From CHO Cell Line to the Clinic:

Decisions That Will Make or Break Your Biologics Program
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Where CHO comes from and Why CleanCut™ GS CHO
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Three integration approaches

Why the method determines your timeline and titer
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The Harbor-IN Integration Mechanism

Compared to other integration approaches
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step 1: Rapid, Robust Pool Generation
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step 2: ISOlating and Selecting Top-Performing Clones
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Demeetra Cell Line Development Platform
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Generic mAb CHO Program — Full mAb

Project Timeline & Workflow Overview

Demeetra WP2: Cell Line

AgBio, Inc. Development
& RCB Generation

Transfer

NorthX Work Package 10 11

Biologics AB WP1: Project Initiation
WP2: Cell Line Dev. & RCB Gen. (Demeetra)
WP3: Material Gen. from CHO-pool

WP4: Purification Process Eval. & Pre-formulation
WP5: Analytical Methods Evaluation

WP6: Clone selection & Cultivation Process Evaluation

WP7a: Process Confirmation — 2L Bioreactor Run
WP7b: Analysis of 2L Confirmation
WP8a: Research Reference Standard

WP8b: Development Ref. Standard

MCB must be fully
characterised before
process development

begins

WP9a: Generation of GMP MCB

WP9b: Characterisation of GMP MCB

WP10: Formulation Development

WP11: Scale-up & Mfg Documents
Procurement for DS Production
WP12: Non-GMP DS Engineering Run
WP13: Analysis of non-GMP DS
WP14: Analytical Methods Validation

WP15: GMP DS Manufacturing

Virus clearance (phase 1/2) :
minimum two viruses

WP16: Virus Clearance Study

WP17: Analysis & Release GMP DS

WP18: GMP DP Fill & Finish

Stability studies must be
WP19: Analysis & Release GMP DP ongoing before
WP20: Stability Studies IND submission

. Demeetra (WP2) . Key / Spanning WP . NorthX Work Package . Key milestones



Generic mAb Program — CLD & process establishment
Project Timeline & Workflow Overview

NorthX Biologics WP2 includes Demeetra Milestones 1 -5

M1: Reagent Design
& Plasmid Build
(~17 days)

M2: Transfection,
GS-Selection &
Pool Titer (~17 days)

N

M3: Single-Cell Cloning, Screening &

Demeetra Genotyping (~48 days)

M4: RCB, QC
& Reporting
(~9-14 days)

Best Pool Transfer M5: Clone Stability Assessment —

G0/G20/G40/G60 (~60-70 days)

WP1: Project Initiation & Program Management (ongoing throughout program)

WP3:10 L 4 Top Clones Transfer
Fed-Batch Pool Run

' NorthX WP4: Downstream Process Development & Analytical Method
Biologics Establishment

WP5: Clone WP6: Process
Characterization Confirmation—2 L

(Ambr 2x4) Bioreactor Run



Generic mAb Program - CLD

Project Timeline & Workflow Overview
NorthX Biologics WP2 includes Demeetra Milestones 1 -5

M1: Reagent Design

& Plasmid Build
(~17 days)
M2: Transfection,
GS-Selection &
Pool Titer (~17 days)
M3: Single-Cell Cloning,
Screening & Genotyping
Demeetra (~48 days)

M4: RCB, QC
& Reporting
(~9-14 days)

M5: Clone Stability Assessment —

G0/G20/G40/G60 (~60-70 days)

WP1: Project Initiation & Program Management (ongoing throughout program)

4 Top Clones
Transfer
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Analytical Overview — standard mAb offering

| Category |Attribute ________[Method | Release | IPCGs | Stab._

Capillary Isoelectric Focusing  cIEF DS/DP
Binding Activity ELISA DS/DP

Identity

Residual Host Cell DNA gPCR DS
Residual Host Cell Proteins ELISA DS
Residual Ligand Protein A ELISA DS

Quantity Protein Concentration A280 DS/DP DS/DP USP IPCs: VCD, viability,

Endotoxin
Bioburden

Sterility

Cccr

Sub-visible particles
Mycoplasma

Physiochem.

Osmolality

Color and Clarity
Appearance, Visual
Particles (visible)

Monomer Purity SE-HPLC DS/DP DS/DP

Fragmentation/aggregation CE-SDS-LIF (red/non-red.) DS/DP DS/DP

Charge Heterogeneity clEF DS/DP DS/DP

Potency Binding Activity ELISA DS/DP DS/DP

Ph. Eur. 2.6.14 (D) DS/DP DS/DP
TAMC/TYMC DS DS
Ph.Eur. 2.6.1 DP DP
Pressure Decay DP
USP <787> DP DP
Various
Ph. Eur. 2.2.3 DS/DP DS/DP
Ph. Eur. 2.2.35/USP DS/DP DS/DP
Ph. Eur. 2.2.1/2.2.2 DS/DP DS/DP
Ph. Eur. 2.9.20 DS/DP DS/DP
Ph. Eur. 2.9.20 DP DS/DP
USP <697> DP

Extractable volume

7
8
®
<
o
T

metabolites and gases,
mycoplasma, mycoplasma stasis,
pH, titer, bioburden, MMV, TEM
and 28-day in vitro. DSP IPCs: pH,
titer, bioburden, A280,
endotoxin, conductivity, and pO2.
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Questions?

Protect Your Asset at Every Stage

WHAT DEMEETRA + NORTHX OFFERS

One continuous workflow — no reset

Royalty-free through commercialization

GMP-aligned from day one

One MSA. One partnership. Gene - Clinical material, with your timeline, margin, and asset value intact.
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