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Figure 1A

Human IL-2 Sequence {SEQ ID NO: 1)

>sp|P60568
MYRMQLLSCIALSLALVTNSAPTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLT FKEYMPKKATELKHLQ
CLEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFCQSIISTLT

Human IL-2 mature form sequence (SEQ ID NO: 2)

>sp | P60568121-153
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITFCQSIISTLT

Human IL-2Ra (CD25) sequence (SEQ ID NO: 3)

>sp|P01589
MDSYLLMWGLLTFIMVPGCQAELCDDDPPEI PHAT FKAMAYKEGTMLNCECKRGFRRIKSGSLYMLCTGNSSHS SWD
NQCQCTSSATRNTTKQVTPQPEEQKERKTTEMOS PMQPVDOASLPGHCREPPPWENEATERI YHEVVGOMVYYQCVQ
GYRALHRGPAESVCKMTHGKTRWTQPQLICTGEMETSQFPGEEKPOASPEGRPESETSCLVTTTDFQIQTEMAATME
TSIFTTEYQVAVAGCVFLLISVLLLSGLTWQRRQRKSRRTI

Human IL-2Ra (CD25), extracellular domain {SEQ ID NO: 4)

>sp|P01589122-240
ELCDDDPPEIPHATFKAMAYKEGTMLNCECKRGFRRIKSGSLYMLCTGNSSHSSWDNQCQCTSSATRNTTKQVTPQP
EEQKERKTTEMOSPMOPVDOASLPGHCREPPPWENEATERIYHEVVGOMVYYQCVQOGYRALHRGPAESVCKMTHGKT
RWTQPOLICTGEMETSQFPGEEKPOASPEGRPESETSCLVTTTDFQIQTEMAATMETSTEFTTEYQ

Human IL-2RB (CD122) sequence (SEQ ID NO: 5)

>sp|P14784
MAAPALSWRLPLLILLLPLATSWASAAVNGTSQFTCFYNSRANISCVWSQDGALODTSCOVHAWPDRRRWNQTCELL
PVSQASWACNLILGAPDSQKLTTVDIVTLRVLCREGVRWRVMAIQDFKPFENLRLMAPI SLOVVHVETHRCNI SWET
SQASHYFERHLEFEARTLSPGHTWEEAPLLTLKQKQEWICLETLTPDTQYEFQVRVKP LOGEFTTWS PWSQPLAFRT
KPAALGKDTIPWLGHLLVGLSGAFGFIILVYLLINCRNTGPWLKKVLKCNTPDPSKFFSQLS SEHGGDVOKWLSSPF
PSSSFSPGGLAPEISPLEVLERDKVTQLLLQODKVPEPASLSSNHSLTSCFTNQGYFFFHLPDALEIEACQVYFTYD
PYSEEDPDEGVAGAPTGSSPOPLOPLSGEDDAYCTFPSRDDLLLFSPSLLGGPSPPSTAPGGSGAGEERMPPSLQER
VPRDWDPQPLGPPTPGVPDLVDFQPPPELVLREAGEEVPDAGPREGVS FPWSRPPGQGEFRALNARLPLNTDAYLSL
QELQGODPTHLV

Human IL-2RB {CD122), extracellular domain {(SEQ ID NO: 6)

>sp|P14784127-240
AVNGTSQFTCEFYNSRANISCVWSQDGALODTSCOVHAWPDRRRWNQTCELLPVSQASWACNLILGAPDSQKLTTVDI
VILRVLCREGVRWRVMATQDFKPFENLRLMAPTI SLOVVHVETHRCNI SWEI SQASHYFERHLEFEARTLSPGHTWEE
APLLTLKOQKQEWICLETLTPDTQYEFQVRVKPLOGEFTTWSPWSQPLAFRTKPAALGKDT

Human common gamma chain (CD132) sequence {(SEQ ID NO: 7)

>sp|P31785
MLKPSLPFTSLLFLOLPLLGVGLNTTILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCFVENVEYMNCTWNSS
SEPQPTNLTLHYWYKNSDNDKVQKCSHYLFSEEITSGCQLOKKEIHLYQTFVVQLQDPREPRRQATQMLKLONLVI P
WAPENLTLHKLSESQLELNWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKFSLPSVDGQKRYTFRVRSRFNPLC
GSAQHWSEWSHPIHWGSNTSKENPFLFALEAVVISVGSMGLI ISLLCVYFWLERTMPRI PTLKNLEDLVTEYHGNFS
AWSGVSKGLAESLQPDYSERLCLVSEI PPKGGALGEGPGASPCNQHSPYWAPPCYTLKPET
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Figure 1B

Human common gamma chain {CD132), extracellular domain {(SEQ ID NO: 8)

>sp|P31785|23-262
INTTILTPNGNEDTTADFEFLTTMPTDSLSVSTLPLPEVQCEVENVEYMNCTWNSSSEPQPTNLTLHYWYKNSDNDKV

OKCSHYLFSEEITSGCQLOKKETHLYQTFVVQLODPREPRROATOMLKLONLVI PWAPENLTLHKLSESQLELNWNN
RFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKESLPSVDGOKRYTFRVRSRENPLCGSAQHWSEWSHPTHWGSNT SKE
NPFLFALEA
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Figure 2A
Monomer 1 Monomer 2
FA05A T394F
S364D Y349K
S364E L368K
S364E Y349K
S364F K370G
S364H Y349K
S364H Y349T
S364Y K370G
TA11K K370E
V397S/F405A T394F
K370R/T411K K370E/TA11E
L351E/S364D Y349K/L351K
L351E/S364E Y349K/L351K
L351E/T366D L351K/T366K
P395T/V397S/F405A T394F
S364D/K370G S364Y/K370R
S364D/T394F Y349K/F405A
S364E/FA05A Y349K/T394F
S364E/F405S Y349K/T394Y
S364E/TA11E Y349K/D401K
S364H/D401K Y349T/TA11E
S364H/FAQ5A Y349T/T394F
S364H/T394F Y349T/FAQ5A
Y349C/S364E Y349K/S354C
L351E/S364D/F405A Y349K/L351K/T394F
L351K/S364H/D401K Y349T/L351E/T411E
S364E/TA11E/FA05A Y349K/T394F/DA01K
S364H/DA401K/F405A Y349T/T394F/T411E
S364H/FA05A/TA11E Y349T/T394F/DA01K
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Figure 2B

