the product. 

2. On October 07, 2023, OOS Investigation ANOOS230014 was opened when the following results 
for 1 (b111content, by ICP-OES, for l (bY{4jSterile Bulkr · (bT(4were obtained against the 
specification of(bTC4l%: 

(bTC4J
Batch '/o 
Batch Vo 
Batch ,'/o 

(bY{4jYour fnm' s laborato1y investigation attributed the OOS results to be due to I 
I (bY{4j in the sample container resulting in the test sample 
containing I ll>H, 
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On March 24, 2023, OOS Investigation ANOOS230004 was opened when the Assay result (by 
CbT(4l . (bf(4 (6) Cl (bf(4 . .

HPLC) for I Sten le Bulk, ___was found to be % on an basis agamst the 
specification of___Cb...,fC4l,..% and t"H4 % on a CbfC-4Jbasis against the specification of Cbn] %. 
Your investi ation conclusion dete1mined that the OOS result was due to minor CbH

4 

4 
________________Cb_rc_ (potential ___Cb_•r ....c4l ofAPI), within the sample. 

This bulk CbTC4l is filled into canisters up to WCl in size, in which it is allowed to sit for an 
undefined length of time prior to being filled into individual vials. Each of these investigations 
and the associated manufacturing investigations failed to assess the length of time the bulk 
containers CbfC4 remained in storage prior to sampling. The investigations were not extended 
to establish whether similar {6)1' occurs in the commercial containers. 

Additionally, your fnm has not established bulk Cb:j hold times, support~1 by bulk hold 
(bf(4studies, for your Cb>< to show that the Cb)C4ldoes not ..._,____ 

degrade over time to an extent that adversely impacts the quality of the finished sterile diug 
product. 

For example, Cb)l 4l bulk lot Cb)l 4l were pe1mitted to sit 
for up to 7 months as a bu~ in___ Cb><4 canister~ before being filled into vials. The 
following fmished diug product batches for Cb1 , gram/vial were filled using this bulk 

4 wc~ d distributed to the U.S. market: Cbn 
CbT 

OBSERVATION 4 
Separate or defmed areas to prevent contamination or mix-ups are deficient regarding the manufacturing 
and processing operations. 
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1. Your fnm ' s containment control and monjtoring programs are inadequate to address the ~ 
possibility of cross contamination of Cb><4 

~ pha1maceutical Qroducts (i .eJ CbT'i 
APis and finished dosage fo1ms) with the Cb>~j and vice versa. 
Prior to introducing I Cb>14lon site on Cb><1 ana begmmng manufacturing 
operations for I Cb><1 in, (tif( 

4j on November 28, 2023, the following controls were not 
established: 

a. Your fnm did not develop and implement an analytical method capable of detecting cross 
contamination ofl Cb>14j in the I Cb)l, products. 

b. Your fnm did not develop and implement an analytical method capable of detecting the 
Qresence of cross contamination ofj CbTc4 in the1 CbTc4 manufacturing facilities I (b)141 h 'd ' fj d • • • 1 •nor ave you 1 enh 1e appropn ate momtormg ocabons 
to assess for potential cross contamination. 

C. Your fnm did not establish/validate a deactivation agent for decontamination of the 
I Cb)l, product or a contingency ( con ective action) procedure that will be 
implemented if contamination is found which exceeds established acceptable limits in the 
manufacturing blocks or other common areas. 

2. Prior to inti·oducing I (bH"l your fnm did not establish thorough containment practices 
regarding the handling and movement of personnel, equipment, and materials, through common 
areas. For example: 

a. Your fnm also did not resh'ict personnel working in th~ Cb)l1 manufacturing block 
(ti)7(, r (br(44iI from entering the manufacturing blocks on the same 
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day, and vice versa. Your fnm did not have dedicated personnel for each facility. 

Your procedure, EP2-PLC-SOP-001-01, "Plant Entiy and Exit", does not state that 
personnel working in one block cannot enter the other. 

CbT(4
b. The QC and microbiology laboratories are shared between th~ 

{b)l::14facilities. The microbiology laborato1y is located in the!;'(b)( ,-olOCK wfiere 
(b)(4 

~anufactured. Microbiology samples (EM, bioburden, (bH1etc.) taken in the 
(bY{,4J block are incubated and read using shared incubators and laborato1y areas with the 
(bH4

l block. Personnel entering in the laborato1y are not resti·icted from entering 
production buildings and common areas used be production employees. 

