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FIG 2A

[Nonclinical Study 1

e Exry cKO mice (Untreated)
i Exn Unaffected Control mice {(Untreated)

[Nonclinical Study 2

—d—  Fxn ¢KO mice 2 x 101 GC rAAVHu68.hFXN)
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FIG 3
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FIG 4A

Step Activity In-Process Controls or Test

Cell Bank thew and expausion
Thaw and cell expansion in T flasks

\

I Inoculum expansion l

v
] Cell expansion in bioreactor |

l

TAAY production I Transient Transfection |
Y
l FAAV production |
Pre-Treatment Harvest
+ i vitvo Adventitious Virus
| ¥ |+ Mycoplasma - USP <63>, Ph. Eur. 2.6.7
5 » Bighurden -- URP <61> Ph Ear 2.6.12
¥
Harvest and initial vecovery Harvest treaiment and lysis |
E . {Bulk Harvest {Treated)
l "+ GC Titer - ddPCR
Depth Filtration
Clarification Bioburden-reducing filtration
i » | GC Tier - ddPeR
1 Clarified harvest |

TAAV, recombinant adenc-associated virus: ddPCR, droplet digital polymerase chiain reaction; GC, genome coples; Ph. Bur,
European Phamiacoposia; USP, Usited States Pharmacopeta,
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FIG 4B

Step Activity Tn-process Convols or Test
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Tangential Flow Filtration exchange, 100 kia cutoff

| TEF conceatrate
"1+ GC Titer - ddPCR
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v * G Titer - ddPCR
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Affinity Chromatography | Colwn Chromatonaphy i

¥
| 0.2 wn filiration i
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Colnne Chromatography i

ARIQR CICHAUZE l
Chromatography

i y|Post-AEX
& » G Titer - $8PCR
THE consentration and
buffer exchange inte final
formutation buffer,
Formulatioa 100 kDa cufnff

¥
Filtration of Bulk Drag I 0,2 s filtration |
Substance snd Storage i

k4
| Buik Drug Subsiance |

* il)rug Substance Lot Release Testing

'
| DS fill and storage <5 -60°C |

AEX, anion exchange; ddPCR, droplet digital polymerase chain reaction
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