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40°C ~ 1 month

PCT/US2018/019189

s A
T8 i W
B

pN
Z

L 7

% Main Peak
PR B R £

Zik

<
>
¥
<

— AN N .

ko

N s i i

T 5. -

L

oo AN T I Y e

.

FIGURE 7B

% Main Peak

AR TN 5 SRRV SN R el AR AN AN AN Q_}}.\v Lo i
o e AR L S i

i

X

25°C ~ 3 months

A
o e SRRy AR Y

¥ PR

R L S
oocy

7/36

Ghamate -

SRLETUR

Bultery

A R S

b 5
=~ g




WO 2018/156741 PCT/US2018/019189

FIGURE 8

DOE1 DOE3 DOE? DOES DOES DOES

DOE2 DOE4 DOE8 DOE10
155mi 175mM 155mM 175mM 165mM 165mM 155mi 175mM 155mM 175mM
NAR NAR NAR  NAR NAR  NAR NAR  NAR NAR NAR
S50mh S0mM 100mM 100mM 75mM 75mi 50mM  S0mM 100mi 100mM
ArgHCU ArgHCH ArgHCL ArgHC ArgHCl ArgHCl ArgHC ArgHCH ArgHCOl ArgHC
pH48 pH48 pH4AR pH4R pHS1 pHEl pHSA pHS54 pH54 pHSA

8/36



A-2112-WO-PCT

Filed by EFS-Web on February 22, 2018

WO 2018/156741 PCT/US2018/019189

gop
¢ & %
W oo
B B B

framtation

FIGURE 9B

B5%C
% 25°C

N &%
oot S
[
2 8 =

SIS

g 5

E i

£

? -

< 1 5 -
mé m : NN
L o |
g : 11 2ad seprnaNg 9 T T wed sapiuieg
m m L. GNP




WO 2018/156741 PCT/US2018/019189
FIGURE 10
2500 -
_, 2000
£
&
a 1500 - W5°C
&
o N25°C
£ 1000 -
a |40°C
500 -
Q N
FIGURE 11
180.0
180.0 |TO
1400 - W3°C 3M
& 1200
= N25°C 3M
> 1000 S
g 800 WA0°C 3M
£ 600 - N5CEM
400 - N25°C BM
200 -
<
‘?‘(’z >
O°
@”‘r *;‘;3\ 9;\4;,
S

10/36




PCT/US2018/019189

WO 2018/156741

.............. 2 A .. £L9 019 699 69 Hd B1BUdSOlg
598 b3 42 S¥G R4 {89 49 Mt SeUdSOy g
21 808 Z1'3 PEERY] SOy £°G W BUPISI s
95 LB'G i85 @L'G 5% 09 Md mcmﬁﬁwmxé
g9'g £9% 796 BEg £8°% 275 Hd e¥p8g mmipn
¥ £FG Wy gE'G PAR PG HO SR80 weimn
LLG VAT ey 2ve 860G LG 0 DIRIEDY s

HWE=] W= Wis]
x 00’
@ " 4 0z
e — - M ov's
\\\\\\\\\\\\\83.\\. L Z $| m
P Ao e g 08's

e we %

i 7 % s
8o
14

8T0T ‘7T AJenigag U q3M-543 Ag pajid
LDDd-OM-ZITTY

¢t 3-HNSOH

11/36



PCT/US2018/019189

WO 2018/156741

SUAUOIAY
8 9 3 4 o
o
SO S
69 WG BYEYUSOU » £ rovrrioon
....... j
53 1O RYBOYG - G ot i
...... 51
5 A BEPIISVH - G renisore
[ ER A P - .
GG H0 UPTEIY ~ Gt o m
£76 I FIRYBBY ~ FrooHtporrs e 2
&6 HO 318100 - T sl 7 e
1°G B 23R8 - T oo o
k%4
............... o5

4€T 3UNOI

8107 ‘7T Aenigad uo qapm-543 Ag pagiy
1Dd-OM-ETTTY

SISO

50 HEMBUOADNG - Lt e
53 1 3eydoy - § e
£ 16 DUIPIISIE - § i
7 Hil SURIISHE < § wwstomn
£ HE FIEII0Y - grrrtporne
5'G HO SImary - puediee T

TS 144 BIRIBY ~ T soworor

i
P

277
\N\\

o R - B

............... 133111

~ DET 3¥NOI

SUIMOW :
g g ¥ ¥ P
90
GFHEBRYASTN ~ Lo T 5D
S IO~ G i gy
€9 WO 2UPLSTH « Gooespors gy
(G e BUIDNSIA - fairann o'z m
475 HO BIBFRON = Everpres D, e ; m.m .w.m
7' 48 SVEETY - 7 s .\ﬁ,,\\\\\\\\\sss\\\“ . w.m
15 HE BIB1R0Y - | e s e BE
............................................................................. &b
5t
“““““““ o

