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IntrOdUCtion Safety * At Week 78, more than half (6/11; 54.6%) of patients fed orally without restrictions

« Safety was consistent with previous studies of onasemnogene abeparvovec according to the NdSSS (Table 4)

* The worldwide incidence of SMA is estimated to be one per 6,000 to 10,000 live (Table 2)7-2 * All patients remained stable or improved according to the NdSSS scale by the end
of the study period (Figure 4)

Table 4. Patients meeting NdSSS criteria throughout the study period™

births,™ but the actual incidence in Latin America is unknown*°

Table 2. Treat t- tad t
« Latin America is a heterogeneous region comprised of 33 countries. Access to health avie reatment-emergent adverse events

systems vary across the region, and referral services, especially for neuromuscular Age group Weight group _
diseases such as SMA, are rare® D rorte S22dmonthe <Atk i Patients meeting description, n (%) B?ﬁ'g‘e W°f1k42f Wef1k353 Wef:‘;f
« Data describing clinical and demographic characteristics, compliance to standards- Category, n (%) oldatdosing oldatdosing  at d'osigg a;d'osiﬁg Overall (N=16) (n=14) (n=13) (n=12)
of-care recommendations, and timely access to diagnosis for patients with SMA in (n=5) (n=11) (n=9) (n-7) (N=16) Not assessed 1(63) 0 0 1(83)
Latin America are limited™ : . : Any TEAE 5(100) 11 (100) 9 (100) 7(100) 16 (100) Level 1: Patient requires tube feeding with saliva
* [V onasemnogene abeparvovec demonstrated efficacy and safety for patients with suctioning in the oral cavity and can neither discharge 0 0 0 0
SMA in previous clinical trials, but these studies only enrolled patients weighing Any serious TEAE 3(60.0) 8(72.7) 5 (55.6) 6(85.7) 11(68.8) nor swallow saliva.
<8.5 kg and <9 months old at the time of treatment. The maijority of patients included - - — -
: ~ Anv serious TEAE related to Level 2: Patient requires tube feeding without suctioning.
were from North America or Europe.” ongs e 1(33.3) 2(25.0) 1(20.0) 2(33.3) 3(27.3) Patient cannot feed orally but can discharge and/or 0 1(7.1) 0 0
« OFELIA (NCT05073133) was a phase 4, open-label, multicenter study conducted in a swallow saliva.
Latin America that enrolled patients with symptomatic SMA weighing <17 kg and AESls 4(60.0) 8(121) 7(778) 5(14) 12(75.0) P e ——
<24 months of age Hepatotoxicity 3(75.0) 8 (100) 6(85.7) 5(100) 11(91.7) oral i.ntr?ke. I;’atient can feed orally for fun but not for 1(6.7) 2(14.3) 2 (15.4) 1(9.1)
nourishment.
m m e lsegingsile 20y Iy (el i, S Level 4: Patient only receives supplemental nutrients by
O bj ECtIVQ TMA 0 2(25.0) 0 2 (40.0) 2(16.7) Pelggtg gi:;/Ch as with an enteral solution. Patient does not 1(6.7) 0 0 0
i OFELIA aSSGSSGd the Safety, t0|erabi|ity, and efﬁcacy Of Single'dose IV AE, adverse event; AESI, adverse event of special interest; TEAE, treatment-emergent adverse event. L | 5 P . . f d " h " f d
Onasemnogene abeparvovec for patlents We|gh|ng S1 7 kg and S24 months Old over aOf these 12, 11 (91.7%) experienced AESIs that were possibly related to onasemnogene abeparvovec. evel 5: Patient is fe Qra yW|t easy-to-swa ow OQ 0 0 0 0
. . : o : : : : and supplemental nutrients, such as an enteral solution.
18 months post-infusion * Two of six (33.3%) patients had an increase in troponin | after treatment ovel 6 Patont s od orall i o e
. 0 : evel 6: Patient is fed orally with only easy-to-swallow
Two (12.5%) deaths occurred: _ _ food. Patient can eat foods that have been processed in 1(6.7) 0 0 0
M th d — One death was due to an AESI of TMA. Per the mvestlgator, the death was a blender and can drink thickened water.
e Ooas determined to be related to treatment. Y . S .
_ _ _ _ _ Level 7: Patient is fed orally with no difficulties. Patient 746.7) 2(143) 3(23.) 4(36.4)
» OFELIA was a phase 4, open-label, single-arm, multicenter study — 'I;]hedsec:ﬂnd dec?th was dge toa rgsplr?toré/ tract infection. Per the investigator, can eat foods that are not difficult to eat. - : - :
* Patients received a one-time infusion of onasemnogene abeparvovec t .e eal V\(as eterml_n ed not to be re .ate T[O treatment. . Level 8: Patient is fed orally with no restrictions. Patient 5333 9643 8 (615 6 (546
infusion and monitored for up to 48 hours after the infusion. (0.10-2.00) mg/kg for a median (range) of 183.50 (11.00-600.00) days NASSS, Neuromusoulr disease swallowing satus scale o -
+ Patients were followed for up to 18 months post-infusion Efficacy o ot o e oty Ay ok 3 o o oo ks k5 i

“Two patients missed the Week 78 visit window.

