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Figure 2A

Human IL-15 precursor sequence (SEQ ID NO: 5)

>sp | P40933
MRISKPHLRSISIQCYLCLLLNSHFLTEAGIHVFILGCFSAGLPKTEANWVNVI SDLKKIEDLIQOSMHIDATLYT
ESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOS
FVHIVOMFINTS

Human IL-15 mature form sequence (SEQ ID NO: 6)

>sp|P40933148-162
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

Human IL-15Ra sequence (SEQ ID NO: 7)

>sp 013261
MAPRRARGCRTLGLPALLLLLLLRPPATRGITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTEC
VINKATNVAHWT TP SLKCIRDPALVHQRPAPPSTVITAGVT PQPESLSPSGKEPAASSPS SNNTAATTAAIVPGS
QLMPSKSPSTGTTEI SSHES SHGTPSQTTAKNWELTASASHOP PGVYPQGHSDTTVAI STSTVLLCGLSAVSLLA
CYLKSRQTPPLASVEMEAMEALPVTWGT SSRDEDLENCSHHL

Human IL-15Ra, extracellular domain (SEQ ID NO: 8)

>sp|013261131-205

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTT PSLKCIRDPALVHQRPA
PPSTVTTAGVTPQPESLSPSGKEPAASSPSSNNTAATTAAIVPGSQLMPSKSPSTGTTEL SSHESSHGTPSQTTA
KNWELTASASHQPPGVYPQGHSDTT

Human IL-15Ra, sushi domain (SEQ ID NO: 9)

>sp Q13261 (31-95
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

Human IL-15RB sequence (SEQ ID NO: 10)

>sp|P14784
MAAPALSWRLPLLI LLLPLATSWASAAVNGT SOFTCFYNSRANI SCVWSODGALODTS COVHAWP DRRRWNOTCE
LLPVSOASWACNLI ZGAPDSOKLTTVDI VT LRVLCREGVRWRVMATODFKPFENLRLMAPT S OVVHVETHRCN T
SWEISQASHYFERHLEFEARTLSPGHTWEEAPLLTLKOKQEWI CLETLTPDTOYEFOVRVKPLOGEFTTHS PWSQ
PLAFRTKPAALGKDTI PWLGHLLVGLSGAFGFIILVYLLINCRNTGPWLKKVLKCNTPDP SKFFSQLS SEHGGDV
OKWLSSPFPSSSFSPGGLAPEL SPLEVLERDKVTOLLLOODKVPE2ASLSSNHS LTSCFTNQGYFFFHLPDALET
EACQVYFTYDPYSEEDPDEGVAGAPTGS SPOPLOPLSGEDDAY CTTPSRDDLLLFSPSLLGGPSPPSTAPGGSGA
GEERMPPSLOERVPRDWDPOPLGP PTPGVPD L VDFOPPPELVLREAGEEVP DAGPREGVS FPHSRPPGOGEFRAL
NARLPLNTDAYLSLOELQGODPTHLV

Human IL-15RR, extracellular domain (SEQ ID NO: 11)

>sp|P14784127-240

AVNGTSQFTCEYNSRANISCVWSODGALQDT SCOVHAWPDRRRWNOQTCELLPVSQASWACNLI LGAPDSQKLTTV
DIVTLRVLCREGVRWRVMAIQDEFKPFENLRLMAPISLOVVHVETHRCNI SWEI SOASHYFERHLEFEARTLSPGH
TWEEAPLLTLKOKOEWICLETLTPDTQYEFQVRVKPLOGEFTTWS 2WSQPLAFRTKPAALGKDT
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Figure 2B

Human common gamma chain sequence (SEQ ID NO: 12)

>sp|P31785

MLKPSLPFTSLLFLOLPLLGVGLNTTILTPNGNEDTTADFFLTTM>TDS LSVSTLPLPEVOCFVENVEYMNCTWN
SSSEPQPTNLTLHYWYKNSDNDKVOKCSHYLFSEEITSGCOLOKKEIHLYOTFVVOLODPREPRROATOMLKLON
LVIPWAPENLTLHK SESQOLELNWNNRFLNHCLEHLVQYRT DWDHSWTEQSVDY RHKFSLPSVDGOKRYTEFRVRS
RENPLCGSAQHWSEWSHP IHWGSNTSKENPFLFALEAVVI SVGSMGLI I SLLCVYFWLERTMPRI PTLKNLEDLY
TEYHGNFSAWSGVSKGLAES LOPDYSERLCLVSEI PPKGGALGEG2GAS PCNOHS PYWAPPCYTLKPET

Human common gamma chain, extracellular domain (SEQ ID NO: 13)

>sp|P31785(123-262
LNTTILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCEVENVEYMNCTWNSSSEPQPTNTLHYWYKNSDND

KVOKCSHYLEFSEEITSGCOQLOKKEIHLYQTEFVVQLODPREPRROATOMLKLONLVI PWAPEN  TLHKLSESQLEL
NWNNRELNHCLEHLVQYRTDWDHSWTEQSVDYRHKESLPSVDGQKRYTFRVRSRENPLCGSAQHWSEWSHPIHWG
SNTSKENPFLFALEA
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Figure 3A
Monomer 1 Monomer 2
FA05A T394F
S364D Y349K
S364E L368K
S364E Y349K
S364F K370G
S364H Y349K
S364H Y349T
S364Y K370G
T411K K370E
V397S/FA05A T394F
K370R/T411K K370E/T411E
L351E/5364D Y349K/L351K
L351E/5364E Y349K/L351K
L351E/T366D L351K/T366K
P395T/V397S/FA05A T394F
$364D/K370G S364Y/K370R
S364D/T394F Y349K/F405A
S364E/FAQ5SA Y349K/T394F
S364E/F405S Y349K/T394Y
S364E/T411E Y349K/D401K
S364H/D401K Y349T/T411E
S364H/F405A Y349T/T394F
S364H/T394F Y349T/FAQ5A
Y349C/S364E Y349K/S354C
L351E/S364D/F405A Y349K/L351K/T394F
L351K/S364H/D401K Y349T/L351E/T411E
S364E/T411E/FAO05A Y349K/T394F/DA01K
$364H/DA01K/F405A Y349T/T394F/T411E
S364H/FA05A/TA11E Y349T/T394F/D401K
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Figure 3B
Monomer 1 Monomer 2
K370E/T411D T411K
L368E/K409E L368K
Y349T/T394F/S354C S364H/FA05A/Y349C
TA11E D401K
TA11E DA01R/T411R
Q347E/K360E Q347R
L368E 5364K
L368E/K370S $364K
L368E/K370T S364K
L368E/D401R S364K
L368E/D401N S364K
L368E E3575/5364K
L368E S364K/KA09E
L368E S364K/K409V
L368D $364K
L368D/K370S $364K
L368D/K370S S364K/E357L
L368D/K370S S364K/E357Q
T411E/K360E/Q362E D401K
K370S S364K
L368E/K370S S364K/E357Q
K370S S364K/E357Q
TA11E/K360D D401K
T411E/K360E DA01K
T411E/Q362E DA01K
T411E/N390D DA01K
TA11E D401K/Q347K
TA11E D401K/Q347R
TA11E/K360D/Q362E DA01K
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Figure 3C

Monomer 1 Monomer 2
T411E/K360E/N390D D401K
T411E/Q362E/N390D D401K
T411E/Q347R D401K/K360D
T411E/Q347R D401K/K360E
TA11E/K360 D401K/Q347K
T411E/K360D DA01K/Q347R
T411E/K360E D401K/Q347K
T411E/K360E D401K/Q347R
T411E/S364K DA01K/K370S
T411E/K370S D401K/S364K
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/K3600D D401IN

K360D Q347R/N390K
K360D N390K/D401N
K360E Y349H
K370S/Q347E S364K
K370S/E357L S364K
K370S/E357Q S364K
K370S/Q347E/E357L S364K
K370S/Q347E/E357Q S364K
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Figure 3D
Monomer 1 Monomer 2
L368D/K370S/Q347E S364K
L368D/K370S/E357L S364K
L368D/K370S/E357Q S364K
L368D/K370S/Q347E/E357L S364K
L368D/K370S/Q347E/E357Q S364K
L368E/K370S/Q347E S364K
L368E/K370S/E357L S364K
L368E/K370S/E357Q S364K
L368E/K370S/Q347E/E357L S364K
L368E/K370S/Q347E/E357Q S364K
L368D/K370T/Q347E S364K
L368D/K370T/E357L S364K
L368D/K370T/E357Q S364K
L368D/K370T/Q347E/E357L S364K
L368D/K370T/Q347E/E357Q S364K
L368E/K370T/Q347E S364K
L368E/K370T/E357L S364K
L368E/K370T/E357Q S364K
L368E/K370T/Q347E/E357L S364K
L368E/K370T/Q347E/E357Q S364K
T411E/Q362E D401K/T411K
T411E/N390D D401K/T411K
T411E/Q362E D401R/T411R
T411E/N390D DA01R/TA11R
YA07T T366Y
FAQ5A T394W
T366Y/FA05A T394W/YAQT7T
Y407A T366W
T366S/L368A/Y407V T366W
T366S/L368A/YA07V/Y349C T366W/S354C
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Figure 3E
Monomer 1 Monomer 2
K392D/K409D E356K/D399K
K370D/K392D/K409D E356K/E357K/D399K
K247Q/R355Q/N384S/K392N/V397M/Q4A19E/K447 _ P217R/P228R/N276K
K247Q/R355Q/N3845/K392N/V397M/Q419E/K447 _ N276K
N384S/K392N/V397M/Q419E N276K
D221E/P228E/L368E D221R/P228R/K409R
C220E/P228E/L368E C220R/E224R/P228R/K409R
FA05L K409R
T3661/K392M/T394W FAOSA/Y407V
T366V/K409F L351Y/Y407A
T366A/K392E/KA09F/TA11E D399R/S400R/YA07A
L351K L351E
K247Q/R355Q/Q419E/K447 _ P217R/P228R/N276K
K247Q/R355Q/Q419E/K447 N276K

K274Q/R355Q/N384S/K392N/V397M/Q419E/K447_

Q295E/N384D/Q418E/N421D

Q295E/Q418E/N421D

P217R/P228R/N276K

N276K

E269Q/E272Q/E283Q/E357Q

E269Q/E272Q/E283Q

E265Q/E272Q

E269Q/E283Q

E272Q/E283Q

E269Q
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Figure 4
Variant constant region Substitutions
pl_ISO(-)-Fc only K274Q/R3550/N384S/K392N/V397M/Q419E/KA47_
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 E265Q
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Figure 5

Ablation Variants

G236R

$239G

$239K

$239Q

S239R

V266D

$267K

S267R

H268K

E269R

299R

299K

K322A

A327G

A327L

A327N

A327Q

L328E

P329K

A330L

A3305/P331S

1332K

1332R

V266D/A327Q

V266D/P329K

S267R/A327Q

S267R/P329K

G236R/L328R
E233P/L234V/L235A/G236_/S239K
E233P/L234V/L235A/G236_/S267K
E233P/L234V/1235A/G236_/S239K/A327G
E233P/L234V/L235A/G236_/S267K/A327G
E233P/L234V/L235A/G236_
S239K/S267K

