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

Observation I 

4
On February I 1 2022, we WS and JM) observed the simulated fill process (b) <4> ~imulation of thelbll 

4 
> 

1
drug 

substance into ~b iterE_"> bottles, with the drug substance dispensed by (bf{4 fill ~b) < ) Yia 
(bll4) umo. There 1s no RPM specification for the pump nor is there documentation o t c PM setting, with 
mitigation oflbH4

) during drug substance dispense to be avoided. The process is not controlled to an 
established specification. 

Furthermore, the cap with liner applied to the treaded drug substance bottle post filling operation is by hand 
without a known torque. The manufactures recommended bottle cap torque of~b m is not applied to assure an 
integral seal, with the process not controlled to an established specification. 

Observation 2 

4
Cleaned and pending use (b) < > nd (b) <4> have rings of discoloration below the top of 
the (b)l..J) assembly. You indicated that the root cause of the (b) <4> discoloration is unknown, with no formal 
risk assessment or corrective action to address the discoloration. 

Observation 3 

Laboratory procedures or testing to assure compliance with established specifications and standards is not 
available. Specifically, 

a. Standard operation procedure Doc No.: RL-TP.00048, Prufung auf Bakterien-Endotoxin: Kinctic­
Turbidmetrischer Test/resting on Bacterial Endotoxins: Kinetic Turbidimetric Test, Rev 14 describes the overall 
facility approach for drug substance in-process control and release testing, with no time limit for endotoxin testing 
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b. The'b) {.J) rug substance is[~!L.Jlm filtered into atb>l4) bag system where ~elease and stability 
samples are acquired. The release and stability samples are not representative of the final {b) <4> drug substance 
container closure system. 

Observation 4 

{b) {.J) . . {b) (4) · · 
The . d":1g substance exc1p1ent, . 1~ nJl} ai ea11atel cf,ntroll~d. ~pe~rfical ly, . 
There 1s no nsk assessment or analytic assessment of potenl!al ( ) { ) b) (

4
) f9,rrnatron m either the main drug 

substance~~ solution or the diluted {b) < 
4 
> o formulation\~)~! )) ~ {b) <4> an be manufactured and 

stored in process bags for {b) < 
4 

> with the col or test for the o{b) <4> howing a slight color change atlb) 
(b ) (4 ) ._____. .____. tAl 

Observation 5 

Equipment and facility systems in support of manufacture have not been adequately validated. Specifically, 

a. {b) <4> ---- ave an operatinisoecification o b) <4 
> C, with seven 

incubators having no chamber d istri but ion profile assessment, with all {b) < 
4 

> units having no penetration 
profile to assure conformance to specification. 

16'-.-,4) {b) (4) {b) {.J)
b.!;,;·\';-;,;1 

' \===- old tanks ____________ are cleaned _;nd 
{b)l'f with {b) <4) m filtered into the vessels and held for up to (b) <4 

> approximate). There is 
no validation in support of the fb) < 

4 
> } old time from a microbiological control perspective nor is there a 

procedure that describes the hold time limit or docurgentatio..n__practice for batch manufacture. You indicated 
within SAP, the materials management system that a{b) < 

4 
> • expiry has been set fortb) < 

4 
> aintained by the 

hold tanks. 
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{b)l1b)
validated for 1(4) k C temperature control. 

d. Post (b) (.J) f the (b) <4) 2173, the system can be held sanitized up to lbll4) 

pending manufacture, with no hold Lime validation to assure the sanitized state can be maintained. 

e. For (b)(.J) there is no routine physical and biological requalification of the worst-case load to assure the 
validated state is maintained. 

f. Under Dok. Nr.: RL-Report-06128, Reinigungsvalidiemng fur Kleinteile Produktion USP in der Spulmaschine 
A0488, parts ~sher performance qualification, the validation for study l and 2 did not meet the acceptance 
criteria of<~~! CFU/100 mL for rinsate samples for all equipment tested, with study 3 having a mechanical 
fai lure, and study 4 passing using another soiling material. Accordin,stto our master validation plan at the time, 
Dokumententitel: Cleaning of Process Equipment in the Departmens (b) (4) v2, Section 17 Execution 
indicates: According to cleaning validation concepts, a minimum of3 successful cleaning validation runs have to 
be performed to reach the validated state. The validation did not meet the pre-approved acceptance criteria. 

