WO 2022/006283 PCT/US2021/039911
467 patients assessed
for eligibility
236 excluded
204 did not meet criteria
— 7 withdrew consent
2 lost to follow—up
23 other
231 randomly
assigned
I ]
175 assigned to 56 assigned to
inebilizumab placebo
1 did not receive drug H 2 did not complete RCP
— 1 withdrew consent
9 did not complete RCP 1 patient decision
2 adverse events
1 withdrew consent
23 other — 61 completed RCP
169 completed RCP =
174 included in [T and 36 included in ITT and
as-treated analysis as—treated analysis
| I
103 with serum sufficient 92 with serum sufficient
to be sent to Quanterix to be sent to Quanterix
for testing for testing
| I
164 used in baseline 92 used in baseline
analysis analysis
I I
| | | |
19 experienced 145 did not 19 experienced 32 did not
experience experience

adjudicated attack
[

19 with sample
drawn within week
of adjudicated attack
included in attack
profile analysis

1 extra sample
w/no baseline data
included in some
analysis

adjudicated attack
[

140 subjected to
treatment profile
analysis

adjudicated attack
[

17 with sample
drawn within week
of adjudicated attack
included in attack
profile analysis

FIG.1

1/36

SUBSTITUTE SHEET (RULE 9.2)

adjudicated attack
[

32 subjected to
treatment profile
analysis




WO 2022/006283 PCT/US2021/039911

kkk

100 0001
90 000+

— 10 000
5000

1000+
900+

sGFAP (pg/mL

100+
50+

HD (=25)  RRMS (n=23) NMOSD (n=215)
FIG.2A

Healthy =~ RRMS AQP4+  MOG+ DN
Donors (n=23) (n=198) (n=7) (n=10)
(n=25)

i

£

>

2 100 000+

= 50 000+

S

£ 10_000

g 5000

o 1 J

; 888 170 pg/mL
e ] ----2 SD from
S 100

90+ HD mean

e

£

B

FIG.2B

2/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

de bid <m ‘DI
4 ey ey

WO 2022/006283

7 -
s .\«Q»
’ wins 2 5
o0 wos B DO
LU wef Z W w UG
) » ﬂ& 3 \: % 55 T UEROIRHUR
o RO H RS L s oot BY G SROERCE L b g

AGOBN Y STy a0ty AyuEam

3/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

aeolid J€'OI4

£47 = 1} {961 = U {5 =W fi7 w0}

WO 2022/006283

B 7] 8 PP DG4

g
g0t

U0

TR B RN H O PRICR QL

& 00 04
2 QU 0

L
<
w2

k:

o

-G L P S O

RN Yiss S1Rley 50UOL AGHEEM

3

4/36

1 LD RUONOD VY

X

)

SUBSTITUTE SHEET (RULE 9.2)

Y

¥



WO 2022/006283

Patioots With BOSD

Healthy Donors

FIG.3F

tfi ] w3 -'”\ '.‘s s"\ (’}; :"5
g8 g8 88 88
BN D& DB -
Pl ) o W ¥
8% =
T SIOTTIUNOLD RIS
.
—
~:\:\
DO R W W
L cncE e T e T e )
DB G
SRR
N¥ O w

s LHOIERGROBET e

5/36

SUBSTITUTE SHEET (RULE 9.2)

PCT/US2021/039911



PCT/US2021/039911

WO 2022/006283

V' 9Old

(sAop) >opp0 [un Bwi|

dv49s aul|asbg SNSJSA |DAIAINS 991}—4O0D}Y

002 051 001 0G 0
L 1 1 1 Oo
(29 = u) qw/bd |/] < dy49s ——
(Gl = u) qw/bd |z} > dv49s 70
1000 > d
0 = ¥ |4
£9°0
— |
18°0
|_|_._
T 0l

|[DAIAINS  931)}—%OD)}Y

6/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

Patients Receiving Placebo

1.0-

= 0.8

=

=

3 0.6

3

T 0.4

g HR = 2.35 (0.94-5.87)
0.21p < .06 —— <170 pg/mL (n)
.y — >170 pg/mL (n)

0 50 100 150 197
Time Since Screening, d
No. Patients

<170 pg/mL (n) 35 34 31 25 14
>170 pg/mL (n) 16 11 8 7 4

FIG.4B

Patients Receiving Inebilizumab

1.0-
e o.s-E;‘_LHLH
=
= L
3 0.6
8
£ O*HR = 415 (1.67-10.32)
= P = .002

0.21 <170 pg/mL
0.0 — >170 pg/mL
"0 50 100 150 197
Time Since Screening, d
No. Patients

