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DURING AN INSPECTION OF YOUR FIRM ;ﬂ’rNE) OBSERVED

1. Input to and output from the computer or related sy stem of formulas or other records or data shall be checked
for accuracy. The degree of input/output verification was not sufficiently based on the complexity and rehiability
of the computer or related system. Specifically.

a) Process Change PR1314817. implemented on 10Aug2018. was initiated to secure lhc_stcp. by
limiting settings 4‘* This change. PRI314817. was implemented to avoid

sudden [MBYENIN by limiting the increase of the [JB@MMand decreasing the
(B)@) MBI, according to the [BYENM of the system. As a result of an unexpected

this process change was unintentionally applied to the B s quence of the

which led to a deviation to the routine -quuann as the BN modulating remained
-dm ing the B sequence. This caused inappropriate f(B) @) from to the Tank.
Since December 2018. a J{BJ@Mtrend for endotoxins (LAL) for the _samplc (e
[BY@)) and for the Final Container samples were observed. The trend for endotoxins was detected on

ERBIEIN 1inc®used for the manufacture of Gammagard Liquid. HyQvia. and Cuvitru. and involved -hulk
lots. The root cause was determined on February 22,2019 and a BPDR was submitted to FDA on April 4. 2019.

modification.

b) On June 10. 2018, a discrepancy was observed by an analyst between the limit recorded in the
and the SOP LE12QC2102/SOP-048719 for the microbial testing of the [(B)@) used for grade
setup of the (BY @) line by the aseptic (BY@) operator. The introduction of the B@ and il
testing positions. which corresponds to the BN and the respectively) took
place in 2009. A retrospective review found that two results were not identified as being Out of Limit during the
-ot Gammagard Liquid lot FBY ) and -sublot cand
Gammagard Liquid lm_( . Both test results were at
. The Gammagard Liquid lot (expiration date June 24. 2020) and
(expiration date June 24. 2020) were distributed in the US market. A Biological Product Deviation
Report was submitted to the FDA on July 20. 2018 (tracking number: 2018-038). The limit in the (B) (@) v as

system
interventions and
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corrected on June 29. 2018 (Deviation PR1308693).

2. There is a failure to thoroughly review a batch or any of its components to meet any of its specifications
whether or not the batch has been already distributed. Change Control PR1257198. opened on 6-Dec-2017 and
closed on 21-Sep-2018. did not include a sufficient assessment on a critical material, used for
manufacturing of Gammagard Liquid (GGL) and HyQvia. (item code [BYED is used in the

OIS ) @) O

steps. Specifically.

Change Control PR1252801 was opened on 17-Nov-2017 (closed on 23-Jan-2018) to remove the _
code from the Bulk Drug Substance (BDS) Bill of Materials (BOM) and for use of an alternative source

of-(_). After implementation of this corrective action. final
container lots were produced with (B [cvels of rejects due 1 [NBIE)T

Change Control Record PR1257198. closed on 21September 2018. documented a decision to use the
as a backup of the
manufacture of Gammagard Liquid and HyQvia. Since early 2019. an increased level of visible BN
was observed again during the (B)@) visual inspection for Gammagard Liquid and HyQvia lots manufactured

usingq from the EN(B) (@) The-\\crc identified as [(B)@) A possible root

cause was determined to be related to the implementation of the
was replaced by the [(BYE@N

configuration. As a preventive action. the
_ for manufacture of Gammagard Liquid and HyQvia on April 30. 2019. This investigation is
ongoing.

3. Four non-medical broken vial US complaints for Gammagard Liquid were discovered in April. May 2017 and
were not submitted as BPDRs until February 13. 2018. Specifically.

a) PR1T94575. dated 03April2017. reported 3 leaking damaged vials of Gammagard Liquid (10%. 10g. US).
b) PR1198237. dated 20April2017. reported customer received one Gammagard Liquid (10%. 10g. US) broken
vial.

¢) PR1203477. dated 24May2017. reported one Gammagard Liquid (10%. 30g. US) leaking/broken vial.
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d) PR1243345. ddlcd |00Ll70|7 rcpom.d one Gammq ward L |qurd (10%. 30g. U%) hml\en vial.

