WO 2020/163300

DAAV. PE4E CLNI KAN

&O08 by

SUBSTITUTE SHEET (RULE 26)

PCT/US2020/016542
1/38
Figure 1
Mt P546 SV40 BGH AAV2
3 H
AAVZ ITR Promoter intron uman CLN3 cDNA Poly & TR

S Y k]



PCT/US2020/016542

WO 2020/163300

2/38

. a5 BN W3

B 07 5 apesoul e

S5 eI NG

E unays
e wiedyg Wy

53 (0 e §

VI AW AWE DNTY CHYY LW L U

L85 54 semersssnne :

Z @4nbi4

HETY KA MO EHYY SN A% ida

§ 1 o

YT

WO

25 gy

iy

N5 IeIONL MY

I8 A N

ey

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542

WO 2020/163300

3/38

ok

»e

i

Xopon AoSUBsoImmos WSy we

% N "%

e S * oy _ - Wiy
TP MNON WSY WL

¢ ainbi4

SUBSTITUTE SHEET (RULE 26)



WO 2020/163300 PCT/US2020/016542
4/38

Figure 4

ey s 08

R RN

oo RPN

AM ASHR Thalamus

AR R
2

e T

Foried X e

SALARM Motor Torlex SRLASM Somatosansury Contex
% s § . RAP . m R . .
Ry $ *’ﬂ N B0 SN T W

A

s SN

»

5M ASM_Visusl Cortex SMASM_Thalamus

& Exa ¥ “ & # e
IROVY g oS awop S

SUBSTITUTE SHEET (RULE 26)



Figure 5

WO 2020/163300

5/38

A

oHungns

SUBSTITUTE SHEET (RULE 26)

PCT/US2020/016542




000000000000

EM Gkl B1BP

448 BubC BABY
A4 B YPR-YPL

SUBSTITUTE SHEET (RULE 26)



WO 2020/163300

Figure 6

7/38

PCT/US2020/016542

8% T

dViD

SUBSTITUTE SHEET (RULE 26)



000000000000

P GEAP BB

SUBSTITUTE SHEET (RULE 26)



Figure 7

WO 2020/163300 PCT/US2020/016542
9/38

LHPNG

£ p3em?

4818 TdAWdA
890D

SUBSTITUTE SHEET (RULE 26)



000000000000

SUBSTITUTE SHEET (RULE 26)



WO 2020/163300

150+

150+

200+

Latency to fall (s)

Latency to fa|l (s)

Latency to fa|l (s)

o
i

(5]
(=1
1

PCT/US2020/016542
11/38

Figure 8

oo Cln3A7/8 AAVg

i Cln3A7/8

[ =]
(=]
L

(3]
o
[}

) ) 1 1
4 6 8 10 12 14 16 18
Month

g C/n3A 7/8 AAV9 Male

-# Cn3*"%Male
=g WT Male

o
i

o
<

o
<

L ) ) ] 1 ) )
6 8 10 12 14 16 18
Month

e

=5 CIn3378 AAVO Female

-# (CIn3'"BFemale

= \WT Female

) ] 1 ) L]
4 6 8 10 12 14 16 18
Month

SUBSTITUTE SHEET (RULE 26)



gL 9L ¥I ZL OFL 8 9 14 4 gL 9L ¥IL ZIL OF 8 ] 14 4
L L L L L 'l L L L o—\-o 'l L L L L L L L L o
o
7
& > - (72
= e 2 o G _
s E] ) P oL
M -vL0 .n% 4
[\ 13
z sleWwe 1M ~#- oo 8 olBWOL I i 7 0
~ — E4 -
5 8lBWad,,, .CUD - g0 3 slewsd,, ,EUD —m-
- *
Bewed sAvy arvCUID o 8|BWad BAVY o/, ,EUID -
-02°0 -0¢
yuop
8L 9L ¥L ZFL 0Ol 8 9 1 4 [4
”co ] 1 1 1 ] 1 1 1 I ] c
010 mv
=, 01
210 3
(72}
o -v10 ® oz
[1°]
e SIEIN LA\ -5 -3 SIEIN LM e
F9L'0 =
- BleN,,,  EUID g~ 2 SIEWy,, ,EUID —m— -og
81’0 —
BIBIN BAVY g/, €UID .zie BIBIN BAVYY g, p€UID i
~-02°0 -0t
Yluoi Yiuo
8L 91 ¥IL ¢ oOL 8 9 1 4 c 8L 9L ¥I ¢ oOF 8 9 14 14
1 L L A 'l 'l 1 L L o_\.o L L L L L L 'l 1 L o
-Z10
S dn, 7 : LyLo 2
m o \.\N&.«?..W.«S\Rm.\\ vi'o -%
o - e sﬂ .\\ o
= LM e g F910 T I e
> —
& e EUID = =z g0 2 ey EUID
(o]
o BAVYY g/, EUID iz = BAVY o, pEUID .
W ~-02°0