Monomer 1 Monomer 2

K370E/T411D TA11K

L368E/KAQ9E L368K

Y349T/T394F/S354C S364H/FA05A/Y349C

TAL11E D401K

TA11E D401R/T411R

Q347E/K360E Q347R

L368E S364K/E357Q

L368E/K370S S364K/E357Q

L368E/K370T S364K/E357Q

L368E/DA01R S364K/E357Q

L368E/DA0LIN S364K/E357Q

L368E E357S/S364K/E357Q

L368E S364K/E357Q/K409E

L368E S364K/E357Q/K409V

L368D S364K/E357Q

L368D/K370S S364K/E357Q

L368D/K370S S364K/E357Q/E357L

L368D/K370S S364K/E357Q

TA11E/K360E/Q362E D401K

K370S S364K/E357Q

L368E/K370S S364K/E357Q

K370S S364K/E357Q

T411E/K360D D401K

TA11E/K360E D401K

TA11E/Q362E D401K

TA11E/N390D D401K

TAL11E D401K/Q347K

TAL11E D401K/Q347R

T411E/K360D/Q362E D401K
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Figure 2C
Monomer 1 Monomer 2
TA11E/K360E/N390D D401K
TA11E/Q362E/N390D D401K
TA11E/Q347R D401K/K360D
TA11E/Q347R D401K/K360E
TA11E/K360 D401K/Q347K
T411E/K360D D401K/Q347R
TA11E/K360E D401K/Q347K
TA11E/K360E D401K/Q347R
T411E/S364K/E357Q D401K/K370S
TA11E/K370S D401K/S364K/E357Q
Q347E E357Q
Q347E E357Q/Q362K
K360D/Q362E Q347R
K360D/Q362E D401K
K360D/Q362E Q347R/D401K
K360E/Q362E Q347R
K360E/Q362E D401K
K360E/Q362E Q347R/D401K
Q362E/N390D D401K
Q347E/K360D D401N
K360D Q347R/N390K
K360D N390K/D401N
K360E Y349H
K370S/Q347E S364K/E357Q
K370S/E357L S364K/E357Q
K370S/E357Q S364K/E357Q
K370S/Q347E/E357L S364K/E357Q
K370S/Q347E/E357Q S364K/E357Q
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Figure 2D
Monomer 1 Monomer 2
L368D/K370S/Q347E S364K/E357Q
L368D/K370S/E357L S364K/E357Q
L368D/K370S/E357Q S364K/E357Q
L368D/K370S/Q347E/E357L S364K/E357Q
L368D/K370S/Q347E/E357Q S364K/E357Q
L368E/K370S/Q347E S364K/E357Q
L368E/K370S/E357L S364K/E357Q
L368E/K370S/E357Q S364K/E357Q
L368E/K370S/Q347E/E357L S364K/E357Q
L368E/K370S/Q347E/E357Q S364K/E357Q
L368D/K370T/Q347E S364K/E357Q
L368D/K370T/E357L S364K/E357Q
L368D/K370T/E357Q S364K/E357Q
L368D/K370T/Q347E/E357L S364K/E357Q
L368D/K370T/Q347E/E357Q S364K/E357Q
L368E/K370T/Q347E S364K/E357Q
L368E/K370T/E357L S364K/E357Q
L368E/K370T/E357Q S364K/E357Q
L368E/K370T/Q347E/E357L S364K/E357Q
L368E/K370T/Q347E/E357Q S364K/E357Q
TA11E/Q362E D401K/T411K
TA11E/N390D D401K/T411K
TA11E/Q362E D401R/T411R
TA11E/N390D D401R/T411R
YAQ7T T366Y
FA05A T394W
T366Y/FAQ5A T394W/Y407T
YA07A T366W
T366S/L368A/YAQ7V T366W
T366S/L368A/YA07V/Y349C T366W/S354C
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Figure 2E
Monomer 1 Monomer 2
K392D/K409D E356K/D399K
K370D/K392D/K409D E356K/E357K/D399K
K247Q/R355Q/N384S/K392N/V397M/Q419E/KAAT _ P217R/P228R/N276K
K247Q/R355Q/N384S/K392N/V397M/Q419E/K447 N276K
N384S/K392N/V397M/Q4A19E N276K
D221E/P228E/L368E D221R/P228R/K409R
C220E/P228E/L 368E C220R/E224R/P228R/KA09R
F405L K409R
T3661/K392M/T394W F405A/YAQ7V
T366V/K409F L351Y/Y407A
T366A/K392E/KAQ9F/TA11E D399R/S4A00R/Y407A
L351K L351E
K247Q/R355Q/Q419E/KA47 P217R/P228R/N276K
K247Q/R355Q/Q419E/K447 N276K

K274Q/R355Q/N384S/K392N/V397M/Q4A19E/K447_

Q295E/N384D/Q418E/N421D

Q295E/Q418E/N421D

P217R/P228R/N276K

N276K

E269Q/E272Q/E283Q/E357Q

E269Q/E272Q/E283Q,

E269Q/E272Q,

E2690Q/E283Q,

E272Q/E283Q,

E269Q
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Figure 3
Variant constant region Substitutions
pl_ISO(-)-Fc only K274Q/R355Q/N384S/K392N/V397M/Q419E/K447_
pl_(-)_isosteric A-Fc only Q295E/N384D/Q418E/N421D
pl_(-)_isosteric_B-Fc only Q295E/Q418E/N421D
pl_ISO(+RR)-Fc only P217R/P228R/N276K
pl_ISO(+)-Fc only N276K
pl_(+)_isosteric_A E269Q/E272Q/E283Q/E357Q
pl_(+)_isosteric_B E269Q/E272Q/E283Q

pl_(+)_isosteric_E269Q/E272Q E269Q/E272Q,
pl_(+)_isosteric_E269Q/E283Q E269Q/E283Q,
pl_(+)_isosteric_E272Q/E283Q E272Q/E283Q
pl_(+) isosteric_E269Q E269Q
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Ablation Variants

G236R

$239G

S239K

$239Q

S239R

V266D

S267K

S267R

H268K

E269R

299R

299K

K322A

A327G

A327L

A327N

A327Q

L328E

P329K

A330L

A330S/P331S

1332K

I1332R

V266D/A327Q

V266D/P329K

S267R/A327Q

S267R/P329K

G236R/L328R
E233P/1L234V/L235A/G236_/S239K
E233P/1L234V/L235A/G236_/S267K
E233P/1L234V/L235A/G236_/S239K/A327G
E233P/1L234V/L235A/G236_/S267K/A327G
E233P/1L234V/L235A/G236_
S239K/S267K

267K/P329K
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Figure 5A
Figure 5A
empty-Fc monomer (-) IL-2-Fc monomer (+)
C220S C220S

Heterodimer skew variants L368D/K370S

Heterodimer skew variants S364K/E357Q

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/1L235A/G236_/S267K

FcKO
E233P/L234V/1L235A/G236_/S267K

+M428L/N434S

+M428L/N434S

Figure 5B
Figure 5B
IL-2-Fc monomer 1 IL-2-Fc monomer 2
C220S C220S
FcKO FcKO

E233P/L234V/1L235A/G236_/S267K

E233P/L234V/1L235A/G236_/S267K

+M428L/N434S

+M428L/N434S
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Figure 6A

IL-2-Fc Backbone 1

>IL-2-Fc monomer 1 (SEQ ID NO: 9)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
OMTRKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 10)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 2

>IL-2-Fc monomer 1 (SEQ ID NO: 11)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVKLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 12)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 3

>IL-2-Fc monomer 1 (SEQ ID NO: 13)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVKLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 14)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCEVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 4

>IL-2-Fc monomer 1 (SEQ ID NO: 15)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSKGSFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK
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Figure 6B

>IL-2-Fc monomer 2 (SEQ ID NO: 16)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTENEVSLTCLVKGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLEVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 5

>IL-2-Fc monomer 1 (SEQ ID NO: 17)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRD
QLTRKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 18)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRD
ELTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 6

>IL-2-Fc monomer 1 (SEQ ID NO: 19)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
OMTRKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 20)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 7

>IL-2-Fc monomer 1 (SEQ ID NO: 21)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYSSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
OMTRKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 22)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYSSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOQPREPQVYTLPPSRE
EMTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK
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Figure 6C

IL-2-Fc Backbone 8

>IL-2-Fc monomer 1 (SEQ ID NO: 23)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAK
TKPREEQENSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSTIEKTISKAKGQPREPQVYTLPPSQEQM
TKNQVKLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSRLTVDKSRWQEGNVESCSVM
HEALHNHYTQKSLSLSLGK

>IL-2-Fc monomer 2 (SEQ ID NO: 24)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQENWYVDGVEVHNAK
TKPREEEFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSTIEKTISKAKGQPREPOQVYTLPPSQEEM
TKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFFLYSRLTVDKSRWEEGDVESCSVM
HEALHNHYTQKSLSLSLGK

IL-2-Fc Backbone 9

>IL-2-Fc monomer 1 (SEQ ID NO: 25)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQENWYVDGVEVHNAKT
KPREEQFNSTEFRVVSVLTVVHQDWLNGKEY KCKVSNKGLPAPIEKT ISKTKGQPREPQVYTLPPSREQMT
KNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQQGNVESCSVMH
EALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 26)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQENWYVDGVEVHNAKT
KPREEEFNSTEFRVVSVLTVVHQDWLNGKEY KCKVSNKGLPAPIEKT ISKTKGQPREPQVYTLPPSREEMT
KNQVSLTCDVSGEYPSDIAVEWESDGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMH
EALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 10

>IL-2-Fc monomer 1 (SEQ ID NO: 27)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQENWYVDGVEVHNAKT
KPREEQFNSTEFRVVSVLTVVHQDWLNGKEY KCKVSNKGLPAPIEKT ISKTKGQPREPQVYTLPPSREQMT
KNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQQGNVESCSVMH
EALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 28)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQENWYVDGVEVHNAKT
KPREEEFNSTEFRVVSVLTVVHQDWLNGKEY KCKVSNKGLPAPIEKT ISKTKGQPREPQVYTLPPSREEMT
KNQVSLTCDVSGEYPSDIAVEWESDGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMH
EALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 11

>IL-2-Fc monomer 1 (SEQ ID NO: 29)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
OMTRKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCS
VLHEALHSHYTQKSLSLSPGK
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>IL-2-Fc monomer 2 (SEQ ID NO: 30)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VLHEALHSHYTQKSLSLSPGK

