Efficacy of Intrathecal Adrabetadex in Infantile-Onset Niemann-Pick
Disease Type C is Supported by Survival, Clinical, and Biomarker Data

Forbes D. Porter, MD, PhD'; Laurence H. Keller, MD?; Lixia Jiao, PhD?; John P. Winnike, MS2; Alexander M. Gold, MD?; Jason Camm?; Elizabeth Berry-Kravis, MD, PhD!

'Eunice Kennedy Shriver National Institute of Child Health and Human Development, National Institutes of Health, Bethesda, MD, USA; 2Beren Therapeutics P.B.C., Thousand Oaks, CA; *Rush University Medical Center, Chicago, IL, USA

GEEEE

Disease Overview Overall Survival Table 1. Baseline Demographics and Disease Characteristics Biomarker Analysis
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for See methods for more details adrabetadex treatment was 1.7 (95% CI, 4 . . . H . . . adrabetadex decreases neuronal damage and cell death
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« Results are reported from the Phase 2b/3 trial (VTS301) Part A/B safety population, decrease in RADNPCCSS scores in Time since adrabetadex initiation (years) investigational drug with potential as a disease modifying
defined as all randomized subjects who received =1 procedure (IT adrabetadex or participants treated with adrabetadex therapy to improve clinical outcomes in individuals with I-NPC
sham). As reported in Supplemental results (Figure 4)
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@ SUPPLEMENTAL METHODS

Biomarker Analysis Supplemental Figure 1. Phase 2b/3 Trial (VTS301) Study Design

« Analyses included participants from the Phase 2b/3 trial (VTS301) Part A/B (Supplemental Figure 1).
+ VTS301was a Phase 2b/3, randomized, double-blind, sham-controlled trial the effect of amn in NPC1
participants with onset of neurologic manifestations before age 15. The trial was composed of 3 parts: Part A (dose finding) and Part B

IT adrabetadex-
treated group

(sham-controlled): NCT02534844; Part C (open-label extension): NCT04958642, which included participants from Parts A/B and from
the Phase 1/2a study (NCTO1747135).IT 900 mg was d Q2W; dose reduction was allowed for tolerability

- Biomarker assays were validated for sensitivity, precision, and repr according to FDA guidelines

+ CSF levels of 24(S)-OHC were quantified using an oxysterol assay gas chromatography-mass spectrometry selected ion monitoring

protocol developed at the laboratory of Dr Dieter Lutjohann (University of Bonn, Germany).! CSF levels of calbindin D and FABP3 were
measured with Quanterix® immunoassays at Rules-Based Medicine (IQVIA, Austin, TX).

Wilcoxon signed-rank test was used to assess within-group changes in CSF biomarkers from baseline to Week 52 (SAS v9.4). Nominal
statistical significance was defined as P< 0.05 without adjustment for multiplicity.
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Supplemental Table 1. Annual Rate of Change in Short Form NPC-CSS Score During the Untreated and
Treatment Periods in Participants With I-NPC

Infan nset

SUPPLEMENTAL RESULTS

Participants, n 79
Pre-treatment visits, n 337
Treatment visits, n 689

Annual change in score (units/year), estimate (95% CI)
Pre-treatment periods 1.34(0.98,1.71)
076 (052,1.01)

-0.58(-0.98,-0.18)

0.0055

Treatment periods
Treatment - pre-treatment

P-value for difference

Supplemental Table 2. Baseline Demographics and Disease Characteristics from Phase 2b/3 trial (VTS301)
Part A/B

Adrabetadex Sham Control
(N=38) (N=18)

Age (years), mean (SD) 12.7(5.64) 117(510)
Male, n (%) 22(58) 8(44)
Weight (kg), mean (SD) 481(25.27) 40.2(18.98)
Miglustat use,? n (%) 25 (66) 9(50)
Seizures, n (%) 15(39) 5(28)
Duration of neurologic symptoms (years), mean (SD) 71(415) 59 (5.16)
Baseline NPC-CSS total score (minus hearing/ABR), mean (SD) 17.8(6.48) 16.9 (8.16)

“ receiing study drug

ABR, 0SS, type C Clincal :

Safety

« Adverse events with 230% higher incidence in the adrabetadex-treated vs sham group included vomiting, hypoacusis, back pain,
diarrhea, gait disturbance, and fatigue; treatment-related events with 230% higher incidence were vomiting, hypoacusis, back
pain, and fatigue (Supplemental Table 3).

+ No participants discontinued the study due to treatment-emergent adverse events (TEAES) in Part A/B of VTS301

Supplemental Table 3. Summary of Safety (Phase 2b/3 trial [VTS301] Part A/B, Safety Population)

Adrabetadex Sham Control
(n=38) (n=18)
Any TEAE, n (%) 38(100) 17(04)
Non-fatal treatment-emergent SAE, n (%) 20(53) 4(22)
SAE occurring in >1 participant receiving adrabetadex, n (%)
Hearing impaired 4 1(6)
Pneumonia, aspiration 4(1) 1(6)
Deafness 3(8) 0(0)
Seizure 3(8) 1(6)
Dysphagia 2(5) 1(6)
Aspiration 2(5) 1(6)
E TeAE,
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Biomarker Analysis
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« Percent change from BL in CSF levels
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Supplemental Figure 2. Overall Survival in I-NPC Participants With Miglustat (a) and Without Miglustat (b) Use at Baseline
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Supplemental Figure 3. Overall Survival in Participants With Early (a) and Late (b) I-NPC

Group (Guilford, CT, USA)

Early Infantile-Onset Late Infantile-Onset

HR0.148 HR0.344
100 o, (95% CI,0.064,0.343) 100 (95% Cl, 0146, 0.812)
\ P<0.0001 P=00457
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*KM curves are visually truncated at ~120 months.“Weighted numbersat risk
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