6 24nbi14

(s) wuoneld 03 AauaeT (s) wiope|d 03 Aouaje

SUBSTITUTE SHEET (RULE 26)

(s) wiopeld 0} Aauaje]



PCT/US2020/016542

13/38

Yiuon yjuow

(s) umoQ quio 03 Aduajen

(s) umoq quio 03 Aduajen

SUBSTITUTE SHEET (RULE 26)

WO 2020/163300

8L 9+ vIL ¢ 0L 8 9 14 [4 8k 91 ¥IL ¢+ 0OF 8 9 v [4
L L L L 'l L L L Il c —I L L L A L L Il 'l L “
=3
(13
>
%z 2
m\\w\mﬁ\n\ i s
alewa] AN w\ S alewad IAN - s
g o
SlBWad,,,  EUID - < F09 2 slewad,, LU0 —g-
=
S[BWAL BAVY 4, EUID .z ZIBWRL BAYY g, EUD
~-08 — -0S
yiuow ywon
8L 91 ¥L ZL 0L 8 9 ¥ 2 8L 9L ¥L ZL 0L 8 9 ¥ T
L L L L L L L ' L c —I L L L L L L L L L “
» 8
(1
=
2
- 02
[+]
i 3 e ot =
SleIAl LM~ 2 e A 5 SlBIN LA\ o
e A2 G i
BNy, EUO —m- L = g ol_IN,,  EUID —m-
=]
SIEN BAVY o, £UID - 7 OIBIN BAVY o), LUID
-08 — =09
Uuow Yiuow
8L 9y ¥IL ¢TI 0L 8 9 14 [4 8L 91 ¥I ¢ 0L 8 9 14 [4
L 'l L L L L 'l ' L c —I L L L L L '] L L L “
2
[14
3 - Lol
<
- g 4
w R o zriF
a&\\a.\\\\.mmwt\\%\\\\\\\k\\ s Loty = C\mﬁ w\\\\\\\ %
d = e o % &
I e S LM ~4 -oe
o
av€UI0 @ F09 2 orv€UID - o
=
BAVY gy EUID e . BAVY g, EUID e
~-08 — ~-0S

0l a.inbi4

(s) umoqg quujp 03 Aouaje]



WO 2020/163300 PCT/US2020/016542
14/38

Figure 11
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Figure 14 (SEQID NO: 4)
CLN3 - scAAV9.P546.CLN3

R—P546—SV40intron—:

AATTCAATTCACGCGCCGGTACCGAATTCACGCGTGAAC
AACGCCAGGCTCCTCAACAGGCAACTTTGCTACTTCTACAGAAAATGATAATAAAGAAATGCTGGTGAAGTCA
AATGCTTATCACAATGGTGAACTACTCAGCAGGGAGGCTCTAATAGGCGCCAAGAGCCTAGACTTCCTTAAGC
GCCAGAGTCCACAAGGGCCCAGTTAATCCTCAACATTCAAATGCTGCCCACAAAACCAGCCCCTCTGTGCCCTA
GCCGCCTCTTTTTTCCAAGTGACAGTAGAACTCCACCAATCCGCAGCTGAATGGGGTCCGCCTCTTTTCCCTGCC
TAAACAGACAGGAACTCCTGCCAATTGAGGGCGTCACCGCTAAGGCTCCGCCCCAGCCTGGGCTCCACAACCA
ATGAAGGGTAATCTCGACAAAGAGCAAGGGGTGGGGCGCGGEGCGCGCAGGTGCAGCAGCACACAGGCTGGT
CGGGAGGGCGGGGECGCGACGTCTGCCGTGCGGGGTCCCOGGCATCGGTTGCGCGCGLCGLTCCCTCCTCTCGGA
GAGAGGGCTGTGGTAAAACCCGTCCGGAAAACGCGTCGAAGGGCGAATTCTGCAGATAACTGGTAAGTTTAG