IL-2-Fc Backbone 12

>IL-2-Fc monomer 1 (SEQ ID NO: 31)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 32)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCS
VMHEALHNHYTQKSLSLSPGK

IL-2-Fc Backbone 13

>IL-2-Fc monomer 1 (SEQ ID NO: 33)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHN
AKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
EMTKNQVSLTCDVSGEYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCS
VMHEALHNHYTQKSLSLSPGK

>IL-2-Fc monomer 2 (SEQ ID NO: 34)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFKWY VDGVEVHN
AKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSRE
OMTRKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCS
VMHEALHNHYTQKSLSLSPGK
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Name Sequence SEQ ID NO:
(GGGGS): or GGGGS GGGGS 35
(GGGGS); GGGGSGGGGS 36
(GGGGS); GGGGSGGGGSGGGGS 37
(GGGGS)4 GGGGSGGGGSGGGGSGGGGS 38
(GGGES); or GGGES GGGES 39
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Figure 9A

>XENP014135 hiL2 0.1 (SEQID NO: 40)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014136 hiL2 0.9 (SEQID NO: 41)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTAMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014137 hiL2 0.10 (SEQ ID NO: 42)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTDMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014138 hiL2 0.11 (SEQ ID NO: 43)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTEMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014139 hiL2 0.12 (SEQ ID NO: 44)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTFMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014140 hiL2 0.13 (SEQ ID NO: 45)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTGMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014141 hiL2 0.14 (SEQ ID NO: 46)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTHMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014142 hiL2 0.15 (SEQ ID NO: 47)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTIMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014143 hiL2 0.16 (SEQ ID NO: 48)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTKMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014144 hiL2 0.17 (SEQ ID NO: 49)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTLMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014145 hiL2 0.18 (SEQ ID NO: 50)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTMMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014146 hiL2 0.19 (SEQ ID NO: 51)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014147 hiL2 0.20 (SEQ ID NO: 52)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLT PMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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>XENP014148 hiL2 0.21 (SEQ ID NO: 53)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014149 hiL2 0.22 (SEQ ID NO: 54)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLT SMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014150 hiL2 0.23 (SEQ ID NO: 55)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTTMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014151 hiL2 0.24 (SEQ ID NO: 56)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTVMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014152 hiL2 0.25 (SEQ ID NO: 57)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTWMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014153 hiL2 0.26 (SEQ ID NO: 58)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTYMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014154 hiL2 0.27 (SEQ ID NO: 59)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLAFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014155 hiL2 0.28 (SEQ ID NO: 60)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLDEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014156 hiL2 0.29 (SEQ ID NO: 61)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014157 hiL2 0.30 (SEQ ID NO: 62)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014158 hiL2 0.31 (SEQ ID NO: 63)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLGEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014159 hiL2 0.32 (SEQ ID NO: 64)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLHEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014160 hiL2 0.33 (SEQ ID NO: 65)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLIFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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>XENP014161 hiL2 0.34 (SEQ ID NO: 66)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLKEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014162 hiL2 0.35 (SEQ ID NO: 67)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLLEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014163 hiL2 0.36 (SEQ ID NO: 68)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLMEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014164 hiL2 0.37 (SEQ ID NO: 69)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLNEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014165 hiL2 0.38 (SEQ ID NO: 70)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLPEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014166 hiL2 0.39 (SEQ ID NO: 71)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLOFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014167 hiL2 0.40 (SEQ ID NO: 72)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLREFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014168 hiL2 0.41 (SEQ ID NO: 73)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLSEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014169 hiL2 0.42 (SEQ ID NO: 74)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLVEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014170 hiL2 0.43 (SEQ ID NO: 75)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLWEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014171 hiL2 0.44 (SEQ ID NO: 76)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLYEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014172 hiL2 0.45 (SEQ ID NO: 77)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTAKFYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014173 hiL2 0.46 (SEQ ID NO: 78)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTDKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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>XENP014174 hiL2 0.47 (SEQ ID NO: 79)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEKFYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014175 hiL2 0.48 (SEQ ID NO: 80)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTGKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014176 hiL2 0.49 (SEQ ID NO: 81)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTHKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014177 hiL2_0.50 (SEQ ID NO: 82)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTIKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014178 hiL2 0.51 (SEQ ID NO: 83)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014179 hiL2 0.52 (SEQ ID NO: 84)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTLKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014180 hiL2 0.53 (SEQ ID NO: 85)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTMKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014181 hiL2 0.54 (SEQ ID NO: 86)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTNKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014182 hiL2 0.55 (SEQ ID NO: 87)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTPKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014183 hiL2 0.56 (SEQ ID NO: 88)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTQKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014184 hiL2 0.57 (SEQ ID NO: 89)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTRKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014185 hiL2 0.58 (SEQ ID NO: 90)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLT SKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014186 hiL2 0.59 (SEQ ID NO: 91)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTTKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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>XENP014187 hiL2 0.60 (SEQ ID NO: 92)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTVKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014188 hiL2 0.61 (SEQ ID NO: 93)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTWKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014189 hiL2 0.62 (SEQ ID NO: 94)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014190 hiL2 0.63 (SEQ ID NO: 95)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLKEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014191 hiL2 0.64 (SEQ ID NO: 96)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLOFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014192 hiL2 0.65 (SEQ ID NO: 97)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTEMLKEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014193 hiL2 0.66 (SEQ ID NO: 98)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLREFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014194 hiL2 0.67 (SEQ ID NO: 99)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLOFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014195 hiL2 0.68 (SEQ ID NO: 100)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLVEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014196 hiL2 0.69 (SEQ ID NO: 101)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLVEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014201 hiL2 0.70 (SEQ ID NO: 102)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLMEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014202 hiL2 0.71 (SEQ ID NO: 103)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLSEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014203 hiL2 0.72 (SEQ ID NO: 104)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLLEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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>XENP014204 hiL2 0.73 (SEQ ID NO: 105)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLMEKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014205 hiL2 0.74 (SEQ ID NO: 106)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLIYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014206 hiL2 0.75 (SEQ ID NO: 107)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLEYKEFYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014207 hiL2 0.76 (SEQ ID NO: 108)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLDYKEFYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014208 hiL2 0.77 (SEQ ID NO: 109)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLMYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014209 hiL2 0.78 (SEQ ID NO: 110)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLOYKEFYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014210 hiL2 0.79 (SEQ ID NO: 111)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLEHKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014211 hiL2 0.80 (SEQ ID NO: 112)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLELKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014212 hiL2 0.81 (SEQ ID NO: 113)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLEPKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014213 hiL2 0.82 (SEQ ID NO: 114)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLTYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014214 hiL2 0.83 (SEQ ID NO: 115)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLREFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014215 hiL2 0.84 (SEQ ID NO: 116)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLKEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014216 hiL2 0.85 (SEQ ID NO: 117)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTVMLREFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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Figure 9G

>XENP014217 hiL2 0.86 (SEQ ID NO: 118)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLT PMLREFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014218 hiL2 0.87 (SEQ ID NO: 119)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLEKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014219 hiL2 0.88 (SEQ ID NO: 120)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLDKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014220 hiL2 0.89 (SEQ ID NO: 121)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLMKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014221 hiL2 0.90 (SEQ ID NO: 122)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLOKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014222 hiL2 0.91 (SEQ ID NO: 123)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLTKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014223 hiL2 0.92 (SEQ ID NO: 124)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLIKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014224 hiL2 0.93 (SEQ ID NO: 125)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLTKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014225 hiL2 0.94 (SEQ ID NO: 126)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLHKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014226 hiL2 0.95 (SEQ ID NO: 127)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLKYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014227 hiL2 0.96 (SEQ ID NO: 128)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLRYKEFYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014228 hiL2 0.97 (SEQ ID NO: 129)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLOYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014229 hiL2 0.98 (SEQ ID NO: 130)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLVYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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Figure 9H

>XENP014230 hiL2 0.99 (SEQ ID NO: 131)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTNMLKKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014231 hiL2 0.100 (SEQ ID NO: 132)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLHKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014232 hiL2 0.101 (SEQ ID NO: 133)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLKKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014233 hiL2 0.102 (SEQ ID NO: 134)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLOKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014234 hiL2 0.103 (SEQ ID NO: 135)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLVKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014235 hiL2 0.104 (SEQ ID NO: 136)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTOMLRKKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT
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Figure 10A

