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Figure 1
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WCB thawing (1 vial)
Step 1

v

Sub cultivation preparation
Steps 2-4

N

Seeding in 50L bioreactor
followed by 200L bioreactor
Step 5-6

v

Seeding in production
1000L bioreactor
Step 7

N

Harvest, clarification, and storage
Step 8

Figure 3
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Ultrafiltration Diafiltration 1
(UFDF-1)
Step 8

v

Viral Inactivation by 1% Triton X-100
Step 9

N

Anion Exchange Chromatography
Step 10

v

Hydrophobic interaction (HIC) Column
Chromatography

Step 11

N2

HIC Eluate UFDF-2
Step 12

N

Hydroxyapatite Mixed-Mode
Chromatography

Step 13

N2

Cation Exchange Chromatography
Step 14

N2

Viral Removal by Nanofiltration
Step 15

Vv

UFDF3 and Filtration (0.22pm filter) and
drug substance storage (-70°C)
Step 16

Figure 4
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[ Drug Product manufacturing Process

MOD-4023 drug substance (20-60 mg/mL)
stored at -70° C
!

Thawing

4

Formulation:
Pooling and mixing
Optional:
Titration followed by dilution to lower concentration with formulation buffer

l

Bioburden reduction filtration (0.2 um)
placed in series with sterile filter)

l

Sterile filtration (0.2 pm)

!

Filling
mL/vial to allow the label extractable volume

{

] Stoppering

!

Capping

J

[ Visual inspection

l

-

Storage of DP at -20°C or 5°C

Figure 5
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Figure 9
Figure 10
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Figure 12



12/21

2.40
e
2.00 - - ~
-/
1.480 4 /
[ ]
|
L=
=t
(]
O 1.00 4
o
I /
(]
-—l—-l-—'--""/
-2.00 00 a0 1.C0 2.C0 3.C0 4.C0
log MODJ4023 conc.
Figure 13
Log10 Reduction of Model Virus
Column/Operation
MuLV PRV Reo-3 MVM
Inactivation with Triton
X-100 >4.74 >5.16 N/A N/A
DEAE- Sepharose
>4.02 >3.01 N/A 1.22
CHT 4.11 N/A 1.32
2.59
SP Sepharose >4.095 5.72 2.07 3.87
Nano filtration >6.88 >17.76 >7.46 7.20
Overall reduction >23.18 >25.76 >9.53 13.61
Theoretical maximal viral <69 N/A N/A N/A
load per dose
Safety margin >16.28 N/A N/A N/A

Figure 14
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O-link Glycan Profile of MOD-4023

Structure Glycan | % Peak Area
Units MOD-4023 MOD-4023
sample#l sample#2
Galb1,3-GalN S 176 |54 6.4
SAa2,3-Gal (peeling) LB 1295 112 14.2
Unknown 2.97 5.6 6.1
oﬁzAB
SAa2,3-Galb 1,2-GaIN R 3.02 |71.0 69.8
*
SAa2,3-Galb 1,3-(SAa2,6)-GalN  ~® "8 1472 |68 35
*

$GaNAc; @ Gal, *sA: B GIcNAC; ™ aclinkage;™ p-linkage 457"

4

3 2

Figure 15A

Sialic Acid Type in MOD-4023 Samples

Sialic Acid Type MOD-4023 sample#1 MOD-4023 sample#2
% abundance (average) % abundance (average)
Neu5Gc' n.d 0.45
NeuSAc” 98.65 95.95
Unknown n.d. 0.45
Neu5,9Ac2’ 1.35 3.1

"Neu5Ge-NGNA
’Neu5Ac- NANA
*Neu5,9Ac2 -di acetylated NANA
n.d —not detected

Figure 15B
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