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IV — Human NAGLU
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Figure 3

IV — Human NAGLU
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Figure 4
IV — Codon-optimized human NAGLU
A Liver B Serum
800 - 120 -
e dike
= 100 {—T
= 600 - 3 O wr
= 500 - - 80 ;Maﬂsma
£ .y MPSIIB-AAVD-
£ 400 £ 60 1 CAG-cohNaglu
< 300 4 =
3 300 3 404
= 200 - =
= =90 -
- . M
100 - nd
0 0
c
Liver Spleen Heart Lung
12 - 1,2 - 10 - 1,0 1
&€
% 10 - 1,0 4 0.8 08 |
5 ¥ 08 1 06 06
2 6 - 0.6 -
- 04 4T 0.4 4
g 4 044 _ ' *
a . ,
> 2 0.2 - 0,2 0,2 A
e
0 ] 0
Kidney Testis U. bladder
5 1 1,0 - 2,0 -
0,8 -

06 -

0.4 4

ol

0,2 -

g GAGImyg of tissue
%]

=]



MPSIIB-AANVD-
CAG-cohMagiu

wik

md

PCT/EP2015/060604

nd

d human NAGLU

5/24
IZe

e

Codon-optim

ek

&

IV

h=
=

120 -
100 -
20
1,8 -
1,6 4
1.4 4

(L %) Ananoy niben

WO 2015/173308

Figure 5

L R 1
= w5 3

0.4 -

anssy) o B xw_ﬂ_w i

0,2 -



PCT/EP2015/060604

WO 2015/173308

6/24

Figure 6

IC — Human NMAGLU
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Figure 7
IC — Human NAGLU
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Figure 8

Codon-optimized human NAGLU
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Figure 9
IC — Codon-optimized human NAGLU
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Figure 10
HDTV - Codon-optimized human NAGLU version2
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Figure 11
HDTV - Codon-optimized human NAGLU version3
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Figure 12
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IC — Codon-optimized murine NAGLU
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Figure 13

Codon-optimized murine NAGLU
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Figure 14
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IC — Codon-optimized murine NAGLU
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Figure 15 IC - Codon-optimized murine NAGLU
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Figure 17
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IC — Codon-optimized murine NAGLU
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Figure 18
IC — Codon-optimized canine NAGLU

Anti-AAWS Newtralizing antibodies

Mon-immunized dogs Immunized dogs

Dog 1 Dog 2 Dog 3 Dog 4

Week Serum CSF Serum CSF Serum CSF Serum CSF

W -6 - - - - 11 - 11 -
w5 - - - - =116 - =1 38 -
W - - - - 1100 - 1900 -
wio =1 11 =11 1 1100 11 11000 11
W1 =138 11 =1731.8 1 110000 11 11000 11

—1— wHapgle sct - Dog 1

- —i—  Halgu Aot - 2 o
14 4 —— Hagu m«—mx - 200
12 , -{F- WBEC-Dog
4 WEC - Dog 2
WBC - Dog 3

Naglu Activity (nmolihiml C5F)

o 4 &5 B T B 9 10 11 12 13 14 15 16 17
““ "ﬁ" Time {weeks)
BANSCHG- AANVGCAL-
Pl cocHaGLY



WO 2015/173308 PCT/EP2015/060604

19/24

Figure 19

Human Naglu
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Figure 20

Codon-optimized human Naglu
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Figure 21

Codon-optimized human Naglu version2
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Figure 22

Codon-optimized human Naglu version3
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Figure 23

Codon-optimized murine Naglu
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Figure 24
Codon-optimized canine Naglu
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