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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. 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. 
Ifyou have any questions, please contact FDA at the phone number and address above. 

DURING AN INSPECTION OF YOUR FIRM WE OBSERVED: 

OBSERVATION 1 

Procedures designed to prevent microbiological contamination of drug products purporting to be 
sterile are not established and followed, or did not include adequate validation ofthe aseptic process. 

Specifically, 

Your firm' (bY{
4
~e_manufacture sterile 

drug products tor the U.~. marketj! CbH14 1111 Imes are equ1ppea w1tn ,; ~testricted Access 
Barrier System). During the inspection, l (EL) observed the following. 

A. Th~~\ABS design principle and purpose are not adequately followed to prevent potential . . 
micro ial contamination ofdrug products purporting to be sterile. Specifically, excessive (bY{

4 

(b)l4':nterventions were perfonned that pose significant risks to product quality. For example, 

a) Pe[ CbT( Line,lliH4 of the'.(1,1141,Grade A intervention types ard CbTOO·nterventions. 
Review ofth~~~ {6)l niection batch processing records (BPRRs) 
for U .S. batche. CbTCl revealed that 

I Cb><4 interventions were oerformed rest4plect1vely due to either a 
1 

(b)(4~ . h . . d {6)(4 
lack ofl r not usmg t e existing 
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B. Aseptic processing procedures are not tablished or followed. Dl!r~ng the inspection, I (EL) 
watched the CbTC4 ine fillin videos of (b)Clnjection U.S. batches 

(b)(4),w- ..,t..h_m_ a_n..agement. We observed the 
~~-----------------....1following: 

CbTC41
a) General Procedure FU12-PR-INJ-GEN-0057, "Handling of Interventions in 

..,____>)1 
.... ine", section 4.5.12.3 requires to~zube~fcWal surface o J-----' 

stopper ba s completely on all surfaces wit .,_...,,..,,,.,.........,..,--_,,.......,before trans errmg t em 
from th CbT( • AF to inside of the Grade A filling line. Review ofvide~tlf<l that 
the above proc ure was not followed to prevent microbial contamination.!' j 
stopper bags were not sanitized prior to moving inside the Grade A filling line. 

b) Interventions perfonned during the vial sealing operations were not documented, 
evaluated in airflow visualization studies, or simulated during aseptic process simulation. 
Approximate1yjF 41orneals bag~ eals per bag) were added via CbJ'C

4 

interventions during commercial filling. Your firm's management confirmed stoppered 
vials are not integral until full sealed. You lack justification for not documenting, 
evaluating, or simulating the, CbT'4!interventions conducted during vial sealing 
operations to assure product sterility and quality. 

C. Poor aseP, • 
videos of 
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a) An operator's whole bod~ was observed inside ther rade ~ fill line space during WCl 
(b)l,intervention type[' lt1'.Transfer ofsterilized (b)(

4
~ topper bags" viaf~MBS 

..,..._..,.,......,,,,---r--.,.---.,......,.\-UJ_,(..Y observed the operator rp~, inside the Grrcfe A fie iRfr4J 
rom t e Gra e B area. o served this ~perator tossed (b) stopper bags from the 

(b)<4ffhe operator did not follow slow iln,d deliberate 
""m= 10-=-r-...,,...:a """"n, - _r _.,...ur.,..p""""""" - re, a maximum duration o (b)( as allowed"'"o .,,.n (bj11~ ,...,..,,..,110.,.,.- pe_yo""" .,.,roce.,,.u"""--' 
for this~BS (bT<4'intervention. 

b) I observed first air too en vials was blocked during intervention type (bTC4J"Removal of 
fallen vial a CtiT<

4J•. I observed the o erator usin a pair offorceps via L {b)(~to remove fallen or tilted vials at (b) I observed the oper ~~, 
placed l11s nancl and forearm over adjacent open via s w ucting intervention 
The impacted open vials were not rejected or removed. 

