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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 FIRMVVE OBSERVED: 

Observation 1 

Your multi-product manufacturing areas are not adequately controlled to prevent potential 
cross-contamination. Specifically, 

a. There are no physical or procedural segregation controls for materials, equipment, and 
personnel movements between upstream and downstream manufacturing areas. 

b. The clean room grade (CRG) areas lack s[pecified pressure differentials between upstream 
and downstream manufacturing suites for ~ intermediate, and parameters for air 
exchange rates for the CRG manufacturing suites have not been defined. 

c. There are no established standard operating procedures (SOPs) for managing shared 
processing areas for concurrent multi-product manufacturing operations. 

d. During inspection, it was observed that operators in the CRG and Grade C manufacturing 
suites frequently left~ ---- (bH-Of , pen for extended periods with_out covers. This 
. d I . ~ - . f • (b)<-O~ r----(6)1:lissue occurre mu tip e times ctunng me connection o aseptic .----1LOL___ 

______(b_~ ...<41on .,..,...___,,,.......,.,.--=-___,,,_...,""' (b>< 
4 
and ~•H 

4 

Additionally, opera ors 
were seen working in the Grade c (bH - rea without 

1
masks while performing these open operations. Operators were also o served spraying 
f "'"ltoj •1, sanitization near ope!f ""1posing risk o(::contamination 
1o l ~e .. L___,...,.____,___....,..______ ~ There are no procedures in place to 
mitigate potential contamination risks associated wif t ese transient open operations in 
the CRG and Grade C multi-product environments. 
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Observation 2 

Your QC laboratory controls used for in-process, release, and stability testing ofj (b)(4J 

intermediate do not include appropriate test procedures that assure conformanc_e_t.&n" 
appropriate standards of QUalitv and 

4
c,urity. Specifically, the' -=:.,jmethod 

for in-process testing of Cb>< ;in.termedi,rrte (b)<"~is not adequately verified or validated 
(b)(4J ~ CbT(41 -wfor its intended use. You reported that_ l and ~ 1/o LJutbetween iJ 

(b)(4} (b)(~ . . . -

ofl}ests) ofl ....Jtests were mvahdated mainly ue o a1lecl system 
suitability criteria resulting from low% recovery of the lowest standard concentration. The 
lowest standard concentration for this method is also the limit of quantitation (LOQ) for the 
method, and is therefore, expected to have sufficient recovery. The recurring system suitability 
failures indicate that there is no assurance that the method is adequately validated and 
capable of consistently meeting system suitability criteria. 

Observation 3 

The stabi lity program SOP "FDBT-SOP-0405 (revision 10)" is not being followed. The SOP 
requ ires that stability testing for internal tests be initiated within the te_s_t_initiatio_o windows(b)(41
indicated in Table 2 of Section 4.4.5.5. However, review of historical ]intermediate r
stability sample pulling and testing schedules from January 2024 to l'vlarcn to·2~5 showed that 
the following stability tests were performed outside of the testing initiation windows specified in 
the SOP: CEX-HPLC analys is of,Jn1 Cb><4~:~(-20°C, 24-month time-point) performed 78 
days past the testing window, lot (-20°C, 24-month time-point) performed 92 
days past the testing window, lo (b~~4~-20°C, 24-month time-point) performed 107 
days past the testing window, lot ..(-20°C and 5"C , 6-month time-point) 
performed 57 days past the testin1(Wm~crow1 CbJH4l(-20°C and 5°C, 9-month time-
point) performed 24 days past the testing w1naow; and-S- - PLC analysis of lot [ Cb><

4J 
(-20°C and 5°C, 6-month time-point) performed 29 days past the testing window. 
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Observation 4 

Your cleaning and sanitization program is deficient in preventing potential contamination in the 
controlled drug substance manufacturing areas. Specifically, 

a. The SOPs (FDBT-SO~r-0_682_re\lisio~><1?; FDBT-Wl-0040, revision 12; FDBT-Wl-0347, 
revision 3) for Grade A; pperation and cleaning are inadequate in providing 
ex~licit instructions on post-use cleaning . It was observed that only the outer surfaces of 

41
the~ (b)( 4:used to hold WCB vials and the cell viaar ilit sample cups were cleaned 
wit (b)( fwipes. However, the areas inside the (b)(4~which had direct 
contact with vials and cups, were not cleaned post-use. 

b. Your cleaning and sanitization procedure for the manufacturing areas in th~L t"Rj 
facility (SOP-0322, revision 21 .0) does not requ ire documentation and verification m the 
cleaning logbooks during the facility cleaning and sanitization that the treated surfaces are 
wetted and remain wetted for the contact time validated in the disinfectant efficacy studies. 

