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INTRODUCTION BACKGROUND & RATIONALE

= MECP2 Duplication Syndrome (MDS) IS a rare X-linked disorder affecting Based on EXiSting Literature = \While the overall Symptomok)gy IS established, there is a need to
Core Symptoms T Additional Symptoms pred0m|nant|y ma|eS, that is caused by OverexpreSSK)n Of the chromosomal reg|0n INGUIT s 11 Healthy characterize MDS (and its progreSSK‘)n) N key domains
Neurologic ——— + Brain Abnormalities (Xq28) containing the methyl CpG binding protein-2 (MECPZ2) gene Yo = Quantify symptomology with clinical scales longitudinally
Developmental Delay : :Eﬁtﬁﬁgfﬂnﬁ?mms = MeCP2 regulates brain development and maintains the function of mature neurons during adulthood > = Capture meaningful deficits within the disease
Intellectual Disabilities : O
Seizures T « The overexpression of MeCP2 protein can be due to a duplication, translocation, or triplication of — A . . :
— = Assess clinical relevance of biomarker effects
Respiratory Infections /\ the MECP2 gene _8 © _ _ _ _ o _ _
/ /) - Duplication size, presence of specific duplication genes beyond MECP2, genetic variant structure O S = Metrics that can provide longitudinal, quantitative information,
Cactromtestinal Diffioultios ® Vasomotor Troubles (triplications and translocation), and age, have been linked to functional severity O 5 2y — Refractory Seizures and potential prognostic factors that predict the rate of disease
Sastiossoonem o = MDS is characterized by several debilitating cardinal symptoms including infantile 5 Regression VDS progression will add important information that can be used to
Swallowing/Feeding Problems ¢ hypotonia, progressive spasticity, intellectual disability, respiratory infections, L Loss of Locomoton support participant selection and stratification strategies as well
. . . . / Death . . .
Vuscular Urogential Abnormalities gastrointestinal disorders, seizures, and motor and language delays as future clinical study design
Infantile ”sypiitf.’é‘.l?, = Symptoms may begin as early as birth and have overlap with other Age . Thel_’e are _currently I_|m|ted outc_ome measures va_Ildated in MDS.
neurodevelopmental disorders We identified both single do_r_nal_n and multll-_doma_ln outcome
. . crey g . . e g . MDS may present with a limited period of normal development (<12 months), entering into a phase of slow but steady growth measures that may have Utlllty in future clinical trials
= MDS is a progresswely debllltatlng disease, with S|gn|flcant burden on patients and (achieving up to a ~21 to 24 month developmental age equivalence which is variable across domains), followed by a plateau
. . : : : : ' around age 4-5 years and regression around 6-7 years which generally coincides with seizure onset. A small proportion of
gareglvsrs, of:jen regression is seen over time with age, and a shortened lifespan has Satients do not experience seizures and tend to ragress later in life.
een opserve