ICTTITTTGTCTTTTATITCAGGTCCCGGATCCGGTGGTGGTGCAAATCAAAGAACTGCTCCTCAGTCGATGTTG

CTGCAGGCCTCGACTGTGCCTITCTAGTTGCCA
GCCATCTGT TG T TGCCCCT CCCCCG TG T CCT TGACCCTGGAAGGTGCCACT CCCACTGTCCTTICCT.
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Figure 15 (SEQ ID NO: 5)

Complete AAV.546.CLN3
GCCCAATACGCAAACCGCCTCTCCCCGCGCGTTGGCCGATTCATTAATGCAGCTGGCGTAATAGCGAAGAGGCCC
GCACCGATCGCCCTTCCCAACAGTTGCGCAGCCTGAATGGCGAATGGCGATTCCGTTGCAATGGCTGGCGGTAAT
ATTGTTCTGGATATTACCAGCAAGGCCGATAGTTTGAGTTCTTCTACTCAGGCAAGTGATGTTATTACTAATCAAAG
AAGTATTGCGACAACGGTTAATTTGCGTGATGGACAGACTCTTTTACTCGGTGGCCTCACTGATTATAAAAACACTT
CTCAGGATTCTGGCGTACCGTTCCTGTCTAAAATCCCTTTAATCGGCCTCCTGTTTAGCTCCCGCTCTGATTCTAACG
AGGAAAGCACGTTATACGTGCTCGTCAAAGCAACCATAGTACGCGCCCTGTAGCGGCGCATTAAGCGCGGCGGGT
GTGGTGGTTACGCGCAGCGTGACCGCTACACTTGCCAGCGCCCTAGCGCCCGCTCCTTTCGCTTTCTTCCCTTCCTT
TCTCGCCACGTTCGCCGGCTTTCCCCGTCAAGCTCTAAATCGGGGGCTCCCTTTAGGGTTCCGATTTAGTGCTTTAC
GGCACCTCGACCCCAAAAAACTTGATTAGGGTGATGGTTCACGTAGTGGGCCATCGCCCTGATAGACGGTTTTTCG
CCCTTTGACGTTGGAGTCCACGTTCTTTAATAGTGGACTCTTGTTCCAAACTGGAACAACACTCAACCCTATCTCGG
TCTATTCTTTTGATTTATAAGGGATTTTGCCGATTTCGGCCTATTGGTTAAAAAATGAGCTGATTTAACAAAAATTTA
ACGCGAATTTTAACAAAATATTAACGCTTACAATTTAAATATTTGCTTATACAATCTTCCTGTTTITGGGGCTTTTCT
GATTATCAACCGGGGTACATATGATTGACATGCTAGTTTTACGATTACCGTTCATCGCCCTGCGCGCTCGCTCGCTC
ACTGAGGCCGCCCGGGCAAAGCCCGGGCGTCGGGCGACCTTTGGTCGCCCGGCCTCAGTGAGCGAGCGAGCGCG
CAGAGAGGGAGTGGAATTCAATTCACGCGCCGGTACCGAATTCACGCGTGAACAACGCCAGGCTCCTCAACAGGC
AACTTTGCTACTTCTACAGAAAATGATAATAAAGAAATGCTGGTGAAGTCAAATGCTTATCACAATGGTGAACTAC
TCAGCAGGGAGGCTCTAATAGGCGCCAAGAGCCTAGACTTCCTTAAGCGCCAGAGTCCACAAGGGCCCAGTTAAT
CCTCAACATTCAAATGCTGCCCACAAAACCAGCCCCTCTGTGCCCTAGCCGCCTCTTTTTTCCAAGTGACAGTAGAA
CTCCACCAATCCGCAGCTGAATGGGGTCCGCCTCTTTTCCCTGCCTAAACAGACAGGAACTCCTGCCAATTGAGGG