C. Your disinfectant efficacy study (Report# 22-137DET, approved 24 Jan 2023) does not 
adequately support the sanitization procedure for the antimicrobial and sporicidal 
effectiveness 'flthe..d~~~fectants and sporicidal agents on all re12resentative ma_o_ufa.cJu1~g 
s~urt~c~es in thE\_ jfacility. For example, materials used tor (b)( ·j

1LJcomputer keyboard, and chairs were not included in the stcray. 

Observation 5 

_Envlmnmeptal monitoring (EM) of classified processing areas in your[ (b><j aci lity for the 
(b)( >jntermediate manufacturing operations is deficient. Specif1car 1y, . 

a. During the routine EM monitoring of the solution preparation activity room t n March 
06, 20~5, a QC analyst was obs~rved using inadeq_uate sa~pling techniqu~ er (b)(41 
plate did not make full contact with the surfaces while the viable samples were colle-cnm. 

b. There is no EM sampling for th~ 
operation. 

SEE 
REVERSE 
OF THIS 
PAGE 

El.IP.~• 

~~~~~(>"'-~--< 
fe-•1,;!~ (<M> 
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(b>< )at the end of WCB via l thaw and inoculation 
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Observation 6 

Your fir~ faited to exercise appropriate controls for the electronic data acquisition systems 
used forl Cb><

4
~intermediate manufacturing. Specifically, 

r (b)(4l ~m a. There is a lack of documented evidence that the,_____~-- ~ystems and the 
[ CbTC~system have been validated to pr~ ect onginalefectronic records an 
rerevar lCmetaaata (e.g., audiLtrai ls) J hese svste.rns are uJilized to collect and process data 

4
from data loggers during theL__ Cb>< jvalidation of critical process 

~ .uipm?r:,t and systems at your faciliiy,Trici'uclTng ,- -~---.---- Cb>1
4
)

L :Jin addition, audit trail review-is not performecrtor eacfiaatasetouring the 
valicfat1on review. During data review, only final printouts of the measurement results are 
reviewed, and they are not verified against the original electronic records. 

b. Your firm lacks an adequate program for comprehensive evaluation of the,..[---.(6,~ 
~..§.tern audit trails to identify and address any aberrant trends associated with user-aborted 
L Cb><j sequences/injections/sample-sets events. Specifica lly, your firm's dataset 
auaiftrai1•-r-e-v,-e-w...s failed to include in-process testing_r~sults and "Trial Injections" datasets. 
System audit trail reviews are only performed I Cb><

41In addition, user privilege settings in r Cb>14'allow your QC analysts to pertmm-oa1cn processing or manual processing 
'tor unsaved,~ data that they are working with in the Review window before the peak 
integration is completed and finalized . 

Observation 7 

SOPs or work instructions are not followed or are inadequate. Specifically, 

a. The instructions in the QC release and stability test methods are deficient to ensure 
conformance to appropriate standards of quality and purity. For example, 

1. c:::::.M 022-6.J Cb><1,Analysis of 
Cb><

4
i (revision 7). The! Cb>< 

4
;method is used for in-process, release, and 

y ing.'"there are specific sections of FDBT-TM-0226 that provide instructions 

(_C--0-;,r Yanyan Cao, Ph.D., Pharmaceutical Scientist 
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for release testing or in-process testing, but there are no sections that provide 
instructions for stability testing. In addition: the volume of standard, samP-les, and; 

,n41solution_to be transferred to the vial is not specified; it is not clear if1 Cb> ~ 
(b)<4,s performed rior to the actual tests ?Las_o_arLotthe actua ffests, ana 1 

4d (b)(r e_Quired to be (6,{il}prior to theL (b)( ~runs; the conditions 
un er wfiic af- -~~ ___ ---~f(ep may be P.saaec(t§l Cb><

4
jof the 

sar oJe se_tar_~ nea:the SOP states that a~ memo·a-must be set 
up...,___.,..... Cb><4> ... _ ...__ Cb><j out'the procedure for 
