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7 What is SMA?
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1y Signs & Symptoms of SMA
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SMA, Spinal Muscular Atrophy
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2 Biology of SMA
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SMA, Spinal Muscular Atrophy
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Classification and subtypes of SMA*
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According to the International SMA Consortium (ISMAC) system

SMA, Spinal Muscular Atrophy
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SMAS| Z452 SMN2 XS] HI4-0F RS HRILICE SMN2 RiXte| 2Xj4t
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Continuous spectrum of phenotypes, symptoms, and genetics of SMA”

SMN1 absence or mutations
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According to Talbot and Tizzano, Gene therapy, 2017

SMA, Spinal Muscular Atrophy; SMN, survival motor neuron
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v, Diagnosis of SMA
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Diagnostic algorithm for SMA™
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SMN1 RFX} A& AL
MLPA or gPCR

|
| |
(SMN01 %%%’éé) 1 copy =2 copy

TEEA
(Consanguinity)

SMN1 {EX} SAHO| ZHAL

(sequencing)

So1#0| U Soi10] 943

5q SMA &7

v

According to Diagnosis and Management of SMA Part 1 (2018)

SMN2 STt SH|5= ZAR: SMA BHXfe| SEES o5t X|2 Hye 2=t ¥ 7ts

SMA, Spinal Muscular Atrophy; SMNT, survival motor neuron 1; SMN2, survival motor neuron 2;MLPA, multiplex ligation-dependent probe amplification; qPCR, quantitative

polymerase chain reaction; EMG, electromyography; NCV, nerve conduction velocity; CK, creatine kinase levels; NMD, neuromuscular disorders; WES, whole exome sequencing;
WGS, whole genome sequencing
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SMA= ZIEHO| S0{X|= 27t BELICE MAN E¢1 E 1014, SMAS| TITHA[Z|7}
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—

Age of onset and diagnosis by type of SMA™

3| 2.574E(0.6 6.37HE(2.2
I1I1 < ‘ " (n=42§)) ) (n=27(1) )
~
|28 = 8.37H&(1.6) 20.77HE(2.6)
< (n=357) (n=219)
[ )
|33 : 39.070&(32.6) 50.370E(12.9)
° ”N (n=63) (n=60)

Number of studies used to determine weighted mean age of diagnosis was 4, 4, and 3 for Type |, I, and Ill SMA, respectively.
SMA L A7 |2 ST A7 |7 25 BE SIXFR0JAC] ZICH X[01 7|17k T 1H0lIM 3.67H& (n=264), H|2&0fM 14,371 & (n=105), X301 43 6711 & (n=25)2 LIEKE
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SMA, Spinal Muscular Atrophy; SD, standard deviation
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¢ Genetics of SMA
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i How to Care SMA
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SMA, Spinal Muscular Atrophy

UNLOCK SPINAL MUSCULAR ATROPHY 11



5 About SPINRAZA®

SPINRAZA"= SMN2 splicing% EfZI510], SMN2 QX 0| &AM SMN CHHE! A
Eretozi 2SUBMES| MES RX|610{ F= antisense oI|gonucIeot|d

SPINRAZA’ Mechanism of Action’

In SMN2 gene

g | g2ig2ogiiiy 4 Sty o QNS

SPLICING
Full-length SMN mRNA

TRANSLATION
4

pre- mRNA

Functional,
full-length
SMN protein

SPINRAZA’

SPINRAZA® Mechanism of Action”:

Splicing factor@l hnRNPA19]
SMN2 pre-mRNA N ExtZ 8o SMN2 mRNAZt
intron 72| ISS-N10f| Z%" exon 7 24! ¢10| full-length
mMRNA7} E|E2 2"

ISS-N1, intronic splice-silencing site
SMA, spinal muscular atrophy; SMN, survival motor neuron; mRNA, messenger RNA
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SPINRAZA'= 27 7|#1S 0125101 QKRR 240t L S0f8l= SAHERISH SAPYIILICE
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SPINRAZA" Dosing Schedule”
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