WO 2022/026699 PCT/US2021/043690

1/22
Lauric acid Myristic acid Palmitic acid
solub|I|ty (pg/mL) solublllty (pg/mL) solublllty (pg/mL)

o x :
40 45 50 55 6.0 50 55 6.0 6570 50 55 6.0 65 70
pH pH pH
FIG. 1

120
] ——20 mM histidine
100 — —o0—20 mM histidine + 200 mM arginine
880~
2 ]
8 60
2 ]
s ]
20 —
] | | | | I | | 1
5 10 15 20 25 30 35 40 45

Temperature

FIG. 2



WO 2022/026699 PCT/US2021/043690
2/22
40 —
. v
35
. —-=-— 100 mg/mL
30 7 —o— 150 mg/mlL
. ----A---- 180 mg/mL
25 IS ¢ 200 mg/mL
7] v 220 mg/mL
R
2 07 T
‘B ] R NN
S 157 e
= > e A
5 _
i TTTTTTrTmr—e—- -
0 | | | T |
5 10 15 20 25 30

FIG. 3



PCT/US2021/043690

WO 2022/026699

3/22

KX KK IKHK KK
RIS

LI T TTXTTTTTX XXX TX XX TFT XX TTXXFTX LT TKX TR F XX
0000000‘00000000000000Q000000000000000Q0"0000000000000000000000‘000‘ 90 %% 0000“0“0

LRI

»4040404040404%0404040404040404010404040404040«0404040404o40404o4040&40404040«04%040«04040404
LRRRIHRRRERLRRLRRRLLIRLLRRELRRLRRRELLRRLLRRLLRRKLLR

wn L T ITLSS TXIIIIILILTKLKS
w L o QRREIIREKS QLSRRI
[
—
3R ‘o
L0
c O em
EEH
o 3 o _w
o N & ]
[ - Io 1 _.7
g L2
o8
> R T X K TR K XX T T T TRK
RIS
—K4
L 7.

(&) —
S o SRR R
~
[N 2]
O X X [7,]
(-]
o = = an
__122 L L DL L L L L
S > © < N - 0 © < N o
ﬂ ‘ . . . " " . .
” “ — -— ~ o o o (o)
N %

mg/syringe silicone oil

180 mg/mL,

-¢

-

150 mg/mL, 2.25 mL PFS
>

1 mLL PFS

FIG. 4



WO 2022/026699 PCT/US2021/043690

4/22

Increase in HMWS
tungsten exposure

2_
1.5:
m =
= A
S
I -
g
] —-&-—50 ppm
0'5_ —a— 10 ppm
_ -—o0—-20 ppm
0 | | | | |
0 1 2 3 4 S



WO 2022/026699 PCT/US2021/043690

5/22

Viscosity at 25C of Etrolizumab in 20 mM
Histidine, 200 mM ArgSuccinate, pH 5.8

800
—4— 0 mm Zinc F
. 600 .
A —1— 10 mM Zinc /
’%‘ 400 /
[&]
> 200 /’

N

50 150 250
[Etrolizumab] (mg/mL)

FIG. 6



WO 2022/026699 PCT/US2021/043690

6/22

150 mg/mL Etrolizumab
+50 mM Zn
Incubation at room temperature

Day 1 \
—————————— Day 7

—--—2Day 14 ,
Day 23 ;
Day 36

14 24

Retention time (min)

FIG. 7



WO 2022/026699 PCT/US2021/043690

7/22

10 and 50 mg/mL Etrolizumab +
10 mM zinc
incubation at 40C

N
o

—=— 50 mg/mL MAb
—o— 10 mg/mL MAb

w
o

% HMWS
S 8 &

(]




WO 2022/026699

PCT/US2021/043690

8/22

10 mg/mL Etrolizumab +
10 mM Zn
Incubation at 40C

—&— 0 mM Histidine
—&— 5 mM Histidine
—A— 25 mM Histidine




WO 2022/026699 PCT/US2021/043690

% HMWS

9/22

10 mg/mL Etrolizumab +
10 mM zinc
Incubation at 40C

30
{1 —=— 20 mM succinate
17 —e— 100 mM succinate

40

30

20

10 -

0 L | | |
0 50 100 150

Hours



WO 2022/026699 PCT/US2021/043690

10/22

Combined effects of histidine and succinate
50 mg/mL Etroizumab +
10 mM zinc

7 —#— 5 mM histidine, 20 mM succinate
—&— 5 mM histidine, 100 mM succinate
801 _@— 20 mM histidine, 120 mM succinate

