PCT/US2020/025955

WO 2020/205859

1/32

oP

GLp

T ST B v

GLP, .. GJpsop  GYP 0P
_ mzw V UAY + 4944 + ydNG“% €

el

S vp: oP

¥ 7 V8 s
WZ\\§ Y UIADY + 4949 + $dINE N

GLp

Y UAIRY + 4940 + pdNg“4 |

GlLP|
3d |
obue)  ubuo

suoIpuo) ainyny

g1 24n314

VT 24n3i4

T 924n314

SUBSTITUTE SHEET (RULE 26)



2132
WO 2020/205859 PCT/US2020/025955

it et

W
< | 2 s
2 3
() -
W
Q . W
H 3 ......
@ >
% =
i () ]
w
LL.
<L

RELEY LNt PPy EREARR O




Figure 1D

WO 2020/205859

< —

B
B4

5
0.0

- - =1
unissaidg anlEEY YA

R
%

uossasdag saneEy LIS

R

PAX1

PAXS

TBX1

HOXA3

FOXAZ

usssandyy sAREEY ZWXOA

Protoeo! Protocaol Protocol Protocol Protocol Profocol

Protocod

3/32

HOXA3 TBX1 PAXS PAX1 SIX1 EYA1

FOXAZ

PCT/US2020/025955

Protocol

L] L] L] L] 1
2w s W @
o e A = <

uoissaudxg saneiay vi3

Protocol

5

Y

Z
0.0

woissaxley ARy LIS

Protocod

o @ -+ ~
uOISSaIdNT 2A11R)3Y LYY d

Protoceot

< o ~ - @
unissaudny aalze|aN §Xvd

/

Protocol

-t IS ~ - &
uoissaadxg saneEd L XaL

Protacol

Protocol]

BOIssIrRy SANRIN 2YXROY



4/32

PCT/US2020/025955

WO 2020/205859

Figure 1E

HOXA3 ™BX1 PAXS

FOXAZ2

1%
S
ETE TR 3
uoissaixg aaRRay
&
<!
£
»mm Awu.. Nmeu r.mv.
uoissssdeg aage@)
o« G
1 |3
‘Pl sl 2
L] 2
.
E @ =

unissaidxy sanRiey

P e

]
ld* . o,

'
Protocol

uoissadxg saneey

SiX1 EYA

PAX1

=
; 8
Hu Z
G
2, & @
uoissaidxy aseay
» €
Rl
2
o
" 5 8 2
- - © P
vossaidyy sanedy
4
L
]
prd
mA
o

. > <
-~ - P “

uossandxy sanriey



5/32
WO 2020/205859 PCT/US2020/025955

EYA1
Pratocol

L 1} T T 1
& R =] ke &
o8 e =

b =
uoissakdxg saneisy AR

SiX1
Protocol

s
G

~ S o - &
HOISSHI XD QARRIGN LXIS

%

PAX1
Protocol

-+ % o - =
uoissadxny QANRRY LYY

PAX9

Protocol

o - o~ o =
roissandyy sAneEY SXvd

Figure 1F

— . 5

G

/

TBX1
Protoool

: T T T 1
vy & L% & ' &
o8 [aX) = -

uoissadxg anggig;ag EXgL

HOXA3
Protocol

= 5 & £ e
uosEIdNE SANBEY CYXOH

FOXAZ
Protocol

L] T 1
< 5 2
= SN

L feeg B
urseIdNg 8ANRIY WX



()

WO 2020/205859

PCT/US2020/025955

op

'Y UNPY + 4940 + gz O

¢

u | . G'vp op
vana

YSN v inpy v 35995 vanes O

0P

. pangl

e

0EP
0€p|
L/dd pig esial

V¢ 94n3i4

Z 24n3814

SUBSTITUTE SHEET (RULE 26)



g¢ 24n3i4



8/32

PCT/US2020/025955

WO 2020/205859

Figure 2C

T8X1

HOXAZ

FOXA2

R

vt 't =

BOISEARIRG B4R

o *
¥
3 £
# .w 1 s
e > 2 <r

UGERDIIKY GniBioy

7 3, 7 t 9
o & [C s

BUIBYAHIRG BARRIOYN

SiX1

PAX1

PAXS

“oow A A
< v Z 3 4
VOSSR AT BABTEY

) T Y " ¥
<3 3 [2] i >

GOEBNEN BARIY

*
¥
*
o e < %

BorsssIdxy pARLIDY

EYA1

] = “ =
ks e < =

wHssRIdE SARBIOH



00000000000000000000000000000

Protocol

Figure 2E
FOXN1
I_I

® 0 « &N ©
uoissaxdxy aaneey LNXO4

PAX9
Protocol

Figure 2D

Protocol

uoissaidxg aale|aY X Yd



WO 2020/205859

Figure 2G

Figure 2F
FOXN1

10/32

PCT/US2020/025955

Protocol #4c

S
R

B
|_§ ™

S

G-
£y
I -4
£}
5
&

5

UoIssasdx ] aaleloN




w0
W,
(=a)
&
S
m AHLId 3¥% » AHLd 37 . AHIZ4 ¥
S o Il I XS =z r000 T e ~00°0
5 o 2 2 0 .
= 2 3 2 00 5 e
X Lop @ ) @ .
u® @, §e @ Ty -1 §
By L 00 Mv < m' ® =200 m.\ .
,mm o] @ ® o) | ]
o= 0L 3 s  co0 3 » 7070
. 2] . = > > ®
Mw & b % ™
o e .l vo8 O .
~Z0'0 o bo & w.u Ps g6 = & = Lag'o
o]

