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1. Cohen, J. & Biesecker, B. American Journal of Medical Genetics Part A 152A, 1136-1156 (2010)., 2. Nguengang Wakap, S. et al. European Journal of Human Genetics 28, 165-173 (2019).,
3. National Human Genome Research Institute (2022).at https://www.genome.gov/For-Patients-and-Families/Genetic-Disorders.
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1. Wang, D. & Gao, G. Discovery Medicine 18, 151-156 (2014).
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1. Wang D, Gao G. Discov Med 2014;18:67-77. 2. Wirth T, et al. Gene 2013; 525(2):162. 3. Cornetta K, et al. Nature Gene Therapy 2005;12:S28-S35. 4. Blaese RM, et al. Science 1995;270(5235):475-80.
5. Wang D, et al. Nat Rev Drug Discov 2019;18:358-78. 6. Sibbald B. CMAJ 2001;164(11):1612. 7. Pearson S, et al. Nature Biotechnology 2004;22:3-4.

8. www.fda.gov/drugs/informationondrugs/approveddrugs/ucm574154.htm; accessed July 2020. 9. Audentes Therapeutics Announces Dosing of First Patient in ASPIRO,
a Phase 1/2 Clinical Trial of AT132 for the Treatment of X-Linked Myotubular Myopathy. 10. www.fda.gov/vaccines-blood-biologics/Zolgensma; accessed July 2020.
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1. Wang, D., Tai, P. & Gao, G. Nature Reviews Drug Discovery 18, 358-378 (2019); 2. Naso, M., Tomkowicz, B., Perry, W. & Strohl, W. BioDrugs 31, 317-334 (2017).
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Collins, M. & Thrasher, A. Proceedings of the Royal Society B: Biological Sciences 282, 20143003 (2015).
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1. NORD (National Organization for Rare Disorders) (2022).at https://rarediseases.org/rare-diseases/angelman-syndrome/, 2. Khatri, N. & Man, H. Frontiers in Molecular Neuroscience 12, (2019).
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FA: 2—RSAEZBEIRFE. AAV: 7T /BEFEI A LA, bp: tEE%, ITR: Inverted terminal repeat, hPGK: Human phosphoglycerate kinase. hFXNco: Codon-optimized human Frataxin, LpA:late polyadenylation.

SV40: Simian virus 40, Nec: Necropsy. WT: B4R KO: /vo 7k hFXN:ERTISEFI 2 MFXN: XU RTZ2F 0

1. Koeppen, A. Journal of the Neurological Sciences 303, 1-12 (2011 2. NORD (2022) at https://rarediseases.org/rare-diseases/friedreichs-ataxia/, . .

3. Weidemann, F. et al. Journal of Neurochemistry 126, 88-93 (2013). 4. Astellas data on file. Astellas Proprietary Information
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1. Graham, R. et al. Archives of Disease in Childhood 105, 332-338 (2019)., 2. Beggs, A. et al. Neuromuscular Disorders 27, S172 (2017). 3. Amburgey, K. et al. Neurology 89, 1355-1364 (2017).,
4. Lawlor, M. & Dowling, J. Neuromuscular Disorders 31, 1004-1012 (2021)., 5. Molera, C. et al. Journal of Neuromuscular Diseases 9, 73-82 (2022).
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Figure la. Astellas proprietary image.
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Figure 1b. Adapted from Astellas InVivo Gene Editing Summit Presentation November 2021.
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1. ASPIRO Gene Therapy Trial In X-Linked Myotubular Myopathy: Update on Preliminary Clinical Trial Results. InVivo Gene Editing Summit.
2. Clinicaltrials.gov (2022).at https:/clinicaltrials.gov/ct2/show/NCT02704273 Clinical Protocol INCEPTUS.
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1. ASPIRO Gene Therapy Trial In X-Linked Myotubular Myopathy: Update on Preliminary Clinical Trial Results. InVivo Gene Editing Summit.
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1. ASPIRO Gene Therapy Trial In X-Linked Myotubular Myopathy: Update on Preliminary Clinical Trial Results. InVivo Gene Editing Summit., 2. Astellas Press Release. September 14, 2021.
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Figure 1b. Adapted from Astellas InVivo Gene Editing Summit Presentation November 2021.

)fastellas

AAV: 7T /DA ILR, GAA: BEtEa-Y )Las 4 —+H . ITR: Inverted terminal repeat

1. Eggers, M. et al. EMBO Molecular Medicine 14, (2021).
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Cohort 1 Cohort 2
§éﬁj’n77,{)b (3 x 1013 vg/kg) (6 x 1013 vg/kg)
P 2002 P 2001 P 2003
Follow-up time, weeks 37.1 27.3 1138
All TEAE 1 3 14
Procedural pain 1
Headache 1 1
Ageusia 1
ALT increased 1
AST increased 1
Decreased appetite 1
Constipation 1
Abdominal distension 1
Irritability 1
Palpitations 1
Night sweats 1
Cold sweat 1
Dyspnea 1
COVID-19 1
Upper respiratory tract 1
congestion
Malaise 1
Fatigue 1

Information based on a data cut on 14 December 2021

ﬁastellas

LOPD:EHEKRUARF, AAV: 7T /BEEDAIR. ALT: 752V F72/ SV RIT5—HE AST: FRINSXUEETI/ NSV RT5—H  TEAE: REABR T TRELI-EETE XK. vg:vector genome

FORTIS_PP_2002.rtf — Patient profile listing, page 28
FORTIS_PP_2001.rtf — Patient profile listing, page 31
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VCN, & (a—k1)

2.5 -
BRI ERE T —4 2.2
R ) | Il P 2002 (3 x 103 vg/kg)
aR—hLOHERELT N £ 20 P 2001 (3 x 10° vg/kg)
[ZEULTH, ATBA51R 51 g
12BFETIZ. AN TEH z ]
BETOBANHRINT s 1
ED 1.0 ~
0.5 -
BLOD BLOD
0.0
Pre-dose Week 12

Information based on a data cut on 14 December 2021

BARVON (BHI 024 DREREDH) » Xastellas

BLOD:Below limit of detection. VCN:Vector copy number, vg: vector genome
FORTIS_PP_2002.rtf — Patient profile listing, page 28
FORTIS_PP_2001.rtf — Patient profile listing, page 31
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PoC: Proof of concept

Astellas Proprietary Information



B AEFEREGAAIGEEEEESAD=—IN "
TFATZADEBLFEABEADIAZIVNAEHEHET S

&ITinDEEFAaREDRFEIED
THEMETHD

BEAPZELLT, F-ELFAEIS
—TA4ND—BELT,. 7PRATIAIEER
=HEANRMYMBBE TSV Ir—LEKE
[ZDWTEIZFUZERITTLNSD

CNETHEEZEFEDODIEAHE LM
BESADANEZEZHTEEHEDH S
MRZEZWEERSRBELZEMN, IRES.
ZLTHEE, ChoDBEEERITS
ELVDSTRATSRADAIVR AV NERTE
SHELHHENELTD

T }
#Astellas Proprieta






ZILTHIERDRTEImAN

) astellas