267K/P329K

10/259
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Figure s 6A
IL-15-Fc monomer (-) IL-15Ra(sushi)-Fc monomer (+)
C220S C220S

Heterodimer pl variants L368D/K370S

Heterodimer pl variants $364K/E357Q

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/L235A/G236_/S267K

FcKO
E233P/L234V/1235A/G236_/S267K

+M428L/N434S

+M428L/N434S

Figure s 6B
sclL-15/Ra-Fec monomer (-) empty-Fc monomer (+)
C2208 C220S

Heterodimer pl variants L368D/K370S

Heterodimer pl variants $364K/E357Q

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/L235A/G236_/S267K

FcKO
E233P/L234V/1235A/G236_/S267K

+M428L/N434S

+M428L/N434S

Figure s 6C
empty-Fc monomer (-) IL-15Ra(sushi)-Fc monomer (+)
C220S C220S

Heterodimer pl variants L368D/K370S

Heterodimer pl variants $364K/E357Q

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/L235A/G236_[/S267K

FcKO
E233P/L234V/L235A/G236_/S267K

+M428L/N434S

+M428L/N434S

Figure s 6D

IL-15Ra(sushi)-Fc Chain 1 IL-15Ra(sushi)-Fc Chain 2
C220S C220S

FcKO FcKO

E233P/L234V/L235A/G236_/S267K

E233P/L234V/L235A/G236_/S267K

+M428L/N434S

+M428L/N434S

Figure s 6E
Fc-IL-15Ra(sushi) (-) empty-Fc monomer (+)
C220S C220S

Heterodimer pl variants L368D/K370S

Heterodimer pl variants $364K/E357Q

Isosteric pl substitutions P217R/P228R/N276K

FcKO
E233P/L234V/L235A/G236_/S267K

FcKO
E233P/L234V/1235A/G236_/S267K

+M428L/N434S

+M428L/N434S




WO 2018/071919 PCT/US2017/056829
12/259
Figure 7
Name Sequence SEQ ID NO:
(GGGGS); or GGGGS | GGGGS 14
(GGGGS), GGGGSGGGGS 15
(GGGGS)3 GGGGSGGGGSGGGGS 16
(GGGGS)4 GGGGSGGGGSGGGGSGGGGS 17
(GGGGS)s GGGGSGGGGSGGGGSGGGGSGGGGS 18
(GGGGS)s GGGGSGGGGSGGGGSGGGGSGGGGSGGGGES 19
(GGGGS); GGGGSGGGGSGGGGSGGGGSGGGGSGGGGSGGGGS | 20
30AA-linker DPALVHQRPAPPGGGGSGGGGSGGGGSGGG 21
(GKPGS); or GKPGS GKPGS 22
(GKPGS)s GKPGSGKPGSGKPGSGKPGSGKPGS 23
(GKPGS)s GKPGSGKPGSGKPGSGKPGSGKPGSGKPGS 24
(GGGES), or GGGES GGGES 25
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Figure 8A

IL-15/Ra-Fc Backbone 1

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 26)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 27)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 2

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 28)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 29)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 3

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 30)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 31)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCEVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 8B

IL-15/Ra-Fc Backbone 4

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 32)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSKGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 33)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTENEVSLTCLVKGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLEVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 5

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 34)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSRDQLTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVEFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 35)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 6

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 36)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYASTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 37)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 8C

IL-15/Ra-Fc Backbone 7

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 38)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYSSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 39)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYSSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 8

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 40)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOQFNWYVDGVEVHN
AKTKPREEQEFNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEQMTKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNV
FSCSVMHEALHNHYTQKSLSLSLGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 41)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHN
AKTKPREEEENSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQVYTLPPS
QEEMTKNQVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWEEGDV
FSCSVMHEALHNHYTQKSLSLSLGK

IL-15/Ra-Fc Backbone 9

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 42)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVOQENWYVDGVEVHNA
KTKPREEQENSTEFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPMLDSDGSEEFLYSKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 43)
ERKCCVECEPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQEFNWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPTEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTPPMLDSDGSFEFLY SKLTVDKSRWEQGDVFE
SCSVMHEALHNHYTQKSLSLSPGK
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Figure 8D

IL-15/Ra-Fc Backbone 10

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 44)
ERKCCVECPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQEFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLY SKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 45)
ERKCCVECPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVOQENWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTPPMLDSDGSFEFLY SKLTVDKSRWEQGDVE
SCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 11

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 46)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVLHEALHSHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 47)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVEFSCSVLHEALHSHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 12

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 48)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 49)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 8E

IL-15/Ra-Fc Backbone 13

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 50)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 51)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEKWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 10

>XENP20818 — human IL15-(GGGGS); x human IL15Ra{Sushi)-(GGGGS); Fc heterodimer

Chain 1 - human_IL15_(GGGGS);_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (15902)
(SEQ ID NOS 52-54)

NWVNVI SDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS):_Fc(216)_|gG1_C220S/PVA_/S267K/5364K/E357Q (15908) (SEQ ID

NOS 55-57)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP21475 — human IL15 x human IL15Ra{Sushi} Fc heterodimer

Chain 1 - human_IL15-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (16479) (SEQ ID
NOS 58-60)

NWVNVI SDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS IHDTVENLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW.NGKEYKCKVSNK
ALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGTYPSDIAVEWESDGOPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 61-63)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHED2?EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPRE2?QVYTLPPSREOMTKNOVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 11

>XENP21478 — human IL15Ra(Sushi)-(GGGGS)s-human IL15(single-chain) Fc heterodimer

Chain 1 - human_IL15Ra(sushi)_{GGGGS)s-human_IL15-Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (16478) (SEQ ID NOS 64-67)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGEGSGGEGGESGGGGS /NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK"NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - empty-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (8924) (SEQ ID NO: 68)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMT KNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 12A

>XENP21479 — empty-Fc-IL15(non-covalent)-human_IL15Ra{Sushi) Fc heterodimer

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 69)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 70)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTK
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTT PPV .DSDGS FFLY SKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 71-73)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVICVVVDVKHED2EVKENWYVDGVEVANAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREOMTKNQVKLT CLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP022366 — empty-Fc-IL15(non-covalent)-human_IL15Ra(sushi) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 74)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 75)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTK
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 76-78)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTCLV
KGEFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 12B

>XENP024348 ILL5(non-covalent)-human_IL15Ra({Sushi) empty-Fc_Fc(216)_IgG1 pl(-
)_lsosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1-IL15 WT (SEQ ID NO: 79)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMFINTS

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 80-82)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED > EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTRNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVES CSVMHEALHNHYTOKS LSLSPGK

Chain 3 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 83)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOQVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWQOGNVESCSVMHEALHNHYTOKSL
SLSPGK
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Figure 13

>XENP021978 — human_IL15(non-covalent)-human_IL15Ra(Sushi) Fc{216) IgG1l C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K (17023) (SEQ ID NOS 84-86)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15_no_tag (16484) (SEQ ID NO: 87)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS

SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMFINTS
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Figure 14

human_IL15Ra(sushi)(single-chain)-human IL15 Fc(216) IgG1 C220S/PVA /S267K (SEQ ID NOS 88-91)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGT SSLTECVILNKATNVAHWTTPSLKCIR/ GGGGS/NWV
NVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITILANNSLSSNG
NVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI S
RTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
APTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFE
FLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQOKSLSLSPGK
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Figure 15

>XENP022637 — empty-Fc{216) IgG1 pl(-
)_Isosteric A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2 IL15Ra{Sushi) IL15{(non-
covalent) IgGl ISO(+RR) C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty- Figure 15

Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705_(GGGGS)2_IL15Ra(Sushi) (17603) (SEQ ID
NOS 92-94)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK/GGEGSGEGGES/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT S SLTECVLNKATNVAHWT
TPSLKCIR

Chain 2 - empty-Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q (8927) (SEQ ID NO: 95)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVK FKWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWOQGNVEFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_no_tag (16484) (SEQ ID NO: 96)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS

SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMFINTS
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Figure 16
empty-Fc(216) 1gG1 pl(-

) Isosteric A C220S/PVA /S267K/1L368D/K370S (GGGGS)2 IL15Ra(Sushi) IL15(single-
chain) I1gG1 ISO(+RR) C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty-Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi)_IL15(single-chain) (SEQ ID NOS
97-100)

EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEYPSDIAVEWESDGOQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGS/ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT S SLTECVLNKATNVAHWT
TPSLKCIR/GGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIH
DTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMETINTS

Chain 2 - empty-Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q (8927) (SEQ ID NO: 101)
ERKSSDKTHTCPRCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV-.DSDGS FFLY SKLTVDKS RWQOGNVES CSVMHEALENHYTOKSL
SLSPGK
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Figure 18D

Octet Red 86~ AHC capture of XENP21478;
dip in 200 nM, 40 nM, or 8 nM IL2RB{R&D
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Figure 19C
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Figure 20B
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Figure 21A
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Figure 21C
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Figure 27

IL-15Ra(sushi-D96) (SEQ ID NO: 102)
ITCPPPMSVEHADIWVKSYSLY SRERYTCNSGFKRKAGTSSLTECVINKATNVAHWI TP SLKCTRD

IL-15Ra(sushi-D96/P97) (SEQ ID NO: 103)
ITCPPPMSVEHADIWVKSYSLY SRERYTCNSGFKRKAGT'SSLTECVINKATNYVAHWI TPSLKCTRDE

IL-15Ra (sushi-D96/P97/A98) (SEQ ID NO: 104)
TTCPPPMSVEHADIWVKSYSLY SRERY ICNSGFKRKAGT SSLTECVINKATNVAHWT TPSLKCTRDEA

PCT/US2017/056829
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Figure 28

IL-15(E87C) (SEQ ID NO: 105)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSEFVHIVOMFINTS

IL-15(V49C) (SEQ ID NO: 106)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQCISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(L52C) (SEQ ID NO: 107)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMFINTS

IL-15(E89C) (SEQ ID NO: 108)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECCELEEKNIKEFLOSEFVHIVOMEINTS

IL-15(Q48C) (SEQ ID NO: 109)
NWVNVISDLKKIEDLIOSMHIDATLYTESDVHPSCKVTAMKCFLLELCVISLESGDASIHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(E53C) (SEQ ID NO: 110)
NWVNVISDLKKIEDLIOSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLCSGDASIHDTVENLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(C428) (SEQ ID NO: 111)
NWVNVISDLKKIEDLIQOSMHIDATLYTESDVHPSCKVTAMKSFLLELOVISLESGDASIHDTVENLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(L45C) (SEQ ID NO: 112)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLCELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMFINTS
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Figure 29

IL-15Ra (sushi-D96/C97) (SEQ ID NO: 113)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC

IL-15Ra(sushi-D96/P97/C98) (SEQ ID NO: 114)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC

IL-15Ra (sushi-D96/C97/A98) (SEQ ID NO: 115)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA

IL-15Ra(sushi-S40C) (SEQ ID NO: 116)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR

IL-15Ra(sushi-K34C) (SEQ ID NO: 117)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGECRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