CGTCACCGCTAAGGCTCCGCCCCAGCCTGGGCTCCACAACCAATGAAGGGTAATCTCGACAAAGAGCAAGGGGTG
GGGCGCGGGCGCGCAGGTGCAGCAGCACACAGGCTGGTCGGGAGGGCGGGGCGCGACGTCTGCCGTGCGGGG
TCCCGGCATCGGTTGCGCGCGCGCTCCCTCCTCTCGGAGAGAGGGCTGTGGTAAAACCCGTCCGGAAAACGCGTC
GAAGGGCGAATTCTGCAGATAACTGGTAAGTTTAGTCTTTTTTIGTCTTTTATTITCAGGTCCCGGATCCGGTGGTGGT
GCAAATCAAAGAACTGCTCCTCAGTCGATGTTGCCTTTACTTCTAGGCCTGTACGGAAGTGTTACTACCGGTATGG
GAGGCTGTGCAGGCTCGCGGCGGCGCTTTTCGGATTCCGAGGGGGAGGAGACCGTCCCGGAGCCCCGGLTCCCT
CTGTTGGACCATCAGGGCGCGCATTGGAAGAACGCGGTGGGCTTCTGGCTGCTGGGCCTTTGCAACAACTTCTCTT
ATGTGGTGATGCTGAGTGCCGCCCACGACATCCTTAGCCACAAGAGGACATCGGGAAACCAGAGCCATGTGGACC
CAGGCCCAACGCCGATCCCCCACAACAGCTCATCACGATTTGACTGCAACTCTGTCTCTACGGCTGCTGTGCTCCTG
GCGGACATCCTCCCCACACTCGTCATCAAATTGTTGGCTCCTCTTGGCCTTCACCTGCTGCCCTACAGCCCCCGGGT
TCTCGTCAGTGGGATTTGTGCTGCTGGAAGCTTCGTCCTGGTTGCCTTTTCTCATTCTGTGGGGACCAGCCTGTGTG
GTGTGGTCTTCGCTAGCATCTCATCAGGCCTTGGGGAGGTCACCTTCCTCTCCCTCACTGCCTTCTACCCCAGGGCC
GTGATCTCCTGGTGGTCCTCAGGGACTGGGGGAGCTGGGCTGCTGGGGGCCCTGTCCTACCTGGGCCTCACCCAG
GCCGGCCTCTCCCCTCAGCAGACCCTGCTGTCCATGCTGGGTATCCCTGCCCTGCTGCTGGCCAGCTATTTCTTGTT
GCTCACATCTCCTGAGGCCCAGGACCCTGGAGGGGAAGAAGAAGCAGAGAGCGCAGCCCGGCAGCCCCTCATAA
GAACCGAGGCCCCGGAGTCGAAGCCAGGCTCCAGCTCCAGCCTCTCCCTTCGGGAAAGGTGGACAGTGTTCAAG
GGTCTGCTGTGGTACATTGTTCCCTTGGTCGTAGTTTACTTTGCCGAGTATTTCATTAACCAGGGACTTTTTGAACTC
CTCTTTTTCTGGAACACTTCCCTGAGTCACGCTCAGCAATACCGCTGGTACCAGATGCTGTACCAGGCTGGCGTCTT
TGCCTCCCGCTCTTCTCTCCGCTGCTGTCGCATCCGTTTCACCTGGGCCCTGGCCCTGCTGCAGTGCCTCAACCTGG
TGTTCCTGCTGGCAGACGTGTGGTTCGGCTTTCTGCCAAGCATCTACCTCGTCTTCCTGATCATTCTGTATGAGGGG
CTCCTGGGAGGCGCAGCCTACGTGAACACCTTCCACAACATCGCCCTGGAGACCAGTGATGAGCACCGGGAGTTT
GCAATGGCGGCCACCTGCATCTCTGACACACTGGGGATCTCCCTGTCGGGGCTCCTGGCTTTGCCTCTGCATGACTY
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Figure 15 Cont.