<170 pg/mL (n) 118 112 104 97 72
>170 pg/mL (n) 46 39 3 31 20

FIG.4C

7/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283

PCT/US2021/039911

Baseline sGFAP Elevated
(>170 pg/mL)

1.0
5 0.8 I
=
®» (.61
o
r J
é 04 HR = 0.39
= P < .041
= 021 __ |nebilizumab
—— Placebo
0.0 | T T 1
0 50 100 150 197
Time Until Attack, d
No. Patients
Inebilizumab (n) 46 39 31 31 20
Placebo (n) 16 11 8 7 4
FIG.4D
Baseline sGFAP Not Elevated
(<170 pg/mL)
1.0
g 0.8
=
®» (.61
&
T 0.4
é 04 HR = 0.21
= P = 001
= 029 __ |nebilizumab
—— Placebo
0.0 | T T 1
0 50 100 150 197
Time Until Attack, d
No. Patients
Inebilizumab (n) 118 112 104 97 72
Placebo (n) 35 34 31 25 14
FIG.4E

SUBSTI

8/36

TUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

Jw/bd 0/1 dv49s

om_

2.:

Va'Old
P “ooRy 20ulS swil

0 06~  00L-  0Gl-  00Z-
“ ) - 05
i3 e o ]
e e h
A.v‘n CN
V2N - 00S
7 N - 0001
- 0005
- 000 01
- 000 05
- 000 001

WDdidiUDd Pa)pal] —0qadD]d -
Wodidiod pa)pal] —qpwnz|iqeu] —e—

Jw/bd ‘uonosuaouo) dy49s

9/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

49914

(ge=u)  (LL1=v)
MRHCV| YODD [UN SYaap %o0j0 ¥o0)0
(shop £ ¥) Y ;noyym
YSIA (G=u) (6=v) (y=u) (L=u)  soidwos  sadwps
A0y 1< [AS < ¥< oujjasbg  auljasbg
- 06
._E“wma I/l © M._I - 001
obubs QqH__ Q08 | = o]
apisjno sa|dwos Lo 4
o
Yoouo [¢/6¢ [o - e - 00G
0 o - 0001
OI
olo O
5 - 000G
o - 000 O
% -000 06
o - - 000 001
kkk
*¥

(lw/6d) dv49s

10/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

E —or—

£ 100 000{ —

g 50 000 o°F

S 100001 —

< 5000+ 0§ &

= o—

8 1] Lo o,

3 500+ 3 o 170 pg/mL
o 1007 o= Oy~~~ e 2 SD from
bis 50- —2 —— HD mean
? AQP4+  AQP4+  MOG+ DN

Placebo  Inebilizumab Inebilizumab Inebilizumab
n=17) (h=17) (h=1) (h=2)

FIG.BC
—
£ 1000 <3
E ° o —%—
1001 5
2 o
S 10 P
§ I T 2 FC from
§ 11 obo | so—  baseline
o
g’-’ 0.1 %l

AQP4+ AQP4+ MOG+ DN
Placebo  Inebilizumab Inebilizumab Inebilizumab
n=17) (h=17) (h=1) (h=2)

FIG.5D

11/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

sGFAP Concentration, pg/mL

—
0o

o
o
o
o

sGFAP Concentration, pg/mL

100 000+
90 000+

10_000+
5000+

1000+
500+

100+

w»
<

e I - SGFAP 170 pg/ml

0 000-
0 000-

5000-
10001
5001

100+

W
o

Minor Attack Major Attack
(n = 21) (n = 16)

FIG.6A

SGFAP 170 pg/mL

ON Minor ON Major Myelitis  Myelitis  Multiple
(h=10) (n = 4 Minor  Major Domain
(hn=29)(nh=10)(n = 4

FIG.6B

12/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

d/.'9ld V., Ol

L=y (= L=y} iy iy =) (2w
wunG ol Pz AN Pwiziiis FIRYY

sy sHRdl w0 M sl SOUY

WO 2022/006283

b2l - (1 P
. ' *
e A M o sz wm
- % e 000 g
7 Z ) “ ouer
a0 54 w i - (063 133 :%
€1 D06
800 001 7 ki b OOOOS 2
@ 5U
LRI AL AUABAGR I BRIBA AG
VORBHUROUALT (9458 LORBIUBIULTS 498

ogaose|d

13/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

ds Sid JL°Dld

z,

{pwt) ig=u} {i=y (=} {Gwul (P =u
zhepy HAHP Pl SORBPE CENY ALY
suEEAyy  SHERA MO RO solepg I

WO 2022/006283

. Vi 000 . Mwnw

PXgod
J DG

1118
8 - {4
gLy

b
;1
T d.