% HMWS




WO 2022/026699 PCT/US2021/043690

11/22




WO 2022/026699 PCT/US2021/043690

12/22

FIG. 13



PCT/US2021/043690

WO 2022/026699

13/22

A=

abipyosiqg

¢ AoQ
bw GoI qownzjon3
IV UM 300lu-)jes

abipyosiqg

¢ AoQ
bw go| qownzijos3
IV Yyum 0alui-Jjog

abipyosiqg

¢ Aog
bw Go| qownzijos]
IV Yum 308lui—jfes

abipyosiqg

¢ foQ
bw go| qownzijoi3
IV UM 00ul-Jjos

| Abg | Abq | Abg | Abq
Amucv Gucv
6=u 9=u
_%_;:M“c s%m.a_ Ns__: _%_”mﬁ“c :o%m_:_ N_a_,:

Z U0IDZIWOpUDY

0qoop|d aulps pajoaul—Jjes
G- puo /— shpq ApmS uo abuuAs
puD 3|paau yym buiuibsy paiadcay

(81=u) paousuadx3-s|paaN

Z U0nDZIWOpUDY

abuuAs pup s|pasu
yym Buluibsy aaisdal Jou pig

AN _uzv OMDN—9[PaaN

| UOI}DZIWOPUDY

Aomﬂzv S193jun|oA >5_coI




WO 2022/026699 PCT/US2021/043690

14/22

cal BN

807% —
70%
607%
307% %
407
307%
207%
10% —

0% Baseline 0 Minute 5 Minutes 10 Minutes 20 Minutes 60 Minutes 4 Hours

No Pain Mild
[ Very Mild E Quite Severe

FIG. 15



PCT/US2021/043690

WO 2022/026699

15/22

91 'Ol

QIoAsS N =
PN N

SINOH SOJNUI SOINUIN SSYNUIK SSINUI  SINUIN

1

09 0¢ 0l

§ 0 upsg

% % %,
paoualiadxa—a|pasN

V4 7.
‘uawopqy :dno.g

%0
— %01
— %0¢
— %08
— %0V
— %06
— %09
— %0L
— %08
— %06
— %001

PIN KiaA [
uind ON £

SINOH SOJNUIN SSNUIN SeYNUI SeInUI  SYnuIp

14

09 0¢ 0l g 0

auljesng

Z

% % % %
SNIDU—3|paaN ‘uawopqy :dnoig

%0
— %01
— %0
— %08
— %40V
— %06
— %09
— %0L
— %08
— %06
— %001




PCT/US2021/043690

WO 2022/026699

16/22

pPanNuiuod 91 "H|d

QIoAsS N =
PN N

SINOH SOJNUI SOINUIN SSYNUIK SSINUI  SINUIN

1

09

0¢

0l

g

0

auljesng

[

N\

N\

paousuiadxa—ajpaaN ‘ybiy] :dnous

%0
— %01
— %0¢
— %08
— %0V
— %06
— %09
— %0L
— %08
— %06
— %001

PIN KiaA [
uind ON £

SINOH SOJNUIN SSNUIN SeYNUI SeInUI  SYnuIp

14

09

0¢ 0l g 0

auljesng

%

ALLLEATEE

oAIDU—3|paaN ‘ybiy| :dnoug

%0
— %01
— %0
— %08
— %40V
— %06
— %09
— %0L
— %08
— %06
— %001




PCT/US2021/043690

WO 2022/026699

17/22

L1 Ol

0L Aoq
Xouy “‘any

qounzijos}a
bw golL ‘v
0v1=N
SJ99)Un|oA
A
qounzijos)a HO°H
bw go1
ASN-S4d

<+—GL°1> UN) -—

A

IDYOAld

qounzijos}a
bw gol ‘v
0g=N
SJ99)uUnjoA
A
qounzijos)a HEH
bw ¢o|
ASN-S4d

0L Ao
Xown “any

101!d




PCT/US2021/043690

WO 2022/026699

18/22

8L 'Ol

(1=u) Ao 1501 ony

Jo sisAjpup |DaNsiD}s WoJj Papnjoxy
(¢=v) ssepownind Y [0

Jo sisAjpup [DaNSID}S WO} PapNjoX]

(#£=u) pazkjouy

(#=u) Ao 1Sl ony

Jo sisAjpup |pansSiD}s WoJj papnjox]
(#=u) Auo ¥0I ony

Jo sisAjpup |DonsSiD}s WoJj papnjox]
(1=u) sssjowind yd (o

Jo sisAjpup |DoNSHD}S WO} PapNjOX]

(4£=u) pazhjouy

(1=u) Auo ¥CI oy

Jo sisAjoup |ponS(D}S WL} papnjox]