c) The first air to sterileltoppeJ; was blocked during intervention type (bTC41_,Addition of 
(b)OO toppers to th (b)( . After cutting the stopper bag open, I observed the 

""o_p_e_ra_.or touching or handlin the ba o ening, he then placed the entire bag straight 
upside down inside th (b)(.\ ollowed by a few hard shakes to 
dispense the stopP.ers. _e opera or sac 1v1 ocked first air to the sterile stoppers 
already inside the <411 also observed the empty or "dirty" stopper bags were placed 
on top of the "clean" unopened stopper bags. 

D. Regarding airflow visualization or smoke studies. During the inspection, I (EL) watched the 
Line static and dynamic smoke studies conducted in Oct and Dec 2023. I (EL) also watched the 

[ (b)OO,Line static smoke studies conducted in May 2025. The following lack ofadequate coverage 
or turbulent airflow were noted: 

a) Turbulent airflow or s~rlioe oLJ-IEeh, air was observed in static smoke studies of Grade 
A vial sealing room foit_ , - • (b)(4'J,ine. Your firm did not perform dynamic 
smoke studies of the vial sealing operations for the above fill lines. Thus, the impact of 
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the turbulent airflow or swirling of the Grade A air to product sterility or quality could 
not be assessed. 

4

b) w:h,IJ.lew; uodraft of airflow was seen above the Grade At T(~onveyor where filled and 
(6) I I d I h d d. f hC 4l • CbT(4J:. [ CbTC,,• ....________.vra s trave e tot 1e.....____. n t e ynam1c stu 1es o t e me. 

E. Regarding aseptic process simulation ( QLJnedia fills (MF). Your firm's MF did not include 
(b)(.il) .

studies of the vial sealing operation for _________ me where U.S. batches are 
filled. Your firm's management confinne via s are not mtegra until fully sealed. You lacked 
justification for not simulate the vial sealing activities during MF studies to assure product 
sterility and quality. 

OBSERVATION 2 

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

Specifically, 
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A. There is a lack of viable EM and n n-viable particle count (NVPC monitorin of the Grade A 
Cb114JCb><4l,AF in <6H4 ine. The t6J(4J A~ BS 

(b)(4,-,.~~ s~d for the transferring of sterilized machine parts (i.eCb><4 d . (' f d . ) .___________. 
_____. n accessories 1.e., orceps an scissors . 

8. SOP FU12-QC-MIC-GEN-023, "Personnel Monitoring in Aseptic Area CbT~ section 
4.7.4.2.3 re uire~ that finger <jl.aQ.SJU_Q.tlltQ.Ciog ~hall be performed for the aseptic operator 

(b)C4J erforming (b)(4J,ntervention. The above procedure was not al_y.,ays 
._fo ___ed _____am_llow_ For ex_, pie, onl/'Cb><4}mger dabs monitoring was performed after conducting Cb><4 

4D:iABS •ff41:nterventions of placing viable settle plate at different locations of the Cb>< 
Line. 

C. Viable surface monitoring results by swab method are unreliable in that the swab test method 
was inadequately validated. Specifically, the~·twn(6f&,"ducted in 2016 did not include the 
study of microbial recovery in the presence o~ jproducts. The swab test method is 

• I • I'd • d • • • f: (ti)(
41b lused durmg c eanmg va I atron ,at! to monitor cleanroom equipment sur ace .______. ate 1 

production. Currently, a total of~.,., ~de A;•.{f ,ade B equipment su,faces a,e monito,ed
• h. • d b d1 CbH h d • • h i lbl{4'"1 • Al Iu~~t 1s ma equate swa test met o ate pro uct1on mt ~ ___,me. so{li a tota 

ot~Grade A an~Grade B equipment sur aces are monitored <6><4>batch in the ff
4
l ine. 