~et.ting ul2.JhE1 _____jnettioci 1s not ~ef1ned m fneSCJP; reference to an e~ample 

Cb)<4>ttijfumay oe used to determine adequacy of the Cb. 
is not provided. 

ii. L :J,;TM-0227:1 ,,,.,,..,..,,..,,,..,..,,,..,e-, )Analysis o~ ,"n)y 
Cb ~f.~~t Met~oa(rev1s1on 8f"T~ ---- ~ Cb>~j memod is intendea-ror oor~- re7"9clse 

an stab1hty testing. There are spec1Ttc secuarrs of FDBT-TM-0227 that provide 
instructions for release testing, but there are no sections that provide instructions for 
stability testing. In addition: the volume of standard, samples, and[ Cb><

41 
.s-o1LLti.oo_to(b><4~ 

be transferred to the vial is not specified; the situations under whicl] 
may be required are not specified; the conditions under which a[ Cb><4>. 
step mav be added ~d Cb><4~of the Fample set are not specified; the SOt>sfates 

C Cb><
4
\ rtem·o·a-musnre set up - ---· Cb><4'' 

Cb><4~ounffb procedure for setting ~ (b)(4}ffiethoa 1s notoenn-e-crrn' 
OF1 --- --..- Cb><4~is notrsp~~ifieef;"reterenc°es to example 

Cb><4jlnat may 6e usecfto aetermine if the ~ Cb><4p f Cb><
4
i 

(b)(4)>= ad,..,.q'""' h (b)(4Jprofileancf1s"""''""' e""'"uate, and that theL 
srandard and samples are compara6Telot ose of the referErlTc 
provided. 

4 
iii. FDBT-TM-p22.8' ,-,-__,....,,_-=-~ """'""'""'.,,.......,.,~ (b>< i 

~nalysis o '""'i(~~vision_ 3). TEe) (b~ efhod 1s usedl ort ,_~~-n-u 

in-process, release, antrsrao1hty testing. There are spec1t1c sections of FDBT-TM-0228 
that provide instructions for release testing or in-process testing, but there are no 
sections that provide instructions for stability testing. In addition: the volume of each 
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4 
preparalr:to.b• Jraos!erred to thel '(bTC~ L micro vials is not specified; reference to an 
example 

(b)(4~ ! . r-
1th at may be1.rs·ed to determine the presence of the 

(b)(4'
• 

is not prov1 ea~ 
iv. FDBT-TM-9229:I (b)(4l 

Analysis ofl ww(revision 4). The volume of each preparation to be 
transferred to fffe) (b><4)p-~ mr~ro vials is not specified . In addition, reference to an ncrn, 

~xampleL _ (b)(4)that may be used to determine the presence of the 
1s not provRfecl . .______. 

1
b. The component test to verify the functionality of the, .---..---. (bf<il Lrefer to Section

41
4.7.9 of FDBT[ -S_OP-0j ~92. revision 13) is r .e.fid.e.11t. Soec1tically,tne'L (b)'1 acceptance 
. t I f h (b)(illl. r-(b5(4:i {bT(4X b' .,_ I I, . -u=---- • • t·m erva or t · ,s.se.t...as 10 ML .1.c1.,_ac~s_s.uJJlC.Le.m d1scnm1na mg 
power to diffe~enttate tn ..__________..,......_,______ ------~-(bT<1 
Co-"L~o.u-entl v_ there) sl a lack of assurance that a significant deviation from th~ (b)(•_

(b, (4 . . ,--. . , (b)(4J 
tn the suQ_phed, (bT(4~ 1ch can have adverse impact to t e 

I (b><1mtermecrrare. (bf<il>:can be detected during ther----(b><41 

'Tristailation. 

c. Your quality unit does not fully exercise its responsibilities regarding the critical service 
c_Qllti;:_a_c_to_r qualification. Specifically , your quality unit has not conducted any on-site audit of 

(b><4'that is responsible for equipment calibration and ~ validation, and ~ 
(b><4that provides contract laboratory service~-1ncramhg disinfectant E!~ 

stua 1es. 1n ammroil , the reliability of the suppl ier's certificates of analys~s_[c_omoliance for 
integrity test has not been verified for thel (b><4pystems including (b><

41 

bags. 

Observation 8 
(b)(~ .

intermediate batch records at FDBT are The intermediate hold times defined in the 
inconsistent with the hold times defined inLf 

1 (b)(4'for
l UH "1s specified in theSpecifically, an intermediate hold time of ~ 

thd -

Er~~ 37-v 
SEE 

REVERSE 
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PAGE W @tw v'· r,,.,..J,,_ (p.., 
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