IL-15Ra (sushi-G38C) (SEQ ID No: 118)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKACTSSLTECVLNKATNVAHWTTPSLKCIR

IL-15Ra(sushi-L42C) (SEQ ID NO: 119)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSCTECVLNKATNVAHWTTPSLKCIR

IL-15Ra{sushi-A37C) (SEQ ID NO: 120)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKCGTSSLTECVLNKATNVAHWTTPSLKCIR
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Figure 30B
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Figure 31

>XENP021996 - human_IL15(non-covalent)-human_IL15Ra(Sushi)

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 121)

NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi) (17033) (SEQ ID NO: 122)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR
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Figure 32

>XENP022004 - human [L15 E87C-human_IL15Ra(Sushi-D96/C97)

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 123)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi-D96/C97) (17051) (SEQ ID NO: 124)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIRDC

>XENP022005 - human [L15 E87C-human_IL15Ra{Sushi-D96/P97/C98)

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 125)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITILANNSLS
SNGNVTESGCKECEELEERNIKEFLOSEVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/P97/C98) (17052) (SEQ ID NO: 126)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIRDEC

>XENP022006 - human [L15 E87C-human_IL15Ra(Sushi-D96/C97/A98)

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 127)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi-D96/C97/A98) (17053) (SEQ ID NO: 128)
ITCPPPMSVEHADIWVKS YSLYSRERYI CNSGFKRKAGTSS LTECVLNKATNVAHWTTPS LKCIRDCA

>XENP022008 - human_IL15 L52C-human_IL15Ra{Sushi-S40C)

Chain 1 - human_IL15_L52C_no_tag (17072) (SEQ ID NO:
129)NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASIHDTVENLIILANN
SLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi-540C) (17057) (SEQ ID NO: 130)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCS LTECVLNKATNVAHWTTPS LKCIR

>XENP022494 — human IL15 L45C-human IL15Ra{Sushi-A37C)

Chain 1 - human_IL15_L45C_no_tag (17069) (SEQ ID NO: 131)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELCELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi-A37C) (17055) (SEQ ID NO: 132)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKCGTSSLTECVLNKATNVAHWTTPSLKCIR
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Figure 33

>XENP022049 - human_IL15Ra(sushi) {GGGGS)6-human IL15-sc (SEQ ID NOS 133-135)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGEGE
SGGGGSGGEGEGESGEEEIGGEGES/ NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLITILANNSLSSNGNVTESGCKECEELEEKNIKE=LOSEFVHIVOMEINTS
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Figure 35

Non-reducing

R
W

S
N
o

il

AR

it

“

% s
B
gt

Z
Z
%
%

A SN BN SN



WO 2018/071919 PCT/US2017/056829
52/259

Figure 36
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Figure 37
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Figure 38
XENP Variant Yield MW Calculated | Tm(°C IL2RB
(mg/ml) | (g/mol) | AAffinity Affinity
~nM Kp
21996 No Disulfide Control 8.04 21079.9 NA 70.0 6.3
IL-15/Ra
22001 No Disulfide Control 2.45 21185.0 NA 70.0 52
IL-15/Rat(D96)
22002 No Disulfide Control 247 21292.1 NA 72.0 74
IL-15/Ra(D96/P97)
22003 No Disulfide Control 3.48 21363.2 NA 725 5.7
IL-15/Ra(D96/P97/A98)
22004 IL-15(E87C)/Ra(D96/CI7) 4.58 21272.2 -7.61 83.0 41
22005 IL- 8.4 21369.3 NA 83 6.1
15(E87C)/Rat(D96/C97/A98) (shoulder)
22006 IL- 3.19 21343.2 -7.61 83.0 51
15(E87C)/Ra(D96/C97/A98)
22007 IL-15(V49C)/Ra(S40C) 1.58 21100.0 1.22 77.0 11
22008 IL-15(L52C)/Ra(S40C) 4.56 21085.9 -0.97 82.5 17
22009 IL-15(E89C)/Ra(K34C) 0.51 21028.9 -0.33 70.5 73
22010 IL-15(Q48C)/Ra(G38C) 0.42 21101.0 0.91 57.5 38
22011 IL-15(E53C)/Ra(L42C) 3.72 21043.9 3.73 76.0 17
22012 IL-15(C42S)/Ra(A37C) 0.44 21095.9 NA 75.0 53
22049 Single-chain control 5.77 22953.6 NA 73.0 22
22493 IL-15(L45C)/Ra(G38C) 0.40 21116.0 0.77 715 NA
22494 IL-15(L45C)/Ra(A37C) 3.63 21101.9 0.63 82.5 NA
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Figure 40A

>XENP022013 human [L15 E87C (GGGGS)1-human IL15Ra(Sushi-D96/C97) (GGGGS]1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_{GGGGS)1_Fc(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705
(SEQ ID NOS 136-138)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELOVI SLESGDASTHDTVENLI T TANNSLSSNGNVTESGCKCCEE
LEEKNIKEFLOSFVHIVOMEFINTS/GGCGS/ EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTIMI SRTPEVICVWVDVKHEDPEVKE
NWYVDGVEVENAKTKoREEEYNSTYRVVSVLIVLHODWL NGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLPPSREEMIKNOVSL,
TCDVSGEYPSDIAVERESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKS RHEQGDVESCSVMHEAL HNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-D96/C97)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/5364K/E357Q (SEQ
ID NOS 139-141)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSCEFKRKAGT SSLTECVINKATNVAHWTTPSLKCIRDC/ GGGGS/ EPKSSDKTHTCPPCPA
PPVAGPSVELFPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHNAKT KPREEQYN STYRVVSVLTVLHODWINGKEYKCK
VSNKALPAPTEKTT SKAKGOPREPOVYTLEPSREQMIKNOVKLTCLVKGEY PSDIAVEWESNGOPENNYKTTPPVLDSDGS FFLYSKLTV
DKSRAOOGNVESCSVMHEALENHYTOKSLSLSPGK

>XENP022014 human 1L15 E87C (GGGGS)1-human IL15Ra(Sushi-
D96/P97/C98) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) lgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_(GGGGS)1_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S
(SEQ ID NOS 142-144)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELL ELOVI SLESGDASTHDTVENLI TLANNSLSSNGNVTESGCKCCEE
LFERNIKEFLOS FVHIVOMFINTS/GGGGS/ EPKSSDRTHTCPPCPAP PVAGPSVELE P PKPKDTIMI SRTPEVICVVYDVKHEDPEVKE
NWYVDGVEVHNAKTK>REEEYNSTYRVVSVLTVLHODWL NGKEYKCKVSNKALPAPT EKTT SKAKGD 2REPOVY TT.PPSREEMIKNQVSL
TCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWEDGDVESCSVMHEAL HNHYTOKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi-D96/P97/C98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(SEQ ID NOS 145-147)

ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGFKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDPC/ GGGGS / FPKSSDKTHTCPPCP
APPVAGPSVELFPPK2KDTTMI SRTPEVTCVAVDVKHEDPEVKENW YV DGVEVHNAKTKPREFOYNSTYRVVSVITVI HODWLNGKEYKC
KVSNKALPAPT EKTISKAKGQPREPOVYTLPPSREQMIKNOVKLTCLVKGEY PS DI AVEWESNGOPENNYKTTPPVLDSDGS FELY SKLT
VDKSRHOOGNVESCSUMHFALHNHYTQKSLSLSPGK

>XENP022015 human _IL15 E87C (GGGGS)1-human IL15Ra(Sushi-D96/C97/A98) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_{GGGGS)1_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S
(SEQ ID NOS 148-150)

NWVNVISDLKKIEDLIQSMHI DATLYTES DVHPSCKVIAMKCELL ELOVI SLESGDASTEDTVENLI I LANNSLSSNGNVTESGCKCCEE
LEFKNIKEFLQSEVHIVOMETINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPPKPKDTIMI SRTPEVICVWYDVKHEDPEVKE
NWYVDGVEVHNAKTKZREEEYNST YRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLPPSREEMIKNQVSL
TCDVSGEYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFLY SKLTVDKS RWEQGDVESCSVMHEATL HNHYTQOKS LSLSPGK

Chain 2 - human_IL15Ra(Sushi-D96/C97/A98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(SEQ ID NOS 151-153)

ITCPPPMSVEHADTWVKSYSLY SRERY ICNSGEKRKAGTSSLTECVINKATNVAHWTTPS LKCI RDCA/ GGGGS/ EPKSSDKTHTCPRCP
APPVAGPSVELFPPK2KDTIMI SRTPEVICVWVDVKHED PEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVILHODWLNGKEYKC
KVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSREOMIKNOVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWOOGNVESCSVMHEATHNHYTOKSLSLSPGK
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Figure 40B

>XENP022017 human [L15 L52C {GGGGS)1-human IL15Ra{Sushi-S40C) (GGGGS)1 Fe(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 — human_IL15_L52C_(GGGGS)1-_Fc(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S
(SEQ ID NOS 154-156)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELL ELOVI SCESGDASTHDTVENLI T LANNSLSSNGNVTESGCKECEE
LFERNIKEFLOS FVHIVOMFINTS /GGGGS/ EPKSSDRTHTCPPCPAP PVAGPSVELEPPKPKDTIMI SRTPEVICVVYDVKHEDEEVKE
NWYVDGVEVHNAKTK>REEEYNSTYRVVSVLTVLHODWL NGKEYKCKVSNKALPAPT EKTT SKAKGO 2REPOVY TT.PPSREEMIKNOVSL
TCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi-S40C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID

NOS 157-159)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTCSLTECVINKATNVAHWTTPSLKCIR/ GGGGS/ EPKSSDKTHTCPPCPAPP

VAGPSVELEPPKPKDTIMI SRT PEVICVVVDVKHEDPEVKENWY VDGVEVHNAKTKPREEQ YN STYRVVSVLTVIHQDWLNGKEYKCKVS
NKALPAPTEKTTSKAKGOPREPOVYTLP2 SRECMTKNOVKLT CLVKGEYPSDIAVEWESNGOPENN YKTTPPVLDSDGS FELYSKLIVDK
SRWOOCNVESCSVMHEALHNHYTOKSLSLSPGK
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Figure 41A

>XENP022358 — empty-Fc-1L15 E87C-human_IL15Ra(Sushi-D96/P97/C98) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 160)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 161)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97/C98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/5267K/5364K/E357Q
(17039) (SEQ ID NOS 162-164)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGOPREPOVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGS FFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP022359 — empty-Fc-IL15_E87C-human_IL15Ra(Sushi-D96/C97/A98) (GGGGS)1 Fc(216) 1gGl pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 165)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 166)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/C97/A98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(17040) (SEQ ID NOS 167-169)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA/ GGGGS /

EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPTIEKTI SKAKGOPREPOQVYTLPPSREQMT KNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 41B