. Fold kq over Fold Kp over
Variant ka {1/Ms) kq (1/s) Kp (M) XENP::4135 XENP:{)4135

C1255 5.44E+05 = 9.09E-02 = 1.67E-07 1.00 1.00
""""""" R38AC125S  7.48E+05 = 6.24E-02 = 8.34E08 = 146 200
R38D C125S . 3.43E+05  4.82E01 = 1.40E06 '

R38L C125S 9.76E+05 1.72E-02 1.77E-08 5.28 9.44

R38M C1255  1O7E+06  3.49E02  326E08 260 512
“““““““ R38N C1255  3.14E+06  8.82£-02  2.81E08 103 594
“““““““ maghpioee o gs
AAAAAAAAAAAAA e T T
""""""" R38SC1255 2.13E+06 = 9.46E-02  445€08 09 375
""""""" R38TC1255  5.96E+05  7.806-02 131607 117 127

R38V C125S . 955E+05 = 2.77E-02  290E-08 3.28 : 5.76

T41G C125S 1.03E+06 1.05E-01 1.02E-07
T41H €125S . 1.26E+06 = 7.04E-02 = 559E-08 1.29 2.99

T411 C125S NB
((((((((((((( 4 41KC1255659E+05354E-02537E-08257311
((((((((((((( L Gy

T41N C1255 4.88E+05
T41P C1255 . NB

1.49E-01 3.06E-07
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Figure 10B

. Fold kq over Fold Kp over
Variant ka {1/Ms) kq (1/s) Kp (M) XENP::4135 XENP:{)4135

T41Q C1255 151E+05 = 1.99E-01 . 1.32E-06 0.46 0.13

T41R C125S 7.17E+05 = 5.25E-02 7.32E-08 1.73 2.28
T41S C1255 . 6.77E+05  9.79E-02 = 1.44E-07 '

F42G C125S NB

FA2H C1255 . NB
“““““““ F421€C125 . NB
“““““““ FA2KCI2s . oNB
i
. FA2McCl25S . 2626406  134E-01 512E08 068 326
""""""" FA2NC125s  NB
F42P C1255 . NB

F42Y C125S 4.46E+05 3.12E-01 7.00E-07
R38Q T41KC1255 -~ -~ 3.54E+05 ~  1.73E-01 © 4.89E-07 0.53 0.34

R38QT41Q C125S 2.12E+05 5.25E-01 2.47E-06 0.17 0.07

R38E T41K C125S . 3.54E+06 = 1.10E-01 . 3.11E-08 0.83 5.37

R38Q T41R C125S 4.34E+05 2.31E-01 5.33E-07 0.39 0.31

R38Q T41V C125S
R38N T41V C125S8 NB
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Figure 10C
““““““““““““““““““““““““““““““““““ T N X PV S e
AAAAAAAAAAAAAAAAA variant  k(/Ms)  kal1/s) KoM} yeNpra13s  xEwPa13s
T41EF42Y C125S 9.73E+03 2.95E-01 3.03E-05 0.31 0.01

T41D F42Y C125S 1.15E+06 = 3.65E-01 3.19E-07 0.25 0.52
T41M FA2YC1255  3.43E+06  2.85E-01  8.30E08 0.32 : 2.01
T41Q F42Y C1255 1.54E+05 = 4.06E-01 2.63E-06 0.22 0.06

T41E FA2H C125S NB

TA1E F42L C125S NB

T41E FA2P C125S NB

R38Q F42Y C125S 2.94E+05 7.14E-01 2.43E-06 0.13

R38N T41R C1255

R38N T41K C1255
R38VTA1RC1255  5.30E+05  6.80E-02  1.28E-07 1.34

R38P T41R C1255 1.73E+05 2.97E-01 1.71E-06 0.31

T41E F42K C125S NB

T41D F42K C125S NB

T41M F42K C125S NB

T41Q F42K C125S NB
R38Q F42K C1255 NB

T41l FA2K C125S NB

R38N F42K C125S NB

14229 | R38QT41V F42Y C125S ' NB
14230 = R38N T41K F42K C1255 NB

14231 R38Q T41H F42K C125S NB

14232 R38Q T41K F42K C1255 NB

14233 R38Q T41Q F42K C125S NB
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Figure 11A

. Fold kq over Fold Kp over
Variant ka {1/Ms) kq (1/s) Kp (M) XENP::4135 XENP:{)4135

C125S 1056406  164E-02  1,56E-08 1.00 1.00
""""""" R38AC125S  9.84E+05 = 7.03€02 = 7.14608 @ 023 022
R38D C125S : : : 5 '

R38L C125S 7.61E+05 2.98E-02 3.91E-08 0.55 0.40

R38M C1255  9.27E+05  464E02  501E-08 0.35 ‘ 0.31
“““““““ R38N C1255  4.62E+06 = 2.85E-01  6.17E08 006 025
“““““““ R3gPCIES N 0
AAAAAAAAAAAAA e S T e T T
""""""" R38SC1255  3.32E406  1026-01 307608 016 051 |
""""""" R38TC1255  6.61E+05 ~ 1.198-01 = 1.80E07 014 009

R38V C125S . 7.67E+05 = 367E-02  4.78E-08 0.45 : 0.33

T41G C125S 1.33E+06 3.47E-02 2.62E-08
T41H €125S . 143E+06 = 2.87E-02 = 2.00E-08 0.57 0.78

T411 C125S 2.64E+05 1.02E-02 3.86E-08 1.61 0.40
((((((((((((( 4 41KC1255107E+06824E-O3771E-09199202
((((((((((((( I I T T e e T

T41N C1255 8.84E+05
T41P C1255 . NA

5.68E-02 6.43E-08
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Figure 11B

. Fold kq over Fold Kp over
Variant ka {1/Ms) kq (1/s) Kp (M) XENP::4135 XENP:{)4135

T41Q C1255 9.54E+05 = 6,75E-02 .  7.08E-08 0.24 0.22

T41R C125S 1.15E+06 = 1.04E-02 9.05E-09 1.57 1.72
T41S C1255 . 1.39E+06  2.48E02  1.79E-08 '

F42G C125S NB

FA2H C1255 . NB
“““““““ F421€C125 . NB
“““““““ FA2KCI2s . oNB
L i e e L
. FA2McCl25S . 172E+06  3.18E-02 18508 052 084
""""""" FA2NC125s  NB
F42P C1255 . NB

F42Y C125S 9.64E+05 2.21E-01 2.29E-07
R38Q T41KC1255 -+ -~ 1.46E+06 = 143E-01 | 9.83E-08 0.11 16

R38QT41Q C125S 9.08E+05 1.78E-01 1.96E-07 0.09 0.08

R38E T41K C125S . 818E+05 = 1.41E-01 @ 1.72E-07 0.12 0.09

R38Q T41R C125S 4.06E+05 1.86E-01 4.58E-07 0.09 0.03

R38Q T41V C125S
R38N T41V C125S8 NB
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Figure 11C
““““““““““““““““““““““““““““““““““ T N X PV S e
AAAAAAAAAAAAAAAAA variant  k(/Ms)  kal1/s) KoM} yeNpra13s  xEwPa13s
T41EF42Y C125S 8.99E+05 2.52E-01 2.80E-07 0.07 0.06

T41D F42Y C125S 1.40E+06 = 1.94E-01 1.39E-07 0.08 0.11
T41MF4A2YC1255  1.71FE+06  1.39E-01 = 8.10E-08 0.12 : 0.19
T41Q F42Y C1255 4.41E+04 = 2.62E-01 5.95E-06 0.06 0.00