JHiv M G L LXis

8
m AHid 2% . 7 2 AH13 2% o w AH1I3 9%
FO50 55 R 7% r~ 0000 - e m W W Rl 000
Q . - 2 L o0 2 2 W\\\v
) ' " L et - # o
oo D .c“o 500 3 Fzo0e 2 = e 2ed |00
- 53] = o
@ 2 &
. . @ - < <
010 © « [0z -roo s T 5 Lzo ® . . Feo0
= . o . o Loon & . 3 . .
» W & * & 4 . &
I . | ] 0 .2 * o %
~S10 & o - ~900°0 23 Laoo 2 Leo § Lcoo
= 3 s = =

LSl y11d IXVd - 6XVd INXO4

WO 2020/205859
F
3
LL

V€ 24n3i
€ 34n3i4

4 O SANRIDY 10 $XIS

e

R

UIoE-J O] AR 10 LNXOd



12/32
WO 2020/205859 PCT/US2020/025955

AIRE

*

802G
4.0157
8518
8895

U oR-] 0} SARION 10 JUIY

e b

N - » ﬁ _§

> L. w

q \\\ : )

0. f-=r -
2 £ 3 8§ g

BH0E-0 O SARRIDY 1D 8XYd

o

™«

s

S

.20 )

L
e 2 8 g
peed Poed o) e
U108~ G @ANRIY 1D PTI

- >
@ \\\\\\\\\\\\\\\ g O . 8
LIP3 O} ama;eg l:} 181 LHIOR-( 0 SALEISY 19 LNXOAd



13/32

PCT/US2020/025955

o4
-
o

WO 2020/205859

INXOJ PO
LD oo YD PO £UR 00 LD0 60D

1 Sy L }4 1 1 TR
- L
. -0

[
000 Leup
o JEOV (= o Loong=d TR0

~ Lzoo L0 0=
Loty
LO1}B81I0D UO1R]91I0D

S0200 SA INXOH 271 SA LNXO4

D€ 94n3i4

L1

900

uoI}e|a1I09
ZINDO SA LNXOA




14/32

PCT/US2020/025955

gER

Vo

G,

Vi 24n3i4

WO 2020/205859

7 94n314



15/32

PCT/US2020/025955

WO 2020/205859

y100

O 24n314

YT

uoIssaidxg

LNXOd

90’0 Yoo Z0'0 BOO 0G0

il 1 Uﬂ_.mmé

O
O
=~
S
-$0'0
L4
1000°0>d  L4qg
8ccl 0= Ly

7100 SA LNXO4 JO UORE|3LI0D

dt 94314



16/32

PCT/US2020/025955

WO 2020/205859

X1 03 11504 pasde|s syaap

gL 9L ¥L < 0L 8 9 ¥ ¢
o | i /4 mu 3 ¥ | ]

S10 231834 e

N

A

ay 24n3i4

[BAIAINS JUBDI0



17/32

PCT/US2020/025955

WO 2020/205859

SHOOM
ZZ 81 ¥L 0L

7 . . s P
. OSN XLV &
w 7 mmz » \\\\\\\ i

]
0
ol

VS 24n3i4

G 3in3di4



18/32
PCT/US2020/025955

WO 2020/205859

0%

R
N

0%

“,

AP,

iy irrot

e

ATX NSG

Figure 5B

AL

NSG




19/32

%1 AH150d $yooMm x} AHL-1s0d $yoopm

SONEd |01 Buowy SrOonHY:

, , , , ke T £ N
Ve L2 g2 6L §b M L S S
" ..N\N £ P 3 1 %\\ i e} Wm \\“\\\\\\\\\\ - w
w0 c \
3 e 0z O ) 5
S g >
2 P & E
5 W % -0v & e
- L \\\o 7 \\\ + ©
% 7 % %, 7
\@\\\“\“ \\\\ \\\\\\\\\\\\\\\\\\v\\‘\\\\‘\\H\MW\.\\\\\\\\ \\w m B Q ﬂ m
E i -0 B 05 o
@ g 5 -09 &
4G 24n8i4 0oL %% 3G aJnsld 5
11 AHL-150d syaap ¥} AML-1s0d syossp
LVe € £ &L %1 L 4 £ 2 V& IE €2 8L 51 B £ £ .
s e T g
(9=t} ONL & % . /1 “ 8 oz
' BENOWN] - y W ) \\\\\\ y T+ = -
il ¢/ ¥ o) 5
4 BSNOW 2 ; \\\\ 4 = L1
s . i F i o
G OSNOY - 0/ 0 E
b asnow % ; 0% = -08
2¢ osnow 4 / -0Y & : |
SzosnoW e § T
& esnoy - -09 = -0
m It

as a4n3di4 DG aindi4



20/32

PCT/US2020/025955

WO 2020/205859

TP

%1

AT R B

»i.::_N E ‘_r:,_. botos S, B 1.8

%P1

Fme

%08

e

.