VEL JWNDIL

12/36



WO 2018/156741 PCT/US2018/019189

FIGURE 14

4.0 -

3.5

3“0

ot
i

% Oligopmer
9]
@

on
wr

Qo
n o

Q.0 -

FIGURE 15

Aggregate

,‘l

{

i

B

I Y

i i

f\

w ik Oligomer

pHS1 \\'\\‘M\ ¢ -
pHEL i e

13/36



PCT/US2018/019189

WO 2018/156741

6754 40 REYASOY - € worrrrrers
g HO BIRYTOYY ~ P
€9 10 SUPHSH - § e
0 Kl BUIPISIH ~ 5 oo
475 WA 18380 - § welors
776 HO PIBIBINY < Z meipe

TG 144 33€390% - | wwpowe

a8

ik

[tX174

B0

LsRi

LR WIRAK

aas

203

DL

679 He BIRYUSOU - £ wmienr
GG 1Y 23eYdoyd ~ Gy
£°9 HY BUIPISI - § st
19 M4 SUIPDSIK - grostros
£7G HO 3IRISIY - § onitporr
$75 BH FIRAIIY ~ L wocifpoco
116 1O BIRIRDY - T emiporee

8107 “zz Aehiqad uo gap-543 Aq pajid
1Dd-OM-ZTTZ-Y

3R 38

X074

ang

a0y

Heag W

808

R

0B

65 HA DIRYUSGUg - £ srrrtrrrr
FF HO DIEGYHIYG = G rmnsirn
€9 HO BUIPASIH ~ Grrmisnrmer
09 HE BUIPREM - Yramddon
£75 748 BRRYBIY - Tt
% HO 18R - Zrelfien
1% Hd BILTOVY - T welionce

o0

Got

ooz

.

................ oop

¥ood W%

49T 34NOH

Vot 3UNSId

14/36



WO 2018/156741 PCT/US2018/019189

FIGURE 17

1100
1000
80.0
80.0 -
08
60.0
50.0
40.0 -
30.0 }
20.0 s\ § - Phosphate pH 6.6

6.0 e . ' w7 - Phosphate pH 6.9

e ] - Acetate pM 5.1

=== - Avetate pH 54

s} - Atetate pH 5.7

ssppend - Mistidine pH 8.0

% Acidi

i § - Histidine pH 6.3

0 1 2 3 4
Manths

FIGURE 18

SW.,U

pH&S

pH 68

pHEJ
e TpHED

pH 8.7
pH 6.4
pH &1

¥
¥
s
PE 1
pe
©

15/36



WO 2018/156741

FIGURE 19

PCT/US2018/019189

pH 8.6 40C

pH &8 46C
pH 83 40C
pH 6.0 400
pH §.740C
pHES400

pH 51 400
pHE1AC

FIGURE 20

120

0%

80 3

8O - s CEX - % nitial Main Peak

e fioassay - 5% Potency
A s SNSS {Not deamidated)
B A wesiiee 5 N33 {Not deamidated)
48 51 54 57 80 &3 B8 &% 72
pH

16/36




A-2112-WO-PCT

Filed by EFS5-Web on February 22, 2018

WO 2018/156741

PCT/US2018/019189

(SR
: R R
t W N

B s

oo Qo0
EEE8RERE
T 49d sapaney

FIGURE 21B

BaC

#5°C
g

Jut sad sapIIed

FIGURE 21A

BsC
% 25¢

pHE.S

pHEE

pHE.3

Acetate Histdine Histidine PhosphatePhosphate
oHEG

pHE.7

Acetate  Acetaie

FIGURE 21D

®5C
#15¢€

56,0 P63 iR pHEY

Acelste Acetate Risttine Histidine Phosphatefhosphate
pHS.7

pH5.4

Acetate
pHEL

§8§8888888°

4
1ud ad saaeg

FIGURE 21C

17/36



WO 2018/156741 PCT/US2018/019189

FIGURE 22

5000 -

5000 -
o |
E O
= {000 -
& B 50
£ 3w §25C
E
2 2000 -

1006 -

{} X
Ay i i) O b o Sy
<y By Sy @ S Vs o
2 3 @'$ a’ﬁb & ef@ Qf@ e'$
EAR AR A S
ba ¥ ¥ NS X Q%Q‘: Q‘&,}s
FIGURE 23

lm;} . e ——— e N R a2 ¥ s a4 et eat e e s s annaana s R AN AR e et e e e e e e e et e et e