T41E FA2H C125S NB

TA1E F42L C125S NB

T41E FA2P C125S NB

R38Q F42Y C125S 3.75E+05 4.16E-01 1.11E-06

R38N T41R C1255

R38N T41K C1255 9.96E+05  7.51E-02  7.54E-08
R38VTA1RC125S  191E+05  4.08E-02  2.14E-07

R38P T41R C1255 5.38E+05 1.75E-01 3.26E-07

T41E F42K C125S NB

T41D F42K C125S NB

T41M F42K C125S NB

T41Q F42K C125S NB
R38Q F42K C1255 NB

T41l FA2K C125S NB

R38N F42K C125S NB

14229 | R38QT41V F42Y C125S ' NB
14230 = R38N T41K F42K C1255 NB

14231 R38Q T41H F42K C125S NB

14232 R38Q T41K F42K C1255 NB

14233 R38Q T41Q F42K C125S NB
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Figure 15

>XENP014277 hiL2 0.6 (SEQID NO: 137)
APTSSSTKKTQLOLEHLLLDLOMILNGISNHKNPRLARMLTEFKEYMPERKATELKHLOCLEEELKPLEEATLRLAPSKN

FHLRPRDLISDVNVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSTSIISTLTGS

>XENP014381 hiL2 0.202 (SEQ ID NO: 138)
APTSSSTKKTQLOLEHLLLDLOMILNGISNHKNPRLALMLTEFKEYMPERKATELKHLOCLEEELKPLEEATLRLAPSKN

FHLRPRDLISDVNVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSTSIISTLTGS
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Figure 16
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XENP

Substitutions

pH 7.4

pH 6.0

ka (1/Ms)

kq {1/s)

Ko (M)

ka (1/Ms)

kq {1/s)

Ko (M)

Ratio
pH 7.4/pH 6.0

14277

N2SSY31H
K35R T37A
K48E V6SA
N71R Q74P
N88D 89V
C1255 Q126T

4.7E+07

9.2E-02

2.0E-09

3.3E+05

6.2E-02

1.9E-07

0.01

14381

N2SSY31H
K35R T37A
R38L K48E
VESA N71R
Q74P N88D
189V C125S
Q1267

4.2E+05

3.9E-03

9.4E-09

2.7E+5

4.2E-03

1.68E-08

0.59
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Figure 17A

>XENP014135 hiL2 0.1 (SEQID NO: 139)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014142 hiL2 0.15 (SEQ ID NO: 140)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTIMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014143 hiL2 0.16 (SEQID NO: 141)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTKMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014144 hiL2 0.17 (SEQ ID NO: 142)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTLMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP014168 hiL2 0.41 (SEQ ID NO: 143)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLSEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP014189 hiL2 0.62 (SEQ ID NO: 144)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTYKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT

>XENP023816 hiL2 0.205 (SEQ ID NO: 145)
APTSSSTKKTELQLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023817 hiL2 0.206 (SEQ ID NO: 146)
APTSSSTKKTODQLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023820 hiL2 0.209 (SEQ ID NO: 147)
APTSSSTKKTQLELEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023824 hiL2 0.213 (SEQ ID NO: 148)
APTSSSTKKTQLOLOHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023827 hiL2 0.216 (SEQ ID NO: 149)
APTSSSTKKTQLOLEYLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023830 hiL2 0.219 (SEQ ID NO: 150)
APTSSSTKKTQLOLEHLLDDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023833 hiL2 0.222 (SEQ ID NO: 151)
APTSSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS
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>XENP023834 hiL2 0.223 (SEQ ID NO: 152)
APTSSSTKKTQLOLEHLLLDLEMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023836 hiL2 0.225 (SEQ ID NO: 153)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPRLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023837 hiL2 0.226 (SEQ ID NO: 154)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLSRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023838 hiL2 0.227 (SEQ ID NO: 155)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFREYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023839 hiL2 0.228 (SEQ ID NO: 156)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKYYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023840 hiL2 0.229 (SEQ ID NO: 157)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEFFMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023842 hiL2 0.231 (SEQ ID NO: 158)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPRKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023843 hiL2 0.232 (SEQ ID NO: 159)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKEATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023846 hiL2 0.235 (SEQ ID NO: 160)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEQELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023848 hiL2 0.237 (SEQ ID NO: 161)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEQLKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023849 hiL2 0.238 (SEQ ID NO: 162)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELRPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023851 hiL2 0.240 (SEQ ID NO: 163)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEQVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023852 hiL2 0.241 (SEQ ID NO: 164)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEELLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS
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>XENP023853 hiL2 0.242 (SEQ,ID NO: 165)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNIAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023855 hiL2 0.244 (SEQ ID NO: 166)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLDPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023859 hiL2 0.248 (SEQ ID NO: 167)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRNLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023861 hiL2 0.250 (SEQ ID NO: 168)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLITNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023862 hiL2 0.251 (SEQ ID NO: 169)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISDINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023868 hiL2 0.257 (SEQ ID NO: 170)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINLIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023869 hiL2 0.258 (SEQ ID NO: 171)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVLVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023871 hiL2 0.260 (SEQ ID NO: 172)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLOQLKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023874 hiL2 0.263 (SEQ ID NO: 173)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEFADETATIVEFLNRWITEFSQSIISTLTGS

>XENP023875 hiL2 0.264 (SEQ ID NO: 174)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVRFLNRWITEFSQSIISTLTGS

>XENP023876 hiL2 0.265 (SEQ ID NO: 175)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLDRWITEFSQSIISTLTGS

>XENP023878 hiL2 0.267 (SEQ ID NO: 176
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNDWITEFSQSIISTLTGS
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>XENP023882 hiL2 0.271 (SEQ ID NO: 177)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWISEFSQSIISTLTGS

>XENP023883 hiL2 0.272 (SEQ ID NO: 178)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSESIISTLTGS

>XENP023885 hiL2 0.274 (SEQ ID NO: 179)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQTIISTLTGS

>XENP023886 hiL2 0.275 (SEQ ID NO: 180)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSILSTLTGS

>XENP023888 hiL2 0.277 (SEQ ID NO: 181)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIITTLTGS

>XENP023889 hiL2 0.278 (SEQ ID NO: 182)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLSGS
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Figure 20A

> XENP024635 empty-Fc-hil2 0.1 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty-Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 183)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 184)
APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024636 empty-Fc-hlL2 0.2 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 185)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.2_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 186)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024637 empty-Fc-hiL2 0.3 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 187)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.3_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 188)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTAKFAMPKKATELKHLQCLEEELKPLEEVLNGAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFAQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024638 empty-Fc-hiL2 0.4 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 189)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Chain 2 - hiL2_0.4_Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 190)
APTSSSTKKTQLOLEHLLLDLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEALRLAPSKN
FHLRPRDLISDVNVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024639 empty-Fc-hlL2 0.5 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 191)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.5_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 192)
APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEALNLAPSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSTISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024640 empty-Fc-hiL2 0.6 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 193)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.6_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 194)
APTSSSTKKTQLOLEHLLLDLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEALRLAPSKN
FHLRPRDLISDVNVIVLELKGSETTFMCEYADETATIVEFLNRWITFSTSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024641 empty-Fc-hil2 0.7 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 195)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.7_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 196)
APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSTSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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> XENP024642 empty-Fc-hiL2 0.8 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 197)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.8_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 198)
APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEE
ELKPLEEVLNLAQSKNFHLRPRDLISRINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKS
SDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYP
SDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024643 empty-Fc-hiL2 0.15 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 199)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hIL2_0.15_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 200)
APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024725 empty-Fc-hil2 0.279 Fc({216) IgG1 pi{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 201)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hIL2_0.279_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 202)
APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHFDPRDVISNINVEVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024728 empty-Fc-hil2 0.282 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 203)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 20D

Chain 2 - hiL2_0.282_Fc{216)_lgG1_C220S/PVA_/S267K/S364K/E357Q, (SEQ ID NO: 204)
APTSSSTKKTQLOLEHLRLDLEMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHFDPRDVISNINVEVLELKGSETTFMCEYADETATIVEFLNRWITFSTSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024729 empty-Fc-hiL2 0.283 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 205)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.283_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 206)
APTSSSTKKTQLOLEHLRLDLEMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHFDPRDVISNINVEVLELKGSETTFMCEYADETATIVEFLNRWITFSTSIIRTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024730 empty-Fc-hil2 0.284 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 207)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.284_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 208)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTAKFAMPKKATELKHLQCLEEELKPLEEVLNGAQSKN
FHLRPRDLISRINVIVLELKGSETTFMCEYADETATIVEFLNRWITFAQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

> XENP024731 empty-Fc-hiL2 0.285 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 209)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.285_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 210)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTAKFAMPKKATELKHLQCLEEELKPLEEVLNGAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFATSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 20E

> XENP024732 empty-Fc-hiL2 0.286 Fc(216) IgG1 pli(-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 211)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.286_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 212)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTAKFAMPKKATELKHLQCLEEELKPLEEVLNGAQSKN
FHLRPRDLISRINVIVLELKGSETTFMCEYADETATIVEFLNRWITFATSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 21
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Figure 22E
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Figure 23

