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Figure 1

Human IDS
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Figure 2

Optimized human IDS-version1

7888 bp
pAAV-CAG-ohIDS-v1
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Figure 3

Optimized human IDS-version2
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Figure 4

Optimized murine IDS
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Figure 5

Hydrodynamic injection of pAAV-CAG-hIDS, pAAV-CAG-ohiDS-
versiont and pAAV-CAG-ohiDS-version2 plasmids in healthy mice
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Hydrodynamic injection of pAAV-CAG-hIDS, pAAV-CAG-ohlDS-
version1 and pAAV-CAG-ohlDS-version2 plasmids in MPSH mice
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Figure 7

Intravenous injection of AAVS-CAG-hiDS, AAVS-CAG-ohliDS-versiont
and AAVS-CAG-ohlDS-version2 vectors in MPSI mice
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Figure 8

Intra-CSF injection of AAV9-CAG-hIDS, AAV9-CAG-ohlDS-version1 and
AAVS-CAG-ohlDS-version2 vectors in MPSH mice
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Figure 9

Intra-CSF injection of AAV9-CAG-hIDS, AAV9-CAG-ohiDS-version1 and
AAVS-CAG-ohlDS-version2 vectors in MPSII mice
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Figure 10

IDS Activity (% WT)
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Figure 11
Intra-CSF - optimized murine IDS
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Figure 12
Intra-CSF - optimized murine IDS (long-term)
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Figure 13
Intra-CSF - optimized murine IDS
A Frontal cortex Parietal cortex Occipital cortex  Sup. colliculus Thalamus
g 20 2.0 3.0 2.0
o
% 15 1.5 20 15
% 1.0 1.0 1.0
< 05 1.0 0.5

Ak

0 0
Oowr MPSH — Null MPSIl - AAV9-omIDS

0

W

Frontal cortex Parietal cortex Occipital cortex  Sup. colliculus Thalamus
g 09 0.9 0.9 0.9 1.5
&
§ 0.6 0.6 0.6 0.6
(7]
Qo 03 0.3 0.3 0.3
ES etk




PCT/EP2016/062655

WO 2016/193431

14/21

Figure 14
Intra-CSF - optimized murine IDS (long-term)
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Figure 15
Intra-CSF - optimized murine IDS
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Figure 16
Intra-CSF - optimized murine IDS
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Figure 17

Ratio liver vs. body
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Figure 18
Intra-CSF - optimized murine IDS
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Figure 19
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Intra-CSF - optimized murine IDS
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Figure 20

Intra-CSF - optimized murine IDS Dose-Response
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Figure 21

Intra-CSF - optimized murine IDS Dose-Response
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