OBSERVATION 3 

There is a failure to thoroughly review any unexplained discrepancy and 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, 
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A. Complaints related tc (6Y{4}ablets received for product .._-,..,....------------,
defects including, but not limited to discoloration and CbH f tablets, were not adequately 
investigated. For example: 

a) .,__________.is a___,_--,-............ (bY{4~dru substance, which requires (bJ~ ~ 
control parameters during manu acturm Cb><4 

The complaint investigations state that a Cb><4 

(bY{-4 d checked in:_process and foun sat1s actory, an improper an mg o 
...p_ro_ct...,u_c_t_1o_n_a_1_ct.,s (i.e. CbJ<4lcan be ruled out. However several deficiencies were 
identified during the inspection with the handling and use of (b1141which were not 
included in the evaluation, including, but not limited to, the following: 

1. There has been no assessment conducted for the Cb)l components 
\oY{-4Jcanprior to the current inspection to •usti that the 

CbTC4l 

C
eruta.teb:...cmltw~ 

" inclu m~ al the potential exposures and hanc11mg ot tile 
__Cb_H_.4,._.p_r_io_r_,t_o_a...nd during.._l____,~(4fhroughout the drug product's shelf 
e. 

(bY{4l_,. ....
2. ef.!!!e drug product can be (b~ 

(b)(4)(b)(u-.0...n_c_e"" CbT<4'the vendor's 
Cb> <4 The 

...___l0J_l4
_,1storage location is also not within a \UJ\",..o_n_t,...ro_,.,l -ed..,.....e_n_v...1r_o_n_m..,ent. 

There has been no assessment of the im~ct that this <6)1
4 torage 

~ndili~ 41~ addition, the ven or-supplied(b)(4f...____________________... ag could not be located . 

CbTC4l3. The vendor' Cb)l or the 
which will 

--.,..--------,-,-,
procedural requirement to assess this 
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impact on the 4
(bH l rior to ~ urthennore, during the 

ktbmugh ~fthe (bH prea on 02Sep2025, vendor (b)l4l(b>C4 h d' __..,..__,.._.__ . . 
____. ags a a puncture with no mtegnty assessment requirement. 

b) Retain samples were not i),dequatel assessed. Stud FU 12-MIS-VSP-0692 showed 
samples withou (b)C4l ailed (bf<.J assa (bTC~) at 1 :,iespite meeting 
appearance specs. Complaint investi ations for (bH ' ablets"aia not consistently 
require chemical analysis for (bT( 'assay.----

Since 2022 a roximatel}' 96 complaints have been received related to discoloration of 
(bf<4 ablets, with approxif!1ately 76 complaints identifying that 

'"t e pat..._ t ..-- m a- e.....,t,,..... ru_. (b)~rrections were implemented in,.,-__...,.1en..,. a..,....- 1s..--n-.....- e--.-_g product. Sincq 
August 2024, 14 additional complaints have been received1 or discoloration, disintegration, and 
broken tablets. 

B. In 2025~ four non-conformances were initiated for a total o~TC4;patches of ~ ablets 
USPi (b)(4 mg not meeting the CpK acceptance criteria of2: (b>C4 for the (b>C4 ssay in 
labelled amount.due to process capability (CpK) and process performance (PpK). Three ofthe 
investigations concluded no root cause was found. However, investigation APL-FU l 2-PNC-25-
0106 concluded that the root cause for being outside the C£K acceptance criteria could have 
been attributable to lower assay values (e.g.,G~1} and~o) included in the process 
capability evaluation. You failed to provide a 1t1onal assessment in non-conformance APL-
FU I 2-PNC-25-0 I 06 to assess these batches and determine if there were any anomalies that could 
have led to the lower observed assay values. 

Since 2022, there have been approximately 60 non-conformances initiated due to not meeting the 
acceptance criteria for CpK and PpK with either no root cause found or the root cause of the non­
confonnances being attributed to the variability in the results obtained during the assessment. 
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OBSERVATION 4 

Your firm failed to e . .'itablish adequate written procedures for production and process controls 
designed to assure that the drug products have the identity, strength, purity, and quality that they 
are purported or represented to possess. 