>XENP025906 hiL2 0.8 Fc(216) IgG1l C220S/PVA /S267K (SEQ ID NO: 213)

APTSSSTKKTQLOLEHTL.LT DLOMTTNGINNYRKNPKLTRMLTFKEYMPKKATELKHT QCLEEET KPLEEVINTAQSKNFHLRPRDLT SRINVIV
LELKGSETTEMCEYADETATTVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTIMI SRTPEVICVVVIVKH
EDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVIHQDATNGKEYKCKVSNKALPAPTEKTTSKAKGOPREPOVYTLPPSREEMIKN
QVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLY SKLTVDKSRWOOGNVESCSVMHEAT HNHYTOKSLSLSPGK

>XENP025907 hiL2 0.2 Fc(216) 1gG1l C220S/PVA /S267K (SEQ ID NO: 214)
APASSSTKKTQLOLEHTL.LT DLOMTTNGINNYRKNPKLTRMLTFKEYMPKKATELKHT QCLEEET KPLEEVINTAQSKNFHLRPRDLT SNINVIV

LELKGSETTEMCEYADETATIVEFLNRWITESQSIISTLT/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRW
QQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 25A

>XENP025908 hiL2 0.8 {(GGGGS)4 Fc(216) 18G1 C220S/PVA /S267K (SEQ ID NO: 215)

APTSSSTKKTQLOLEHTL.LT DLOMITNGINNYKNPKLTRMLTFKEYMPKKATELKHLQCLEFEET KPLEEVINTAQSKNFHLRPRDLT SRINVIV
LELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT/ GGEGSGGEEGSGEGGSGEGEES/ EPKSSDKTHTCPPCPAPPVAGPSVELEPPKP
KDTTMISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVIHQDWI NGKEYKCKVSNKALPAPTEKTT SKAK
GOPREPQVYTLPPSREEMTKNOVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFELY SKLTVDKSRWOOGNVESCSVMHEATH
NHYTOKSLSLSPGK

SXENPO25909hIL2 0.2 (GGGGS)4 Fc({216) 1gG1 €220S/PVA /S267K (SEQ ID NO: 216)

APASSSTKKTQLOLEHT.LT DLOMITNGINNYKNPKLTRMLTFKEYMPKKATELKHLQCLEFEET KPLEEVINTAQSKNFHLRPRDLT SNINVIV
LELKGSETTEMCEYADETATIVEFLNRWITEFSQSIISTLT/ GGEGSGGEEGSGEGGSGEGEES/ EPKSSDKTHTCPPCPAPPVAGPSVELEPPKP
KDTTMISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVIHQDWI NGKEYKCKVSNKALPAPTEKTT SKAK
GOPREPQVYTLPPSREEMTKNOVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFELY SKLTVDKSRWOOGNVESCSVMHEATH
NHYTOKSLSLSPGK

>SXENP025910empty-Fc-hiL2 0.8 {GGGGS)4 Fc(216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 217)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.8_(GGGGS)4_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 218)
APTSSSTKKTQLOLEHLLLDLOMI INGINNYKNPKLTRMLTEFKFYMPKKATELKHLQCLEEELKPTLEEVINLAQSKNFHLRPRDLI SRINVIV
IEIKGSETTEMCEYADETATIVEFLNRWITFSOSIISTLT/ GGGGSGGGGSCEEESGEGEGES/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKP
KDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVIHQDWILNGKEYKCKVSNKALPAPTEKT I SKAK
GOPREPOVYTLPPSREQOMIKNOVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSEFEFLY SKLTVDKSRWQOGNVESCSVMHEATH
NHYTQKSLSLSPGK

>SXENP025911 empty-Fc-hiL2 0.2 {GGGGS)4 Fc(216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 219)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.2_{GGGGS)4_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 220)
APASSSTKKTQLOLEHLLLDLOMI INGINNYKNPKLTRMLTEFKFYMPKKATELKHLQCLEEEL KPTLEEVINLAQOSKNFHLRPRDLI SNINVIV
IEIKGSETTEMCEYADETATIVEFLNRWITFSOSIISTLT/ GGGGSGGGGSCEEESGEGEGES/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKP
KDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVIHQDWILNGKEYKCKVSNKALPAPTEKT I SKAK
GOPREPOVYTLPPSREQOMIKNOVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSEFEFLY SKLTVDKSRWQOGNVESCSVMHEATH
NHYTQKSLSLSPGK
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Figure 25B

SXENP025912empty-Fc-hiL2 0.3 (GGGGS)4 Fc(216) IgG1 pi(-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 221)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWILNGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.3_{GGGGS)4_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 222)
APASSSTKKTQLOLEHLLLDLOMI INGINNYKNPKLTRMLTAKFAMPKKATELKHLQCLEEELKPTEEVINGAQSKNFHLRPRDLI SNINVIV
I ELKGSETTEMCEYADETATIVEFLNRWITFAQST I STLT/ GGGGSGGGGSCEEESGEGEGES /EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKP
KDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVIHQDWILNGKEYKCKVSNKALPAPTEKT I SKAK
GOPREPOVYTLPPSREQOMIKNOVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSEFEFLY SKLTVDKSRWQOGNVESCSVMHEATH
NHYTQKSLSLSPGK
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Figure 27A

>XENP025717 empty-Fc-hiL2 0.219 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 223)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.219_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 224)
APASSSTKKTQLOLEHLLDDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP025720 empty-Fc-hiL2 0.222 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 225)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.222_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 226)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP025725 empty-Fc-hiL2 0.251 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 227)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.251_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 228)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISDINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 27B

>XENP025727 empty-Fc-hiL2 0.253 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 229)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.253_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 230)
APASSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISKINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026086 empty-Fc-hiL2 0.289 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 231)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.289_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 232)
APTSSSTKKTQLOLEHLLLDLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEVLRLAQSKN
FHLRPRDLISDVNVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026088 empty-Fc-hiL2 0.291 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 233)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.291_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 234)
APTSSSTKKTQLOLEHLLDDLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEVLRLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026089 empty-Fc-hiL2 0.292 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 235)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 27C

Chain 2 - hiL2_0.292_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 236)
APTSSSTKKTQLOLEHLLLNLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEVLRLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026092 empty-Fc-hiL2 0.295 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 237)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.295_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 238)
APTSSSTKKTQLOLEHLLDDLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026093 empty-Fc-hiL2 0.296 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 239)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.296_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 240)
APTSSSTKKTQLOLEHLLLNLOMI LNGISNHKNPRLARMLTFKFYMPEKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026096 empty-Fc-hiL2 0.299 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 241)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.299_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 242)
APASSSTKKTQLOLEHLLDDLOMI LNGINNYKNPRLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 27D

>XENP026104 empty-Fc-hiL2 0.303 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 243)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.303_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 244)
APASSSTKKTQLOLEHLLDDLOMI LNGINNYKNPKLRRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026105 empty-Fc-hiL2 0.304 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 245)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.304_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 246)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLRRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026108 empty-Fc-hiL2 0.307 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 247)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.307_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 248)
APASSSTKKTQLOLEHLLDDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026109 empty-Fc-hiL2 0.308 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 249)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 27E

Chain 2 - hiL2_0.308_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 250)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 28C
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Figure 28E
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Figure 28G
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Figure 28I
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Figure 280
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Figure 28Q
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Figure 28S
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Figure 29A
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Figure 30A

>XENP026835 empty-Fc-hiL2 0.313 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 251)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 — hiL2_0.313_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 252)
APASSSTKKTQLOLEHLLINLOMIINGINNYKNPKLT IMLTEFKFYMPKKATELKHLOQCLEEELKPLFEVINLAQSKNFHLRPRDLI SNINVIV
I ELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/ EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTTMI SRTPEVICVVVDVKH
EDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVLHQDWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSRECOMIKN
QOVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQOGNVESCSVMHEATL HNHYTQKS LSLSPGK

>XENP026839 empty-Fc-hiL2 0.317 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 253)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 — hiL2_0.317_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 254)
APASSSTKKTQLOLEHLLINLOMIINGINNYKNPKLRIMLTEFKFYMPKKATELKHLQCLEEELKPLFEVINLAQOSKNFHLRPRDLI SNINVIV
I ELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/ EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTTMI SRTPEVICVVVDVKH
EDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVLHQDWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSRECOMIKN
QOVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQOGNVESCSVMHEATL HNHYTQKS LSLSPGK