STUDY DESIGN & OBJECTIVES

. . . ’ ‘ ’ ‘ Single and Multi Domain Approach
— NHO00006 (NCT06014541) is a multi-center, non-randomized, non- The study seeks to confirm the utility The study seeks to characterize performance 9 PP
W @ iInterventional prospective and retrospective study in participants with and clinical relevance of biomarkers for and changes in single domain and multiple ! Devel tal | ' Quality of Life and Caregiver Burden |
— genetically-confirmed MDS who are able to complete study procedures, translational research and drug domain outcome measures related to the D:/Z/ﬁ 22&,962/2 < observed in 100% of pationts To assess both patient quality of life and caregiver
to be used in support of the clinical development of therapies for MDS. development in MDS known clinical presentation in MDS ! P 4 o orp | | impact J
0000000000 “'”& = A biomarker is a characteristic that is measured as an = Characterize longitudinal changes in performance on clinical : \B/"SIDI-IHd ; = ABC-2-C : CEQ(|5D5IIDn\;entory Disability = gﬂggegasrgg:\e,er
(1007163160 1 1 ! indicator of normal biological processes, pathogenic scales (clinician-reported measures of neurodevelopment Ineland- gl
HRIRT R RN RRTn . . o . = RETT CIA = WPAI-CG
0000000000 AN processes, or responses to an intervention and functioning) and caregiver-reported outcome
— MRRmmmEmE . . assessments (communication, gastrointestinal, social-
NIRRT = Biomarkers that may support translational research and . . : _ r ) 0 ] ] \
: : emotional-adaptive behavioral measures); : Multi-Domain/Other
] 0000000000 drug development for MDS will fulfill one or more of the Neurological | _
patlents [lTP l(P lT l@ 1@ following criteria = Evaluate Ior)gitudi_nal changes in caregiver-reported health- Seizures present in >50% of MDS patients gtl{/etlg-gfgea/czsaezsseesggvvee/g; are needed to adequately
ﬁﬁ&ﬁ&ﬁgﬁﬂﬁ = A biomarker is a defined characteristic that is measured as related quality-of-life measures; and b g b g
U an indicator of normal biological processes, pathogenic = Assess the frequency, type, and severity of seizures over = EEG/ERP = Pupillometry = MDS CGI-C/S = GHS
processes, or responses to an exposure or intervention, time = Seizure Diary = R-MBA
including therapeutic interventions.
Key Inclusion Criteria: = A biomarker is not an assessment of how a patient feels, : Eglael(lzjtaetc? éhg :;)?;e dnett\é?:;lc:gg am?cisgr‘c:?nrgz’tnac p:gp?iratgsazg . . N | | ) |
Male patients =1 month and < 65 years of age functions, or survives but may be used for diagnosic, fit-for-purpose for capturing key outcomes in thpig gtient Communication 1~ Baytey Seales of nfant and Todcler Development, Third Ediion: CGI-C ~ olnical global
P - - y g monitoring, pred'fmve prog_nOS“C, safety, and populaptloﬁ P g Key P Low to no verbal communication seen in most MDS impression — change; CGI-S - clinical glo_bal, impression ’— severity; EEG -
( j Diagnosis with genetic confirmation of MECP2 duplication (or triplication) pharmacodynamic evaluation purposes. _patients ) stonmarelyouh | GSBSDP | Gommanication and Symbolic Behavior Scdles
] . . ] = The study will measure both soluble and non-soluble i i Developmental Pro_file;_ GHS__— .Gastrointestin_al Health Questionnaire_; OR_C,_A — Observer
@1 -atients do nothave any contraindications to undergo a lumbar biomarkers and evaluate correlations between changes in OREA COBSbP S S A A PV W A
D puncture, sedation, or general anesthesia biomarkers and changes in clinical/caregiver reported Assessment; Vineland-3 — Vineland Adaptive Behavior Scales™, Third Edition; WPAI-CG —
outcomes over time. The biomarker is correlated with Work Productivity and Activity Impairment — Caregiver
measures of disease severity (i.e., the current clinical picture)
Screening Period*-2: Prospective Period':
<6 weeks before baseline 104 weeks consisting of 8 in-clinic visits
Study Duration: % {:% gfa % Q% E é% Q% E é% ga % Q% E {:ﬁé j Luml::ar @ C}uaptitative - E Bkl:iOdt'
puncture electroencephalogram | | collection
= approximately 110 weeks Visit 1__ yjsit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8
(Wks) including: _ B
. Participants 11-20 (Visit 5), Participants 21-30 (Visit 4), Participants 31-40 (Visit 3).
= Screening (up to 6 WKks) Retrospective Prospective Biomarker and Clinical Evaluation Period 1.glir)?cal'tl'rials.goé..Actce)ssedr;\uggsttZQ, 202§. htttps)://clinritcaﬁrialts.gov/ctz(/sh;w/)NCToeo14541/
P £ Period (104 Wk ) w StUdy 2. lonis Pharmaceuticals. Data on file.
= Prospective Perio S

<110 weeks
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