K Miﬁvwxim - (HHEL

197 - (K85
AR © - D00 3

y U Lams
do  F000G

e G0 0%

e - QU 004 ne

BU Hi Gt
UL A EHIBATS OB FRIthy AG
VOIEZIUATINTS edtys VORISR oY 4 T8

B UORRIUBNIOD VDS
R EAUROUAD) YRS

]
]
£
o]
355

&
&
&
L
Al

qewnzijigouy

14/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

*kk
100 000+ Placebo
— 90 0004 median FC:
£ 20.2
& 10000 (4 983)
S 50001
o
S 1000-
3 5001
(a1
g N |
* 100 -
50 1
Baseline Attack
(h=17) (0 = 17)
FIG.8A
100 000- [ Inebilizumab
— 50 000- n median FC:
£
g
‘C’ 10 000 A
8 5000 |
o
o
§ 1000
S 500 -
(2
&
@ 100 -
501
Baseline Attack
(h=20) (nh=20)
FIG.8B

15/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283

130

120

(%)

110+

100

from baseline

90+

80

Change in sGFAP concentration

—— Placebo

Inebilizumab

Week 16 median:
+2.9%
-12.9%

PCT/US2021/039911

70

Placebo (n)
Inebilizumab (n)

12

16

16/36

SUBSTITUTE SHEET (RULE 9.2)

0 4 28
Time from RCP start (weeks)

32 A 30 27 25
145 134 134 124 116
FIG.8C
Fisher's test
_ 507 p=.052

TR 9/26
g2 Y @)
g\g 30+
- 19/117
o™~
(]
o
§_§ 10-
DL_ [72]
Week 28
(Day 213)
[ Placebo
Inebilizumab 300 mg
FIG.8D



WO 2022/006283 PCT/US2021/039911

100+

o
1

____ SGFAP <2 FC (n=159)
—— AC attack (n=38)
————————— SGFAP >2 but No AC Attack (n=18)

SGFAP (Fold Change From Baseline)

0.014

0 50 100 150 200
Time Into RCP, d

FIG.9A

17/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 » PCT/US2021/039911

1404 o _
120 ‘T

£

S 100- S =

2 80 | D=

= - N

= N Lo
% 60 h _o/

3 _ | |
% \9 C &
2 ol oi?<,§

Day 0 Day 3 Day 6
(h=10) (=10 (h = 10)
FIG.9B

18/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

Spinal Cord MRI: T2
1007 OR (95% ClI): 18.4 (4.9-74.6)

S »e
= 5 80_
£58 9/16
=38 60- (56%)
e
c8 40
B
o
S35 20- 9/143
a = 6%)
0 |
SGFAP SGFAP
<2 FC >2 FC
(hn=143) (n = 16)
FIG.9C
19/36

Spinal Cord MRI: Gd+ T1
1004 OR (95% CI): 5.7 (1.7-19.7)

_:N

;g 80-

g~ 8/16

zg ® (50%)

“5(/7

£+ 22/143

83 90 (15%)

<3

0
SGFAP SGFAP
<2 FC 52 FC
(h=143) (n = 16)
FIG.9D

19/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

46 'OId

M ‘UD)S dOY Wol{ swi|

(96— shnQ) (9g-1 shoQ) (96— shnQ) (9G-1| shoQ)
¥ oM ¥ AooM ¥ oM ¥ A9M
7 0
(%1)
0gL/11 (%2) -
621/¢ (@) %8
(%%) orL/s /1
c1L/S g ,
Axwv
Gt/
&t (%01) (%01)
6¢/¢ 0¢/¢ 54!
- * bw oog qownzijiqau 7
onooc_n_ O

-91

% 'UO!]DJ]UGOUOO dv49S ul asDaloU|
04 T< YuM spuanod Jo uoruododd

20/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

vOl'Old

S S A L A 9 0 9 M |A Q@
~—€400--
i 0 ¥4 A L L I 4 9 s 0 A A AV I
......................... EYQQ -~
¢ 3 L ¥ 1 S N AN 0 1 S N ¥ S @ @
¥ S I L 4 ¥4 [9 % 4 AN L @ 9 @
llllllllllllllllllllllllllllll QYAY—— e
9 d A I ¥/ 9 A N 3 1 9 d VY D ¥ A
llllllllll Q40—
MmN N M S S| S 4 1 v v 0 S 1 ¥
.......... |44Y--—-—
1S 9 9 4 b0 A 1 9 9 i A 1 0 A3