TCCTCTGCCAGCTCTCCTGACCTGCAGGCCTCGACTGTGCCTTCTAGTTGCCAGCCATCTGTTGTTTGCCCCTCCCCC
GTGCCTTCCTTGACCCTGGAAGGTGCCACTCCCACTGTCCTTTCCTAATAAAATGAGGAAATTGCATCGCATTGTCT
GAGTAGGTGTCATTCTATTCGCATGCTGGGGAGAGATCGATCTGAGGAACCCCTAGTGATGGAGTTGGCCACTCC
CTCTCTGCGCGCTCGCTCGCTCACTGAGGCCGGGCGACCAAAGGTCGCCCGACGCCLGGGLTTTGLCCGGGCGGL
CTCAGTGAGCGAGCGAGCGCGCAGAGAGGGAGTGGCCCCCCCCCCCCCCCCCCCGGCGATTCTCTTGTTTGLTCC
AGACTCTCAGGCAATGACCTGATAGCCTTTGTAGAGACCTCTCAAAAATAGCTACCCTCTCCGGCATGAATTTATCA
GCTAGAACGGTTGAATATCATATTGATGGTGATTTGACTGTCTCCGGCCTTTCTCACCCGTTTGAATCTTTACCTACA
CATTACTCAGGCATTGCATTTAAAATATATGAGGGTTCTAAAAATTTTTATCCTTGCGTTGAAATAAAGGCTTCTCC
CGCAAAAGTATTACAGGGTCATAATGTTTTTGGTACAACCGATTTAGCTTTATGCTCTGAGGCTTTATTGCTTAATTT
TGCTAATTCTTTGCCTTGCCTGTATGATTTATTGGATGTTGGAATCGCCTGATGCGGTATTTTCTCCTTACGCATCTG
TGCGGTATTTCACACCGCATATGGTGCACTCTCAGTACAATCTGCTCTGATGCCGCATAGTTAAGCCAGCCCCGAC
ACCCGCCAACACTATGGTGCACTCTCAGTACAATCTGCTCTGATGCCGCATAGTTAAGCCAGCCCCGACACCLGLC
AACACCCGCTGACGCGCCCTGACGGGLTTGTCTGCTCCCGGCATCCGCTTACAGACAAGCTGTGACCGTCTCCGGG
AGCTGCATGTGTCAGAGGTTTTCACCGTCATCACCGAAACGCGCGAGACGAAAGGGCCTCGTGATACGCCTATTTT
TATAGGTTAATGTCATGAGACAATAACCCTGATAAATGCTTCAATAATATTGAAAAAGGAAGAGTATGAGCCATAT
TCAACGGGAAACGTCGAGGCCGCGATTAAATTCCAACATGGATGCTGATTTATATGGGTATAAATGGGCTCGCGA
TAATGTCGGGCAATCAGGTGCGACAATCTATCGCTTGTATGGGAAGCCCGATGCGCCAGAGTTGTTTCTGAAACAT
GGCAAAGGTAGCGTTGCCAATGATGTTACAGATGAGATGGTCAGACTAAACTGGCTGACGGAATTTATGCCACTT
CCGACCATCAAGCATTTTATCCGTACTCCTGATGATGCATGGTTACTCACCACTGCGATCCCCGGAAAAACAGCGTT
CCAGGTATTAGAAGAATATCCTGATTCAGGTGAAAATATTGTTGATGCGCTGGCAGTGTTCCTGCGCCGGTTGCAC
TCGATTCCTGTTTGTAATTGTCCTTTTAACAGCGATCGCGTATTTCGCCTCGCTCAGGCGCAATCACGAATGAATAA
CGGTTTGGTTGATGCGAGTGATTTTGATGACGAGCGTAATGGCTGGCCTGTTGAACAAGTCTGGAAAGAAATGCA
TAAACTTTTGCCATTCTCACCGGATTCAGTCGTCACTCATGGTGATTTCTCACTTGATAACCTTATTTTTGACGAGGG
GAAATTAATAGGTTGTATTGATGTTGGACGAGTCGGAATCGCAGACCGATACCAGGATCTTGCCATCCTATGGAA
CTGCCTCGGTGAGTTTTCTCCTTCATTACAGAAACGGCTTTTTCAAAAATATGGTATTGATAATCCTGATATGAATA
AATTGCAGTTTCATTTGATGCTCGATGAGTTTTTCTAACTGTCAGACCAAGTTTACTCATATATACTTTAGATTGATT
TAAAACTTCATTTTTAATTTAAAAGGATCTAGGTGAAGATCCTTTTTGATAATCTCATGACCAAAATCCCTTAACGTG
AGTTTTCGTTCCACTGAGCGTCAGACCCCGTAGAAAAGATCAAAGGATCTTCTTGAGATCCTTTTTTTCTGCGCGTA
ATCTGCTGCTTGCAAACAAAAAAACCACCGCTACCAGCGGTGGTTTGTTTGCCGGATCAAGAGCTACCAACTCTTT
TTCCGAAGGTAACTGGCTTCAGCAGAGCGCAGATACCAAATACTGTTCTTCTAGTGTAGCCGTAGTTAGGCCACCA
CTTCAAGAACTCTGTAGCACCGCCTACATACCTCGCTCTGCTAATCCTGTTACCAGTGGCTGCTGCCAGTGGCGATA
AGTCGTGTCTTACCGGGTTGGACTCAAGACGATAGTTACCGGATAAGGCGCAGCGGTCGGGCTGAACGGGGGGT
TCGTGCACACAGCCCAGCTTGGAGCGAACGACCTACACCGAACTGAGATACCTACAGCGTGAGCTATGAGAAAGC
GCCACGCTTCCCGAAGGGAGAAAGGCGGACAGGTATCCGGTAAGCGGCAGGGTCGGAACAGGAGAGCGCACGA
GGGAGCTTCCAGGGGGAAACGCCTGGTATCTTTATAGTCCTGTCGGGTTTCGCCACCTCTGACTTGAGCGTCGATT
TTTGTGATGCTCGTCAGGGGGGCGGAGCCTATGGAAAAACGCCAGCAACGCGGCCTTTTTACGGTTCCTGGCCTTT
TGCTGGCCTTTTGCTCACATGTTCTTTCCTGCGTTATCCCCTGATTCTGTGGATAACCGTATTACCGCCTTTGAGTGA
GCTGATACCGCTCGCCGCAGCCGAACGACCGAGCGCAGCGAGTCAGTGAGCGAGGAAGCGGAAGAGC
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Figure 17

