PCT/US2019/056214

WO 2020/117373

1/25

VI O

LR

g

VISTAIOATs f SO € ]

T

ST VIR TS

TS

PERIOTOIRIITE

353300

T

A

SUTEE S

198 IOV I-R0%
RO RN

14 b AEp §l

L

14 et AP F1

PREpIS 3333 7z
it 7
FIRPETE AP T B H

ix wdwegl swey sylueg IR

\\
=
By

e
o
r~
w2
»

W
5

i
oy

pednupoyg HOoN] /-] sUDneiliIod



PCT/US2019/056214

WO 2020/117373

2/25

a1 Ol

<5

i3 Dy AEp B

w0
ey

Pl

0

I~

£d 0% AP £l &4
e S

PIEPUELS 31312737

8]

s

Rt

4

I

I FIT TE YT

i# v sueN duss

T
LT

[aa]
&

£ Z - +¥

&

p=onpoiy /-1 SUoHB[NULIO




PCT/US2019/056214

WO 2020/117373

3/25

g

e

3% A B

i

T4 Do0F AZp ¥l I
114 ey Aup bl g
DI 0% ARP pl i

“

I1 “OId

34 D(F AEP ¥ £
PIEPUTLS 27RINYE T

t# =

-

sy sumy Bfeg

el

o
(]

o
N
N

N
NN

i

o7y

Peonpa’y UoN $1-% SUOHRNIIO |



ficed

L

Formulations 8-14 Re

WO 2020/117373
4/25

\Lg g . . & | e | s
Blg| W N ElE|E]&E] &
= = W . c v v o
k| & % MEA AR AR AR
b - Sl Sl ol S 8
et ﬁ . a3 = e oy ap Eﬁ
| o8] & wl s w = ] ™
il LX) 5 5 R ot o8 o
o I Ll I R

& - N

£

ﬁ Ll B N B T - o LT [ T B e [ O [ R

£

Ui

o

[aal

U T
MYy W

W
]

B \‘ L]
[aa ]

PCT/US2019/056214

FIG. 1D




PCT/US2019/056214

WO 2020/117373

5/25

CIMNIK|

LECREFEHY LAS B r

p—

7 i
(s < - s s = 4
s

@
W

sARPD vi 40 DOV 27 OL0L 098

FyEu ey




PCT/US2019/056214

WO 2020/117373

6/25

AT “Old

0¥ 18 sheg

(N4
A
el

5 g

et
|.MVM\.§‘\\\VM\\.\v\\«P\\ —_—— e e e - —

et
T i S
% S

o Rt
Lgpomnnirraitt

||||||||||| D i A L T R e e e e e e e e — - —

A Ve pEEGROY JO9WZT-SOY bug) jo sYesd MNHY

wa

pany pojeBan |



PCT/US2019/056214

WO 2020/117373

7/25

C e

B
e W

0
-
(N

A

9w
oy
W W

O1 "OId

7.0k 1 sheg

aven

i

W
&

]

M\:} e teemes s,

Brrroemns, g ttemn o,

g St e e T L e e
e ames, R mm

et a5 e

tinmerns,

(]

[

o0

3.0F 12 paeqnsu; J9WZ7 50V “SOv ubuigl o yead wep v,

%

oy poeyBeny oy jo



PCT/US2019/056214

WO 2020/117373

8/25

HI "OId

“1.ip Ve shegy

W
sty
o]
ey
[T

Eo o e
ik 2 1
ki
137 3§

o b
e

T.0p Yo pRregnou) 39NZZ S0 Bl 1o siesd BT

woow oW w
o ™ ! B

valy paeiBoy 104 0 %

Ty
]

[x]
=r



WO 2020/117373 PCT/US2019/056214
9/25

BB

Ry

ey

¥ R -

Lt B3 e ] e

e N ;“ % ;’\g < »
=

FIG. 2A

i BRER

fd DEUS

P BYRENE

YLAOL

s40L

v 0L

"
3

o
?‘i‘ﬂfv‘-i@&
.

{} and Shake Stady

T
ZEEE

2

1183

WO w0 S0 0



WO 2020/117373 PCT/US2019/056214
10/25

PR METS ORG

64 4ATH 0801,

et WA QN0

T IS BRI

B WEES N0

3 M 04RO

FIG. 2B

P LTS GENOE

Pl S M

Py

LERHEER R T

3 ML DD

Mo Feduced

a

Ten Cycle Fz/Th Study
‘é
i

LR N - RS T CR. S
&y Foo AR sl N
TRy Ay ¥4 N

B
iy
1163



WO 2020/117373 PCT/US2019/056214
11/25

s G

o |
AGZIIMBE

Bhaking st BT for 24 hus

Placebo

w000y

9
o
FIG. 2C

i

Ssdrrrsa.