C. Paver batch production and conti·ol records and environmental monitoring records for 
(bH1 products 

were moved from their respective manufacturing blocks through the campus to the 
administi·ation building for storage. New documents issued to the respective 
manufacturing blocks are issued from this shared document conti·ol area . Personnel 
working in the administi·ative and document conti·ol area are not resti·icted from entering 
production buildings and common areas used by production employees. 

d. Tools such as hammers, wrenches, screwdrivers, etc. which are used to perfo1m general 
maintenance and repairs throu~out the campus and all manufacturing blocks are not 
dedicated to [ (bi11 areas. Maintenance personnel working in the area 
where tools are stored are not dedicated and are not resti·icted from entering production 
buildings. 

e. There are separate canteens for workers to use for meal breaks: ho~ever, the enti·ances to 
these canteens have no conti·ols to prevent workers in the (b>< 

4j block from using 
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the same canteen as those working in the r Tc41blocks, and vice versa. 

f. Your fnm constmcted a new manufacturing/fillin~block1 CbTC4j for filling the product 
(b;1 -- •m1ect1on. Thi Is (b)~ t •manu actunn bl. koc an d ht eI 

manutacturmg 6loclc or r (b)1,4j are separated JYI (b\, The warehouse 
4entrances for receiving material are located I (tif( )

I CbT, 

g. Personnel working in the I t"ff1 production areas pass through a 
common plant entiy and exit area. 

h. Facility meeting and conference rooms are common areas between employees that have 
been in l Cb

111areas. Personnel that have been in these common areas are 
not restricted from entering production areas. 

OBSERVATION 5 
Your fnm failed to establish adequate written procedures for production and process conti·ols designed 
to assure that the diug products have the identity, strength, purity, and quality that they are purported or 
represented to possess. 

1. Appropriate statistical sampling plans that would pe1mit evaluation of inti·a-batch variability 
have not been used during process perfo1mance qualification studies. I CbTC1 data points are taken 
from! Cb)l~ without justifying whether this sampling plan could detect 
variabilityr or CbH1 Injection from different points on the I Cb>14jor from 

(b)(41 different 
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2. Your process validation stud for WCl Protocol E2-PPQ-P-003 l , (bTC4llnjection used (bTC4l 
sample from the (b)14 consisting of (b)l vial, to assess the (b)l 4l 
conten (b)1-4 test) of the product. Your sampling plan was not statistically derived where intra 
batch variability could be evaluated and detected throughout the batch. 

OBSERVATION 6 
Aseptic processing areas are deficient regarding the system for cleaning and disinfecting the equipment 
to produce aseptic conditions. 

On April 29, 2024, _________ wc1 cleanjng wipes packaged and ready to ~b~ used forC:Tc4 
) 

aseptic cleaning in the Grade A area of the (bH4 Injection (b>Cl filling line (b)C1 had(bloose 
4threads and fibers on them. The same wipes are~ also used for (b)l cleaning in the •ff 

Injection manufacturing lineJ (b) Upon receiving, the wipes are not inspected for the 
presence of loose threads and fibers. 

OBSERVATION 7 
Aseptic processing areas are deficient regarding the system for monitoring environmental conditions. 

Surface monitoring of the filling and stoppering machine is not perfo1med in a timely manner following 
the completion of aseptic filling operations to ensure the data is representative of the environmental 

conditions at the time of filling. For example: 

1. Following the end of filling for (bT Injection batch (bT at 9:55 on April 20, 
2024, the surface monitoring of the filling machine did not sta1t until (b 41on April 21, 2024. 

WCl at2. Following the end of filling for WCl Injection batch ------ -----
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2024, the smface monitoring of the filling machine did not staii until 15:46 on Mai·ch 13, 2024. 

*DATES OF INSPECTION 
4/25/2024(Thu), 4/26/2024(Fri), 4/29/2024(Mon), 4/30/2024(Tue), 5/01/2024(Wed), 5/02/2024(Thu), 
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Anastasia M Shields ~ n.ASoyd 
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