>XENP022361 — empty-Fc-1L15 L52C-human [L15Ra(Sushi-540C) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_L52C_no_tag {17072) (SEQ ID NO: 170)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISCESGDASTIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 171)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-540C)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (17044)
(SEQ ID NOS 172-174)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTCLV
KGEFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022684 empty-Fc-IL15 E87C-human_IL15Ra(Sushi-D96/C97/A98) Fc(216) 1gG1 pl(-
) Isosteric A €C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1-IL15_E87C (SEQ ID NO: 175)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLITTANNSLSSNGNVIESGCKCCEE
LEEKNTKEFTOSEVHIVOMETNTS

Chain 2 - IL15Ra(Sushi-D96/C97/A98)_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705
(SEQ ID NOS 176-178)
ITCPPEMSVEHADIWVKSYSLY SRERYT ONSGEKRKAGT SSLTECVINKATNVAHWTTPSLKCTRDCA/ EPKSSDKTHTCPPCPAPPVAG

PSVELEPPKPKDTIMI SRTPEVICVVVDVKHED PEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWINGKEYKCKVSNKA
LPAPTEKTT SKAKGO?REPOVYTLPPSRECMIKNOQVKLTCLVKGEY PSDIAVEIWESNGOPENNYKT TPPVLDSDGS FELYSKLTVDKSRW
QOCNVESCSVMHEAT HNHYTOKSLSLSPGK
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Figure 42

>XENP022634 — human_IL15(E87C)-human_IL15Ra(Sushi-D96/C97) Fc{216) 1gG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-D96/C97)-Fc(216)_IgG1_C220S/PVA_/S267K (17581)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTS S LTECVLNKATNVAHWTTPS LKCIRDC/ EPKS SDK
THTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NOS 179-181)

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 182)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

>XENP022635 — human IL15(E87C)-human IL15Ra(Sushi-D96/C97/A98) Fc(216) 1gG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-D96/C97/A98)-Fc(216)_lgG1_C220S/PVA_/S267K (17582) (SEQ ID NOS 183-
185)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA/EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLEODWLNGKEYKCKVSNKALPAPT EKTI SKAKGQ>REPQVYTLPPSREEMTKNQVSLTCLVKGE
YPSDIAVEWESNGOPENNYKTTPPVLDSDGS FFLY SKLTVDKS RWOQGNVESCSVMHEALENHYTOKS LSLS PGK

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 186)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEFINTS

>XENP022636 — human_IL15(L52C)-human_IL15Ra(Sushi-S40C) Fc(216) 1gG1_C220S/PVA_/S267K

Chain 1 - human_IL15Ra(Sushi-S40C)-Fc(216)_IgG1_C220S/PVA_/S267K (17583) (SEQ ID NOS 187-189)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED > EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTXNQVSLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVES CSVMHEALHNHYTQOKS LSLSPGK

Chain 2 - human_IL15_L52C_no_tag (17072) (SEQ ID NO: 190)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISCESGDASTHDTVENLIILANNSLS

SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMFINTS
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Figure 43
>XENP022639 — empty-Fc(216) IgG1 pl(-

) Isosteric A C220S/PVA /S267K/1L368D/K370S (GGGGS)2 IL15Ra(Sushi-
D96/C97) IL15(E87C) IgG1l ISO(+RR) C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi-
D96/C97) (17605) (SEQ ID NOS 191-193)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHED PEVKEFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDV3SGFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGES/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIRDC

Chain 2 - empty-Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q (8927) (SEQ ID NO: 194)
ERKSSDKTHTCPRCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 195)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEFINTS

>XENP022640 empty-Fc(216) 1gG1 pl(-
) Isosteric A_C220S/PVA_/S267K/L368D/K370S_IgG1 ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q_{GGGGS
)2_IL15Ra(Sushi-D96/C97) IL15(E87C)

Chain 1-1L15 (SEQ ID NO: 196)
NWVNVISDLKKIEDLIQSMHIDATLYTESTDVHPSCKVTAMKCELLELCVI SLESGDASTHDTVENLITTANNSLSSNGNVIESGCKCCEE
LEFEKNIKEETOSEVHIVOMETINTS

Chain 2 — empty_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 197)
FPKSSDKTHTCPPCPAPBVAGP SVELFP2KPKDTLML SRTPEVTCVVVDVKHED 2EVKENHYVDGVEVHNAKTKPREEEYNSTYRVVSVL

TVLHODWLNGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSREEMIKNOVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTPP
VLDSDGSEFELYSKLTVDKSRWEQGDVESCSVMHEATHNHYTOKS LSLSPGK
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Figure 44
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Figure 45C
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Figure 46
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Figure 47A

N1D (SEQ ID NO: 198)
DWVNVILSDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLETOVI SLESGDASIHDTVENLI I TANNSLSSNGNVTESGCKECEE
LEFERNTKEFTQSEVHIVOMETINTS

N4D (SEQ ID NO: 199)
NWVDVISDLKKIEDLIQSMHIDATTYTESDVHP SCKVIAMKCEFLLELOVISLESGDASTHDTVENLI T TANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

D8N (SEQ ID NO: 200)
NWVNVISNLKKIEDLIQSMHI DATT.YTESDVHPSCKVIAMKCELLELQVISLESGDASTHDTVENLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEFINTS

D30N (SEQ ID NO: 201)
NWVNVISDLKKIEDLIQSMHIDATTYTESNVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLI T TANNSLSSNGNVIESGCKECEE
LEFERNTKEFTOSEVHIVOMETINTS

D61N (SEQ ID NO: 202)
NWVNVISDLKKIEDLIQSMHI DATT.YTESDVHP SCKVIAMKCEFLLELOVISLESGDASTENTVENLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

E64Q (SEQ ID NO: 203)
NWVNVISDLKKIEDLIQSMHI DATT.YTESDVHPSCKVTAMKCELLELOVISTESGDASTHDTVONLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

N65D (SEQ ID NO: 204)
NWVNVISDLKKIEDLIQSMHIDATTYTESDVHPSCRVIAMKCELLELOVI SLESGDASTHDTVEDLI ITANNSLSSNGNVTESGCKECEE
LEEKNIKEFTOSEVHIVOMETNTS

Q108E (SEQ ID NO: 205)
NWVNVISDLKKIEDLIQSMHI DATT.YTESDVHP SCKVIAMKCFLLELOVISLESGDASTHDTVENLITTANNSLSSNGNVIESGCKECEE
LEFRNTKEFTOSEVHIVEMETINTS

N1D/D61N (SEQ ID NO: 206)
DWWNVISDLEKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELL ELOVI SLESGDASTHNTVENLI I TANNSLSSNCGNVIESGCKECEE
LEEKNTKEFTQSEVHIVOMEFINTS

N1D/E64Q (SEQ ID NO: 207)
DWVNVLSDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLETOVISLESGDASTHDTVONLI I TANNSLSSNGNVTESGCKECEE
LEFRNIKEFTOSEVHIVOMETINTS

NAD/D61N (SEQ ID NO: 208)
NWVDVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVIAMKCEFLLELOVISLESGDASTENTVENLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

N4D/E64Q (SEQ 1D NO: 209)
NWVDVISDLKKIEDLIQSMHIDATTYTESDVHPSCKVIAMKCELLELOVISLESGDASTHDTVONLITTANNSLSSNGNVIESGCKECEE
LEFERNTKEFTQSEVHIVOMETINTS
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Figure 47B

D8N/D61N (SEQ ID NO: 210)
NWVNVISNLKKIEDLIQSMHIDATTYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHNTVENLITTANNSLSSNGNVIESGCKECEE
LEFERNTKEFTQSEVHIVOMETINTS

D8N/E64Q (SEQ ID NO: 211
NWVNVISNLKKIEDLIQSMHI DATTYTESDVHP SCKVIAMKCEFLLELOVISLESGDASTHDTVONLI TTANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

D61N/E64Q (SEQ ID NO: 212)
NWVNVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVTAMKCELLELQVISLESGDASTENTVONLITTANNSLSSNGNVIESGCKECEE
LEEKNTKEFTOSEVHIVOMEFINTS

E64Q/Q108E (SEQ ID NO: 213)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELI FLOVI SLESCDASTHDTVONLI T TANNSLSSNGNVTESGCKECER
LEEKNIKEFTQSEFVHIVEMEINTS

N1D/N4D/D8N (SEQ ID NO: 214)
DWVDVISNLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCELL EIQVI SLESGDASTHDTVENLI ITANNSLSSNGNVTESGCKECEE
LEEKNTKEFTOSEVHIVOMETNTS

D61N/E64Q/N65D (SEQ ID NO: 215)
NWVNVISDLKKIEDLIQSMHI DATT.YTESDVHPSCKVTAMKCELLELOVISTESGDASTENTVODLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

N1D/D61N/E64Q/Q108E (SEQ ID NO: 216)
DWVNVI SDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCFLL ELOVI SLESGDASTHNTVONLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFLOSFVHIVEMFINTS

NAD/D61N/E64Q/QI08E (SEQ ID NO: 217)
NWVDVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVIAMKCEFLLELOVISLESGDASTENTVONLITTANNSLSSNGNVIESGCKECEE
LEFRNTKEFTOSEVHIVEMETINTS

N1D/N65D (SEQID NO: 218)
DWNVISDLEKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELL ELOVI SLESGDASTHDTVEDLI I TANNSLSSNCGNVIESGCKECEE
LEEKNTKEFTQSEVHIVOMEFINTS

Ni1D/Q108E (SEQ ID NO: 219
DWVNVLSDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLETOVISLESGDASIHDTVENLI I TANNSLSSNGNVTESGCKECEE
LEFRNIKEFTOSEVHIVEMETINTS

NAD/N65D (SEQ ID NO: 220)
NWVDVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVIAMKCFLLELOVISLESGDASTHDTVEDLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

D30N/N65D (SEQ ID NO: 221)
NWVNVISDLKKIEDLIQSMHIDATTYTESNVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEDLITTANNSLSSNGNVIESGCKECEE
LEFERNTKEFTQSEVHIVOMETINTS

D30N/Q108E (SEQ ID NO: 222
NWVNVISDLKKIEDLIQSMHI DATTYTESNVHPSCKVIAMKCEFLLELOVISLESGDASTHDTVENLI TTANNSLS SNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVEMETINTS
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Figure 47C

N65D/Q108E (SEQ ID NO: 223)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEL ELOVI SLESCDASIHDTVEDLI I LANNSLSSNGNVTESGCKECEE
LEEKNIKEFTQSEFVHIVEMEINTS

E64Q/N65D (SEQ ID NO: 224)
NWVNVISDLKKIEDLIQSMHI DATT.YTESDVHP SCKVIAMKCEFLLELOVISLESGDASTHDTVODLI T TANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

N1D/N4D/N65D (SEQ ID NO: 225)
DWVDVILSDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLETOVI SLESGDASIHDTVEDLI I TANNSLSSNGNVTESGCKECEE
LEFKNIKEFTQSEVHIVOMETINTS

D30N/E64Q/N65D (SEQ ID NO: 226)
NWVNVISDLKKIEDLIQSMHIDATTYTESNVHPSCKVTAMKCELLELCVI SLESGDASTHDTVODLITTANNSLSSNGNVIESGCKECEE
LEFRNIKEFTOSEVHIVOMETINTS