Specifically, 

A. Process validations do not ensure critical parameters are challenged and validated ranges are not 
incorporated into batch records. For example: 

b. Samples were obtained from th ___ •ff41during the process validation 
summarized in FU12-PPQ-R-0230 from (b)(4) (b)l4~There 

• f I ---- (bTf4i • hw.;t..s..n<l.iestrA\!.in~ ese samR es, nor was there_____,testmg 01 ______. n t e 
____ o ensure! (b>1

4j ccor mg to the validation protocol, over 
(b)(~ofthe drug substance may lead to dissolution problems, and the (bT is ..__...... 

cons, ered a critical step. 

c. The batch production record implemented based on the above process validation 
incorporated a tota (b)l4' ime of NL T (b)--C-0 nd allows 2 CtiTC

4~of 
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<6H4 The batch record does not adequately ·11c.QJ,:Qo.r,a.te_jhe findings of the process 
---.--.- ~r--<6TOO MWvahdat1on, as th~ was only challenged at__________.1 

C. The controls established for handlin <6TOO'and drug products containing this 
drug substance, including , Tc4 ablets, do not ensure that 
there is no negative impact on the assay and impurities ot the drug product. For example: 

a) Dru roduct tablets contain in ~<6T(4)'_,.re <6TCl 
<6H4J. <6H~ 

m..._ ____ ooms [here has been no adequate studt-~~,..... 
'"de_!_- ...__ ... amount oftime t <6>(4lablets can remain exposed to ~'""_enn1ne t.,.e e 

<6H4kithout impacting the assay and impurities of the drug product. 

b) The <6)l4l ablets containin <6TT4'dJ:yg substance are_ 
Wit I (6)(4lha;J (6) 

_.,;;..;...;...;..;..;;;___;__;= <6H4 During the walkthrough on 02Sep2025, <6><
4 

torage 

ta!?S..ha~vMealed comers and ripped seams despite do~umentation stating integral seals. 
'---,-----,-.....1areas are not fully sealed, and the! <61 C4jprocedure does not ensure 
consistent use or seal integrity. 

c) <6TT4 is used throu hout the manufacturin unit o erations, and the 
4<6> <~ stored within <6TT4 ~a{::<6TT1 

<6TT4 The <6H4 ag is no <6H4\vhen the; <6fo>,are no 
''"1_n_u-se- ,-a-n""'ct_d,_u_n_n_,g the walkthrough on 02Sep2025, the (tif( 

4 
were bemg stored in an _____. 
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area with lbTC4lNo study has been provided which justifies the storage of the 
(b <41in this area under these storage conditions. I 

d) rQw:i.!J..1Ltb..~l\Jktbm.u.!!_'1 ijn 25Aug2025 while observing thel lbH
4}tr CbT(

4l 
(b (4 ~~ - •SP tablets, at leas rums Qt tablets that ct1d not have 

4
container labels attached were observed. In addition, a (b)( l:ontainer of tablets from 

lb114lthe same lot was identified, which is used td 
lbH4 This extraI 

\,UJ\"t1container did not have any I 

OBSERVATION 5 

Written production and process control procedures are not followed in the execution of 
production and process control functions and documented at the time of performance. 

