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FiG. |

SEQ ID NG: 1: Variable Light Chain of anti-[LSR
DIQMTOQSPSSLSASVGERVTITCGTSERDINY LNWYQQKPGKAPKLLIYHTSRLGSGVPSR
FSGSGRGTDFTLTISSLOPEDFATYYCQOQGYTLPYTFGOGTKVEIK

SEQ ID NG: 2: Light Chain of anti-ILSR
DIQMTQSPSSLSASVGDRVTITCGTSEDINYLNWYQQKPGKAPKLLIVHTSRLQSGVPSR
FSGSGSGTDFTLTISSLOQPEDFATYYCQQGYTLPY TFGOGTRVEIKRTVAAPSVFEIFPPSDE
QLKSGTASVVCLINNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLES
KADYEKHEVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 30 Variable Heavy Chain of anti-TLSR
EVQLVQSGAEVKEPGASVKVSCKASGYTFTSY VIHWVRQRPGOGLAWMGYINPYNDG
TKYNERFKGKVTITSDRSTSTVYMELSSERSEDTAVYLCGREGIRYYGLLGDYWGQGTL
VTVSS

SEQ ID NO: 4: Heavy Chain of anti-ILSR
EVQLVSGAEVKKPGASVKVSCKASGYTFTSYVIHWVROQRPGQGLAWMGYINPYNDG
TKYNERFKGKVTITSDRSTSTVYMELSSLRSEDTAVYLCGREGIRYYGLLGDYWGQGTL
VIVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPA
VLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTRVDKKVEPKSCDKTHTCPPCPAP
ELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLETVLEHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYT
LPPSRDELTKNQVSLTCLVEGFYPADIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKL
TYDEKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NG: §: VH CDR1 of anti-ILSR
SYVIH

SEQ 1D NG 6: VH CDR2 of anti-ILAR
YINPYNDGTKYNERFKG

SEQ ID NG: 7: VH CDR3 of anti-IL3R
EGIRYYGLLGDY

SEQ ID NG: 8: VL CBRIY of anti-1L5R
GTSEDHNYLN

SEQ ID NO: & VL UDR2 of anti-TLSR
HTSRLEGS

SEQ 1D NQO: 16: VL CBR3 of anti-IL5R
QOGYTLPYT
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FIG. 2
SEC results for varying PS-20 levels
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FiG. 3
Sub-visible particles, 2 g/L
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FIG. 4
Sub-visible particles, 100 g/L
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FIG. 5
HPLC resulls as a function of solution pH
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FiG. 6

SVP =10 um /i mbL

Farticle formation as a function of solution pH
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FIG. 7

Sub-visible parficles »10 um after shipping by ME
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FIG. 8

Protein concentration screen by MFI
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FiG. 9

Broad excipient concentration screen by MFI
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FiG. 18
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FIG, 18

Folysorbate-20 concentration screen by MF]
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Fig, 12
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Monomer by HP-SEC at 5C

R R

R \\\\\\\\\\\\\ %

\\\-x“'
\\\\\\“\\\\ \\“ S SR
\\\\\\\\\\\\\\\“\\\\x\\\\\QQ\\\\\\\\\\\\\\“ \\\ .
S

\\\\x\\“\\\\\\\\\\\\\\

Monomer (%)

w82 gL Arg PES

2 g/t Avg Vial

w20 gt Aty PFS
O F0 g/ Arg Vial
s 20 gL Tre PES

59.4
é\\\ s 20 gL Tre Mia
\\\\ N
\\\“\\ \\\\\\\\\\\\\\\ . ol :
899 . & | S 100 gt Tre PES |
Py 100 g/t Tre vial |
O fa id 18 14
Time {months)
Sub-visible particies by HIAC 31 5C
Particles »10 um
H000
Lol 2 /L Arg PFS
5000 §
L 2 g/ Arg Vial
g 4000 \ 20 8/L Arg PFS
e, U . .
® ~{3 20 g/t Arg visl
5 32000 .
B [ i 20 271 TrE PES
g ) & \\\\\§ R g.j
a 2000 \-\ P . \ Qe 20 g/t Tre Mal
\ - N .}\““‘\““k\\, E
1600 SN o \'\ w10 g/t Tre PES
N
NN S - , .
S \Q\\\ §& \\\\\\\\ « e 100 gt Tre Vial
0 P N N
{ & 12 is8
Tivee {months}

12/24




WO 2015/061584 PCT/US2014/061997

FIG. 12 (continued)
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FiG, 13
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Formulation | Protein Visibie Monomer Sub-visible Potency

Concentration | Particles Loss by SEC | particles by

& Fill | (worst HIAC

Configuration | observation) {particles/mL)

>10 >25
um pm

130 mM 2 ¢/L, T mL =5TD 0 (3.0%/yr <590 <24 >100%
Arginine, PES
S0 M 2g/L, W2mb | =8STDO (3.0%/vr <GE0 <20 | >100%
Trehalose, | PFS
20 mM 2/, 12ml | =STD1 0.0%/yr <30 <10 | >100%
Histidine, vial
0.02% PS- 1 20 /L, 1 mL < 8TD 4 0.0%/yr <201 | <T0 >57%
20, pH 6.0 | PFR

20 /L, V2wl | TO testing only

PES

20 g/l g 172 = ST 1 (1% yr >100%

mi vial
250 M 20 /L, 1 mL =S5TD 1 0.0%/yr <544 <20 | >91%
Trehalose, PES
20 mM 20g/L, 122mL | <STD 1 0.1%/yr <23 <10 | >95%
Histidine, PES
0.02% PS- | 20¢/L,12mL | =8TD 2 0.5 Yolyr <324 <2 >100%
20, pH 6.0 | vial

00 g/, TmL | <STD3 (.2 %/yr <1000 | <40 | »92%

PES

00 g/L, 172 T4 testing only

mi PFS

100 /L, 172 =STD 1 0.4 Yolyr <100 <30 | >99%

mb vial

*One outlier at 2010 particles/mL. Other 6 measurements <820 particles/mal, including 3

measured later than the outlier,
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FiG, 15
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FiG, 16

PCT/US2014/061997

PE-20 impact on SVP in PFS at TO by MF
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FiG. 17

A, Visible particle results in PFS by appearance
{Trehaloss formulation, 3 mos.}
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€. Visible gsaﬁ:aﬁzie results in PFS by appearance
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Fi¢, 18
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Fig, 19

A, Appearance & MH particle correlation: PFS
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FiG. 28

=
ﬂé} e
3~
St
.
-

)

2 g/l 20 /L 100 g/l
Protein Concentration

22/24



000000000000

/////////////////

FiG, 21

"y N 3 \~ < ‘ Q\\ :.
| S OOGHGREE ECHER G

~~~~~~~~

A EATANS

........................................................................................................................................................................................

=

““““““““““““““““““““““““““““““““ B A R SRS R SR

\

S IRTRCSIRTEEC R R AT atior




WO 2015/061584 PCT/US2014/061997

Figs, 22
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