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THIS DOCUMENT LISTS OBSERVATIONS MADE BY THE FDA REPRESENTATIVE($) DURING THE INSPECTION OF YOUR FACILITY. THEY ARE INSPECTIONAL 
OBSERVATIONS; AND DO NOT REPRESENT A FINAL AGENCY DETERMINATION REGARDING YOUR COMPLIANCE. IF YOU HAVE AN OBJECTION REGARDING AN 
OBSERVATION, OR HAVE IMPLEMENTED, OR PLAN TO IMPLEMENT CORRECTIVE ACTION IN RESPONSE TO AN OBSERVATION, YOU MAY DISCUSS THE 
OBJECTION OR ACTION WITH THE FDA REPRESENTATIVE($) 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 FIRM ('(WE) OBSERVED: , 

Observation 1: 

essel and 

.. U/mL vial ml) have been 
r--:-.,.,-_,..,.--,.....---~ 

--~~~~~~--
and distribution system is not qualified/validated nor is 

Observation 2: 

tic behavior and monitorin is not adeguate. On ~iBtember 17 2021, during the manufacture o 
_ __ _. rug product (batch on Filler[ I the following items were observ'-e-----1 

a. The Restrictive Access Barrier (RAB) hat were rade B space 
environmental monitoring plates, were not sanitized prior""-:-t 111111111 Grade~--..==..-------------------
b. The described ~ocess in 2.a. is conducted during the filling operations that can be up to 

to include interventions or sue operation. The design of the environmental , ..... _..,...... 
monitoring (EM) process for t e 1 mg machine is inadequate to minimize the nu f 

l,W,f,.e!Ye.Jtl.tUlll!li...l:!ILlllJ~m.a~mriac.LDlt:rullll.CJLaJJ.a.1.i.n during the manufacture of 
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c. During the exchange of EM plates, the technician sanitized their gloves for each entry into the filler's Grade A 
space, with environmental monitoring of the technician's gloves by finger dab performed after the last entry. 
Personnel environmental monitoring is only representative of that last EM plate change based on the design of the 
activities. 

Observation 3: 

Observation 4: 

Facilities and equipment are not adequately validated and maintained for 
.__~~~~~~~~~~___, 

manufacture. Specifically, 

roduct contact surface materials of construction are 
r-~~~~- -~--

..... ~_,_~.,.........,.,...,......,...,.....~~-- 0 n 13 September 2021 as observed through the fthe 
____ disco Io ration (black in appearance) was observed on the sidewalls of the vessels. e irm indicated 
the discoloration was rouge, with the qualified state not maintained. 

Furthermore, within rea, an as observed with a line of 
discoloration on the interior vessel side w_ a ______ tcated that this was under investigation and the potential 

root cause was an obstructed 

c. Raw materials are stored at 20 - 25°C in the Warehouse 
area is not validated for 20 - 25°C raw material storage. 

Store pending manufacture pos 
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d. A floor seam wjthi~was observed in a deteriorated condition. 

e. A - eak was observed at-o~FL 
line. The firm indicated that the ~ty~ith no wor 
noted observation. 

fora.drain 
or er m p ace at treirme of the 

order in place at the time of the noted observation. 

Furthermore, a - eak was observed at the 
The firm indicated that the source of the leak was a 
of the noted observation. 

Observation 5: 

Cleaning validations in support o 
Specifically, 

indicated the source of the leak was 
respectively. There was no work 

drug substance manufacture are deficient. 

Cleaning validation excludes swab sampling of tanks, and 
chromatograp testing mitigates the need for swa~e 
testing assure m support of effective cleaning. Thoug~esting may 
assure adequat it should not be used as a substitute for not performing 
swabbing of equipment surfaces that may present an elevated challenge in removal of product residue. 
Furthermore cleanin rinsate samples should include bioburdcn and cndotoxin testing to a specification where 

re used. 

Observation 6: 

Standard operating procedure is inadequate. Specifically, 
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1.a,w...i.1..1.1.1u.u.i::..u.u.1.1~ reports for the used in dru substance manufactur 
(July 2020 - fmml5i~m1JT1!i!'fl..nt_-_:_ ______ _.October 2020 - December 2020), pH 

1----~--.,_..!""'I-..,. roximately July 2020 to November 2020. Standard 
v24, 6.12.2.e indicates if any physiochemical result 

i;;;;;;;;;:=;:::::;::----;:----' 
imes for a sam le oint, an out of trend investigation will be 

.-----."="-....,....,,..--..... 
initiated as per Handling o Trend Investigations SOP, The procedure fails to elevate 
repeated alert level excursions that should include a trend investigation in mitigation of an aberrant condition and 
documentation of corrective action. 
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