« Most patients maintained or improved motor function during the study (Figure 1)

» Most patients (10/12; 83.3%) were able to sit without support by the end of the Figure 4. Patients with stable or improved progress on NdSSS scale

Symptomatic SMA diagnosis based on gene mutation analysis with biallelic study, and more than half (7/13; 53.9%) could stand with assistance by Week 52 100

SMN1 mutations (deletion or point mutations) and any number of copies of (F'S‘"e 1) . _ _ _
the SMN2 gene » Patients maintained or achieved new motor milestones regardless of age or weight 20
Age <24 months at time of treatment _at time of dos_lng (Figure 2) _ _ _
Weight <17 kg at the time of Screening Visit 4 Figure 1. Achievement of motor milestones during study period
o : : = 60
Naive to treatment or have discontinued an approved drug/therapy 100 @
85.1 83.33 % 40
Previous onasemnogene abeparvovec use or previous use of any AAV9 80 7692 -
gene therapy
History of aspiration pneumonia or signs of aspiration (e.g., coughing or = 60 533 20
sputtering of food) within four weeks prior to screening £ - -
5 5 5 (<)) .
Anti-AAV9 antibody titers >1:50 S 0
: : : a 40  ww Week 26 (n=14)? Week 52 (n=13)° Week 78 (n=12)°
Hepatic dysfunction at screening 3077
o . : M Stable response M Improved response B Worsened response
|nabI|Ity tO take COFtICOSteI’OIdS 2500 23.08 25.00 NdSSS, Neuromuscular disease swallowing status scale.
PreViOUS nUSinersen treatment Wlthln 4 months prior to Screening or prior 20 12.50 ez 1429 1.2 = 0% :8:Z EZ:Z::S::EE:::EZS IE: 2:33 :2:: wZZi ;éczgiet?c: z:;\r&)aggdogiengﬁza’:n rﬁzizﬂﬁgv V?/:EkngV I\/S|I;\t’mg\<’)vw Twelve patients completed the assessment.
nsd'plam treatment W|th|n 1 5 days prlor to Screenlng 6.25 . . 714 I M 8.33 °Two patients missed the Week 78 visit window. Eleven patients completed the assessment.
- T . R » Scores on both Domain | and Domain Il of ACEND increased during the study
S'ﬁg”ugp‘ggpto“t Ha”dcs;:\‘,{,}?,;g”ees S;ig?;?agn‘ggh Vggg's”tgn"ggh St;gﬁ'gg V\;?éﬂgg period, indicating improved HRQOL and caregiver experience (Figure 5)
M Baseline (N=16) M Week 26 (n=14) M Week 52 (n=13)° Week 78 (n=12)° Figure 5. Mean ACEND scores throughout StUdy period
TEAES, Ser iOUS TEAES, AESIS, and WH O M GRS mOtOI’ mIIeStone 2One patientdiscontinued the study after Week 1 (due to death) and one patignt migsed the Week 26 vis.it.win.dow. 60
hematology/laboratory changes achievement at 6, 12, and 18 months T patints miseed the Week 78 it ancon. o essa e ez on o e 505 gy o
L o — . 46.03
PSR Figure 2. Motor milestone achievement at Week 78 according to age and S 40 qor 2208
weight at dosing = 3306
Bulbar function (NdSSS, Rosenbeck’s Penetration-Aspiration Scale) 100 10000 10000 Q 258 225
and quality of life (ACEND) g 2
83.33 =
. o 80 77.78 0
» Data were summarized descriptively e wo e Domain l-physical impact Domain ll-general caregiver impact
e 60 = N Screening.visit (N=1§) I Week4(n=15)a. B Week 26 (n=14)° Week 52 (n=13)c I Week 78 (n=12)°
&N ACEND, Assessment of Caregiver Experience with Neuromuscular Disease.
Res u Its = 50.00 20ne patient discontinued treatment after Week 1 (due to death).
Q bOne patient missed the Week 26 visit window.
B} . . © 40 °One patient discontinued the study after Week 26 (due to death) and one patient missed the Week 52 visit window.
Patlent dl sposrtlon o 3333 33.33 33.33 3333 33.33 9Two patients missed the Week 78 visit window.
« Ten patients were enrolled from three sites in Brazil, and six were enrolled from two 20 (22
sites in Argentina (Table 1) 20 16567 16567 o 16,67 16.67 1667 L 1667 Li m itati On s
* At dosing, the median (range) age was 17.88 (3.95-23.75) months and the median : B M M _ _ _
(range) weight was 8.35 (6.10—12.10) kg — ] 10 bl sl _ ] 0[] o (ol « This was a single-arm, open-label study that included no comparator
- Most patients had SMA type 1 (n=10; 62.5%) S'“?ugpggﬂm Handcsr-am?r;gnees S;ir;‘ijs'?gn‘ggh V;’g's‘j'sqgr‘]’gh St:lgﬂ'gg V\;?(')‘ﬂgg » The small number of patients included in this study limits the generalizability of the
« Of the 16 patients enrolled, three (18.8%) were previously treated with nusinersen B Overall (N=12) I Age <12 months oid at dosing (1=3) 1 Weight <8.5 kg at dosing (1=6) irr?cszlldlélséds}rr)\e;rlg\(iﬁ)lg,s 2‘,?1'}(/1 %szmg?ﬂg”rasa%%%r:ﬁsvggﬁ é?%gégig-?r;‘gggﬁzh@gjs
o I =8 0 =8 0° I W Age >12-24 months at dosing (n=9) @ Weight =8.5 kg at dosing (n=6) ) ’ oS
Half of the patients (n=8; 50.0%) had two and half (n=8; 50.0%) had three copies _ 12.1 kg, which was below the prespecified threshold of 17 kg.
of SMN2 Exploratory endpoints
Table 1. Demographics and baseline clinical characteristics « At Week 78, nine of 11 (81.8%) patients had no evidence of penetration or