NAD/D61N/N65D (SEQ ID NO: 227)
NWVDVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVTAMKCEFLLELOVISLESGDASTENTVEDLI ITANNSLS SNGNVTESCGCKECEE
LEEKNIKEFTQSEVHIVOMETNTS
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Figure 48A

>XENP022821 - human 115 N65D (GGGGS);-human_IL15Ra{Sushi) (GGGGS); Fc(216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N65D_{GGGGS); (17692) (SEQ ID NOS 228-230)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 231-233)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022822 - human IL15 Q108E (GGGGS);-human IL15Ra(Sushi) (GGGGS); Fe(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_Q108E_(GGGGS), {17693) (SEQ ID NOS 234-236)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 237-239)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTCLV
KGEFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP023554 - human IL15 N1D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18783) (SEQ ID NOS 240-242)
DWVNVISDLKKIED-IOSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLES GDAS THDTVEDLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQOVSLTCDVSGFYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 243-245)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT ML SRT PEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP PSREQMTKNOQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOOGNVESCSVMHEALHNHYTOKSLSLS
PGK




WO 2018/071919 PCT/US2017/056829
70/259

Figure 48B

>XENP023557 - human_[L15 N4D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18786) (SEQ ID NOS 246-248)
NWVDVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 249-251)
I TCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWT TP SLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP023561 human_|L15_N65D/Q108E_(GGGGS)1-human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N65D/Q108E_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 252-254)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS IHDTVEDLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK 2REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQOVS LTCDVSGEFYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
255-257)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGS/EPKS SDKTHTCP
PCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLP PSREQMTKNOVKLTCLVKGEYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWQQGNVESCSVMHEALHNHYTOKS LSLS PGK

>XENP024018 human |L15(N65D)-human_IL15Ra{Sushi) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15(N65D)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID
NOS 258-260)

NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTT PPVLDSD
GSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS 261-263)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?CVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RWOQGNVES CSVMHEALHNHYTOKS LSLSPGK
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Figure 48C

>XENP024019 - human [L15(Q108E)-human_IL15Ra(Sushi) Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15(Q108E)-human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (19242) (SEQ ID NOS 264-266)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 267-
269)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHENAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREOMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024045 human [L15 D30N/E64Q/N65D (GGGGS)1-
human_IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl{-) Isosteric A C220S/PVA /S267K/1368D/K370S-
Fc(216) I1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D30N/E64Q/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705S (SEQ ID NOS 270-272)

NWVNVI SDLKKIEDZIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDAS THDTVODLII LANNSLS
SNGNVTESGCKECEELEEKN IKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
273-275)

ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP024051 human IL15 N1D/N65D-human IL15Ra(Sushi) Fc(216) IgG1l pl(-
)_Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 —human_IL15_N1D/N65D-human_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 276-278)
DWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPOQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGOPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 279-281)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEQYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKT I SKAKGOPRE2QVYTLPPSREQMTRNQVKLTCLVKGEYPS
DIAVEWESNGQOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVES CSVMHEALHNHYTQKS LSLSPGK
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Figure 48D

>XENP024052 human_IL15 N4D/N65D-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 —human_IL15_N4D/N65D-human_ Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 282-284)
NWVDVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGZYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 285-287)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHENAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREOMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 49A

>XENP024015 human_I[L15Ra(sushi) (GGGGS)5-human_IL15(Q108E;single-chain)-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15(Q108E;single-chain) _Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 288-291)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGEGSGGGGES/NWVNVISDLKKIED L IQSMHIDATLYTESDVHPS CKVTAMKCFLLELQVISLESGDAS
IHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVEMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 292)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOQVYTLPP SREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024050 human_|L15Ra(sushi) (6GGGS)5-human_IL15_N4D/N65D_(single-chain)-empty-
Fc Fc(216) 1gG1 pl(-) Isosteric A €220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15_N4D/N65D_(single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 293-296)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGEGSGGGGES/NWVDVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDAS
IHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 297)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 49B

>XENP024475 human_|L15Ra(sushi) (GGGGS)6-human_IL15(single-chain;Q108E)-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_{GGGGS)6-human_IL15(single-chain;Q108E)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 298-301)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGEGGESGGGES /NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVI SLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSFVHIVEMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 302)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP024476 human_|L15Ra(sushi) (GGGGS)6-human_|L15(single-chain;N4D/N65D)-empty-
Fc Fe(216) 1gG1l pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)6-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 303-306)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGGGGS/NWVDVI SDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSFVHIVOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK"NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 307)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOQVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024478 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain;Q108E})-empty-
Fc_Fc(216) IgGl pl(-)_lsosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)7-human_IL15(single-chain;Q108E)_Fc(216)_lgG1l_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 308-311)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGEGGSGGGGS /NWVNVI SDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/EPKSSDKT
HTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDW_NGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGOPENNYKTTPPVLDSDGSEFF_YSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 312)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPQVYTLPP SREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-DSDGS FFLYSKLTVDKS RWQQGNVES CSVMHEALHNHYTOKS L
SLSPGK
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Figure 49C

>XENP024479 human_|L15Ra(sushi) (GGGGS)7-human_|L15(single-chain;N4D/N65D)-empty-
Fc Fc(216) 1gG1 pl(-) Isosteric A €220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)7-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 313-316)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGEGGESGGGGSGGGGS /NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINT S/EPKSSDKT
HTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHOQDW_NGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGOQPENNYKTTPPVLDSDGSEFF_YSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty-F¢_Fc(216)_IgG1_C220S/PVA_/S267K/5364K/E357Q (SEQ ID NO: 317)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024481 human_IL15Ra(sushi) (30AA_linker_variant}-human_IL15(single-chain;Q108E}-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K3705S-
Fc(216) 1gG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(30AA_linker_variant)-human_IL15(single-chain;Q108E)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 318-321)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ DPALVHQRP
APPGGGGSGGGESCGGEGS GGG/ NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPS CKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK"NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 322)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOVYTLPP SREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWOQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 50A

>XENP024349 IL15_Q108E (non-covalent)-human_IL15Ra(Sushi) empty-Fc_Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(Sushi)_ Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 323-325)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RWEQGDVEFS CSVMHEALHNHYTOKS LSLSPGK

Chain 2 — empty- Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 326)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWOQGNVEFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - IL15_Q108E_(non-covalent) (SEQ ID NO: 327)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVEMEFINTS

>XENP024890 IL15 N4D/N65D_(non-covalent)-human_IL15Ra(Sushi)-empty-Fc 1gG1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-1gG1 PVA /S267K/S364K/E357Q

Chain 1-IL-15_N4D/N65D (SEQ ID NOS 328-330)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHENAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE2QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 331-333)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTRNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVES CSVMHEALHNHYTQKS LSLSPGK

Chain 3 — empty_Fc(216)_1gG1_PVA_/5267K/S364K/E357Q (SEQ ID NO: 334)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV-.DSDGS FFLY SKLTVDKS RWQOGNVES CSVMHEALENHYTOKSL
SLSPGK
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Figure 50B

>XENP25138 IL15_D30N/E64Q/N65D_(non-covalent)-empty-Fc_Fc(216) 1gG1_pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-1gG1 PVA /S267K/S364K/E357Q

Chain 1-IL15_D30N/E64Q/N65D (SEQ ID NO: 335)
NWVNVISDLKKIED_IQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVODLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 336-338)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTRNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVES CSVMHEALHNHYTQKS LSLSPGK

Chain 3 - empty_Fc(216)_ IgG1_PVA_/5267K/5364K/E357Q (SEQ ID NO: 339)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK
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Figure 51

>XENP022801 - human_IL15 N65D{non-covalent)-human_IL15Ra(Sushi)

Chain 1 - human_IL15_N65D{non-covalent) (17672) (SEQ ID NO: 340)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi) (17033) (SEQ ID NO: 341)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR

>XENP022802 - human_IL15 Q108E(non-covalent)-human_IL15Ra(Sushi)

Chain 1 - human_IL15_Q108E(non-covalent) (17673) (SEQ ID NO: 342)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITILANNSLS
SNGNVTESGCKECEELEERKNIKEFLOSEVHIVEMFINTS

Chain 2 - human_IL15Ra({Sushi) {17033) (SEQ ID NO: 343)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR
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Figure 52

>XENP024342 human_|L15({non-covalent; Q108E)-human_IL15Ra(Sushi) Fc(216) IgG1 _C220S/PVA_/S267K

Chain 1 - human_IL15Ra(Sushi) _Fc(216)_lgG1_C220S/PVA_/S267K (SEQ ID NOS 344-346)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 —human_IL15(non-covalent; Q108E) (SEQ ID NO: 347)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS

SNGNVTESGCKECEELEEKNIKEFLOSEVHIVEMFINTS
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Figure 53

>XENP023472 empty-Fc-1L15 N65D/E87C-human_IL15Ra(Sushi-D96/C97) Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty_ Fc(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 348)
EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMI SRTPEVTCYVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 2 - IL15_N65D/E87C (SEQ ID NO: 349)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTIHDTVEDLITILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSEVHIVOMEINTS

Chain 3 - IL15Ra(Sushi-D96/C97)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 350-352)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC/EPKSSDK
THTCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGOPREPOVYTLP PSREQMTKNOVKLT CLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHY TOKSLSLSPGK

>XENP023473 empty-Fe-IL15_N65D/L52C-human_ILL5Ra(Sushi-S40C)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - empty_ Fe(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 353)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 2 - IL15_N65D/L52C (SEQ ID NO: 354)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISCESGDASIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 3 - IL15Ra(Sushi-S40C)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 355-357)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTCS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE2QVYTLPPSREOMTKNQVKLT CLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQOKSLSLSPGK
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Figure 54A
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Figure 55

EC50 pM Fold

XENP Variant EC50 pM Fold reduced (CD8T remed
I (NK cells) (NK cells) cells) (CD8 T cells)

20818 WT 200.6 637.1
21478 single-chain 848.5 4.2 4982.0 7.8
22815 N1D 2813 1.4 1051.0 1.6
22816 N4D 3219 1.6 1190.0 1.9
22817 D8N very weak very weak very weak very weak
22818 D30N 376.3 1.9 1366.0 2.1
22819 D61N 5934.0 29.6 161937.0 >100
22820 E64Q 877.0 4.4 2858.0 4.5
22821 N65D 2883.0 14.4 6928.0 10.9
22822 Q108E 9777.0 48.7 very weak >100
22823 N1D/D61N 918.0 4.6 4225.0 6.6
22824 N1D/E64Q 1091.0 54 4228.0 6.6
22825 N4D/D61N 309.0 1.5 1070.0 1.7
22826 N4D/E64Q very weak very weak very weak  very weak
22827 D8N/D61N ND ND ND ND
22828 D8N/E64Q 597.7 3.0 1658.0 2.6
22829 D61N/E64Q 458.2 23 2115.0 33
22830 E64Q/Q108E 436.6 2.2 1815.0 2.8
22831 N1D/N4D/D8N very weak very weak very weak  very weak
22832 D61N/E64Q/N65D ND ND ND ND
22833  N1D/D61N/E64Q/Q108E ND ND ND ND