4 
g. Filled(b) (.J)~ rug substance bottles are frozen at}~l C inlb) < l followed by the frozen drug 
substance transported in a passive shipper to the main ware- o-us_e......,.o_r_o_ng-•-te-nn--st-o-ra-ge at!~~ C. There is no 
validation of the shipping system to maintain temperature. 

Observation 6 

Rejected materials are not always controlled under a quarantine/hold classification in SAP system to prevent their 
unauthorized use. Specifically, 

4
Process Deviation ReDo~ DEV-19-0364 was initiated on 02 July 20 19 for batch tb)< ) This 
batch was filtered l6J <4) 1ltration) (b) <4) imes total due to failure events associated wit the post-use filter 
integrity test and low pressure observed at the inlet of th~lte-1:, J&tlatio eport DEV-19-0364 concluded thar 
there was no impact to product quality. The batch (b) <

4l was released. 

4
A comparability protocol# STAB- I02777 was initiated to assess whether the batchlb) < ) was statistically 
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similar to batches of(b) <4> reviously manufactured with only ~b) <~ / ltration. During this assessment, the 
hatch was never locked (e.g., hold or quarantine) in SAP system. , rotocol STAB-102777 confirmed that Batch 

4(b) < > 's not comparable to historical batches, with batch (b) <4> ejected on 2 February 2022. 

Observation 7 

Your firm fai led to establish an adequate system for monitoring environmental conditions of critical process 
equipment. Specifically, 

On 07 February 2022, twelve (12) out ofapgroximately (b)(4) C ultracold freezers located in Building 
I 0, GMP warehouse and available for use in (b) (.J) drug substance storage were observed in a state of local alarm. 
There is no procedural requirement to acknowledge a local alann condition or to assess the impact of the alann on 
the qualified state ofthe equipment. The qualified state ofthe freezers is not maintained. 

Observation 8 

Facilities and equipment in support of manufacture arc not adequately maintained. Specifically, 

a. On 10 February 2022, observed within Building}~~r'as the lb) <
4 
> ater system> with the floor area 

observed in a deteriorated state. ____..... 

b. Procedure RL-SOP-00368 titled (Guidelines for the use ofmaterial lb) <4> ; Revision 1, describes that mobile 
equipment (e.1., vessels,lb> < 

4
) containers, containers, etc.) brought into hygienic Zone~! ! nd hygienic Zone,~!1ia 

material~~ must not be visibly damaged. However, on 08 February 2022, during the inspectional walk throu h 
of the pr uctron area, I (JM) observed a rusty container chassis located in front of the GP Suite (b) <4) 

Suite. There is no procedure that defines/describes the process for maintenance ofdamaged/deteriorated container 
chassis. 

c. On 07 February 2022, observed within Building IO shipping and receiving was a loading dock (b) (.J) oor 
leading to the outside with an inadequate door seal, with a gap ofabout 1/4 inch between the floor and the door. 
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d. The area between GMP warehouse walls and raw materials/intermediates storage racks are not kept clean. On 
407 February 2022, the area was observed dirty with accumulation of dust and papers, including a b) < > 

contain~ used to store raw materials and a brown cardboard box with filters (Material No. 4006691 ; Lot 
(b) (4) Furthennore, the drain and the (b) <4> rid located in front ofthe warehouselb) <4>·~---
and(b) <4) allet washing area was observed dirty that included material residues. 

Observation 9 

Procedural controls in support of manufacture are not foll owed. Specifically, 

a.lb) <4> retain samples are handled by the LIMS system in the Quality Control (QC) Laboratory, with the system 
assigning a storage location to each retain sample lot. If the sample is acquired from the retain sample room, a 
new storage location is assigned in LIMS. 

On 10 February 2022, I (JMJ made an evaluation of the retain sam lcs flow/transfer in the LJMS system. Retain 
samples corresponding to(b) <4>usPbatches J<b) <4> and (b) <4> ere selected, with the samples not found in 
the storage location described in LIMS. 

b. According to SOP Doc. No.: RL-SOP-00830, GMP-Occurrences: Documentation, Event, Deviation, Rev 11, 
you indicate under Section 7.2, Timelines i,n t~e context ofprocessing a deviation, a minor deviation report shall 
be processed within a processing period ofI~! days from the date ofdiscovery to the date of the completion of the 
deviation. In the event that the deviation cannot be completed with the allotted processing period, an interim 
report (extension request triggered from the deviation report} shall be prepared upon detection of the delay. In a 
review ofeleven (II) deviations where an extension would be required, only three (3) had an extension prepared. 
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