Thalamus Pong Cerebellum Medulia

Visual Cortex

2 52,
\\\ \.\\\\ 2

g

1A wosEBD WNZ wy y W8

%4

SR ouxonb Ui

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542
22/38

WO 2020/163300

WK

RES

& ®

B3

3553808
(A 22 Tk

rosas \\\\\,muu\\\\(\‘\\\\\\\\\\t\
N\\. v

#% “

o

¥

ot spgypaneecssssppariss G
-

o

(s

7

SR

SRR

t2%
55 £23

E%27
it e g =

[

en it

beogpord Gy

E N % e
R}

S

I e N DY SYHd st NI COd-1 M

B 4

81 21n31]

TdAWdA

SUBSTITUTE SHEET (RULE 26)

4418



PCT/US2020/016542

WO 2020/163300

23/38

B 5 B 7
%w»\ﬂﬂwﬂw v

wed | s
Ly LA

Aeva sy

¥

BN 1) SO 8

w8 5
Lnh v

BOIY B DaNg

188 O PITRRURN
A

AN

1A 9F pRRgRIeR
CRRY L 08

SRS

61 231y

A WAA

44915

Jans

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542

WO 2020/163300

24/38

poiry

Avex

et

pX% e

OB s
e 4y
Lond

-

P

Qﬁ.@&:ﬁ&g Bl
pRED
IRA

g&n«ﬁg Q\ﬁuwﬁtw.nw i
?ﬁﬂh Cw.u s
i v

~ 97
i
-
~Rh

@

B4

af
g4
o

LR

LR

¥

IR W puRpnay

HARGA

VD

&

Razieoy
VI 0501

SR R
H8I8 '

0T 2131

S8 s E M1

SEd-LAA

TdA-WdA

4815

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542

WO 2020/163300

25/38

SR un ST 1
e w43 wm
108 v

v

Sdld, I GRS 3y B W
AN Rk

s
k.l >
BTN

<
]
MK
dA

¥
¥
N

¥
«
«w

n
EY

RN

ey ey

TdABY

188 OF paRang

SERE ey Ry

3802

TdA-WdA

EAYY5.00rENTY  SHd-gerENTD Sgd-LM

1T 281y

890>

SUBSTITUTE SHEET (RULE 26)

