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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 I OBSERVED: 
OBSERVATION 1 
Procedures designed to prevent microbiological contamination of mug products pmpo1ting to be sterile 
are not established and followed. 

Specifically, 

a. On April 2, 2024 during post roduction manual cleaning of line WCl RABS ID P[ c'RABS-001 
1141mLused in the manufacture of CbT injection USF'l~% ::}mg!mL) Cb Cbn4) vial) 

batch Cb><4 tlie employee perfonmng tlie cleaning was observea cleaning 
the Cb><4 conveyor and other fillin§nstation surfaces located at the (bH

4 of the ~ RABS 
rior to c eanmg surfaces located at the r4 such as Cb)l4l 

Cb
1141 Upon fmther review document EPS-PR-SOP-043-00-Procedure for Operation and 

'""c...l-ean_ i_n_g_o""'f,,f'"'""-'Cb)~1 Restricted Access BaiTier System in LinJCbT<4l Make: C6n4
~ section 4.2.24 

does not incluae mstmctions for operators to perfo1m cleaning the Cb)<4 itollowing a CbTCl 
Cbn4 h d. d • 1 d · • £ 1 • h Cbn4 

approac , an 1t oes not me u e mstmct1ons or c eanmg t e 

b. Per your summaiy repo1t for disinfectant efficacy validation perfo1med under protocol ES-GEN-
P-101 af roved on Januaiy 28, 2024, your fnm only tested the effectiveness of CbTCl on 
~~ (bff4 • (bY{4L ~ RABS __..,....__. the effectiveness of 
sporicida agent on this surface was not ven ried. A review of document EP5-PR-SOP-023 Cb><4 

Procedure for Operation, Cleaning, and Changeover of (tif(
4 

Am oule/vial Filling and 
• M hin • 1· ~T1 k CbT(l h h d. • £ CbT~ • dStoppermg ac e m me ma e: ___ s ow t at ism ectant ______ 1s use to 
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clean these surfaces with a contact time of NLT Effectiveness of the disinfectant 
solutions was also not evaluated on material noted as WCl which is the 

. 1C h (b)l4l h ld' . 1 h (b1RABS (bY{,4\---------maten a 1or t e o mg m p ace t e c41 

c. On April 1, 2024 during the line clearance of fillin line ~ for of (bY{j injection USP 
~ % e -, mg/mL) t::jmL (bT<4l vial) batch _,,___ (b)(4) the employee 
performing the line clearance did not document one bottle of (bH4 spray not workin@ and the out 
of calibration status of ~ RABS Pit~1RAB§-OO I____" (bf~ ES-PR~ ~, (location 
filling zone (b)l4l and ES-PR1 (bJ , (location 1Ilmg zone (bH4 In aaaition, the 
employee also did not_verify the sterilized equipment (forceps, tubes, (tif~ etc.) and 
stoppers held in (bJC4l laminar airflow chambers were within the established hold time. 

d. During review of your (b)l4l st~rilization cycle perfo1mance qualification studies I noted that 
the biological indicators ot (bJ manufacturer's COA states a maximum incubation time of 

(b~4 (b)14) (tif(~at __ 0 c however your incubation time for these Bls was _J Per the 
..m_a_n_l_1£""a_c...tlll'e 's recommendation if incubation was to be extended be ond (bH4( precautions 

~M -
(b)( 

4lHowever th • 'd d dese precautions were not prov1 e •urmg your ,----mcu6at10n as your mcu6ators on y provide continuous monitoring info1mation associated with 
the temperatlll'e conditions and not the (tif~ conditions. 

e. Production employees noted that they must climb inside the (b)l4l sterilization chamber 
without shoes or shoe covers to perfo1m manual cleaning of the inside of the chamber. 

(bY{4 . d d.. iff4 h (bT(4l f (b)l4l ·1· df. time an con 1t10ns to remove'----,--=""' present on t e o sten 1ze 
4 _____(b_~_c 4 injection u sl{ffi%r Y{"Jmg/mL) \UJ\~ mL ___Mi_ (l_ vial) ______(b_~_c have not 
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been established. During the manufacture of batch L . Cb>1 
41residue was observed to be 

111present on vials on April 3rd during visual inspection, the vials were offloaded from the 1 (b 

sterilization chamber on April 2, 2024. 

g. Con ective actions enacted in response to EM/OOL/001/23 289CFU obtain from environmental 
monitoring settle plate located in grade C area inside change room for filling line 1 Cb>14ldid not 
have effectiveness to check that the con ective actions were adequate. 

h. Environmental contact plates used to J Cb>14 of ,_,_,,,...,._..,.... Cb>14 
} after filling of I ~ 

(b)1-4 injection USP~% □mg/mL) rT,mL (b r4vial) bat~ (b)(4 
} do 

not appear to have made contact with the surface of the L_ CbH 
41 In addition there are no 

4instiuctions for minimum contact time with the •ff plate for thls type of surface monitoring. 

OBSERVATION 2 
Input to and output from the computer and records or data are not checked for accuracy. 

Specifically, 

a. During review of raw - chromr ograph~ l data for of submission batches of I (bT(,
I Cb)<, USP Cb < 

4 %, I observed raw including but not limited to related 
substance (RS) of finished product, API RS, stability RS testing reprocessed without a reason 
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provided in empower. These findings were not included in your executed audit trail review 
perfo1med for the data obtained during October, November 2022 and March 2023. 

b. Calibration ce1t ificates issued Ol! Monday April I 2024 of CbT, ES-PR (bY{-4 

(location filling zone Cb)C1 and ES-PR~ <6n4l (location filling zone CbHj of 
~~RABS ID P:wjRABS-001 sfiow that cali~as perfo1med using CbH4l ID 

(bY{-4 09 h. h .d d. d. f (bY{-4! L.h. h • 1w 1c prov1 es a ir~ct rea mg o ___ ~ o~ever t e serv1c~ emp oyee 
notea tfiat he used equipment d 02 which measurea tfie CbH

4 from the CbH
4 and does 

not provide directly an value, instead it requires a calculation conversion. The \UJ\" 

calculation and use of equipment Mi 02 was not documented or noted in the calibration 
certificate. 

c. Review of integrity tester serial number CbT, revealed that (bY{-4 integrity test 
programs (b)(4) were abo1ted on See em,er 27th and 29th 

respectively, the list of programs in the equipment does not show if the WCl associated with 
this tests were completed successfully. 

OBSERVATION 3 
Control procedures are not established which validate the perfo1mance of those manufacturing processes 
that may be responsible for causing variability in the characteristics of in-process material and the diug 
product. 

Specifically, on 4/3/24 I observed the manual visual ins ection process of 
USP~ batch WCl for approximately (bY{ 

4 during this -.trm- e- ·I observea an 
operators observe vials that appeared to have white visible pa1ticles and classify them as good vials. 
During this time I also observed that during manual visual inspection the vials remained Cb)C4l after the 
[ Cb)l1 sterilization process, however there is no evaluation on how the presence of Cb> on the 
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outer smface of vials affects the perfonnance of visual inspection for defects. On 4/5/23 at 
approximately 11 :30 AM I observed again the visual inspection process and noted that one operator 
classified a vial with visible white paiiicles as a good vial. I also rr l!i sted employees to examine the 

00vials from visual inspection qualification kit ID 1 and two of the employees perfonning visual 
inspection failed to detect the white paiiicles defect from the test kit. 

*DATES OF INSPECTION 
3/28/2024(Thu), 3/29/2024(Fri), 4/01/2024(Mon), 4/02/2024(Tue), 4/03/2024(Wed), 4/04/2024(Thu), 
4/05/2024(Fri) 
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