22834  NAD/D61IN/E64Q/QI08E  very weak very weak very weak  very weak
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Figure 59C
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Figure 62C
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Figure 64A
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Figure 64D
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Figure 67A
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Figure 67C
XENP EC50 nM Fold reduced EC50 nM Fold reduced
(cD8 Tcells) (CD8Tcells) (CDATcells) (CDAT cells)
22822 19.34 25.6 61.46 53.8
20818 0.7543 1.0 1.142 1.0
22821 5.196 6.9 8.485 74
22829 25.27 335 47.11 41.3
22834 ND ND ND ND
23554 21.56 28.6 44.18 38.7
23555 270 357.9 818.2 716.5
23557 34.27 454 78.62 68.8
23559 32.91 43.6 76.03 66.6
24019 198.1 262.6 176.7 154.7

24020 15.92 211 30.98 27.1
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Figure 82A
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Figure 82E
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%Ki-67

CD56" NK cells

Figure 83B

%Ki-67

CD16" NK cells




WO 2018/071919 PCT/US2017/056829
139/259

Figure 83C
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Figure 84E
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Figure 85C
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Figure 85E
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Figure 86C
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Figure 87C
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Figure 88E
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Figure 90E
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Figure 91E
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Figure 93C
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Figure 94A

>XENP023343 - human [L15 N65D (GGGGS)1-human IL15Ra{Sushi) (GGGGS)1 Fc(216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/1L368D/K3705/M428L/N434S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (18295) (SEQ ID NOS 358-360)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q/M428L/N434S
(17761) (SEQ ID NOS 361-363)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWT TR SLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEAZHSHYTQKSLSLS
PGK

>XENP023504 human_[L15 Q108E (GGGGS)1-human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434s-
Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ, ID NOS 364-366)
NWVNVISDLKKIEDIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVENLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK 2REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVS LTCDVSGFYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVLHEALHSHYTOKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/MA428L/N434S
(SEQ ID NOS 367-369)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPS LKCIR/ GGGGS/ EPK

SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSREOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFELYSKLTVDKSRWQOGNVE'SCSVLHEAZHSHYTQKSLSLS
PGK
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Figure 94B

>XENP024113 human [L15 N4D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/1L368D/K3705/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 —human_IL15_N4D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ ID NOS 370-372)
NWVDVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLS PGK

Chain 2 ~human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/5364K/E357Q/M428L/N434S
(SEQ ID NOS 373-375)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIR/ GGGGS/ EPK

SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT _MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWOOGNVESCSVLHEAZHSHYTQKSLSLS
PGK

>XENP024301 human [L15 N4D/N65D-human_IL15Ra(Sushi) Fc(216) I3G1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434s-
Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 —human_IL15_N4D/N65D_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 376-378)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISLESGDASTHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW_.NGKEYKCKVSNK
ALPAPTIEKTISKAKGOQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 379-381)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED > EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREQMNTRNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVESCSVLHEALHSHYTQKS LSLSPGK
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Figure 94C

>XENP024306 human_|L15 D30N/E64Q/N65D (GGGGS)1-
human IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl(-

)_lsosteric A _C220S/PVA /S267K/L363D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_D30N/E64Q/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ ID NOS 382-384)
NWVNVISDLKKIEDZIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVODLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVLHEALHSHYTOKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/MA28L/N434S
(SEQ ID NOS 385-387)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOOGNVFSCSVLHEALHSHYTOKSLSLS
PGK

>XENP024341 human_|L15 N1D/N65D-human_IL15Ra(Sushi) Fc(216) IgG1l pl(-
)_Isosteric A C220S/PVA /S267K/L363D/K370S/M428L/N434S-
Fc(216) 1gG1l C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 —human_IL15_N1D/N65D-human_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 388-390)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVQOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 391-393)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2?EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?CVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVLHEALHSHYTOKS LSLSPGK
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Figure 94D

>XENP025938 human_|L15Ra(sushi) (6GGGS)5-human_IL15_N4D/N65D_(single-chain)-empty-
Fc Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/1368D/K370S/MA428L/N4345-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/N434S

Chain 1 —human_IL15Ra(sushi)_{GGGGS)5-human_IL15_N4D/N65D_(single-chain)-_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 394-397)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT'SSLTECVINKATNVAHWTTPSLKCI R/ GEGGSGEEES CEEESGCEEESGEEE
é/ NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVI SLESGDASTHDTVEDLI I TANNSLS SNGNVTESGCKEC
EFLEFKNIKEFLQSFVHIVOMEINTS /E2KS SDKTHTCPPC2APPVAGPSVEFLE?PKPKDTIMI SRT2EVICVWVDVKHEDPEVKENWYYV
DGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTERTT SKAKGOPREPOVYTLPPSREEMIKNOQVSLTCDV
SGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVE SCSVLHEATHSHYTOKSLSLSPGK

Chain 2 - empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 398)
EPKSSDKTHTCPPCPAPPVAGPSVFLEFP2KPKDTIML SRTPEVICVVWDVKHED 2EVKENWYVDGYEVHNAKTKPREEQYNSTYRVVSVL

TVLHODWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLPPS RECMTKNOVKLTCLVKGE YPSDIAVEWESNGOPENNYKITPP
VLDSDGSEFELY SKLTVDKSRHOOGNVESCSVIHFATHSHYTOKS LSLSPGK
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Figure 95
>XENP024383 IL15_Q108E (non-covalent)-human_IL15Ra(Sushi) empty-Fc_Fc(216) 1gG1 pl(-

) Isosteric A C220S/PVA /S267K/1L368D/K3705/M428L/N434S-
Fc(216) I1sG1 C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1- IL15_Q108E (SEQ ID NO: 399)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMEFINTS

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 400-402)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE?QVYTLPPSREEMTKNOVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 3 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/5364K/E357Q/M428L/N434S (SEQ ID NO: 403)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPOVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFELYSKLTVDKSRWOQOGNVESCSVLHEALHSHYTQKSL
SLSPGK
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Figure 96

>XENP024346 human_IL15{non-covalent; Q108E)-
human_IL15Ra(Sushi) Fc{216) IgG1 C220S/PVA_/S267K/M428L/N434S

Chain 1 — human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/M428L/N434S (SEQ ID NOS 404-406)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVLHEALHSHYTOKS LSLSPGK

Chain 2 — human_IL15(non-covalent; Q108E) (SEQ ID NO: 407)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

>XENP024351 human IL15{non-covalent; N4D/N65D)-
human IL15Ra(Sushi) Fc{216) lgG1 C220S/PVA /S267K/M428L/N434S

Chain 1 - IL15(N4D/N65D) (SEQ,ID NO: 408)
NWVDVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELL ELOVI SLESGDASTHDIVEDLI TLANNSLSSNGNVTESGCKECEE
LFEKNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/M428L/N434S (SEQ ID NOS 409-411)
ITCPPPMSVEHADIWVKSYSLY SRERYICNSCEFKRKAGTSSLTECVINKATNVAHWTTPSLKCIR/ EPKSSDKTHTCPPC2APPVAGPSYV
FLFPPKPKDTLMI SRTPEVICVVVIVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN ST YRVVSVLTVLHODWLNGKEYKCKVSNKALPA
PIEKTTSKAKGOPRE,OVYTLPPSREEMI'KNOVSLTCLVKG=YPSDIAVEWESNGOPENNYKT TPPV_DSDGSFEFLY SKLTVDKSRWOOG
NVFSCSVIHEATHSHYTOKSLSLSPGK
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Figure 97A
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Figure 97C
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Figure 98A

CD8+CD45RA-T Cells

& XENP24346 -+ XENP24301
- XENP20818 -0~ XENP24306

- XENP23343 -+ XENP24341
-~ XENP23504 -O- XENP24383

-+ XENP24113

10° 10" 10% 10° 10* 10° 10°% 107
Concentration (pM)

Figure 98B
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Figure 98C
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Figure 99C
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Figure 100C
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Figure 101C
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Figure 102A
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Figure 102C
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Figure 103A
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Figure 103C
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Figure 104A

>XENP20818 — human IL15-(GGGGS): x human IL15Ra(Sushi)-(GGGGS): Fc heterodimer

Chain 1 - human_IL15_(GGGGS);_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/5267K/L368D/K370S (15902) (SEQ ID NOS 412-414)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVOQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKA
LPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q
(15908) (SEQ ID NOS 415-417)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNYAHWTTPSLKCIR/GGGGS/EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCYVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP20819 — human IL15-(GGGGS): x human IL15Ra(Sushi)-(GGGGS)s Fc heterodimer

Chain 1 - human_IL15_(GGGGS);_Fc¢(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/$267K/L368D/K370S (15902) (SEQ ID NOS 418-420)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKA
LPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)._Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q
(15909) (SEQ ID NOS 421-423)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSG
GGGSGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQ
MTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK
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Figure 104B

>XENP21471 - human IL15 x human IL15Ra{Sushil-(GGGGS), Fc heterodimer

Chain 1 - human_IL15-F¢(216) _IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (16479) (SEQ
ID NOS 424-426)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVK
HEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSC
SVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216) 1gG1_C2205/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 427-429)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGS/EPKSSDKTHT
CPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSY
LTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP21472 - human IL15-(GGGGS): x human IL15Ra{Sushi) Fc heterodimer

Chain 1 - human_IL15 (GGGGS):_ Fc(216) 1gG1 pl(-)_Isosteric A C220S/PVA_/S267K/L368D/K370S
(15902) (SEQ ID NOS 430-432)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMEFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSYFLFPPKPKDTLMISRTPEVTC
VVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLINGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQ
GDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)-Fc(216) 1gG1_C220S/PVA_/5267K/S364K/E357Q (16481) (SEQ ID NOS
433-435)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTHTCPPCPA
PPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP21473 — human IL15-(GGGGS): x human IL15Ra{Sushi}-(GGGGS)s Fc heterodimer

Chain 1 - human_IL15_({GGGGS):_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/5267K/L368D/K370S
(15902) (SEQ ID NOS 436-438)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMPFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQ
GDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)s_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (16483)
(SEQ ID NOS 439-441)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSGGGG
S/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 104C

>XENP21474 - human IL15 x human IL15Ra(Sushi)-(GGGGS), Fc heterodimer

Chain 1 - human_IL15-F¢(216) _IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (16479) (SEQ
ID NOS 442-444)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVK
HEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSC
SVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)s_Fc(216) IgG1_C2205/PVA_/S267K/S364K/E357Q (15909)
(SEQ ID NOS 445-447)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSGGGG
SGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVYDVKHEDPEVKFNWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP21475 - human IL15 x human IL15Ra(Sushi) Fc heterodimer

Chain 1 - human_IL15-Fc(216) IgG1_pl(-) Isosteric_A_C220S/PVA_/S267K/L368D/K370S (16479) (SEQ
ID NOS 448-450)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPYVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVK
HEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSC
SVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS
451-453)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTHTCPPCPA
PPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP21476 — human IL15-(GGGGS); x human IL15Rat{Sushi})-{GGGGS), Fc heterodimer

Chain 1 - human_IL15_{GGGGS),_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/5267K/L368D/K370S
(16480) (SEQ ID NOS 454-456)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMFINTS/GGGGSGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEK
TISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (16482)
(SEQ ID NOS 457-459)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGS/EPKS
SDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAV
EWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 104D