WL

L

} DWL/D031-53Y

DG 243l

%0L

ueuInH



21/32

PCT/US2020/025955

WO 2020/205859

g s L -
PR )f

. ....ms‘i

%98 |

JWL/D031-S3Y

HG aJndi4

vad



22/32

PCT/US2020/025955

WO 2020/205859

%0

R
o)
)]

| _wmmm -1 949

| éém ::}

%S

%5

ot epe g

Fl %0

g9 aindi4

%0 [[%10 | use!

AHLMS

031-S3U + AHLMS AHL UBling

SOSH Al

ol 3
tm‘_u m_smnmu V9 einsld

jeusy Mg

umw._.-mmx
g 2.n3i4



22222

000000000000000000000000000000

- M NN T v O

SPOONH Buowy L 08V-Y TH.WYDd3%



24/32
WO 2020/205859 PCT/US2020/025955

85%

SwWTHY

Figure 6D

SWTHY + hES-TEC

12%

e T -
R e e s R At S

e
o
.

N

40%

P

Human THY

32%




25/32

WO 2020/205859 "
o o
(i &
= <
L - D
S 3 ] :
T o= Sl
= % =
@B B .;,: L2
> %[ ' E;i
-t
(]
10
e § 4+
o
. BN
= PN
E+
Ly
(]
()
(W]
©O
Q
>
oo
2

i 4 % T i
S 8 8 8 R
{:01x) soyfoowhy)
51 &
3 S
1| =0
" NN
> ] T»

otal

%[ . e &&\\\&&X\&

PCT/US2020/025955



26/32

PCT/US2020/025955

WO 2020/205859

X3 AH1-150d syoop X3 AHL-s0d syaopp
i2 6L LL S €L L 6 L & =2 k2 61 2L L £ W B8 L 0§ 32
§ £ b 1 § ] i — !@ m £ ¥ ¥ i ¥ i m
. H\WN 0z Q0 o
A > >
\ ol o, -0€ m m
LY -0 & &
] =
e o L]
% g g
-09 U 2
B B
"04 S D31-S3Y + AHIMS - 00k G

059 3.n3i4 49 2.ndi4



000000000000

Figure 6J

%ﬁsx}s&;&ammﬁs s;ﬁ:}m#
I b : o %

@@@@@@@
mmmmmmm

gam} gm&nms:ds msm #



28/32

PCT/US2020/025955

X} AHL-1s0d s)ooM
be 6L L S €L M 6 L 0§
¥ ¥ 1 F i . \\ \ \\ \\
: \ \\\
y 3 it \\\\\\\\\ \\\\\\W\\W\M
m d/ 2in3i4

!

ejo) Buowy ,800NHY

v
- 3

0
SONEd |

X3 AHM1-150d syoom

1z 6L LI S EL W 6 L S

AHIMS -
OFL-S3U + AHIMS -2

SONGd .iﬁiﬁi Buolry .£aoNHY%

V. 24n3i4
[ 9in3i4



WO 2020/205859

Figure 7D

29/32
PCT/US2020/025955

XIN

hES-TEC

SWTHY + SwTHY

R

3
3

BN
N
§

Y

Figure 7C

X
\
X

i 7

1

] ] 1}5

ol N

(;01%) seyhoousids ,£aONH #

15 17 18 21

%

13

£k

g
Weeks post-THY tx

7

5

@ o
® o«

¥
o
Lo

N

SONgd 1m0) Buoluy . paONHY%



33333

WO 2020/205859 PCT/US2020/025955

Y+ QMW

hES-TEC

Figure 7F
®
o
L 4

- %
%\\i '

L S T S

0 N o e

(;08%) saikoous|dg ,paINH #

/

SwTH

Figure 7E
=

SwiHY + BwTHY
hES-TEC

3 | N |
- -

{g01x) seyhoousids BQONH #



PCT/US2020/025955

31/32

WO 2020/205859

2341834 23L-534
AHLIMG  + AHIMS AHLIME  + AHIMG

A A I C ;

:

Lw..m“ g&mv @

SnEN

VS

o Buowe gjjas | #

SAIBN |VHWIL

W
L
el
{501} 80 Buowe s(jao | ¢

Sctarmes WA VHNT
WA WO »» aneN ‘WO »
BAIEN WHiNG = G L -05"}

5/ 94n3i4



WO 2020/205859

Figure 7H

N

I

e

SwIHY + SwTHY

&

= 3

{01 %) SN Buowy
FUDLUDIDVHSPODLLEQ #

PCT/US2020/025955

hES-TEC



