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INTRODUCTION RESULTS

* DMD is a severe, progressive neuromuscular disorder caused by Safety

mutations in the dystrophin gene, leading to muscle degeneration and » Del-zota demonstrated acceptable safety and tolerability (Table 1)
early mortality'4

. L . , Table 1. Safety and Tolerability Summary of Del-zota in Participants with DMD44
» Approximately 6—7% of individuals with DMD have mutations amenable

S . EXPLORE44® EXPLORE44-OLE™
to exon 44 skipping (DMD44), yet there are currently no exon skipping

» As such, there is a high unmet need for exon skipping therapies to treat Any AE 6 (806%) 166 ;8;;@ ?g (223’)
DMD44, particularly those that can benefit a broad range of disease RElE32E) 1D Stely elve (327%) (26%)
severities’ Serious AE 0 1(5%) 3 (8%)

» Del-zota (delpacibart zotadirsen; AOC 1044) is an antibody- Serious AE related to study drug 0 1(5%) 1 (3%)
oligonucleotide conjugate (AOC™) designed to deliver a AE leading to discontinuation 0 2 (11%) 1(3%)
phosphorodiamidate morpholino oligonucleotide targeting dystrophin's AE leading to death 0 0 0

, adverse event; IRR, infusion-related reaction; OLE, open-label extension. Data are presented as the number of participants (%) with > unless indicated otherwise. The data
exon 44 (PMO44) to mUSde Cel IS ?lft occurred in JJanZ{OZS for EXPLOtRE44—OJI[_ETM (inljcirirrl? cut). *OLE :afety daItDa :epresgnts a :[/arietytof doses and irlmoclutdes patrti(ci/p)antz whc1> :rlmzrolled into EX;’LORI;44-OLETMTde nO\to
—Del-zota induces exon 44 skipping and restores the dystrophin reading frame, [RRs. I the OLE, one SAE of Pypersensitity wias considered reared 1o stucly drug and resulied indiscontinuaton. Lo cecontnued dueto moderat

enabling the production of a near full-length dystrophin that is expected to restore h | ' d P ’ Y |
muscle cell integrity and protect against damage Pharmacodynamics
- The completed Phase 1/2 EXPLORE44® trial (NCT05670730) is the first * Del-zota treatment resulted in increased exon 44 skipping from baseline to Month 4/5 in both
clinical study to evaluate del-zota ambulatory (~42% skipping) and non-ambulatory (~37% skipping) participants (Figure 2A)
— Participants had the opportunity to enroll into a long-term open-label extension  Treatment with del-zota led to a meaningful increase in dystrophin protein levels and percent
(OLE; EXPLORE44-OLE™, NCT06244082) to assess del-zota's long-term safety and dystrophin positive fibers (PDPF) from baseline to Month 4/5 in both ambulatory and non-ambulatory
efficacy participants:
— There was a statistically significant mean increase of ~25% of normal dystrophin from baseline across del-zota-treated
OBJECTIVES participants compared to placebo, with a ~27% increase in ambulatory participants and a ~22% increase in non-
ambulatory participants, as measured by western blot (Figure 2B)

* Evaluate the safety, tolerability, pharmacokinetics, exon skipping, — An increase compared to baseline was also observed in PDPF, with mean increases from baseline of ~48% in
dystrophin expression, and exploratory efficacy of multiple ascending ambulatory participants and ~33% in non-ambulatory participants, as measured by IF (Figure 2C-D)
doses of del-zota in individuals with DMD44 Figure 2. Treatment with Del-zota Increased Exon 44 Skipping and Dystrophin Expression in
— This subgroup analysis examines the effect of del-zota on levels of dystrophin and Participants with DMD44 Regardless of Ambulatory Status

muscle integrity markers by ambulatory status A B C D Baseline 4 Months
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« EXPLORE44® was a randomized, placebo-controlled, double-blind, £ £ N s
multiple ascending dose study in males aged 7-27 years with a 5 S o N
confirmed diagnosis of DMD44, which included both ambulatory (n=19) < 20- £ Detzota
and non-ambulatory (n=7) individuals (Part B; Figure 1) % 10- 20-
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— Participants received three intravenous (IV) infusions of del-zota at either 5 mg/kg
or 10 mg/kg or placebo (dosing was informed by Part A) _ii =
— Data from Part B through Months 4/5 (4 weeks post-3' dose) are presented herein BL Tx BL Tx BL Tx BL Tx BL Tx BL Tx O BL T« BL T« BL Tx oo
Figure 1. EXPLORE44® StUdy Design [ Placebo (N=6) Ambulatory (N=12; Del-zota) [l Non-Ambulatory (N=5; Del-zota)

