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Conclusions

* There were significantly greater propomons of HINE motor milestone responders and CHOP INTEND responders among infants treated with nusinersen compared with sham procedure.

* Nusinersen-treated infants der in t-free survival and overall survival vs. sham procedure infants with significant treatment differences observed in infants with a disease duration <12 weeks.
* Overall, rated in groups of infants with shorter and longer disease duration at treatment initiation in ENDEAR.
* Interim results from NURTURE (NCT02386553) demonstrate the benefits of of motor over the natural history of SMA Types | and lI, in infants who initiated
in the p stage of SMA.*
* Taken together, these results suggest that earlier with may impi for infants with SMA.

Figure 1. ENDEAR study design
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* To assess the efficacy and safety of nusinersen in infants with SMA with
disease duration <12 or >12 weeks.

Methods

ENDEAR (NCT02193074) was a Phase 3, randomised, double-blind, sham
procedure-controlled 13-month study of intrathecal nusinersen in infants
with SMA (most likely to develop SMA Type I).

Primary endpoints:

Proportion of Hammersmith Infant Neurological Examination (HINE)
motor milestone responders (more categories improving than worsening,
excluding voluntary grasp);

- Event-free survival (i.e., time to death or permanent ventilation).

* Genetic diagnosis of 5q SMA homozygous gene deletion or
mutation or compound heterozygous mutation

* Signs or symptoms of SMA present at birth or within <1 week
after birth

* Untreated or treated active infection

* <7 months of age at screening

* 2 SMN2 copies « Previous use of an investigational drug for the treatment of SMA
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Figure 2. (A) Proportions of HINE motor milestone responders® and

(B, C) event-free survival® by disease duration

Figure 3. (A) CHOP INTEND responders® and (B, C) overall survival®
by disease duration
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ime, w ime, w
Disease duration <12 wk Disease duration >12 wk —— Sham procedure  —— Nusinersen ——— Sham procedure  ——— Nusinersen
Sham Sham
Sham procedure  Nusinersen Sham procedure Nusinersen procedure 18 4 7 3 110 procedure 18 16 u 7 320
Characteristic n=18 =34 n=23 n=46 Nusinersen 34 31 28 17 9 710 Nusinersen 34 31 28 18 1110 1 0
Female, n (%) 7(39) 18 (53) 17 (74) 25 (54)
Medi t (C) Disease duration >12 weeks (C) Disease duration >12 weeks
45 ::sga;'ge) agea 136.0 (30-228) 117.0 (52-235) 213.0 (143-262) 196.0 (127-242) 10
3 X 10
Median (range) age at -
Smpiomlnsetinld 8.0 (1-20) 6.0 (3-18) 8.0 (4-16) 8.0 (2-16) 3 os 5 os
H H
Median (range) disease w - o > 53 £
duration, wh 9.9 (0-12) 8.7 (0-12) 18.0 (13-23) 16.3 (12-26) 3% 06 g 06
£8
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Hypotonia 18 (100) 34 (100) 23 (100) 46 (100) 2 &
Do 0.0 HR,0816;P=5325 } R 0.0 | HR, 0.455; P=.0880
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Paradoxical breathing 16 (89) 29 (85) 11 (48) 42 (91) Time, wk Time, wk
Pneumonia or —— Sham procedure  —— Nusinersen —— Sham procedure Nusinersen
respiratory 42 ER) s e proc:’i‘::’e‘ 23 16 7 6 6 6 0 pmcglll‘l?x 23 17 12 10 9 810
Limb weakness 8(100) 34 (100) 23 (100) 45 (98) Nusinersen 46 28 18 12 76 0 Nusinersen 46 40 30 23 1713 1 0
Swallowing or HINE = Hammersmith Infant Neurological Exam; HR = hazard ratio CHOP = Children's Hospita of Philacelphia Infant Test of Neuromuscular Disorders; HR = hazard ratio
feeding dificulties 6(33) 11(32) 6(26) 30 (65) “Infants were considered HINE motor milestone responders Ifthey demonstrated: (1) =1-point increase In head “GHOP INTEND responders were defined as ifants with 24-pointscore increase from baseline. Infants with &-month,
ling, sitting, crawing, standing or walking or a 22-point Increase or achievement of maxima score in 40-month or 13-month data were Included, The fast avalable assessment was used for ths analysis
Oth 6(33) 6 (18] 8(35) 14 (30) Kicking ability; and (2) improvement in more HINE categories than worsening. Infants with 6-month, 10-month or A HR <1 indicates lower risk of event for the nusinersen treatment group. The HR was calculated based on Cox
er ( ) 13.month data were Included. The last availablo assessment was used for this analysis. Infants who died or who  regression adjusted for each Infants disease duration at screening
Infants i withdrew from the study were considered nonresponders
nfants receiving 2(11) 412) 417 17 @7 *Eventree survival was defined as the time to death or permanent ventilation (iracheostomy or 16 hours

ventilation support, n (%)

SMA = spinal muscular atrophy

of ventilator support per day continuously for >21 days in the absence of an acute reversible event). A HR <1
indicates lower risk of event for the nusinersen treatment group. The HR was calculated based on Cox regression
adjusted for each infant's disease duration at screening
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