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‘ INTRODUCTION ’ RESULTS Figure 4. In the Phase 1/2 study, observed multiple

developmental milestone gains from Embolden Milestone

 Rett syndrome (RTT) is a rare neurodevelopmental * Participants in the RNHS show that milestone gains concentrate in early childhood. The likelihood of gaining R T o
disorder defined by a period of early childhood a milestone at >3 years of age is extremely low (Figure 2). List; gains occurred across individually low-incidence
development, then regression of developmental milestones - 28 low-incidence milestones rated meaningful by caregivers were chosen for the Embolden Milestone List milestones at the relevant age
and severe impairment of communication, hand function, (Figure 3). * Treated participants gained multiple milestones. Each gain is

and gross motor function.’ individually low-incidence in age-matched natural history, and

» Participants in the Phase 1/2 study (Figure 4) demonstrate the rarity of gains in developmental milestones on

« NGN-401 is an AAV9-based gene therapy in development the Embolden Milestone List. multiple gains in any participant are exceedingly rare.
. e .
ZOFI.RTT |SING IIIE);AI\CA)TCPtZransgene_ regulation Itleé:hnollcl)gy to _ o _ _ Figure 4A. Pt:1 >6 years old gained 10 developmental milestones
eliver CO_HtFO ed Me expression 04” a cell-by-ce Figure 2. Clinically meaningful gains concentrate before age 3 years and stay low at age >3 years, on the Embolden Milestone List (7 years old at Baseline)
basis, delivered via ICV administration. with little difference at age 26 years RNHS Study Sample

* To assess NGN-401 effects in the Embolden™ % Gained/Regained At Age:
registrational trial, we identified developmental milestones p'w Gross Motor m >3years  [NEEEE
that would be clinically meaningful if gained and that are ‘ Fine Motor

Example Milestone: Taken a drink from a cup Example Milestone: Cruised around furniture or Example Milestone: Used words with meaning

not expected to be gained at age >3 years (reg ression held without assistance holding on to someone (i.e., walk with support) Baseline: Raking grasp, no ability to Nold OBJECHS
typlcally com p|ete),5 the lower age of e“g'b'“ty in the % ever gained/regairled: 46% % ever gained/regairled : 72% % ever gained/regairled: 69% Taken drink from cup held without assistance S Lo
_ At age >3 years: 4.2% At age >3 years: 1.5% At age >3 years: 2.5% Transferred object from one hand to other 4.2% 0.7%
Embolden trial. At age >6 years: 1.3% At age >6 years: 0.3% At age >6 years: 0.4% & 30, 5 0%
10- i ; ] ‘ol ; i . :. ‘3 Used a pincer grasp -9/ U7
’ M ET H O D S 09- 09- 09 Used spoon/fork to eat without assistance 3.1% 1.6%

o ° © o 2. Gross Motor
: % 01 ; % 01 e §o.r T VNN x Baseline: Impaired, ataxic gait, no ability to climb stairs
* In the NIH-sponsored 5211 Rett Syndrome Natural History S .. : | g : | 2 ] 1 45, 0.4
. . . . < < < Climbed up stairs without help ey i
Study (RNHS), matched to the Embolden inclusion criteria g g+ s o o <t o o 3 59, 0.4
_ i . . . T 04 T 04 T 04 Imbed down stairs without help - /0 /0
(Figure 1), we estimated cumulative incidence rates of 2 2 oo 2 o Come to sitting p— y—
gaining/regaining a developmental milestone. oo "o o Communication
_ _ o o1 ™ X Baseline: Severe impairment, unable to follow commands, indic

« 30 caregivers of females with RTT rated the " : : — e B ; ; I T B : : e ollowed 2 command with a gesture - 6o 1 8o,

. . . _ Age (years) Age (years) _ Age (years) ] :
meaningfulness of developmental milestones in the " " gy " § ° " K *’ Waved bye-bye 2.1% 0.0%
Rett Careg iver Voice SU rvey. Age at which caregiver reports mlleston;v:a;flrst gained; if age gained is unknown, age at which caregiver reports milestone was regained ointed for something they want 5 70, 0.0%

e .40
« Caregivers completed an online quantitative survey to B L
] ] ] . . r'n,_-.'.'i' % ‘:k Scan for additional developmental milestone examples
Indicate the meaningfulness of acquiring different '}‘é@f Figure 4B. Pt:2 <6 years old gained 10 developmental milestones
developmental milestones post treatment. ' on the Embolden Milestone List (4 years old at Baseline)
o Together these defined a pre_speciﬁed list of 28 C|iniCa||y Figure 3. Caregivers rated the achiSition Of 28 developmental mileStones as Clinica"y meaninngI RNHS Study Sample