>XENP21477 — human IL15-(GGGGS), x human IL15Ra(Sushi)-(GGGGS), Fc heterodimer

Chain 1 - human_IL15_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/$267K/L368D/K370S (16480) (SEQ ID NOS 460-462)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGSGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLD
SDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)4_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q
(15909) (SEQ ID NOS 463-465)
[TCPPPMSYEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSG
GGGSGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDYKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQ,
MTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK

>XENP21478 — human IL15Ro(Sushi)-(GGGGS)s-human IL15(single-chain) Fc heterodimer

Chain 1 - human_IL15Ra(sushi)_(GGGGS)e-human_IL15-Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (16478) (SEQ ID NOS 466-469)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSG
GGGSGGGGSGGGGSGGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGD
ASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMPFINTS/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSYMHEALHNHYTQKSLSLSPGK

Chain 2 - empty-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (8924) (SEQ ID NO: 470)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRWVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTQKSLSL
SPGK
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Figure 104E

>XENP21479 — empty-Fc-IL15(non-covalent)-human IL15Ra{Sushi) Fc heterodimer

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 471)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVQMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID
NO: 472)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDV
SGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSP
GK

Chain 3 - human_IL15Ra(Sushi)-Fc(216)_IgG1_C220S/PVA_/S267K/$364K/E357Q (16481) (SEQ ID
NOS 473-475)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTHTCP
PCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVE
WESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP021978 — human_IL15(non-covalent)-human_IL15Ra(Sushi) Fc{216) IgG1l C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K (17023) (SEQ ID NOS 476-478)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVWSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15_no_tag (16484) (SEQ ID NO: 479)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

>XENP021979 — human IL15 N72D (non-covalent)-human IL15Ra(Sushi) Fc{216) 1gG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K (17023) (SEQ ID NOS 480-482)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE>QVYTLPPSREEMTXNQVSLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVMHEALHNHYTOKS LSLSPGK

Chain 2 - human_IL15_N72D_na_tag (17076) (SEQ ID NO: 483)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVENLIILANDSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS
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Figure 104F

>XENP021988 human [L15 (GGGGS}1-human IL15Ra(Sushi-D96) {GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_(GGGGS)1_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 484-486)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi-D96)_{GGGGS)1_c(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID
NOS 487-489)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRD/GGGGS/EP
KSSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPRE
EQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWOOGNVESCSVMEEALHNHYTOKSLSL
SPGK

>XENP021989 human [L15 (GGGGS)1-human IL15Ra(Sushi-D96/P97) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_(GGGGS)1_{GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705S (SEQ ID NOS 490-492)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQOSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi-D96/P97)_(GGGGS)1_Fc(216)_IgG1_C2205/PVA_/S267K/5364K/E357Q (SEQ
ID NOS 493-495)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDP/ GGGGS/E
PKSSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKFNWYVDGVEVHNAKT KPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTC
LVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALENHYTOKSLS
LSPGK

>XENP021990 human L15 (GGGGS)1-human IL15Ra(Sushi-D96/P97/A98) (GGGGS)1 Fc(216) IgG1 pl{-
)_lsosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_(GGGGS)1_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID
NOS 496-498)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGEGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK > REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPI EKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLYSK_TVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-D96/P97/A98)_(GGGGS)1_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q
(SEQ ID NOS 499-501)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGOPREPQVYTL PP SREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGS FFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK
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Figure 104G

>XENP021991 human_IL15 (GGGGS)1-human_IL15Ra{Sushi-D96/P97/A98) Fc(216) lgG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_(GGGGS)1_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 502-504)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi-D96/P97/A98)_Fc(216)_IgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS
505-507)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/EPKSSD
KTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQ?REPQVYTLPPSREQMTKNQVKLTCLVKGE
YPSDIAVEWESNGOPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWQQGNVESCSVMHEALENHYTOKS LSLS PGK

>XENP021992 human_|L15-human_IL15Ra(Sushi-D96/P97/A98) Fe(216) 1gGl pl(-
) lIsosteric A C220S/PVA /S267K/L368D/K3705-Fc(216) lgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 508-
510)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGTYPSDIAVEWESDGOPENNYKTT PPVLDSD
GSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-D96/P97/A98)_Fc(216)_IgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS
511-513)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/EPKSSD
KTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQ?REPQVYTLPPSREQMTKNQVKLTCLVKGE
YPSDIAVEWESNGOPENNYKTTPPVLDSDGS FFLY SKLTVDKS RWOQGNVESCSVMHEALENHYTOKS LSLS PGK

>XENP021993 human_IL15Ra(sushi) (GGGGS)5-human_IL15(single-chain)-empty-Fc_Fc(216) IgG1l pl|-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15(single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 514-517)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGEGSGGGGES/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPS CKVTAMKCFLLELOVISLESGDAS
IHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 518)
EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGEFYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104H

>XENP021994 human IL15Ra{sushi} (GGGGS}4-human_IL15(single-chain)-empty-Fc Fc{216) IgG1 pl(-
) Isosteric A €220S/PVA /S267K/L368D/K370S-Fc{216) leG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi}_(GGGGS)4-human_IL15(single-chain) _Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/$267K/L368D/K370S (SEQ ID NOS 519-522)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVINKATNVAHWITPSLKCIR/ GGGGSGGGEGSCEGESGEGEE
é/ NWVNVISDLKKTEDLIQSMHIDATLYTESDVHPSCKVIAMKCFTLELOVI SLESGDASTHDTVENLI TTANNSLSSNGNVTES
GCKECEELEEKNIKEFLOSFVHIVOMEINTS/ EPKSSDKTHTCPPCPAPPVAGPSVELEPPKPKDTIMI SRTPEVICVVVDVKHE
DPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSYLTVLHODWINGKEYKCKVSNKALPAPTEKTTSKAKGOPREPGVYTLPPS
REEMIKNQVSLTCDVSGEYPSDIAVEWES DGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQOK
SLSLSPGK

Chain 2 - empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 523)
EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTIMI SRTPEVTCVWVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVIHODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPCVYTTPPSREOMIKNOVKLTCLVKGEYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKS RWQOGNVEFSCSVMHEAT HNHYTOKSLSLSPGK

>XENP021995 human_IL15Ra{sushi} (GGGGS)3-human_IL15(single-chain}-empty-Fc Fc(216) IgG1l pl(-
) Isosteric A €220S/PVA /S267K/L368D/K370S-Fc{216) lgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi} _{GGGGS)3-human_IL15(single-chain)_Fc{216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/5267K/L368D/K370S (SEQ ID NOS 524-527)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVINKATNVAHWTTPSLKCIR/ GGGGSGEGEGSGEGGES/ NV
NVISDLKKTEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVI SLESGDASTHDTVENLI TTANNSLSSNGNVTESGCKEC
EELEERNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELEPPKPKDTTMI SRTPEVICVVVDVKHEDPEVK
INWYVDGVEVHNAKTKPREEEYNSTYRVYSVLTVLHODWINGKEYKCKVSNKALPAPTERTT SKARGOPREPOVYTLPPSREEMT
KNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLS
PGK

Chain 2 - empty_Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 528)
EPKSSDKTHTCPPCPAPPVAGPSVEFLEPPKPKDTIMI SRTPEVICVWVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVILHQDWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPCVYTTPPSREOMIKNOVKLTCLVKGFYPSDIAVEWESNGQ
PENNYKTTPPVLDSDGSFFLY SKLTVDKS RWQOGNVEFSCSVMHEAT HNHYTOKS LSLSPGK

>XENP021996 - human IL15{non-covalent}-human IL15Ra{Sushi}-6x-His

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 529}
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCRKVTAMKCFLLELQVISLESGDASTHDTVENLIILAN
NSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 530})
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022001 - human IL15{non-covalent})-human IL15Ra{Sushi-D96)}-6x-His

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 531)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASTHDTVENLITLAN
NSLSSNGNVTESGCKECEELEEKNTKEFLOQSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi-D96)-6x-His (17048) (SEQ ID NO: 532)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRD
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Figure 104l

>XENP022002 - human IL15{non-covalent)-human IL15Ra{Sushi-D96/P97)-6x-His

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 533)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/P97)-6x-His (17049) (SEQ ID NO: 534)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDP

>XENP022003 - human IL15{non-covalent)-human IL15Ra{Sushi-D96/P97/A98)-6x-His

Chain 1 - human_IL15_no_tag (16484) (SEQ,ID NO: 535)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/P97/A98)-6x-His (17050) (SEQ ID NO: 536)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA

>XENP022004 - human 1L15 E87C-human IL15Ra(Sushi-D96/C97)-6x-His

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQID NO: 537)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/C97)-6x-His (17051) (SEQ ID NO: 538)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC

>XENP022005 - human IL15 E87C-human IL15Ra{Sushi-D96/P97/C98)-6x-His

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQID NO: 539)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/P97/C98)-6x-His (17052) (SEQ ID NO: 540)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC

>XENP022006 - human IL15 E87C-human IL15Ra(Sushi-D96/C97/A98)-6x-His

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQID NO: 541)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/C97/A98)-6x-His (17053) (SEQ ID NO: 542)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA
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Figure 104)

>XENP022007 - human IL15 V49C-human IL15Ra(Sushi-S40C)-6x-His

Chain 1 - human_IL15_V49C_no_tag (17071) (SEQID NO: 543)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-S40C)-6x-His (17057) (SEQ ID NO: 544)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR

>XENP022008 - human IL15 L52C-human IL15Ra{Sushi-S40C)-6x-His

Chain 1 - human_IL15_L52C_no_tag (17072) (SEQ ID NO: 545)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-S40C)-6x-His (17057) (SEQ ID NO: 546)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR

>XENP022009 - human IL15 E89C-human IL15Ra({Sushi-K34C)-6x-His

Chain 1 - human_IL15_E89C_no_tag (17075) (SEQ ID NO: 547)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECCELEEKNIKEFLOQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-K34C)-6x-His (17054) (SEQ,ID NO: 548)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFCRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022010 - human IL15 Q48C-human IL15Ra(Sushi-G38C)-6x-His

Chain 1 - human_IL15_Q48C_no_tag (17070) (SEQ ID NO: 549)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELCVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-G38C)-6x-His (17056) (SEQ, ID NO: 550)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKACTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022011 - human IL15 E53C-human IL15Ra{Sushi-L42C)-6x-His

Chain 1 - human_IL15_E53C_no_tag (17073) (SEQID NO: 551)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLCSGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-L42C)-6x-His (17058) (SEQ ID NO: 552)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSCTECVLNKATNVAHWTTPSLKCIR
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Figure 104K