AN NN

\\\\\\\\\\\\\\\\\

Mo Shaking

£ fon] < &3 o
L3 &3 <3 €3
o 1] - &

1000

TPURESINNGD
SALRINURY [BI0] 0} SUny © jo obrisay



WO 2020/117373 PCT/US2019/056214
12/25

—E—%—

Plarein

FIG. 3A

% Residual M;Jismre

Yoo

[ n

Pouw g3

Moo ¥

oo

(eI el S o

nononn

kool i =t et

O o
@ fown o] o fon] ] Lo Q
s T = T VI B S .
T v SR o R o S o B o

SUNGSION JENPISON Y,



WO 2020/117373

Copoemirpiion {mgfadl

Gansentration {wughnt}

20y fanggfondy

Concyrdrsts

- m - -
R e el aoeFy
g
R et
weghpoo E 1Y
[ T T T T T
g 2 3 & b3 A 12
Weeks

~SFE
o NN
- 1§
8 T 4 8 s w oW
Pieetis

3 e ittt
S e AN
ol FR
T - e e
woghoon F45
84 T T T T T
§ 2 4 & b R4 13
Wesks

PCT/US2019/056214

13/25

2.8 BOS - Concentration mgim

Lavnsopbration fmgiml)

3 £ Iy efeeeFE _:
SNWFE
FHfmmmmmmmmmmmmmemememmaaad N
b
88 T T T

v -
s
]

O

Cangentratisnn {mgpfmi)

T
BRf-mmm oo oo som oo v
o ~NoFR
B e

agEnFi

s -

Dok i befors Tee {BDS =0
£ 1wk 12 aBer bvo fprevicusly Iabeled 2 =0 lyo}

s

F&

FIG. 3B

s



WO 2020/117373 PCT/US2019/056214
14/25

28° Lye - A30

{.E. 33 . - RN
\\\\\\\\ ¥ ,s
5 L o] SNSFE |-
[ I S\WwEg -
o g

A330

44

)

-

P

@
s

<

o

<o
i o
s

o
ey o
(,:J
ot

[ %)

Weeks Weehs

 Lyo - A3S6 0 BOS . A338

o
[
kg

O

e 036
< ST
I oNFR - R AP ’
.38 -

L =ELE

L

N

[

8.3 {wk 15 before yo {BDS =6}

3 AR 01wk 15 affer o {previcunly Inbeled a5 1=0 fyo

35 Y Mgy gy
g o N [
g4 §
5
Ui“\\"‘ T T T T T
i 3 4 & 3 gH 12

FIG. 3C



WO 2020/117373 PCT/US2019/056214
15/25

P aeug!

S408

sdal

BIEDURIS
SRR

g

82 2ggp 25 =23esn
XN ﬁm&‘%& & a2 ™

FIG. 3D

Pid Syeuy

S BHRUS

B DNEUS

ridOL B
i o
8400 =
¢ 2
404 =
peepusg” &
ARy “ z

et

*




WO 2020/117373 PCT/US2019/056214
16/25

R
¥id SOE DOL ¥RZLsL
54 08 D08 WEis]
td SO8 D08 WEieL
Pld SO D88 482l
8 SO DT WNZinL

T4 QUE U ¥Sing

PIRIURIS

RRig -

Reduced

JORRYY

FIG. 3E

Pl SO8 DO ¥ EsL
§3 508 G048 98is]
P4 808 D00 WZia L

Pld SO8 DT WNZ i
G4 SO8 DT ¥ZinY
P4 RO DT WL

paEpLEg

Mon- Reduced

g *

BB




WO 2020/117373 PCT/US2019/056214
17/25

.
P QAT Gwi}
84 QA1 a"mn}
Fd OAT sm.s;%;
PIBPUBIE = -’
.sem‘a@ .