aspiration events (Table 3) COhC|USi0nS

* Most patients remained stable or improved throughout the study period according to
Rosenbek’s Penetration-Aspiration scale (Figure 3)

Characteristics Overall population (N=16)

* OFELIA confirms that onasemnogene abeparvovec is safe and efficacious for

Age at diagnosis, months patients weighing up to 17 kg and up to 24 months of age and for patients from

Viean (SD) 1064 (563) Table 3. Rosenbek’s Penetration-Aspiration scale throughout the study period different geographic locations than previously studied
| : : o Baseline ~ Week26  Week52  Week 78 * Most patients demonstrated maintenance or improvement of motor milestones
Median (range) 10.82(2.83-21.25) Patients meeting description, n (%) (N=16) (n=14) (n=13)° (n=12)° up to 18 months post-treatment. These findings contrast the natural history of
: rogressive motor function decline for patients with SMA.
Age at dosmg, months Not assessed 0 0 1 (7.7) 1 (83) p g . p . . - .
» Patients also demonstrated improvement in swallowing ability and feeding orally.
Mean (SD) 15.79(5.89) No penetration or aspiration 10 (62.5) 11(78.6) 11(917) 9(81.8) HRQOL improved in terms of physical limitations and impact on caregivers.
Median (range) 17.88 (3.95-23.75) Penetration, contrast remains above the vocal folds, 2(125) 4(286) 183) 101) * Early diag_nOSiS and treatment initiation are essential for tir_nely restoration _and
_ : subsequently ejected ' ' ' ' preservation of SMN expression and achievement of maximal motor function
Age group at dosing, n (%) Penetration, contrast remains above the vocal folds 0 " 0 104) improvement, which aligns with the current understanding of SMA management
0-12 months 5(31.3) not ejected - :
Penetration, contrast contacts vocal folds
>12-24 months 11(68.8 o ’ 1(6.3) 0 0 0 References
(639) subsequently ejected 1. Kolb SJ, Kissel JT. Arch Neurol. 2011;68:979-84.
Sex, n (%) Penetration, contrast contacts vocal folds, not ejected 2 (12.5) 0 0 0 2. Cusin V, etal. J Med Genet. 2003;40:€39.
o 3. Alias L, et al. Clin Genet. 2014;85:470-5.
Female 11 (68.8) Aspiration (contrast below vocal folds), subsequently 0 0 0 0 4. Vazquez GA, et al. Front Neurol. 2023;14:1179692.
ejected (at least into larynx) 5. Alvarez K, et al. Arq Neuropsiquiatr. 2019;77:470-7.
Male 5(31.3) _— : 6. Monges S, Rosa AL. Gene Ther. 2017;24:578-80.
ﬁ\splr.?tlor%(cr:tontrast betaw vocal folds), not ejected 0 0 1(8.3) 1(9.1) 7. Day JW, et al. Lancet Neurol. 2021;20:284-93.
Weight at dosing, kg SUEES 8. Mendell JR, et al. N Engl J Med. 2017;377:1713-22.