These complaints were reported as one BPDR 2017-042. 049. 068. 142 on February 13,2018, which exceeded the
43 Day Calendar limit,

- The following Serious Unexpected Adverse Events were submitted in excess of 50 Calendar Days. which is >
l* Calendar Day post marketing reporting requirement. Specifically.

a) Gammagard S/D- 4 Serious Unexpected Adverse Events- Ave. Reporting Time- 224 Dayvs
b) Cuvitru—=8 Serious Unexpected Adverse Events- Avg. Reporting Time- 169 Dayvs

¢) HyQvia- 8 Serious Unexpected Adverse Events-Avg. Reporting Time-113 Days
d) Gammagard Liquid-11 Serious Unexpected Adverse Events- Avg. Reporting Time- 301 Days

5. Quality [nvestigations were not conducted per SOP-2024-Adverse Event Quality Iny estigations. dated March
23.2018 tor the following reported viral transmission and tungal infection events. The causality assessment in
each case was assessed as possible by the company/manufacturer. and the lot numbers were know i, Specifically.

a) Suspect Adverse Reaction Report. L‘asc_ dated [BYE)TT Gammagard Liquid
Immunoglobulin, Lot [EBIEIN. reported fungal infection. The company comment assessed the event of
Fungal infection as possibly related to Gammagard Liquid.

b) Suspect Adverse Reaction Report. Case [I(BY@NTN dated B Gammagard Liguid
Immunoglobulin, Lol_ reported that patient contracted Hepatitis B from Gammagard Liquid (was
negative 3 vears ago). The company causality assessment assessed the event Hepatitis B as possibly related to
Gammagard Liquid.

¢) Suspect Adverse Reaction Report. Casc_ dated _ Gammagard Liquid Immunoglobulin.

reported Hepatitis C in a patient. Several Lots but not limited to:
were used from 60ct2016 to 25May2017. The company comment assessed the event Hepatitis ( as
possibly related to Gammagard Liquid.
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6. The Room @4 Room
design for its intended use anc

a) The design of the

wherel s the of the

b) The design of the

\\'hcrc.s the

These Points of Use are used for cleaning
Cuvitru. and HyQvia in the

Minimal iny c:uuauoml activities spguhgd in SOP-2024, »\d\ erse L»enl Quality lm estigations. 23 \lar’()lS
included a review of the following: batch records. events during production. product release testing results
(including sterility). environmental and bioburden testing results. pre and post filter integrity results. visual
mspection of retention samples (where applicable). stability review. and NAT/PCR and/or serology testing.

| DATE(S) OF INSPECTION
520-31 2019
FEINUMBER
IEL: 240-402-9139
3002806303

| STREET ADDRESS
Boulevard Rene Branguart 80
| TYPE OF ESTABLISHMENT INSPECTED

licensed Bm[nuual \Lmuigmulu

is not of appropriate

or s cleaning and maintenance. Specifically.

. EEYETE Room @) has an unused portion ol (B)@)lof almost -in lengath.

Room - has an unused portion of (BY@)of almost -in length.

for Gammagard Liquid.
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The observations of objectionable conditions and practices listed on the front of ihis form
are reported:

1. Pursuant to Section 704(b) of the Federal Food. Drug and Cosmetic Act. or

2. To assist firms inspected in complying with the Acts and regulations enforced by the
Food and Drug Administration.

~ Section 704(b) of the Federal Food Drug. and Cosmetic Act (21 USC 374(b)) provides:
"Upon completion of any such inspection of a factory. warehouse consulting
laboratory, or other establishment. and prior to leaving the premises, the officer or employee
making the inspection shall give to the owner, operator, or agent in charge a report in
writing setting forth any conditions or practices observed by him which, in his judgement,
 indicate that any food, drug, device, or cosmetic in such establishment (1) consists in whole |
orin part of any filthy. putrid, or decomposed substance, or {(2) has been prepared. packed,
or held under insanitary conditions whereby it may have become contaminated with filth, or

| whereby it may have been rendered injurious to health. A copy of such report shall be sent
| promptly to the Secretary."
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