Specifically, 

(b)"{,4 
A. I quipment parameter changes are not always recorded and there are no established 

procedures related to the appropriate checks required to be conducted when parameters are 
changed after set-up. For example, the following batch records were reviewed in which 
parameters were changed, and no procedures were provided which indicated the in-process 
checks required to be conducted: 

. lbT(4l r (bY{t 
a) Dunn~the manufac.tu~ ·~ U'..aluets..Jl..S.l!I 

(6) '.4~ (b)( ¼ (b)l4ll 
rgBatch ·,atter setup was completed, the I i 

(b)(
4fere changed from the original a,, roved set-un 

(6)"{41 parameters according to the operating history obtained from theI 
equipment. The batch record did not indicate these changes. 

olln ,ssu~t>EMPf.OYEl;(SJ SrGNATURE EMPI.OYfE(SJNANEANOnTU!(PMotl)op,) 
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b) During the manufacture o (bH
4 Tablets USP Cb>14V1g Batch CbT<4pfter 

setup was completed, th Cb <4>and ind1v1aual 
---,--...,..,=----=---.,....,---,,----------I

lower and upper limits were chan ed from the :::inal set-up parameters according to the 
Catch Report obtained from the :.]equipment. The batch record did not 

1 
indicate these changes. 

11
c) During the manufacture o CbT'irablets US~g Batch[ (b 1after 

setup was completed, the WC-Owas chanqed from the ongma) set-up 
parameters according to the Batch Report obtaine from the[ Cb>, 
equipment. The batch record did not indicate these changes. 

B. Batch record review procedures do not ensure that the process parameters established within the 
batch record are adequatel~erified. For exan:iple, during the review of the change report 

lru.,iated w(ith thdl (b)l4k (b)(~ablets USP (bJC-OmtBatches! Cb)OO.and 
(bf(:.J . . . . . Cbrn · • · • • ..,_____,the md1v1dual,x&ue hm1t upper percent nd md1v1dual value !tm1t 

lower percent_,,____ \•H 
4 ~hich when th ,liT~ o Cb1141is above 

or below these limits will reJect that individual tablet, were not set at the approved set point of 
CbT( 'as established in the associated batch production record and summarized below. 

(b)(l 

According to the operator and Quality Assurance personnel, the adjustments were made because 
the equipment was rejecting the tablets after setup. Both operations and quality assurance 
ersonnel stated that the tablets were verified to pass all in-process checks (including (b)l4l 

..______________,
CbT<41prior to running the batch, however the in-process checks 

09/05/2025 

SEE Eileen A. Liu, lovestiga tor 
REVERSE OF Jose11h A. Piechocki, Investigator 
THIS PAGE Claudia Perez-Kasmarski, Investigator 
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described above were not documented. Furthermore, in both batch production records, all 
operations and in-process Quality Assurance checks recorded this value throughout the batch 
production record aC:CbTOO,even though the change report shows that the parameter was not set at 
this value. In addition, a non-conformance was not opened to document the incorrect set point. 

A review ofadditional batches manufactured during this campaign showed that at least! (bH
4 

additional batches did not have these setti~ correctly set during manufacturing, and these batch 
production records also recorded the CbJ hecks a~ 

OBSERVATION 6 

Equipment and utensils are not cleaned at appropriate intervals to prevent contamination that 
would alter the safety, identity, strength, quality or purity of the drug product. 

Specifically, 

A. The campaign length cleaning studies conducted for CbJl4l nd CbT(4J 
equipment to establish the number ofdays or number of batches before a ype c eanmg nee s 
to be performed are not scientifically justified or defined. For example: 

a. ______ CbT R/SD Z1<4'p8 (within 
,.,. • which is used fort e CbH4 of Cb>C4 sed in the 

manutacture ot]_,___,_________ Cb><4t[ablets USP, the number of 
batches execute between Type Ccleaning rangedrroin'CbT<4'patches. The campaign 
length study used~to support the number ofdays/batches within a campaign challen ed ~. 
the (b>C4'~owever did not document the rationale for not including the CbH4 

CbH4>wiffim the room. 

SEE 
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b. From CbT(4lfo _ _,,___{6)"{4~pment PRISQ CbTC4p8 
,.,.. which is used to manufacture l•H 

4 

.:,-,.......---,,..,.,,=--!
ablets_USP, t e number of batches executed between Type C cleaning 

..ra_n_g_e..,.d"""fr,...o....1m Cb)C4lbatches. No data was provided to support the campaign length of the 
maximum num er of batches. 