-HA 1GGEIA

21/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

dolL'old

L 4 d A
................. €400
i 1 s N
4 S d A
s b 0 d
A S 3 S
b 4 a0 d

o L 1 AN I 3

TN 1GGEIA

22/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

V1iLl'Old

aAjobauolas aAisodolas aA)pbauolas aAljisodolas
o|gnop ¢ 1961-90N | o|qnop / 1961-90W 9
A [} 1 A
| |
aAjobauolas aAlyisodolas aAypbauolas oAljIsodouas
96—V ¥ 9b1—dOV ¢S 961-dOV €1 9b1—dOV 191
A 1 A [}
(amyobouoiss brup Apms aaiaoal jou pip |)
0gaop|d gownz|ngaul
PaAladal gg PaAledal G/ |
A A
_
ynsal 388y | ynsal js8y | paziwopupi |¢7
961-90W ou ¥} 9b1-#dv ou Z| I
onjpbauoses | onjpbauoses | oIDL UOBIS B SUSBIOS
anop 49 [T 9bi—vdv 98 | [IPH* e~ P Loy
oMysodosss | | onysodoses | |
1961-90N 8 9b1-dOv 8¢l

23/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

dlL 1Ol

(L-1) 0 (L-1) 0T (abupJ) uoipapy
(1'e) ¢ (52) 62 (as) uoap 21038 SS(3
(¢-0) 00 (g-0) 0’} (3bupJ) uoipap
(6'0) 90 (1°1) 11 (aS) uoa | suoise buroupyua-wniujopog
(%5°¢2) ¥ (%9°9) 1 wi)jsuiniq Jo ulpig
(%T'19) L (%2'6G) 92| SIj[oAN
(%8'85) 01 (%1'Gv) 96 sipunau ondQ | 3oD}D Juedes jsow jo adA|
(S'6-z0) /80 (TTz-10) €11 (abupu) upipap
(e1'1) €T (2thc) 66T (as) uoap sipak ‘uopinp 3spasi(
(%9'L1) ¢ (%8'81) OF oufjo] Jo dlundsiy Aydiuyy3
(%0) 0 (%50) | Payoayd salobaypa ajdiyny
(%6°G) | (%¢01) 2T Jayi0
(%8'85) 01 (%9'16) 0L} SHYM
(%6°) 1 (%6'8) 61 UDJLBWY UDJLYY JO }oD|g
(%8'11) T (%1°12) SF upisy
(%9°L1) ¢ (%5°L) 91 SAIJDN UDYSDJy JO UDIPU| UDDLIBWY 90Dy
(%5'19) 8 (%1°9) €1 9|0
(%6°2S) 6 (%6°c6) 00T 9|DWiR4 X3S
(96-22) 0°ch (¥.-81) 0'cH (abupJ) uoipay
(901) L'1¥ (£21) ocy (as) uoay su0ak ‘aby
(L1=v) (Sle=u

aApbauolss 9b|1—-44Ov

o>_“_._woaohow ow_l.vn_c<

24/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

¢l Old

¥l LEL ¥€1 OF1 91 6¥1 GGL 891 €1 9L1 GBI 00C ¢I¢ GCC  (IPIsAQ
6 6 OL OL Ll Ll 2L €L €1 €1 €L %1 91 /I 8nyobay
GlL1 811 ¥C1 0€1 GE1 8C1 ¥l GGl 6G1 €91 ¢L1 981 961 80C OA}SOd

JIDJaAQ ——  aARpbaN ------- SA}ISOd —————- SNjo}S ydOV

(sAop) soppp 0} awi|

G9E LS5 60F 187 52 57T L6} 694 LyL €11 68 LS 6T |

=
()
W

1
R
o

L1 +PO UM XODD NO SISO JOulN

ansu ondp Ul uoise

(2L fo@) +90N/—vdOV

T
=
(]

oo ] HL PO WM 3ODHD NO SISO Jouly

ansu ondp Ul uoise

(8% Ao@) —90N/—vdOV

©
o
}!qDq0.d | 834 {400}

R H ._ -8°0
L 5
PeI0SUa) « el [

Yy 10 s39algng Jo JoquunN yym

OU YJM ODRD SIPAW SISO Joul

suoisa| |y Duikupdwosop mau

(cv Ao@) —90N/-+ddV

$3)0WINS] |DAIAING JIWI—}oNpoid

YOD)1D
oulwlale
(%1°52) € 0 | 5o
syuanoed jo
¢l=N =N Juiodpu
qownz||iqay| 0qa9D|d Kpwuyg
LL =N
aADbau0IsS ydbY