4918



PCT/US2020/016542

WO 2020/163300

26/38
Figure 22

1M, O PRZ}BILION
4518 ‘vaIY 0L NBY

18 ©F pazippuioN

"TdAHNCGA

‘eRlY IO WIY

Month

Month

1M O poZIBUION
815 ‘ealy jIL OGBS

Hm
W3
*
i
3 2 R =
- -
1At O POZUPWION
TdAMNdA 'esIY 18I0 Dang

Month

Month

-
Pt
Rdedex
Ll )
RXEX

i
i1

Yin
9
5

1A O pAzifPULION
HG9LS Ry 1EIOL YD

1M o) pozeuLoN
A EA ‘B IBI0) |, dY LD

Month

Yk

I
I

RR

|

#
Chkd

o Py = * =
o~ - ko

1Ak 9} pOZHEULION
ABLS ‘PeiY 12104 8000

% = w o €2 n.u

LA ©) pozijeuiion
TSAHNEA ‘BOrY 2301 8500

Month

Month

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542

WO 2020/163300

27/38

HIUOHY
ez wel WL big

5

GIUOW
WY 5.9\ Q.Nw wmw

3,

{1} SnOA PG Y HROR

Yiuop

wWee f35:22 243 ¥ig

{ipB} uonRREISIn
uggoibowsay sepnosndion usap

~B&

@
-
(CARTEN R THAE

wew
wez  web o vzt ws
; A f 4 o
i3
hopas B
b’
sost 3
e
Fopoz
-0892
oK
MY wei W wg
H ; f : "
91 3
8o
o R
=]
ER
3T o 2
€5
~
Sz
Yruon
wez et Wzl we
7 ; h : o
ot &
Progbed
=&
ZF
- %
1

€7 2In31g

pA T

Yiuap
wye wWak WL o

i Py

Y
w2 o

e
Y

{4

uoRnqiysil 08Y

X
©
pers

8

Hiuay
Wyz  mm W ws
,\N\A\\.\\‘“““\\n o \Mu\!??i«. HHMHW\ \:\\\H\w\:twv

t

YIROW
fRZ s vzt wa

&

8

8

3
{18 sumo seprasndin) uvagy

8

...\W..\
B D v K

Mg e

&

2
{uaur ol
S8 PRI PNy

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542

WO 2020/163300

28/38

PBUGH
wve wat WL we
i 4 b 3

Yoy
m&.vN wei WL Wy

3

o o o
Y o
{24) sathoonuniny

¥
£
A4

§
o
3

¥
&
oF

o
A
%} saphooydwi

{

¢ 9INSL]

Huow
wive Rk MEL Wy
3 ; K : o
. Z o
2
< o
Ex]
-
- W
=
b w e
G}
vy
wre BiEL WL ¥
1 £ P 4 Q
MMH‘. o .‘Hx <2t Koy, \“ﬂﬁmﬂx\\\nxﬁ& \\M m m
5. e 3{3\\? !W -4 ‘.\\M\\\k\\\\\.\.\.w\\\i‘.v{\ 3, w
A \\\\\\ f.ﬁfM 31, W; N
* \m\ 3 &
BAYY %\KM..,WQNMV o ™ - Mw
m.,\\:.mvmr Yo b7
LW .

SUBSTITUTE SHEET (RULE 26)



000000000000

- T

v CLIS-ARY -
@)
=

ek

%F&\\\\\\\\\% %,

SubC 6M CA3
%
SubC 18M CA3

%
/
L
%

%&\\\\\\\\X\\\& %

::::
3N e =

S S ;
{1} vaty RI0L {nlenry oy

| |

SubC 2M CA3
ubC 12M {.‘:1-23

s {

sssssss

i%} T §§§ W}.L

SUBSTITUTE SHEET (RULE 26)



PCT/US2020/016542

WO 2020/163300

30/38

AVYV-ENTO %% “\\\\\\M N

ENTO ##
o

********

T
['2}

e
(%) eady |ejol

1
o

T
2]
-~

T
[=)
N

g&\m W

G
§

] ]
REKE | KEAX

R
E

Odid N9 O4ns

T
-

T
(3]

(=}

(3]
(%) ealy |ejoL

T
<

97 2InJ1g

*

-
mﬂﬂh\\\\
el

********

Odld N o4ns

T
=
-

(%) ealy [e10L

T
(=]
N

T T T 1
© N - o

T
<

T
(=1
L]

(%) eaty |ejoL

SUBSTITUTE SHEET (RULE 26)



Figure 27

WO 2020/163300

SubC 6M RTN

31/38

. WT
## CLN3
CLN3-AAV

i
v/

|

SubC 18M RTN

PCT/US2020/016542

i

o

N

.

