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SMA is the most common
genetic course for infant
mortality
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Klinik fur
Neurologie

- Progression of SMA in adult patients

Disease in adult patients is progressive!!!
Loss of gait/motor function

Increasing need for supportive care
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- Pathogenesis of SMA

SMN = Survival of Motorneuron
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SMN = Survival of Motorneuron

SMN-protein

SMN = Survival of Motorneuron

SMN-protein
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SMN = Survival of Motorneuron
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SMN2-Gene _ -
prét-mRNA
»

1 f2al 2b W80 4 5] 6 8 mMRNA

Intrathecal injection of 12mg, age and weight-independent

b PEVALN B REVALR B BEVkEN mmm) ™ 4 months

Loading phase Maintencance
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- Results in childrens: CHERISH

(95 %-Kl)a

Veranderung des HFMSE-Scores, KQM

Increased motor function

Zwischenauswertung
p=0,0000002

mm Nusinersen (n=84)
Bl Sham (n=42)

C/?} Klinik fiir
ﬁ Neurologie

Auswertung bei Studienende
nominales p=0,0000001

ada, Spanien

i et al.; Teilnehmer der
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- Results of own patients (Motor function)

A HFMSE B HFMSE
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- Results of own patients (Motor function)
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- Results of own patients (Motor function)

Means and Confidence Intervals of HFMSE-Difference from
Baseline to 6 Months by Comparison to CHERISH Data
Mean LCL UCL

Group
Child: Nusinersen I —&— 39 3 49
Child: Placebo I—Q—| -1 -25 05
Adult: Nusinersen : |—Q——{ 3.7 1.78 5.64

Hagenacker et al., 2019 subm.

Stolte et al., 2018
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- Challenges: Spondylodesis

Stolte et al., 2018

-
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- Success rates

SMA type 2 SMA type 3 Total

Number of patients 9 19 28

Conventional 0 14 14

Fluoroscopy 0 i 3*

CT ks 2 it
Number of procedures (%) 33 89 122

Conventional 0 (0%) 65 (73.0%) 65 (53.3%)

Fluoroscopy 0 (0%) 14.(15.7%) 14 (11.5%)

CT 33 (100%]) 10 (11.2%) 43 (35.2%)
Success rate*** 97.0% 98.9% 98.4%

Conventional - 100% 100%

Fluoroscopy - 92.9% 92.9%

CT 100% 97.7%  Stolte et al., 2018

15



7/1/2019

- Challenge: Radiation exposure

i Challenge: Radiation exposure

Effective dose in CT in SMA-patients
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- Challenge: Radiation exposure

female

40-49 years

30-39 years

20-29 years

male
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Oldenburg et al., Neuroradiology 2019

2'\' Oral available SMN2-Splicing modifier
X N\) Small molecule
=
2x/d
Firefish (SMAI) / . "'-\‘* *  Sunfish (SMA Il and 111
Jewelfish (prior treated with x) ﬁkx ‘ » Rainbowfish (presympt.)
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58% of patients
achieved a 23 point
change at Month 12

Change from baseline to Month 12
in MFM32 total score
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- Onasemnogene Abeparvovec (AVXS-101)

AVXS-101
Transcription

QFRGTRL

Translation l

SMNT gene replacement
using AAV9

SMN1 mRNA

u

Increased levels of
functional SMN protein

Single i.v.-administration
AAV9-linked
,vaccination“? Immunity?
LJrreversible*

FDA-approval for SMA 1< 2y
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TABLE 2 Motor milestone achievements impacting QoL

Motor milestone achievement

Sitting unassisted

Age at GT Brings hand to Head Sitting with Standing
Patients (mos) mouth control Roll®  assistance 255" 210s° 2305 assisted
E04 6 v v v v v v v
E05 4 s v v v v v v
E06 2 v v/ ' v ' ' v v
E07 4 v v v v v v vt
E.08 8 v
E09 5 v v v v v/ v v
E.10 1 s s v v v ' v v
E11 2 v s v v s v v v
E12 3 v v/ ' v 7/ v v
E13 1 v v v v v v
E.14 4 v v v v v v v v
E15 2 v v v v v v
Total (%) N/A 100 92 75 92 92 92 92 33
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Physiotherapist

Pneumologist Social worker

Orthopedic surge@h

Neuromusculare specialist Genetic counselling

Patients and

General practitioner s
careqgiver

Neuroradiologist
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Thank you!

WNW. CAGHIACT-CARTOONS. D&

Neuromuscular Unit
Contact: tim.hagenacker@uk-essen.de
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