25/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

cL ' Old

(9ze0-1100) | (882-20°1) |(v9¥ 0-20 0N (¥Le—L1°1)

600 09°1 80°0 C6'L

A4 Gl Zl )

4 ¥7 ! 91 =

[=N _ 9=N _
qounzigeu; | 0N - qounzigeur | SN

—1s0d —1s0d

aA—90W/2A—961-1 OV aA+90N /9A—9b1- 1OV

qownz||iqaul—}sod SYID}D PaUIWIS}P-IY %

(92'0-200)| (£¢°2-€T°1) .
500 2 (10 %G6) W
A ¥4 SIDok Juadg
¢ oF £$19DJ}0 JO JaquinN
£LN LL=N
QOUINZGIUL | (e o
—1s0d
aA—9b|—ydOV

26/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

I4A]E

(Aluo dJy) aunsodxs 0qeopld -

Apn}s wWoJ} UMDIPY}IM JUdI}Dd = poliad juawi)pal} qOWNZI|IQaY|----
buiobuo Apn)S - HDIS dOY O} }9suo QNN Wouy awil| —

pousd [eqoj—uadQ

WO 2022/006283

ainsodxa qownzi|igou|
o0RY ASONN/OWN

( )
D ®- - il gintistinte - ininiuiniel Jelnialsitoly ittty 0 —)
PR S~ WM (9=U) +9ON/-bdOV gownziiqau
I T R T R TR s %o+ |
NN e e (£=U) —90N/-¥dDV qownziigau|
H—e v - _J
DO —— e 4o O (1=u) +90N/-¥d0V 09820/
¢---0-——----- > ------- *-—-=--= > —-————= o-————-—- ———— o0——0—0— "N "R
D % *  J(c=u) -90N/-¥dbV 0geo0id

27/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

da61'9l4

{gLz=y) {gE=u} {gz=u}
OWN SiNY OH

WY

- YT

- (03T

- (0T

{RUBd) TROMNEN

vGal'old

(§1Z=u} {gz=u}
OWN S

(gz=u}
OH

8
(i) avan

HIA0T

FOUA0%

AT

28/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

{ & or
qitw g‘m
S

5 28 -
N
X o)
= L =
o L
(G
T i
=
§ ¢ Nomes 8 e d w
RELE Raivss
o¥
= §
e £
- p
ol 25
= = @)
z & i
9 & o=
=" .
— oy
o) Lt
¥
Te
oy o :\ - ~ - ¥ \
:(é :% é :}; & \«4 W3 ™~

aSd TN

29/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283

PCT/US2021/039911

sGFAP vs. attack

1000000- Placebo 1000000+ Inebilizumab
100000+ 100000+ |
100001 100001 | '
1000 1000- |
100+ 100+ n-é—_.—
Baseline Attack Baseline Attack
Median FC change from baseline in sGFAP:
Inebilizumab: 1.11 (0.75, 24.6); Placebo: 20.2 (4.4, 98)
Mann—Whitney p—value = 0.037
FIG.16A
sNFL vs. attack
= 200- Placebo = 200- Inebilizumab
E 100- E 100-
= 50 = 50
S 20- S 20
= 10- l = 10
5_ o 5_
Baseline Attack Baseline Attack

Median FC change from baseline in sNFL:

Inebilizumab: 1.30 (0.84, 2.14); Placebo: 1.49 (0.93, 3.37)

Mann—Whitney p—value = 0.40
FIG.16B

30/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283

sTAU vs. attack

PCT/US2021/039911

100‘0050.()0- Placebo ] 100’0050,()0- Inebilizumab
E 10.00— . e
E 10.005.00_ Z 10.005.00_ i Ay,
,<D£ 1.ooﬁ T 1.00(%
0.10@ i 0.10m |
Baseline Attack Baseline Attack
Median FC change from baseline in sSTAU:
Inebilizumab: 1.09 (0.40, 3.7); Placebo: 2.19 (0.96, 9.46)
Mann—Whitney p—value = 0.23
FIG.16C
sUCHL1 vs. attack
9000 Blqcebo 5000 nebilizumab
1000@
100—
50
10
5_
11 11