L

-

X

SubC 2M RTN

N

r T
o 0 (=
N

*

SubC 12M RTN

T 1
0 (=}

(%) eaiy |ejoL

(%) ea1y |ejo)

T
<

I T T
Q 0 o
N

SUBSTITUTE SHEET (RULE 26)

T 1
'] o

(%) eaiy [ejoL



PCT/US2020/016542
32/38

WO 2020/163300

\\\ Z 7
.

-0
L2 e
w\\\\ §\ 2 Y .
\ - - L
AVY-ENTO % \\ . 9 2 . o1
\ G 2 —i—
M”Zl_o § ******** lm ********
-0l -Gl
4€91S W8l oans d4€1S W21 oans
>
2
0&&\@ @o/éév
o
2 :
- . >
- >
P FOL =
******** ﬁx\\l\W\m m
=i 51
0z
491S IN9 Dans 49LSINZ Dans

8T 2INS1y

(%) eauy [ejoL
SUBSTITUTE SHEET (RULE 26)

(%) eaay [eyoL



Figure 29

WO 2020/163300

SubC 6M VPM-VPL

33/38

mm WT
## CLN3
CLN3-AAV

2
v/

<
SubC 18M VPM-VPL

\S‘Q *

PCT/US2020/016542

T T T
0 o 0
-

SubC 2M VPM-VPL

» ° (%) eouy 1eyoy

®
®
*

SubC 12M VPM-VPL

*
*
*
*

<

(%) eaiy |eyo)

6,
(0&
v

%

L) L L] LI L]
N o L] = 0
-

(%) eauy |eJo1

SUBSTITUTE SHEET (RULE 26)

o



WO 2020/163300

W

T

; [l

7o B
[7 oS

PCT/US2020/016542
34/38

AR X
3
b7
b

Subds YA T

HESE R oH

Figure 30

Subl 1280 A

<
<
B
»
®
<
N

[ I:& *k& . %)

[
By

SOLL AIA DG

Ry
e

0

i w03

Ruld GM BLA

i

Suptl G D35

¥ rmm—m——e———t
S W oW %

Ry N

4 - X Q - ™

TN ® I B
60 R A Tt an o wadr M S o
il DY WRY IR

SUBSTITUTE SHEET (RULE 26)



WO 2020/163300 PCT/US2020/016542

Figure 32

Serdl 1 EM %‘iz‘ab S0t 1858 Hab

Subi, H8 Hab

35/38

~

" v
B b
V2

B R
W IR

[fa N

»\( § %%

hd
pi

|

¥ ]
[/ ¥ &L
R

5 .
o} st R 0 o S
fad vy vy 8 8

{0 SR g

g\\\\\\\\\\\\

7 E
i §\§\ ______________ N By
s"‘:f;} §‘&o’§ MOE
'§

¥

R

b * X
& WY R £
e X W W

¥ ¥ X i) fag g A

O S T Sd e pISg

AN W W oW

i vy

SUBSTITUTE SHEET (RULE 26)



Figure 34

WO 2020/163300

36/38
=
¥ N
& X N
pey
N
I E S

Bkl YBUA B
L% YR BYEF

PCT/US2020/016542

e
z\\\

's YRy

1\\\ Y
%\\\

Figure 35

Skl AW BEC
LD6YG Y40 3VF

\a P WY

%\\\\\W I

%
%

Bt GBS BB
LIRS 5% 518F

%

3
¥ ¥ ¢ ¥ e ® 3 W
¥ d 3 } S
XN ¥ N Y B e X N
® R W T R R
TR IRY

SUBSTITUTE SHEET (RULE 26)



Figure 36

WO 2020/163300

PCT/US2020/016542

& 8
I B

§ ............................... \

- M
R R

Sy
[SAS

o3
R
>
§
>

CU5E SH D

::::::
-------------

SUBSTITUTE SHEET (RULE 26)



Figure 38

WO 2020/163300

AR 9 534

;.E $

38/38

.
x RS ~ -~
e g

LUBY 1 55

Yook

NG N B

&Y~

SUBSTITUTE SHEET (RULE 26)

PCT/US2020/016542