B. Equipment used for the manufacture ofdrug products intended for the US market are not 
appropriately cleaned. Durin tl}e walkthrough on 26Aug2025 of the {6)"{4)after a Tyye C 
cleaning, apparent Cb)~1 (later identified ~ c6r00was found on the Cb><j In 
addition, standin~ CbH4was o served within tht CbH4 line for the same (bH

4 1dent1t1eacturing 
the inspection as incorrect CbTC4' f the {6)"{4)1ine. 

OBSERVATION 7 

Buildings used in the manufacturing, processing, packing, and holding ofa drug product are not 
maintained in a good state of repair. 

Specifically, 

A. On 27Au 2025 during the walkthrough ins ection of the Packing Material Storage Area 
.....,__....,.___°'_n_,"M'arehouse locate<J; Cb)l4' fthe warehouse building were ___ 
observed in a state of disrepair. I (CPK o serv ea y, corroded, and perforated ceilings and 
rainwater seeping through the shipping doors and ceiling tiles. As I (CPK) walked throughout 
the storage, I (CPK) observed puddles of water accumulated and a plastic bag collecting 
rainwater near entry doorways. In add ition, rainwater from leaks was observed in the following 
areas: 

a. CbT<4?J>acking Materials Storage 
b. Cb)l acking Materials Storage ,..___________, 
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C. (b11\'inished Products Storage above 
(br(4

d. Receiving Entrances 
e. Piping above (b)(4) __________, (bTC4l(bTC4lLotf. Coming throug a o e 111 ce1 mg above .______, 

labeled "Keep Dry". 

There was noticeable corrosion in th~ <6TT4}iles lining that could 
potentially harbor moisture-loving bacteria, mold, and other pathogens that may contaminate 
packaging materials and finished drug products. 

B. Records for .....,.___ -,---,-.....,,.,.....,, (bH4 ensors lack traceability in Building 
Management System (BMS) Reports. l'h~ (bT(4J' eadin s fail to 

,.ad =I., : ,I ifJ: h • d d 1 <6H4).!' H4 I eonat-".ll..J.U~\j t e tn epen entL.......J uonitors y equipment 

C. On 01Sep2025, during the walkthrough inspection of {6)l4larea and
I (b>W&usn.e.nfilQ.u:::rmr.l (b>~g, Batch 
~ rved thel (bH4 ir: (bH monitor ..,______.

._L______--_--_.J not readmg the (bH4 

OBSERVATION 8 

The responsibilities and procedures applicable to the quality control unit are not fully followed. 

Specifically, 

A. During the review of the cleaning and sanitation of the (6yt.\J ystems, passivation report _ 
(b)(

4 
of 

storage tanks and loop distribution system performed on 08Dec2024 shows that the (b1r4k,as 
and out ofspecification. According to SOP FU12-EN-CLN-008, the loop must be .,_______, 
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4 
Cbn 4 he system until the iJf41•eads within acceptance criteriar Tc~nd 

mea~ure the same. However, on 09Dec2024, Quality Control Unit reviewed and approved the 
(b)C4'for use including a potential risk for chemical contamination. 

B. I (CPK) reviewed thC:(1iH4palibration results for multiset point micropipette Eppendorf #32, 
report QCMCMP32/12, dated 31Dec2024. I (CPK) observed that the calibration was performed 
using a scale that did not have the sensitivity (nearest thousandths) to measure 10 microliters 
(uL) ± 0.12 (nearest hundredths) accurately and precisely. Instead, the IO uL pipette was 
measured as a 20uL pipette and averaged the results for the IOuL micropipette. The analyst 
perfonning the calibration wrote the balance was unstable, however, the Quality Control Unit 
approved the micropipette for analysis. 
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