Baseline Attack Baseline Attack

Median FC change from baseline in sUCHL1:
Inebilizumab: 1.85 (0.89, 23); Placebo: 6.70 (1.59, 52.4)
Mann—Whitney p—value = 0.12

FIG.16D

31/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

sGFAP
1.0
0.8
3
L
S 0.6-
£ sGFAP- (n=153);
- 19 w/attacks (12%)
s 0.4-
B sGFAP+ (n=62);
o 19 w/attacks (31%)
e
0.2
0.0
0 50 100 150 200
Days since screening
FIG.17A
sNFL
1.0
0.8
8
L
S 0.6-
£ SNFLIGHT- (n=181);
o 27 w/attacks (15%)
s 0.4-
B sNFLIGHT+ (n=34);
a- 11 w/attacks (32%)
e
0.2
0.0
0 50 100 150 200
Days since screening
FIG.17B

32/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283

% Patients Attack Free

% Patients Attack Free

PCT/US2021/039911

sTAU

1.01

o
@

0.6+

0.4

0.2

0.01

\_‘_L

sTAU- (n=190);
29 w/attacks (15%)

sTAU+ (n=25);
9 w/attacks (36%)

50 100 150 200
Days since screening

FIG.17C
SUCHL1

1.0

0.8

0.6+

0.2

0.0+

R

SUCHI1— (n=203):
33 w/attacks (16%)

sUCHI1+ (n=12);
5 w/attacks (42%)

50 100 150 200
Days since screening

FIG.17D

33/36

SUBSTITUTE SHEET (RULE 9.2)



WO 2022/006283 PCT/US2021/039911

.2

<=

=
£ >

= —
- D —
Bn = = o
e=Ef o X =
S [ q>> = < [ o,
MECOO w w w w

& S~
L2 g|Ig8ax
S = [ PN
1 =1
®
-~
(=]
g~ 0o
= M ON - P~
S 2 LIk oN's -
£ > o~ — = w
[ieny
gc e
S
“:;: @ L.
s E|, -+ =
= w Sy s
28 =ZFlatio ===
28 :ze==z =
-~ e
< S S
A ==
= EEEEES
< =

Attack Severity
SD from HD mean

[ None

Quanterix

& Major

) Minor

34/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

61°Old

(euljespg wosj dn—mojjoy %o0}D V)

SSa3
P ¢ ¢ b 0
o e [000—__
(>N
-0 o
=
-00¢ Ws
-00% W,m
=
. 009 o~
008 8.
o 0001 <
10°0=d ‘/z=u ‘9¢°0 :y uouupadg
SSA3v sA [ THONSY
P ¢ ¢ b 0
Lo &
a
0 &
O
0 L2
Y §5
-09 ML
-08 W
. 0oL <

70'0=d ‘/z=u ‘Gy'0 :y ubupadg
SSQ3AV SA T4NSV

(ouyjespg wos) dn—mojjo} %O0)D V)

SSa3
v ¢ ¢ 1 0
. s 1002- __
>
IO m.
002 &
-00% m.,w
009 o
* a
008 &
. foool <
90°0=d ‘/z=u ‘g0 :y uouupadg
SSQA3V SA VLSV
b ¢ ¢ L 0
L00005— =
Q
L0 m
00005 § 3
=
. 000001 &
o
10000 2

£0'0=d ‘/z=V ‘z4'0 1y uouupadg
SSQ3V SA dv49sV

35/36

SUBSTITUTE SHEET (RULE 9.2)



PCT/US2021/039911

WO 2022/006283

(penunuoy) 619l

Juswainspaw xuajuonb ur abubyo

|w/bd 00| Jod SSQ3 Ul 9bubyo }03)jal SOIDWINSS JUBIOI0D,

68°0 (¥'0'c'0-) 200 1 THONS
0L°0 (gZe'vsl-) 6¢ nvLs
900°0 (8'4'0°L) 6 14Ns
96'0  (£00°0'00°0-) 00°0 dv49s
onpA—d (10 %G6 ) 91owns3 awpu d)A|puy

:SJUSID1}J30D [DNPIAIPUI UO S)S8}—] —
800°0 ‘anjpA-d —

[$°0 ‘paipnbs—y pajsnipp —

[¥°0 ‘paipnbs—y adiynw —

-SSQ3

ur abuoyo sA sjuswainspsw xuajupnb
ul abuoyo uo uoissaibas adiynw Aom—y

36/36

SUBSTITUTE SHEET (RULE 9.2)



