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ARCUS-Mediated Excision of Exons 45-55 of the Human Dystrophin Gene using PBGENE-DMD Leads to Durable Muscle Function
Improvements In Vivo as a Result of Functional Dystrophin Protein Restoration for the Treatment of Duchenne Muscular Dystrophy
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DMD Therapeutic Landscape Differentiated Therapeutic Approach that Permanently Corrects the Root Cause of DMD

PBGENE-DMD Restores Functional Dystrophin Protein Across Key Target Muscles
PBGENE-DMD Dystrophin Gene Correction Results

in a Functional Dystrophin Retaining the Vast Majority

of Full-length Dystrophin Protein Domains Quadriceps Gastrocnemius Heart Diaphragm Achieved therapeutic levels of naturally-produced functional
20 dystrophin protein within skeletal and cardiac muscle tissue

. . Permanently Correcting the Root Cause Durable dystrophin protein levels in skeletal and cardiac
Exon Skipper Therapies By removing a frequently-mutated region of the dystrophin gene, Full-length Dystrophin 15 muscle tissue out to 9 months
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Current Therapeutics Have Limitations and
Do Not Provide Durable or Significant Functional
Improvements For Patients with DMD

PBGENE-DMD’s Novel Mechanism Results in Gene Correction
and Naturally-Produced Functional Dystrophin Protein

Dystrophin Restoration (%) in Treated Disease Mice
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exon | skipping Durable Functional Muscle Improvement
PBGENE-DMD has been shown to significantly improve muscle

function over time while also editing muscle satellite cells for : PBGENE-DMD Dystrophin Gene Correction Percent of PBGENE-DMD Corrected Myofibers Expressing Functional Dystrophin in Treated Disease Mice at Month 3
Disease model

H
ABD 1 7

durable therapeutic benefit - Untreated Untreated

Disease model Healthy control model uadriceps Gastrocnemius Heart Diaphragm
« Lifetime therapy with short-lived effects Q g 60 PITas

and limited patient applicability PBGENE-DMD: A single AAV encodes two ARCUS proteins designed Truncated Synthetic Microdystrophins
to permanently edit a patient’s own DNA sequence, resulting in 50

12
» Provides low dystrophin protein expression, natively-expressed, functional dystrophin re0 g R IRE) IS W 10
limiting efficacy? H
 Safety concerns including hypersensitivity \\ A5 gy I 0 R 65 IR g Bt * 30
reactions and renal toxicity3 -> G— ARCUS 1 ARCUS 2 -'U <—Synthetic Microdystrophins—> 20
\/ \/ 10
Dystrophin gene 0 -_

‘ARCUS,1, 'ARCUS.2.
Microdystrophin Gene Therapies 43( 44 [Mll 45( 46 | 47| 48[ 49 50 )51 | 5253 [ 54{ 55 Rl 56( 57 (1x10% VG/kg) (3x1013 VG/kg) (1x10% VG/kg) (3x1013 VG/kg) (1x10 VG/kg) (3x1013 VG/kg) (1x10% VG/kg) (3x1013 VG/kg)
v

Synthetic Microdystrophin Nucleus EQ |J 56{57
\4

T~ - onctons

Dystrophin

" "
PBGENE-DMD functional It is expected that as little as W Dystrophin M Laminin

dystrophin is present in a subset 5% expression of the functional
of Becker patients with mild to dystrophin protein is needed PBGENE-DMD Significantly Improves Muscle Function and Demonstrates Long-Term Durability

asymptomatic phenotypes’ to provide therapeutic benefit8
e i o ° i 3 Months 6 Months 9 Months === PBGENE-DMD Maximal Force Output 3- to 9-months
- - (1x1014 VG/kg)

=== PBGENE-DMD Untreated Untreated PBGENE-DMD PBGENE-DMD
(3x10% VG/kg) Diseased Healthy (1x1014 VG/kg) (3x1013 VG/kg)

4’""0«.}

iq"‘“'u-
Torrs
suiajo.d

N
=
N
[EY
N

Produce a synthetic protein that is missing
a majority of functional domains

Recently approved synthetic microdystrophin
has not been proven to result in significant
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6-month timepoint shows an improvement in functional outcome vs. 3-month timepoint; @ PBGENE-DMD-treated mice maintained 81-84% of the maximal force output

and 89-92% tetanic force output observed in healthy mice through 9 months

p P E C I S | O N Improvement in muscle force output is maintained out to 9 months post PBGENE-DMD treatment
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