G980
¥
+ et e e e ee s e SRR At ettt
9 950
+
b=
& G40 fo-EE . T N PRI G S ..
§ 94
*

o - B HE W N O

0.0 A ; ' : . . s

Acetate  Acelate Acelate Histiding Histidine Phosphate Phosphate
pHS1 pH 5.4 pH 5.7 pH 6.0 gH 63 pH 8.6 oH 69

18/36



PCT/US2018/019189

WO 2018/156741
FIGURE 24
50.0
43.6 . FEEESIN T IE O
—_ 8= 0.9721
AT 1 R N S
z
oy
§ 380 - -
= &
\\&
BOD b s s S — e
25.0 . : . « ? .. \
48 5.1 54 57 & 8.3 5.6 6.9 7.2
pH

19/36



PCT/US2018/019189

WO 2018/156741

SHUCK

¢ tesud EY0LTOY - g tpe

95°8 HOOLISST/OT - Totie

L SES HY SHORIIGT S Tt

e

;;;;;;;;;; - Y

{65 HYE E9/0L1/0T - § ot
GGG HE QLIRS TIOT - 2ol

| 68'G MO £9/05T/0T - [rtoon

Ry
3

aee

frisgiie

MAH %

BO'ST

| 16'G Bd £9/0LT/0T - G
{955 NG QUISSTIOE ~ et

§ GG HE EB/ODTFUY - ot

SUTUORAL

=
, e . o
................................................ I NPy
,,,,,,,,,,,,,,,,,,,,,,,,,,,,,, g.m

8107 ‘7z Aeniqad uo gam-543 Ag pajid
1DFOM-TITTY

85¢C NSO

VS 3HNOH

20/36



PCT/US2018/019189

WO 2018/156741

55 WO E/0LT/0T - £t

955 HA LIS T/OT - Lot

SESHE EFDIT/RT~ Tt

- 00Y

i Etre

ARG K

i o0nR

..... 606

[ 2V i

39Z 3¥NOH

gag

IR TWdsntacs g

§ UG W EQ/OLTION - £t B )
e o AL oor
\\\\.\\ . M
365G HE QLSS TIOT: - T oolipoon 7 rossosiesssnse S 5 s z
w
....... ok
| ggs M EGJONT 0L Y wenppenn
........... ook 0G4
o909

155 Hd E9/02L/0T - §orreon

855 W DLISSTIBL ~ Tl

PR

S HE ERONEIOT < oo

\\\\\ '8¢

(ke

810Z ‘ze Menigag uo gam-s43 Aq pajly
Dd-OM-TTITT-Y

997 J4NOH

V92 34NOH

21/36



A-2112-WO-PCT

Filed by EFS-Web on February 22, 2018

WO 2018/156741

L
)
e
fatd
R

%AW 25€

# 3 40L

10600
90.0 -
30.0
B0

DR

36

2 - 10/155/70 3-10/170/63

1 - 10/340/63

FIGURE 27

22/36

PCT/US2018/019189



WO 2018/156741 PCT/US2018/019189

FIGURE 28

£0.0
s66 - e s e R

Formuiation
1 10ASE  pH B 2
2= 1DMBRTRHE4
3~ 1G170/83pH 5D

123 123 123 133 1233 123 23 123 232
28°C  C  1a°C 28°C  25°C  4®C C  25°C  18°C
200 mgimiL 210 mgfml 220 mgimi.

O

23/36



WO 2018/156741

PCT/US2018/019189

FIGURE 29
S 2
- il N e 1468 /M2 Loading, pH 6.4
8 v 800 gfming boading, pH 5.2
: e BO0 gFMA2 foading. pHH6
) A
£ : DF1 at 70 mg/mi
‘g ;
T 30 ag -
= 0 DF2 at140 mgimi
19
R T
o 100 300
Concentration {mg/miL}
FIGURE 30
2
=N
4.8 e
|
FE e AN oo e
e NUFDF-70
N?
=z
= B UFDE-35
= 4
X
08
4.5
04
02
1 -
UFo 0¥t DF2 oy | oce DS
Congentration img/mL} .
UFDF-35 11 35 35] 140 EED) 207 233 213
UFEDF.70 | 14 70 700 140 140 238 250 213

24/36



WO 2018/156741

PCT/US2018/019189

FIGURE 31A
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FIGURE 34
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