>XENP026840 empty-Fc-hiL2 0.318 Fc{216) 1gG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 255)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 — hiL2_0.318_Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 256)
APASSSTKKTQLOLEHLLINLOMIINGINNYKNPKLT IMLTEFKFYMPKKATELKHLOQCLEEELKPLFEVLKLAQSKNFHLRPRDLI SNINVIV
I ELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/ EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTTMI SRTPEVICVVVDVKH
EDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLIVLHQDWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSRECOMIKN
QOVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQOGNVESCSVMHEATL HNHYTQKS LSLSPGK

>XENP026986 empty-Fc-hlL2 0.222 {GGGGS)2 Fc{216) IgG1 pl({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 257)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 30B

Chain 2 - hiL2_0.222_(GGGGS)2_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 258)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGES/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026987 empty-Fc-hiL2 0.304 {GGGGS)2 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 259)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.304_(GGGGS)2_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 260)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLRRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026841 empty-Fc-hlL2 0.308 {GGGGS)2 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 261)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLIVL
HODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPQVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDG
SEFFLYSKLTVDKSRWEQGDVE SCSVMHEATHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.308_(GGGGS)2_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 262)
APASSSTKKTQLOLEHLLINLOMIINGINNYKNPKLTRMLTEFKFYMPKKATELKHLQCLEEELKPTEEVLKLAQSKNFHLRPRDLI SNINVIV
I ELKGSETTEMCEYADETATIVEFLNRWITFSOSIISTLT/ GGGGSGGGGS/ EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTIMI SRTP
EVICVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVILHODWLNGKEYKCKVSNKALPAPTEKTT SKAKGOPREPCVYT
LPPSREQOMI'KNOVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWOOGNVESCSVMHEATLHNHYTQKSLSL
SPGK

>XENP026989 empty-Fc-hlL2 0.313 {GGGGS)2 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 263)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.313_(GGGGS)2_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 264)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLTIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGES/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 30C

>XENP026990 empty-Fc-hlL2 0.317 {GGGGS)2 Fc{216) IgG1 pli({-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 265)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.317_(GGGGS)2_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 266)
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLRIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGES/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026991 empty-Fc-hlL2 0.318 {GGGGS)2 Fc{216) IgG1 pli(-
) Isosteric A C220S/PVA /S267K/L368D/K370S IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 — empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 267)

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVS
GFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - hiL2_0.318_(GGGGS)2_Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 268
APASSSTKKTQLOLEHLLLNLOMI LNGINNYKNPKLTIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGES/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP026992 hiL2 0.222 Fc(216) IgG1l C220S/PVA /S267K (SEQ ID NO: 269)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP026993 hiL2 0.304 Fc(216) IgG1l C220S/PVA /S267K (SEQ ID NO: 270)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP026994 hiL2 0.308 Fc{216) IgG1l C220S/PVA /S267K (SEQ ID NO: 271)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 30D

>XENP026995 hiL2 0.313 Fc{216) IgG1l C220S/PVA /S267K (SEQ ID NO: 272)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP026996 hiL2 0.317 Fc{216) IgG1l C220S/PVA /S267K (SEQ ID NO: 273)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRIMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP027001 hiL2 0.318 Fc(216) IgG1l C220S/PVA /S267K (SEQ ID NO: 274)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFKEYMPKKATELKHLOCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP027002 hiL2 0.222 {GGGGS)2 Fc{216) IgG1l C220S/PVA /S267K (SEQ ID NO: 275)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP027003 hiL2 0.304 (GGGGS)2 Fc(216) 1gG1 €220S/PVA /S267K {SEQ ID NO: 276)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP027004 hiL2 0.308 (GGGGS)2 Fc(216) 1gG1 €220S/PVA /S267K {SEQ ID NO: 277)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP027005 hiL2 0.313 (GGGGS)2 Fc(216) 1gG1 €220S/PVA /S267K {SEQ ID NO: 278)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 30E

>XENP027006 hiL2 0.317 (GGGGS)2 Fc(216) 1gG1 €220S/PVA /S267K {SEQ ID NO: 279)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRIMLTEFKEYMPKKATELKHLOCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP027007 hiL2 0.318 (GGGGS)2 Fc(216) 1gG1 €220S/PVA /S267K {SEQ ID NO: 280)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFKEYMPKKATELKHLOCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 31A
"""""""""""" Variant L2 monovil-2-Fc = monovil-2-Fc  bivil-2-Fc  biviL-2-Fc |
: (w/olinker) | (withlinker) @ (w/olinker) ' (with linker)
((((((((((((((((((((((((( C125$1413524635259112590725909
e wssacizs 14136
""""""""" msgpcigss. .. .
~ R38EC125S | 14138
R38F C1255 . 14139
~ R38GC125§ 14140
~ R38HC125S ec0»viii—i—+irhhirhhnA—A—————>
(((((((((((((((((((( o 38IC125$1414224643
((((((((((((((((((( R38KC125$14143
"""""""""" R38LC125S 14144
R38M C125$ 14145

R38W C1255 14152

R38Y C1255 . 14153
~ T4l1AC125s 14154
~ TaIDC125S e, Lll->>>>;>;>;:HH’>!H’H’HHh,,,,,
AAAAAAAAAAAAAAAAAAA e
"""""""""" e s ... ... ___
~ T41GC1258 14158

T41H C1255 14159 | |
................... el e
“““““““““ e L,
- TaLciss 0 1482
AAAAAAAAAAAAAAAAA R R
""""""""" T4INC1255 14164
- mipces. e
................... hagame Be e

T41R C125S 3 :

T41V C125S
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Figure 31B
"""""""""""" Variant L2 monovil-2-Fc = monovil-2-Fc  bivil-2-Fc  biviL-2-Fc |
(w/olinker) : (with linker)
AAAAAAAAAAAAAAAAA R e
""""""""" T4y cl2ss 14171
F42A C1255 14172
““““““““““ F42D C1258 14173 oo
AAAAAAAAAAAAAAAAAAA I e
"""""""""" F42G €125 14175
F42H C125S 14176
 FA21€C1258 14177
AAAAAAAAAAAAAAAAAAA e
"""""""""" FA2LC1258 14179
FA2M C125S £ 14180
““““““““““ F42N C125s 14181 oo
AAAAAAAAAAAAAAAAAAA T
"""""""""" F42QC1258 14183
FA2R C1258 14184
o F42S C1255 | 14185
AAAAAAAAAAAAAAAAAAA R
 FA2vC12ss | 14187
F42W C1255 £ 14188
““““““““““ FA2Yc12ss 14189

R38Q T41K €125S : 14190

R38Q T41Q C1255 14191
R38ET41K C125S 14192

R38Q T41R C125S i 14193

R38N T41Q C125S 14194

R38QT41VC1255 . 14195
R38N T41V C125S 14196

R38Q T41M C1258 | 14201

R38Q T41S C125S : 14202

R38QT41LC1255 14203
R38N T41M C125S 14204

T41l F42Y C125S i 14205

T41E F42Y C125S ' 14206

T41D F42Y C125S 14207
T41M F42Y C125S | 14208




WO 2019/125732 PCT/US2018/063443
81/145

Figure 31C

"""""""""""" Variant ~  IL-2  monovil-2-Fc = monoviL-2-Fc  bivil-2-Fc  biviL-2-Fc
‘ . {w/olinker)  (withlinker) {wj/olinker) (with linker)

R38Q T41K F42Y C1255 14226

R38Q T41R F42Y C125S @ 14227

R38Q T41V F42K C125S : 14234

R38Q T41R F42K C125S @ 14235

N29S Y31H K35R T37A | 14277
. KASE V69A N71IRQ74P |
~ N88D 189V C125S Q126T

N29S Y31H K35R T37A 14381 24640

R38L K48E V69A N71R
Q74P N88D 189V C125S
Q26T
. QuEeciss 23816
____________________ Laapeiess . aast7
AAAAAAAAAAAAAAAAAAA QIZECI2SS 23820
E15Q C125S 23824



WO 2019/125732 PCT/US2018/063443

82/145
Figure 31D
~ Variant L2 | monoviL-2-Fc(w/o = monovil-2-Fc  biviL-2-Fc  bivIL-2-Fc (with linker)
5 : linker) . (with linker) : {w/o linker)
(((((((((( L19DC125$23830
D20N C125S = 23833 ‘
Q22E C125S : 23834