. f | d | t | il t f th E b |d % Gained/Regained At Age:
meaningiul develiopmental miestones 1or the Embolden Caregivers indicating milestone is meaningful (%) )
trial’s primary endpoint. 100% 95% 90% 85% 80% 75% =R

Fine Motor

- - ° Baseline: Severe i ' t, ble t hand
Figure 1. RNHS subjects matched to Embolden W Fine Motor % Gross Motor &, Communil T
. . : . . . . . eached for toy - 70 -2 70
reg |Strat|0na| trlal key InCIUSIonI GXCIUSK)n crlterla LY’ Reached for toy Sat without support when placed 93% g:f{'giiri':ounned (]ic.uer.?l\;[vuarli %;O;ﬂ'ggort) Followed command with gesture Used raking grasp to retrieve an object 1.2% 1.2%
Embolden RNHS 5211 POpUIation of PartiCipantS 97% Zzls(ies?aiggk from cup held without YA Come to sitting k378 Sat with support when placed Followed command without gesture Finger fed 2.2% 1.6%
: : ik f - - 3.8% 3.1%

R_I?g_thlgatl?nal Used raking grasp to retrieve object Pulled to standing 1578 Climbed up stairs with help CYA’l Used words with meaning Taen a cup held without assistance
rial vesign _ - : .
%@ 939 '(I)':ﬁgfferred object from one hand to e Stood independently A Climbed down stairs without help YA Spoken in phrases / Baseline: Impaired, ataxic, help to stand
Pulled to standing 1.4% 0.6%
Emspoldep s i : kLW Finger fed LYa’W \Walked independently cx4y Climbed down stairs with help Y&’ Pointed for something they want o o
Total participants in RNHS 5211 Climbed up stairs with help 13.2% 7.9%
: N = 1038 .
Base?il:g-lg:r:.trrc;lled, ( ) Used a pincer grasp Y& Climbed up stairs without help 4475 Ran 10 feet without falling X379 Responded to familiar names/words Coie 1 SG 2. 90, 1.6%
Open-Label Trial Evaluating ¥R Used ffork to eat without . _ _ . c icati
2l v el Female participants ‘ S0% assseistasr?ggn o O Kyl Stood while holding on U | Babbled B:sr;]l::(:nsue:\?elrce"i‘mpairment, unable to follow commands, non-

Target Population / (n'=894) cyaZN Waved bye-bye Followed a command without a gesture 6.1% 4.5%
Key Inclusion Criteria: _ _ 2 .30, 1.2%
Used words with meaning -9 70 & 70

* Females ages 3 and above Participants with diagnosis
with genetically confirmed of classic RTT Responded to familiar names/words 3.2% 1.3%
classic RTT (n = 659)

* CGI-S 4-6

e s Participants with confirmed genetic ‘ o In Rett syndrome, clinically meaningful developmental gains are rare at/after age 3. Figure 4C. Pt:10 Adolescent 14 years old gained 2 developmental
of key milestones in 3 core MULAtioN SCSasEiine b . - . . . - - -
comains g 3) (1 = 585) Across all 28 milestones, the rate of gaining or regaining a skill stays low from age 3 and beyond. milestones on the Embolden Milestone List
« Hand function RNHS Study Sample
* Gross motor function .. . . . . . . % Gai : :
. Communication ‘ AR OEose NGN-401-treated participants gained multiple milestones — a pattern not seen in natural history. e e i
primary Endpoint » Each milestone is rarely gained after age 3, and gaining several in one participant is A
. Fine Motor
g:::::::r-based exceedlngly rare at any age Baseline: Markedly impaired, unable to use hands
Responder = GO =3 . CGH, Cical Globl Impression « The same was observed in older children and adolescents, where natural history gains are ~ T — —
>1 new developmenta ion used to evaluate Improvement scale; CGI-S, Clinical . :sr?erirrlmz:mc:rlzn impaired; unable to follow commands, non-
iestone not prosent | cumupn o used to evaluate  Slovl ImpresionSveiy scal rarest — supporting a treatment effect. A o o e " | |
at Baseline gaining/regaining a milestone Study; RTT, Rett syndrome. Followed a command without a gesture 6.1% 0%
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