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Introduction

MeiraGTx Is continuously developing its
adeno-associated viral vector (AAV)
upstream  manufacturing  platform  to
maximize yield and minimize the generation
of non-therapeutic AAV particles and other
rocess-related contaminants.
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General

Suspension HEK293 cells were cultured in
250mL STRs to 2.0-3.5x10° VC/mL and
triple-transfected with two commercially
available transfection reagents, with or

Transfection Reagent A
 Residual hcDNA < 31 ng/ 10 VG with
Transfection Reagent B + Enhancer 2 * All residual pDNA < 6% (KanR gPCR).
e Harvest VG titre > 5x10*! VG/mL across multiple AAV serotypes.

without AAV production enhancers, to % Full and Partials Key * Use of Enhancer 2 resulted in a 1.4 to 5.2-fold increase in VG titre and

’ BN EE ¢ = Full #Z O = Partial comparable or improved % full capsids compared to No Enhancer.
\?\,Zr;er?];ervééésd’ gA\ig’ jnddaA)'/As\VSboZ’:o'lq:)c(:t " Error bars = + 1 Standard Deviation * Enhancer 2 is currently the enhancer of choice for the fed-batch platform.
Harvest culture was clarified and purified . )

via affinity chromatography (AAVX). Viral
genome (VG) titre and residual pDNA
(KanR) were determined in lysate using
gPCR. % full capsids and hcDNA were
measured in AAVX eluate by AUC and

PCR, respectively. . .
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For cultures ran Iin perfusion mode, cells |
were recirculated through a hollow fibre filter = _ _
at constant flow rate using a centrifugal @ Hollow Improved Quality Profile
pump (Levitronix, Switzerland). A total of 2 - Fibre Filter Permeate
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* Enhancing the platform process using
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resulted IN up toa2.2X increase N Transfection Reagent A Transfection Reagent B Transfection Reagent B Transfection Reagent B |
harvest VG titre, reaching 4.4x10%2 AAVS AAV2 AAV8

VG/mL, without compromising on * An optimized perfusion process resulted ina 1.2 to 2.2-fold ¢ pDNA usage was decreased by 33% to 50% and cost of goods

product quality, whilst reducing pDNA increase in harvest VG titre, as well as improved or (COGs) per dose was reduced by up to 2.2-fold.

usage by up to 50% and COGs per comparable % full and partial capsid profiles compared to * Residual hcDNA was reduced 1.4 to 2.4-fold versus fed-batch.

dose by 2.2-fold. fed-batch. * All conditions showed residual pDNA < 4%.
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