K35RC125S = 23836
T375C1258 23837

K49E C125S 23843
E61QC1255 = 23846

D8ANC1255 23859
S87TC125s 23861

N88D C1255 23862

“““““ veicizss g8 ...
AAAAAA T B e s
E95QC1255 ey . _.___________

Y107FC1258 | 23874
E116R C1255 @ 23875

N119D C125S 23876
R120DC1255 = 23878 |
T1235C1255 23882 |

C1255S130T = 23888
C1255T133S = 23889

T3A C125S 24636 :
. T3AF42AY45A 24637 . 7501)
,,,,,,,,, bRectzsa..
. N29SY31HK35RT37A 24638 : : '

| KA48E V69A N71RQ74P |
N88D I89V C1255
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Figure 31E
"""""""""""" Variant L2 monovil-2-Fc = monovil-2-Fc  bivil-2-Fc  biviL-2-Fc
: {(w/olinker) | (withlinker) : (w/olinker) = (with linker)
TS e e —
1255 Q126T 24641 | |
N8SR €125 24642 25910 25906 25908
L8OF R81D L85V 192F 24725
AAAAAAAAAAAAAAAAAAAAAAAAAA S ]
L18R L8OF R81D L85V 24728
I92F C1255 Q126T f
““““ L18R LSOF R81DL8SV 24729 .
I92F C1255 Q126T S130R |
 T3AF42AY45AL72G 24730
N8SR C125A 1 f
"""" T3AFA2AY45AL726 24731
C125A Q126T :
AAAAAAAA RSO
NS8R C125A Q1267 :
~ T3AL9DC125S 25717
T3A D20N C125S 25720 26986 26992 27002
T3A N88D C125S 25725 | |
T3A N88K C125S 25727 |
N29S Y31H K35RT37A 26086
KASE N71R N88D 189V
AAAAAAAAAAAAAAAAAAAAAAAAAA S
L19D N29S Y31HK35R 26088
T37A KASE N71R C1255 f
- D20N N29SY31HK35R 26089
T37A K48E N71R C125S5 |
"""" LI9DN29SY31HK35R 26092
T37A KASE C125S f
AAAAAA R B8 AT R
T37A KASE C1255 |
““““ TIALIODK3SRCI2SS = o6
T3A L19D T37R C125S | |
T3A D20N T37R C125S ' | |
T3A L19D N71K C1255 26108 | 5
...... TSAD2NN7IKC1258 26109 26841 26994 27004
T3A D20N R38I C125S 26835 26989 26995 27005
T3A D20N T37RR381 26839 26990 26996 27006
C125S

T3A D20N R38I N71K C125S 26840 26991 27001 27007
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Figure 32
A) pH Switch

IL-2-His XENP14144

Substitutions R38L C125S

B) Treg Selective
IL-2-His

monovlL-2-Fc without Domain Linkers XENP25720 XENP26105

bivIL-2-Fc without Domain Linkers XENP26992 XENP26993

monovlL-2-Fc with Domain Linkers XENP26896 XENP26987

bivIL-2-Fc with Domain Linkers XENP27002 XENP27003

. T3AD20N T3A D20ON
Substitutions
C125S T37R C125S

C) Treg Selective + pH Switch
monovlL-2-Fc without Domain Linkers XENP26835
bivIL-2-Fc without Domain Linkers XENP26995
monovlL-2-Fc with Domain Linkers XENP26989
bivIL-2-Fc with Domain Linkers XENP27005

T3AD20N

Substitutions
R38I C125S
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Figure 33

Ko (M) | ka(1/Ms) : ka(1/s)
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Figure 34

XENP27193 empty-Fc(221;N297G) GGGGS hIL2(V91K) (SEQ ID NO: 281)

DKTHTCPPCPAPELLGGPSVEFLEFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKENWY VDGVEVHNAKTK
PREEQYGSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPOVYTLPPSREEMTK
NQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHE
ALHNHYTQKSLSLSPG/GGGGS /APTSSSTKKTQLOLEHLLLDLOMILNGINNY KNPKLTRMLT FKFYMP
KKATELKHLOQCLEEELKPLEEVLNLAQSKNFHLRPRDLISNINKIVLELKGSETTEFMCEYADETATIVEEF
INRWITFAQSIISTLT
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Figure 35C
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Figure 35E
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Figure 36
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Figure 37
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Figure 38
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Figure 40
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Figure 41
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Figure 42
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Figure 43A

>XENP27568 hiL2 0.222 Fc{216) IgG1 C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 282)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP27569 hiL2_0.304 Fc{216) 1gG1 C220S/PVA /S267K/M428L/N434S (SEQ,ID NO: 283)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP27570 hiL2_0.308 Fc{216) 1gG1 C220S/PVA _/S267K/MA428L/N434S (SEQ,ID NO: 284)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP27571 hiL2_0.313 Fc{216) 1gG1 C220S/PVA_/S267K/MA428L/N434S (SEQ,ID NO: 285)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP27572 hiL2_0.317 Fc{216) 1gG1 C220S/PVA_/S267K/MA428L/N434S (SEQ,ID NO: 286)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP27573 hiL2 0.318 Fc{216) IgG1 C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 287)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK
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Figure 43B

>XENP27576 hiL2 0.1 Fc(216) IgGl C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 288)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP27577 hiL2 0.2 Fc(216) IgG1l C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 289)
APASSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP28668 hiL2 0.222 (GGGGS)2 Fc(216) IgGl C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 290)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP28669 hiL2 0.304 (GGGGS)2 Fc(216) IgGl C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 291)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRRMLTFKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQOGNVESCSVLHEALHSHYTQKSLSLSPGK

>XENP28670 hiL2 0.308 (GGGGS)2 Fc(216) IgG1l C220S/PVA /S267K/M428L/N434S (SEQ ID NO: 292)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/GGGGSGGGGS/EPKSSDKTH
TCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAV
EWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQOGNVESCSVLHEALHSHYTQKSLSLSPGK
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Figure 44A

>XENP27562 empty-Fc-hil2 0.222 Fc{216) IgG1 pi{-
) lIsosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1 - empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 293)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.222_Fc{216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 294)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK

>XENP27563 empty-Fc-hil2 0.304 Fc(216) IgG1 pi(-
) lIsosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1 - empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 295)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.304_Fc{216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 296)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRRMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK

>XENP27564 empty-Fc-hiL2 0.308 Fc{216) IgG1 pi(-
) lIsosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1 - empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 297)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK
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Figure 44B

Chain 2 - hiL2_0.308_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434s (SEQ ID NO: 298)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTRMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK

>XENP27565 empty-Fc-hil2 0.313 Fc{216) IgG1 pi{-
) lIsosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1 - empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 299)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.313_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434s (SEQ,ID NO: 300)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK

>XENP27566 empty-Fc-hil2 0.317 Fc{216) IgG1 pi{-
) lIsosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1- empty_Fc{216) IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 301)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.317_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434s (SEQ ID NO: 302)
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLRIMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK
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Figure 44C

>XENP27567 empty-Fc-hil2 0.318 Fc{216) IgG1 pi{-
) lIsosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1 - empty_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 303)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.318_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 304
APASSSTKKTQLOLEHLLLNLOMILNGINNYKNPKLTIMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLKLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK

>XENP27574 empty-Fc-hIL2 0.1 Fc(216) IgG1 pl(-

) Isosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L

/N434S

Chain 1- empty_Fc{216) IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 305)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.1_Fc(216)_IlgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ,ID NO: 306)
APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKEFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
ILNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQOMTKNQVKLTCLVKGEFYPSDIAVEWESNGOPENN
YKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTQKSLSLSPGK
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Figure 44D

>XENP27575 empty-Fc-hil2 0.2 Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S I1gG1 C220S/PVA /S267K/S364K/E357Q/M428L

/N434S

Chain 1- empty_Fc{216) IgG1_pl{-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S

(SEQ ID NO: 307)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVS
GEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - hiL2_0.2_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/MA428L/N434S (SEQ,ID NO: 308)
APASSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFRKFYMPKKATELKHLOQCLEEELKPLEEVLNLAQSKN
FHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQOSIISTLT/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVFSCSVLHEALHSHYTQKSLSLSPGK
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Figure 45D
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Figure 63
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Figure 65
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Figure 66C
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Figure 70C
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Figure 76A
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Figure 77A
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