(1=v) ssjewoind Y (o

Jo SisAjpuD |DONSID}S WOJ) PapN|Ix3
(Gl=u) pezAiowy

(1=u) AuoU=0 9ny

Jo sisKjpup |DoNSIID}S W0J) Papn|ox3

(1=u) Auo 10 ony

JO SISA|puD |DINSIID}S W0J) PapN|IX3
(G1=u) pazfjpuy

A

A

A

A

p (}=U) UORDIOA [020}0.d

(1=u) 1algns Aq umoipyypm

(z=u) dn—mojjo; 0} 1507
(y=v) Auos fpms panunuoasiq

(1=u) 1alqns Aq umoipyym
(g=u) dn—mojj0} 0} 1507
(#=v) Auos fpms panunuoasiq

|=U) JUaA3 3SIaApY
(1=u) dn—mojjo} 0} 1507
(z=v) Auos fpms panunuodsiq

(1=u) dn—mojjo} 0} 1507
(1=u) Auos fpms panunuodsiq

(9£=Y) QSN-S4d DA

(p£=v) Iy b qownzions

(G1=u) QSN-S4d DA

(G1=u) v oW qownzijond

qownzjos)a Jo asop sjbuis panissy

(9/=Y) GSN-S4d DI 0S qouwinzijos}e
bu go| jo asop sjbuis 0} pajpao)y

Jo asop 9jbuis parisoey

(#£=u) v DI 05 gownzijon}e
bw go| jo asop ajbuis o) pajodojy

qownz)jos}a Jo asop sjbuis paniaay

(GL=Y) GSN-S4d DM 0S gouwinzjose
bu go| jo asop sjbuis 0} pajooojy

Jo asop ajbuis panisaey

(Gl=u) v Dm 9 gownzijons
bw go| jo asop ajbuis o) pajooojy

i

] I

i

|

(0g1=v)
ApmsS 10)1d) Z UDd U paziwopupy

|

|

(0g=u)
Apms 300id) | Wod ut paziwiopuny

i

|

(0g1=u) paziwopupy




WO 2022/026699 PCT/US2021/043690

19/22
BW effect on Cmax (Part 1 only)
25 O Cmax Al
O Cmax PFS
20 o
- 0] O
E 15— o 0O o
g O o) &)%EI
< O
S 10— O @ _ O O O
5 = O
o ° 5
5_
0 I e

50 60 70 80 90 100 110
Body Weight (kg)

BW effect on AUC iy

600 - O AUCo—jy Al
I o) O AUCq_i¢ PFS
500 - o ®) 0-inf
7 o i
400
E . Ii‘o O = a
~ 300 o o
I O 00
S 200- Ho 4 0
-}
<< - O
100
o I T I T T | T | T T I

I |
50 60 70 80 90 100 110
Body Weight (kg)

FIG. 19



WO 2022/026699 PCT/US2021/043690

20/22

TN
(o)
|

—o—A (105 mg) —O0—PFS-NSD (105 mg)
————— Lower limit of quantification (<0.0800 xg/mL)

—_—
N
1

o
I

Serum Concentration (ug/mL)
o

o
]

| | | | | | [ I |
0 7 14 21 28 35 42 49 56 63 70
Time Postdose (days)

FIG. 20A
= 100- —o—A (105 mg) —o0— PFS—NSD (105 mq)
P Lower limit of quantification (<0.0800 g/mL)
g ‘Io_
S
£ 1
o
3
& 0.1
(&
£
2 0.01-
[ | | | | | | | I I | |
« 0 7 14 21 28 35 42 49 56 63 /0

Time Postdose (days)
FIG. 20B



WO 2022/026699 PCT/US2021/043690

21/22
Semi—logarithmic scale, Al
100
gy
£
~
2 10
S
=
t 1
8
3
g 0.1
3
0.01

0 7 14 21 28 35 42 49 56 63 70
Time Postdose (days)

Semi—logarithmic scale, PFS—NSD

©
—

Serum Concentration (ug/mL)

0.01

0 7 14 21 28 35 4 49 56 63 70

Time Postdose (days)
= ADA negative subjects ADA positive subjects
— —Lower limit of quantification (<0.0800 wg/mL)

FIG. 21




PCT/US2021/043690

WO 2022/026699

22/22

¢¢ 9Old

(spuodas) awi| Jo (ww) aoupjsiq

JDADY AJ9JS 9[pasN

uotbas uot

90104 8pl|9 Jo (4ly) uoibas 90105 uonoefur aboiaay

o

Jisun] 41-18

uotbas uol

uoibas 82104 asoopipalg

|oADI} 994

uoibas

]}

Gl

0¢

uoibal 9210} uonoalul Xop

uonosfu| abuuhs wouy seaIng 92104

Ge

(N) 8104