w’m}

Reduced

xm%sai ._

yus@y

Ko
FIG. 3F

iz
s

Fld QAT E=

84 OATO=nL
4 QATOL
paRpuRS
IR
Py

SR

HUSHS

Non- Reduced

s oo




WO 2020/117373 PCT/US2019/056214
18/25

. 7 b7
Pia O LG wnEEaL J

Bt DAV LGS B8} “

3 AT OB WNELsL

Fid ST OWE WEiag T

&3 ST OOF MO Ewg T

b O8Y Ol WST bl
Fy

paEpUeIg

IR -

Reduced

FIG. 3G

NUEHE

g SUTPOET WNT it e

B4 O 0.9 S4B =1

frod A7 SR g3 ey ]
L3 OO OOR MO Ea L

o

B OAT L0 9 )

ALY WNE R
PRI

Non- Reduced

SRSy
-
B R
SKE D AR WD > N o e
N ERER = L2 E



WO 2020/117373 PCT/US2019/056214
19/25

AU |

U8 |

i OF] DBE wMTEe]

S 087 OGRS WMTEmL
P 08 D RWTEwL

piepuRig

SN

MR

Reduced

UMK

N |

o o®
&= 8

FIG. 3H

Pid O 02 RS2
B30T DB WS
FAORT DR NS L

piepuRg

AR

Man- Reducead

& N W MEW
mg 3 o XX
=N e5g8 €7 gx oo



WO 2020/117373
20/25

A0 L - 330wy - ¥ Mahy Peal Srea
WS TUE ~
ESNSY
WFt ——m—m—mmm e ——— - - I -
Earpiatbog Zéxadwrd

B W e

23 T T T T T
T ¥ & & 3 T RS
Weaks ot S%C
SN
NN
e R et P SR Y
s Eamsofon Rharetwnd
§ &
B
=
R b e R
8 bl 4 B 3 13 32
Weeks
Formudation ¥ Lye - 23w i&m&m_gm_
SN
RN
B —mm e - - aoeseor SN

$ RO d—m e mm e e ] Formutadixe Stexdand
R SNBTRER
Q’ X
& SRR
& T
=
pS
WEl
8 2 4 3 & ] 2
RaekE

Formadaiinn 4 Lo - Edmy - 5% Main Peak Area
Pt

ot

[ DR

Farouiaiios SEavsey Raeragt

% Wak Pouh

% Main Peak

PCT/US2019/056214

Fornusdation £ BOS - S¥dnm - % Main Peak Area

SN T

L e S

8 2 4 & & 8 12
Weeks
Fomudaticn § BOS - F8m - %% Main Pesk 8oz

R SWTEC
RIS

oo00 BT
R e it e

siztion Standad

% Whnin Ptk

S8
B ettt
4.0
& 3 & 3 g G R
Weeks
Formuidationr $3 B8 - i - % Main Praf Sea
RRE N TERE -

r

FIG. 31



WO 2020/117373 PCT/US2019/056214
21/25

sag

wamig

85 RUS L 08 v
HY g Q}’:“‘Es ok
RURIG

Pig ey
SRR

Reduced

FIG. 4

FOUBRR

RURIG
il
RISIG
Ry

B g ol vd

fild B0 O&Y pd
R

Nor- Reduced

PR Y

T TAN




WO 2020/117373 PCT/US2019/056214
22/25

The cDNA {SEQ I HOCT) and amino a0l seguenoe (8EQ D NG:2) o 10TPUNIE
The star? methionine is inderlined. The open reading frame extends from nuglele
acid 264-17898 including the stop codon,
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‘ The cDNA (SEO 1D NO:3) and amino acid sequences (SEQ 1D NO:4) of
Had22{2. 4187 heavy chaln. Doshleanderlined i the leader soquence, snderiined is the heavy
shain variable region, and anderiined with 2 dashed Hoe & 1he buman Ig&Y coastant region,
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The cBNA (SEQ 1D NOS) and amine acld soquenee (SEQ 1D HOE) of
Hadd-2{2418.1 light phain. Double-underiined is the lpader saquence, underlined Is the light
chain variabls veglon, and tnderiived with & dashed Hue is e human kappa sonstant region.
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The amine acid seguence (SEQ 1D NO:7) of Ha22-2{2 4}5.1 heavy chain.
Douhls-underlined Is the loader sequenss, anderlingd is the boavy chain variable roglon, and
underlined with & dashed ling is the bumas IgBY constan! region,

%

The amine goid sequence {SEQ 1D ROE] of Hadd-2{2,4)6.1 Hyht chaln.
Double-underiingd Is the lesder sequente, underlived is the Hght chain varialie rogion, and
gnderfined with 8 dashed Soe i the homan kappa conshant region,
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