Interim Analysis of Key Clinical Outcomes From a Phase 1/2 Study of Weekly Intravenous DNL310
(Brain-Penetrant Enzyme Replacement Therapy) in MPS |
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BACKGROUND RESULTS

» Mucopolysaccharidosis type Il (MPS II; Hunter ) _ o N . . . -~ N , o . : _
Syndroms) is a rare inherited lysosomal storage Figure 1. Physical Complications and Neurocognitive Participants Biomarkers » Most participants demonstrated stabilization or improvement across all domains in global impression scales; most
disorder caused by iduronate-2-sulfatase Symptoms of MPS Il (Hunter Syndrome) . . . - « For assessment of urine HS and DS in the DNL310 phase 1/2 study, please refer to Bhalla et al, Poster 48 had improvement in overall MPS Il symptoms (Figure 8)
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(IDS) deficiency » The safety profile enabled achievement of healthy, normal levels of CSF HS, sustained over time, including in
. . : . o y o. of Participants at Study Week’ those with high pre-existing anti-drug antibody (ADA) titers (Figure 5) Figure 8. Clinician and Caregiver Global Impression Scales of Change?
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treatment of MPS I Neuronopathic, n (%) 27 (96) 22 (96) Race, n (%) o 0. 0.
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Pre-study treatment naive, n (%) 3(11) 0 Hispanic or Latino 5(18) 5 (22) CGI-C, Clinical Global Impression of Change; CaGI-C, Caregiver Global Impression of Change.
.. o Not Hispanic or Latino or a CGl/CaGl-C version 3; graph does not include 4 participants assessed using version 2; a subset (n=12) was previously presented at SSIEM 2022."
Participants per age group, n (%) not reported/unknown 23 (82) 18 (78) ADA, anti-drug antibody; BL, baseline; CSF, cerebrospinal fluid; GAG, glycosaminoglycan; HS, heparan sulfate; W, week.
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o IV infusion Interim Safety Overview including those most relevant to MPS Il families, reflecting adaptive behavior skill gain (Figure 6)
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METHODS « SAEs were reported in 7 participants; of these, 2 had IRRs, and 5 participants had SAEs unrelated (per the Mean Change (95% Cl) Age (months) R Ao Bt . —
. . . . . . . . . . , Auditory Brainstem Response; , enzyme replacement therapy.
investigators) to study drug or procedures (including constipation, upper respiratory tract infection, progressive = Results are based on air conduction tests. Least squares mean (95% Cl), adjusted for age at ERT initiation. n=18 to 23 participants (varies by frequency).
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g g y p Safety Ia borato ry measurements a2 Data from 4 participants either unavailable (n=1) or only VABS-3 collected (n=3) at week 49. The Total Adaptive Behavior raw score derives from all Communication, Daily Living, and Socialization
N CTO 4 2 5 1 0 2 6 . .. . . . . subdomains except for Communication-Written, Daily Living-Domestic, and Daily Living-Community. ® Data shown extend to 104 weeks post baseline. SU M M ARY o F INTE RI M RESU LTS
( ) e Prior to treatment, 11 participants had elevated total urine GAGS (colorimetric assay); all normalized after
 The DNL310 phase 1/2 trial is an open-label, 24-week study followed by an open-label extension (Figure 3) _rrehcelvmg DNL31,?h table ab it trends in safetv laborat uati ¢ intiation of « Over 49 weeks, mean Bayley Scales of Infant Development-IIl (BSID-III) cognitive raw scores increased and were Clinical Safety
. - . o _ ¢ [here were no other notable abnormalities or trends In safety laboratory evaluations post initiation o larger in magnitude when accounting for participants cognitively capable of completing the Kaufman Assessment « Interim safety profile was consistent with other ERTs

» Approximately 45 participants <18 years of age with MPS Il are enrolling into 5 cohorts (A-E); DNL310 treatment : . . , , . .

treatment-naive and -experienced participants are eligible Battery for Children (Figure 7) » IRRs accounted for the most frequent TEAEs and decreased in frequency and severity with continued dosing
Biomarkers

. . Infusion-Related Reactions
« Differences between the cohorts include age, phenotype, and dose levels Figure 7. BSID-Ill Assessment « Rapid normalization or near normalization of CSF HS was observed in all participants, sustained at week 49, and

» Tolerance to DNL310 occurred with longer-term dosing (Figure 4) remained normal in the 3 participants tested at week 104

« Participants receiving IDS at baseline switch to DNL310 without a washout period
e Normalization of CSF HS was observed even in participants with high pre-existing ADA
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Study Week Period | « A potentially registrational Phase 2/3 study with sites in North America, South America,
BSID-IIl; Bayley Scales of Infant Development-Illl; KABC, Kaufman Assessment Battery for Children. . .
2 Imputed KABC scores used maximum BSID score of 91. Participants with imputed values at both baseline and week 49 (n=3) were not included in the mean change (would be uninformative); and EU ro pe IS en rOI I | ng (N CT05371 61 3)
ADA, anti-drug antibodies; AE, adverse event; BSID, Bayley Scales of Infant Development; CSF, cerebrospinal fluid; DS, dermatan sulfate; HS, heparan suifate; IDS, iduronate-2-sulfatase; o : 2 participants expected to have data did not complete either cognitive assessment at Week 49. ° Data shown extend to 104 weeks post-baseline. * Participant missed 44% of weekly infusions
IRR, infusion-related reaction; KABC, Kaufman Assessment Battery for Children; yo, years old. IRR, infusion-related reaction. between last 2 time points.
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