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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 FIRM / (WE) OBSERVED:

Observation 1

Failure to establfsh process controls designed to assure that the drug product you manufacture has the identity,
strength, quality, and purity that it purports or is represented to posses. Specifically,

a. On 31 Januarv 2022, 1 (WS) observed the dripping of £ @ n the restrictive access barrier (RAB) fill line
b @ in @@ manufacture for Lot® ® " when in static mode, with the fill®® " \pserved @
with a sterile® (4) wipe to remove excess drug product in mitigation of product within the stopper®®  In
dynamic-mode, the cycling of O into the filling zone approximately ® @) a droplet of product
was frequently observed at the fill'*”** tips at the start of filling. There is no quality assessment to evaluate the
use of sterile @@ in manufacture and the impact. on®@ drug product quality. For Lot® you
did not demonstrate that the filling process for the drug product was under control to ensure the prevention of
contamination of ¢ drug product by equipment that could reasonably be expected to have an adverse

effect on product quality.

b. In the setup of the fill line, the ® sterile ﬁll '@ nay be® @ and sanitized with sterile® @

OY@ The process of sanitization of critical surfaces should not be justified based on inadequate aseptic technique.

¢. Observed during the RAB fill line setup and manufacturing process for> @ drug product Lot2®

was the inadequate fitting of the gown hood and mask to the face, allowing for exposed skin to be present.
(b) (4)

d. There is no media fill procedural requirement or validation to evaluate the sterile hold time of for the
filling machine setup equipment to assess the worst-case manufacturing process.
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Control procedures are not established which monitor the output of those manufacturing processes that may be
responsible for causing variability in the characteristic of in-process material and the drug product. Specifically,

a. SOP-ai-101286, Processus de qualification au mirage, v4, Effective date 03 May 2021 describes the
qualification of visual inspectors. In the visual inspection process, particles including unembedded within the drug
product have an overall reject limit. Unless exceeded, there is no deviation or investigation, with the rejected drug
product units discarded without QA/QC oversight. There is no training of the visual inspectors on the criticality of
an extrinsic particle nor does SOP-ai-101826 or any other procedure defining inherent, intrinsic or extrinsic, with
an extrinsic particle potentially have an 1m act on the sterility assurance of the product. Furthermore, product
found in the stopper @ for manufacture are acceptable units for release.

b. Equipment for manufacture is cleaned by part washer LAV-3201, with® @ lispensed by pump at a fixed
RPM based on time, not conductivity. Neither the pump RPM nor volume dispensed based on time are calibrated

or verified, respectively for conformance to a specification at any interval.

Observation 3

A utility is of inadequate design. Specifically,

On 28 January 2022, the ™ DST-3003 was observed with
multiple lines extending into a tank of AR ‘uncontrolled O that included® lines. The
Eren lines do not have a mechanical device or®® ‘0 prevent back siphonage.

Observation 4
A facility is not adequately maintained. Specifically,

On 27 January 2022, we (WS and RZ) observed within Building, )CNC space, room 107 and room 01. 183 visitor
personnel access®) @ and hand washing area, respectively, with detcnorated sealant at the wall celhng

interface.
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