Increases in exon skipping and dystrophin expression following treatment with del-zota compared to placebo. Given there was no difference between the 5 mg/kg and 10 mg/kg

Part A: Healthy Volunteers Part B: Participants with DMD amenable to exon 44 skipping groups, data are pooled for the purposes of these analyses. (A) Exon 44 skipping quantified by ddPCR in biceps brachii muscle biopsies collected at 28 days post-third dose, stratified
by ambulatory status. Data are presented as mean + SEM. (B) Dystrophin expression normalized to MHC, measured by western blot, stratified by ambulatory status. Data are presented
as mean + SEM. (C) Quantification of PDPF measured by immunofluorescence, stratified by ambulatory status. Data are presented as mean + SEM. (D) Representative

€ o immunofluorescence images (5 mg/kg). BL, baseline; ddPCR, droplet digital polymerase chain reaction; MHC, myosin heavy chain; PDPF, percent positive dystrophin fiber; SGCA,
A QHeaIth Volunteer Cohorts
'% % Y sarcoglycan alpha; tx, post-treatment.
N & .
¥ B1 explore __-OLE" Slomarkers
E § | * Del-zota treatment reduced Figure 3. Treatment with Del-zota Reduced Levels of Circulating
EE.', B2 serum biomarkers of muscle CK to Near Normal in Participants with DMD44 Regardless of
e G Dose listed is PMO Initiation of next dose level cohort  Biopsies performed at baseline and one month after the last dose da mage tO near normal |eve|S Ambulato ry Status
from baseline to Month 4/5 30000~ T -
Part A included a placebo-controlled single ascending dose Phase 1 study conducted at a single US center with healthy adult men : _ 10000 - ™ —
randomized (3:1; del-zota:placebo) into 5 single dose cohorts. Part B included participants with DMD44 randomized (3:1) to receive N bOth ambu latOry and non 10000 T
either del-zota or placebo in two multiple ascending doses cohorts: B1 (5 mg/kg) and B2 (10 mg/kg). Muscle biopsies were am bu |ato ry pa rticipa nts: 9000 - —_ - Placebo (N=6)
performed at baseline and one month after the last dose (Month 4 for 5 mg/kg and Month 5 for 10 mg/kg). DMD, Duchenne . 8000~ | B
muscular dystrophy; PMO, phosphorodiamidate morpholino oligomer; Q6W, every 6 weeks; Q8W, every 8 weeks. — CK levels decreased by ~88% In = 70004 Del-zota
Safety ambulgtory participants and by 2 £000— Ambulatory (N=12)
- _ ~73% in non-ambulatory X 5000- U )
* Participants were monitored throughout the study through regular participants (Figure 3) 1000~ Bl Non-Ambulatory (N=>5)
assessments including laboratory tests, ECGs, vital signs, and physical _ Additional biomarkers of muscle 3000-
examinations damage, including myoglobin, fggg'
Pharmacodynamics ASg, aﬂd AI_bT |S|m||ar|y Zlecreased 0L "'I——I“"LULN (251 IU/L)
. . . . .« o 18 Ot adMmpu atOry dan NoN- Baseline Post-Treatment
* Exon 44 ski PpPINg In muscle was measured via dlg ital droplet pOIymerase ambulatory pa rticipants (data Decreases in CK from baseline to Months 4/5 post-treatment with del-zota compared to placebo in ambulatory and non-
I I I I 1fi I ambulatory participants. Given there was no difference between the 5 mg/kg and 10 mg/kg groups, data are pooled for
Chaln reaction an(.j dyStrOphln prOteI n quantlflcathn wads analyzed by not ShOWﬂ) the purposes of these analyses. Data are presented as median +max. CK, creatine kinase; ULN, uppermost limit of normal.
western blot and immunofluorescence (IF)
* Biopsies were performed at baseline and post-treatment (Month 4 or 5 CONCLUSIONS
depending on dosing schedule) , , , , ,
Biomarkers  Treatment with del-zota is continually associated with acceptable safety and tolerability

 Del-zota targets the root cause of DMD44 by leading to unprecedented increases in dystrophin as
measured by both western blot and PDPF immunofluorescence

 Rapid and sustained reductions in CK to near normal were observed in both ambulatory and non-
ambulatory participants, indicating improved muscle integrity and supporting the broad potential
\_ therapeutic impact of del-zota
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Note: Del-zota is in clinical development for treatment of DMD44 and currently has not been authorized for this indication, and its safety and efficacy for such use has not been established.
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