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Boxplot of VCC count as % After Lyo WP7-Lyo5
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Boxplot of Percent POST Lyo WP7-Lyo8
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WP7-Lyo12 Boxplot of Percent Pre Lyo
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In-Process Controls

22/83

Process Step

Description

IPC 1: Filter Integrity Test of Fermentation
Media
IPC 2: Filter Integrity Test of Diafiltration Buffer
IPC 3: Filter Integrity Test of NaOH
IPC 4: Filter Integrity Test of Overnight Culture
Media
IPC 5: Pre Filtration Bioburden of the
Fermentation Media
IPC 6: Pre Filtration Bioburden of the
Diafiltration Buffer
IPC 7: Pre Filtration Bioburden of the Overnight
Culture Media

IPC 8: Purity (monosepsis) of pre culture

(_
harvest

Fermentation Media

Media / Buffer
Preparation

Diafiltration Buffer
Base for pH Adjustment (1M NaOH)

\

|Over Night Inoculum
Culture

Inoculate 1mL of WCB into
[ ¢——— 170mL Fermentation Media and
incubate overnight to ODgg 2 3.5

A

Setup of the Wave Motion Bioreactor

Equipment Setup

Dissolved Oxygen Set Point: 35%

«— pH Set Point: 7.00 (7.000.5)

Temperature Set Point: 372C
Setup of the Tangential Flow Filtration (TFF) System

Inoculate bioreactor with ~150mL of
. Inoculum Culture
IPCS - 13: ODsoo, PH, Dlssglved Oxygen, <+ Fermentation [ «——— Cultivation: 37°C, rocking rate: 18-36
Temperature, Monosepsis of harvest K N
rpm, rocking angle: 10
Harvest Criteria: ODgg 2 7.5
Concentration jon: 5-
IPC 14: ODggo | 'ce : / ' ;oncgntratlon .5 Fold
Diafiltration Diafiltration: > 7 Diavolumes
IPC 15: y
Microbial . .
- — Dilution — Dilute to ODggo < 6.5
Examination,
ODsoo
y Aliquoting of the Drug Substance
Aliquoting/Storage «—— (1000mL volumes)

FIG. 20

And Storage at -2-8°C or -70+15°C
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In-Process Controls

23/83

Process Step

Description

IPC 1: OD600

IPC 2 - 16: Weight Check(s) €———

IPC 17-18: Primary Drying
complete 14 hours after Tp
crosses -18°C

4—‘

Compounding

BDS is dilutfed to OD600 of 0.65 + 0.05
in a glass vessel

Filling

- Nominal Fill: 3500vials
~——— - Filling Volume per Vial: 1.2 + 0.05 mL
- Weight Checks every 300 + 50 vials

-

Lyophilization

- Stopper Safety Setting Target: 12.2 cm
' «——— - Capping Station Vertical Target: 9.6 cm
Capping Station Horizontal Target: 3.2 cm

Visual Inspection and
Bulk Packaging of Vials

100% Visual Inspection to remove
defective vials

Y

Freezing / Storage

Freezing and Storage

—
at-20°C

FiIG. 21
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WP7 Lyo 5 Residual Moisture

Lyo 5 Control
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Lyo 5 pH-shift

P

R S S —

Lyo 5 Temp. And pH Shift

N

P -

Ras ane A A A A A A A el

hoe wnn nnr nne e A e e A

ive 5 Temp.-Shift

BINISION [ENpISIY

VCC condition

Panel variable: Study Condition

FIG. 25
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Residual Moisture Lyo WP7-Lyo8
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Part B
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Residual Moisture WP7-LyoS
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WP7-Lyo12 Boxplot of Residual Moisture
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FIG. 42A
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VCC assay
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ADDRE: Regatively hunyant particies - Differential Dats
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