Aspiration (contrast below vocal folds), no effort made 2(125) 1(71) 0 0 9. Al-Zaidy SA, et al. J Neuromuscul Dis. 2019;6:307-17.

Mean (SD) 8.93(1.82) to eject 10.Mercuri E, et al. Lancet Neurol. 2021;20:832-41.
Ve 835 (6101210 11. Strauss K, et al. Nat Med. 2022;28:1381-9.
edian (range ) . i Patients may have had more than one response. Q. .
( g ) ( ) 2One patient discontinued the study after Week 1 (due to death) and one patient missed the Week 26 visit window. 12.Strauss K, et al. Nat Med. 2022,25:1390-7.
c c 0 ®One patient discontinued the study after Week 26 (due to death) and one patient missed the Week 52 visit window. 13.Wada A, et al. J Neurol. 2015;262:2225-31.
Weight group at dosing, n (%) “Two patients missed the Week 78 visit window.
<85k 9(56.3 Figure 3. Patients with stable or improved progress on Rosenbek’s Aboreviations
D K(g ( : ) g " : ) p prog AAV9, adeno-associated virus serotype 9; ACEND, Assessment of Caregiver Experience with Neuromuscular Disease; AESI,
Penetrat|on-Asp|rat|on scale adverse event of special interest; DMT, disease-modifying treatment; HRQOL, health-related quality of life; IV, intravenous; NdSSS,
>85 kg 7 (43_8) Neuromuscular disease swallowing status scale; SD, standard deviation; SMA, spinal muscular atrophy; SMN, survival motor neuron
100 protein; SMN1, survival motor neuron 1 gene; SMN2, survival motor neuron 2 gene; TEAE, treatment-emergent adverse event;
SMA ty pe, n (% ) TMA, thrombotic microangiopathy; WHO MGRS, World Health Organization—Multicenter Growth Reference Study.
L)
Tvoe 1 10 (62.5 Acknowledgments and Disclosures
yp ( ) 80 This analysis was funded by Novartis Gene Therapies, Inc.
Tvoe 2 6(375 Medical writing and editorial support was provided by Jennifer Gibson, PharmD, of Kay Square Scientific, Newtown Square, PA. This
ype (37.9) support was funded by Novartis Gene Therapies, Inc.
i o 2 60 The authors wish to thank the clinical trial investigators and site coordinators and, most importantly, all the patients, families, and
Previous DMT for SMA, n (/o) s caregivers for their willingness to participate in this study, which was sponsored by Novartis Gene Therapies, Inc.
I=
Risdiplam 0 '-% Disclosures: PA, IA, SR, JMdL, and NM are employees of Novartis and own stock/other equities. JAS has been a consultant
o 40 advisory and principal investigator for Biogen, Novartis, and Roche. EZ has been an advisory consultant and speaker for Biogen,
Nusinersen 3 (18.8) Novartis, and Roche. JM has been a speaker at events for Biogen, Novartis, Roche, PTC Therapeutics, and Sarepta Laboratories.
JG-G has served on advisory boards for AveXis/Novartis, Biogen, BioMarin, PTC, Roche, and Sarepta; as Principal Investigator
for ongoing clinical PTC and Sarepta trials; and received research funding from CAPES, CNPq, and FAPEMIG (Brazil). SM has
None 13 (81.3) 20 participated in scientific advisory boards for Biogen, Novartis, Astellas, and GZ; and has been a speaker at events for GZ, Biogen,
Sarepta, PTC, and PTC-Teleton Chile.
SMN2 copy number, n (%) i
0
Two 8(50.0) Week 26 (n=14)° Week 52 (n=13)° Week 78 (n=12)¢
Three 8 (50.0) M Stable response B Improved response I Worsened response

2One patient discontinued the study after Week 1 (due to death) and one patient missed the Week 26 visit window.
®One patient discontinued the study after Week 26 (due to death) and one patient missed the Week 52 visit window. Twelve patients completed the assessment.

DMT, disease-modifying treatment; SD, standard deviation; SMA, spinal muscular atrophy; SMN2, survival motor neuron 2 gene.
“Two patients missed the Week 78 visit window. Eleven patients completed the assessment.
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