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Recommendation

This BLA is recommended for approval.

Background Summary

The pharmaceutical company CSL Behring AG, located at Wankdorfstrasse 10, CH-3000 Berne 22,
Switzerland (US License 1766) (CSLB), has submitted a Biologics License Application for a new
immune globulin product, Immune Globulin Subcutaneous (Human), 20% Liquid. CSL Behring AG is a
company of CSL Behring L.L.C., headquartered in King of Prussia, Pennsylvania, USA. CSL Behring
L.L.C. is a wholly owned subsidiary of the biopharmaceutical company CSL Limited based in
Melbourne, Australia.

This new IG product is termed by CSL as “IgPro20” with a proposed trade name of “HIZENTRA™”, and
is supported by BB-IND -(b)(4)-. The pivotal clinical study (Study ZLB04 008CR) is a Phase 3 open-
label, prospective multicenter study on efficacy, tolerability, safety, and pharmacokinetics in PID patients.

The proposed indication for IgPro20 is treatment of patients with primary immunodeficiency. IgPro20 is
a liquid, sterile, 20% protein solution, with an IgG purity of NLT 98%, pH 4.6 — 5.2, and contains 210 —
290 mM L-proline and 10 — 30 pg/mL polysorbate 80, with “trace amounts of sodium” and < 50 pg/mL
IgA. No preservative is included. IgGPro20 is to be provided in fills of 5, 10, -(b)(4)-, and 20 mL, in
-(b)(4)- glass vials. The proposed storage condition is 2 — 25 °C, protected from light, for up to -(b)(4)-.



IgGPro20 is manufactured by CSL Behring AG either from (b)4) produced on site or
from (b)(4) manufactured by (b)(4) .
Both b)4) are FDA-approved intermediates for manufacture of
Carimune NF and Privigen for the U.S. CSL indicates that ----(b)(4)----- is made from both recovered
plasma and Source Plasma, while ----(b)(4)----- is made from Source Plasma only (Section 2.3.S.2-2.3,
Table 1, filename: manufacture.pdf). [gGPro20 bulk manufacturing is to be performed in the Bern
-(b)(4)- facility, with aseptic filling done on Filling Line -(b)(4)-.

The process is to be done only in the -(b)(4)- facility at the manufacturing site in Berne. CSL states that
“Neither reprocessing nor reworking procedures are foreseen for the manufacture of IgPro20 drug
substance.”

Supplement Review Summary

This review concerns process validation (as assigned), which includes two process changes and one
additional processing step. The process changes are: (b)(4)
; the new process step is the (b)4)

at Bern. Additionally reviewed is the Visual Appearance specification (see p. 15).

Scope of process changes

The IgPro20 manufacturing process is the same as that used for licensed Privigen® (IgPro10), up until
production of the drug substance. Starting with either of the (b)(4)
------ , further manufacturing is done via octanoic acid fractionation, pH 4 incubation, ---(b)(4)-- depth
filtration (-(b)(4)-), anion exchange chromatography, virus filtration, and protein concentration by

------ (b)(4)-----, to yield the drug substance ---(b)(4)---. Subsequent operations include formulation and
protein concentration to make IgPro20-Bulk production followed by sterile filtration, aseptic filling,
visual inspection, and labeling & packaging, as is done for IgPro10 (see Appendix 1 for flow chart of
manufacturing process).

The process steps that are altered in the IgPro20 manufacturing process are steps CZS1500 and CZS1550,
described as follows:

(b)(4)

Process validation
The product lots manufactured as part of developmental work in support of the IgPro20 formulation are
transcribed from the submission in Appendix 2.



CSL submitted summary reports for their validation studies; the ones relevant to this submission are

evaluated below:
Study subject Report no. Module 3 ref. Section
(below)
Manufacture of IgPro20 bulk in -(b)(4)- from 05002.03.PVR.003 | 3.2.P.3.5, Att. 1 1
----- (b)(4)----
Manufacture of IgPro20 bulk in -(b)(4)- using 07092.03.PVR.002 | 3.2.P.3.5, Att. 2 2%
(b)(4)
Manufacture of IgPro20 bulk in -(b)(4)- from 07056.04.PVR.002 | 3.2.P.3.5, Att. 3 3
(b)4)
Uniformity of IgPro20 final bulk in -(b)(4)- 05002.04. PVR.005 | 3.2.P.3.5, Att. 4 4
Manufacture of IgPro20 bulk in -(b)(4)- from 07056.03.PVR.001 | 3.2.P.3.5, Att. 5 5
(®)4)
Aseptic filling of IgPro20 on filling line -(b)(4)- 05027.51.PVR.004 | 3.2.P.3.5, Att. 6 NDf
and visual inspection
(b)(4) 02085.14.Q0QB.006 | 3.2.P.3.5, Att. 7 ND'
(b)(4) 07041.02.PVR.001 | 3.2.P.3.5, Att. 8 ND'
Process simulations (media fills, filling line -(b)(4)) | 05027.54.PVR.001 | 3.2.P.3.5, Att. 9 ND'
Sterile filter filtration 04048.06.PVB.001 | 3.2.P.3.5, Att. 10 ND'
Final bulk stability PHAD 1554 3.2.P.3.5, Att. 11 ND*
Comparability of IgPro10 from -(b)(4)---------------- 02085.11.PVR.007 | 3.2.P.3.5, Att. 12 ND**
------ : process parameters
Comparability of IgPro20 with IgPro20 mf’red 05002.05.PVR.001 | 3.2.P.3.5, Att. 13 6
using --(b)(4)-- and w/IgPro20 from -(b)(4)--
(b)) VSR # C30523 3.2.8.2.5 Att. 1 7
Comparison b)4) Processed Doc. No. SR-460r | 3.2.S.2.5, Att. 2 8
w/Modified Process Parameters to Intermediates
From Current Licensed Process
Comparison of (b)(4) Processed Doc. no. SR-468Ar | 3.2.5.2.5, Att. 4 9
With Modified Parameters to Material From The
Current Licensed Process
* also reviewed under STN 125201/148
** previously reviewed under STN 103955/5230 and STN 125201/149
+ reviewed by DMPQ
i reviewed by DH
1. Manufacture of IgPro20 bulk in -(b)(4)- from (b)(4)--------------==-------- (Study no.

05002.03.-(b)(4)-.003; Section 3.2.P.3.5, Att. 1)

(b)(4)

(b)(4)
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