>XENP022012 - human IL15 C425-human IL15Ra(Sushi-A37C)-6x-His

Chain 1 - human_IL15_C42S_no_tag (17083) (SEQID NO: 553)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKSFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - human_IL15Ra(Sushi-L42C)-6x-His (17055) (SEQ ID NO: 554)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKCGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022013 human IL15 E87C (GGGGS)1-human IL15Ra(Sushi-
D96/C97) (GGGGS)1 Fe(216) lgG1 pl-) Isosteric A C220S/PVA /5267K/L368D/K370S-
Fe(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_(GGGGS)1_Fc(216) IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 555-557)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISIESGDASTHDTVENLI TLANNSLSSNGNV
TESGCKCCEELEEKNIKEFLQSFVHIVOMEFINTS /GGGGS /EPKSSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDTIMI SR
TPEVTCVWWVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWINGKEYKCKVSNKALPAPTEKT
ISKAKGQPREPQVY TLPPSREEMTKNGVSLTCDVSGEYPSDIAVEWESDGQPENNY KTTPPVLDSDGSFELYSKLTVDKS
RWEQGDVFSCSVMHEATHNHY TOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-
D96/C97)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 558-560)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDC /GGGGS /EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT T SKAKGQPREPQVYTLPPSREQMTKNQVKL TCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFELY SKLTVDKSRWOQGNVE SCSVMHEATHNHY TOKSLSLSPGK

>XENP022014 human IL15 E87C (GGGGS)1-human IL15Ra(Sushi-
D96/P97/C98) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A €C220S/PVA /5267K/L368D/K370S-
Fe(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_(GGGGS)1_Fc(216) IgG1_pl(-
)_Isosteric_A_C220S/PVA_/$267K/L368D/K370S (SEQ ID NOS 561-563)
NWVNVISDLKKIEDLIQSMHTDATLYTESDVHPSCKVTAMKCFLLELQVI SLESGDASTHDTVENLI T TLANNSLSSNGNV
TESGCKCCEELEEKNIKEFLQSEFVHIVOMEFINTS /GGGGS /EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTIMI SR
TPEVTCVWVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWINGKEYKCKVSNKALPAPTEKT
ISKAKGOPREPQVY TLPPSREEMTKNCQVSLTCDVSGEYPSDIAVEWESDGQPENNY KT TPPVLDSDGSFELYSKLTVDKS
RWEQGDVEFSCSVVMHEATHNHY TQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-
D96/P97/C98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 564-566)
ITCPPPMSVEHADIWVKSYSLYSRERY TCNSGFKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDPC/GGGGS /EPKSS
DKTHTCPPCPAPPVAGPSVFLEPPKPKDTIMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKT T SKAKGOPREPOVY TLPPSREQMTKNOQVKLTCLVKGEYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSEFFLY SKLTVDKSRWQOGNVESCSVMHEALHNHY TQKSLSLSPGK
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Figure 104K (continued)

SXENP022015 human 1L15 E87C (GGGGS)1-human IL15Ra(Sushi-
D96/C97/A98) (GGGGS)1 Fe(216) IgG1l pl{-) Isosteric A €220S/PVA /S267K/L368D/K370S-
Fe(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_{GGGGS)1_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/$267K/L368D/K370S (SEQ ID NOS 567-569)
NWVNVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLI ITANNSLSSNGNV
TESGCKCCEELEEKNIKEFLQSEVHIVOMFINTS /GGGGS /EPKSSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDTLMISR
TPEVICVWVDVKHEDPEVKENWY VDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWINGKEYKCKVSNKALPAPTEKT
ISKAKGOPREPQVY TLPPSREEMTKNQVSLTCDVSGEY PSDIAVEWESDGOPENNY KT TPPVLDSDGSEFELYSKLTVDKS
RWEQGDVE SCSVMHEATHNHY TOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-

D96/C97/A98) (GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 570-572)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVINKATNVAHWTTPSLKCIRDCA /GGGGS /EPKSS
DKTHTCPPCPAPPVAGPSVELEPPKPKDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLIVLHQDWLNGKEYKCKVSNKALPAPTEKT T SKAKGOPREPOVY TLPPSRECMTKNOVKLTCLVKGEYPSDIAVEW
ESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWOOGNVESCSVMHEALHNHY TOKSTLSLSPGK
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Figure 104L

>XENP022017 human [L15 L52C {GGGGS)1-human IL15Ra{Sushi-S40C) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_L52C_(GGGGS)1-_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S
(SEQ ID NOS 573-575)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELOVI SCESGDASTHDTVENLI T TANNSLSSNGNVTESGCKECEE
LEEKNIKEFLOSFVHIVOMEFINTS/GGGGS/ EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTIMI SRTPEVTICVVVDVKHEDPEVKE
NWYVDGVEVENAKTKSREEEYNSTYRVSVLITVLHODWL NGKEYKCKVSNKALPAPTERTT SKAKGO SREPOVYTL PPSREEMTKNOVSL
TCDVSGEYPSDIAVERESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKS RHEQGDVESCSVMHEAL HNHYTOKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi-S40C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID
NOS 576-578)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSCEFKRKAGTCSLTECVINKATNVAHWTITPSLKCIR/ GGGGS/ EPKSSDKTHICPPCPAPP
VAGPSVELFPPKPKDTLMI SRTPEVICVVVDVKHEDPEVKENWY VDGVEVHNAKTKPREFQYNSTYRVVSVLTVILHODWINGKEYKCKVS
NKALPAPTEKTT SKAKGOPREPQVYTLP>SREQMTKNOVKL TCLVKGEY PS DIAVERESNGOPENNYKTTPPVL DSDGSFFLY SKLTVDK
SRHQOGNVESCSVMHEAL NEYTOKSLSLSPGK

>XENP022049 - human IL15Ra(sushi) (GGGGS)6-human 1L15-sc-6x-His

Chain 1 - human_IL15Ra(sushi)_(GGGGS)6-human_IL15-sc-6x-His (17032) (SEQ ID NOS 579-581)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGEGEES/NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASTHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNTKE"LOSFVHIVOMEINT S

>XENP022354 — empty-Fc-IL15(non-covalent)-human_IL15Ra(Sushi-D96) (GGGGS)1 Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 582)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 583)
FPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK FNWYVDGYEVHNAKTKP
REEEYNSTYRVVSV-TVLHODWLN GKEYKCKVSNKALPAPI FKTI SKAKGQPREPQVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKS RWEQGDVESCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (17034)
(SEQ ID NOS 584-586)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LT ECVLNKATNVAHWTTPS LKCIRD/GGGGS /EP
KSSDKTHTCPPCPAPPVAGP SVFLFP PKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
FQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIFKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWQQGNVEFSCSVMHEALHNHY TQKS LS L
SPGK
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Figure 104M

>XENP022355 — empty-Fc-IL15{non-covalent)-human_IL15Ra(Sushi-D96/P97) (GGGGS)1 Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 587)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 588)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97)_(GGGGS)1_Fc(216)_IgG1_C2205/PVA_/S267K/5364K/E357Q (SEQ
ID NOS 589-591)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDP/ GGGGS/E
PKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREQMTKNOVKLTC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALENHYTOKSLS
LSPGK

>XENP022356 — empty-Fc-IL15{non-covalent)-human IL15Ra({Sushi-
D96/P97/A98) (GGGGS)1 Fe(216) IeGl pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fe(216) lgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 592)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 593)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97/A98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(17036) (SEQ ID NOS 594-596)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/ GGGGS /
FPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVK FNWYVDGVEVHNAKTKD
REEQYNSTYRVVSV-TVLHODWLN GKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLYSKLTVDKS RHQQGNVES CSVMHEALHNHYTQKS L
SLSPGK
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Figure 104N

>XENP022357 — empty-Fc-1L15 E87C-human_IL15Ra(Sushi-D96/C97) (GGGGS)1 Fc(216) 18G1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 597)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 598)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/C97)_(GGGGS)1_Fc(216)_IgG1_C2205/PVA_/S267K/5364K/E357Q
(17038) (SEQ ID NOS 599-601)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC/ GGGGS/E
PKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTLMISRTPEVICVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREQMTKNOVKLTC
LVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALENHYTOKSLS
LSPGK

>XENP022358 — empty-Fc-IL15_E87C-human_IL15Ra(Sushi-D96/P97/C98) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 602)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 603)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97/C98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(17039) (SEQ ID NOS 604-606)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDEC / GGGGS /
FPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEQYNSTYRVVSV-TVLHODWLN GKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLYSKLTVDKS RHQQGNVES CSVMHEALHNHYTQKS L
SLSPGK
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Figure 1040

>XENP022359 — empty-Fc-1L15 E87C-human_[L15Ra(Sushi-D96/C97/A98) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 607)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 608)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTK D
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/C97/A98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(17040) (SEQ ID NOS 609-611)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGOPREPOVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGS FFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP022360 — empty-Fc-IL15 V49C-human_IL15Ra(Sushi-S40C) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_V49C_no_tag (17071) (SEQ ID NO: 612)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 613)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-S40C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (17044)
(SEQ ID NOS 614-616)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTCS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MI SRT PEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWOQGNVESCSVMHEALHNHYTOKSLSLS
PGK
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Figure 104P

>XENP022361 — empty-Fc-1L15 L52C-human [L15Ra(Sushi-540C) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_L52C_no_tag {17072) (SEQ ID NO: 617)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISCESGDASTIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 618)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-540C)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (17044)
(SEQ ID NOS 619-621)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVEFSCSVMHEALHNHYTQKSLSLS
PGK

>XENP022362 — empty-Fc-IL15 _E89C-human_IL15Ra(Sushi-K34C) (GGGGS)1 Fc(216) IgG1l pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_E89C_no_tag (17075) (SEQ ID NO: 622)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECCELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 623)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-K34C)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (17041)
(SEQ ID NOS 624-626)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFCRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MI SRT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWOQGNVESCSVMHEALHNHYTOKSLSLS
PGK
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Figure 104Q

>XENP022363 — empty-Fc-1L15 Q48C-human IL15Ra(Sushi-G38C) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_Q48C_no_tag (17070) (SEQ ID NO: 627)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELCVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 628)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPQVYTLPP SREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-G38C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (17043)
(SEQ ID NOS 629-631)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKACTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPREPQVYTLE PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVEFSCSVMHEALHNHYTQKSLSLS
PGK

>XENP022364 — empty-Fc-1L15_E53C-human_IL15Ra(Sushi-L42C) (GGGGS)1 Fc(216) IgGl pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_E53C_no_tag (17073) (SEQ ID NO: 632)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLCSGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 633)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-L42C)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (17045)
(SEQ ID NOS 634-636)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSCTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MI SRT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWOQGNVESCSVMHEALHNHYTOKSLSLS
PGK
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Figure 104R

>XENP022365 — empty-Fc-IL15 C42S5-human_IL15Ra{Sushi-A37C) (GGGGS)1 Fc(216) IgG1 pi(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_C42S_no_tag (17083) (SEQ ID NO: 637)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKSELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 638)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-A37C)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (17042)
(SEQ ID NOS 639-641)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKCGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVEFSCSVMHEALHNHYTQKSLSLS
PGK

>XENP022366 — empty-Fc-IL15{non-covalent)-human |L15Ra(sushi) (GGGGS)1 Fc{216) lgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 642)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 643)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 644-646)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MI SRT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWOQGNVESCSVMHEALHNHYTOKSLSLS
PGK

>XENP022493 - human_IL15_L45C-human_IL15Ra{Sushi-G38C)-6x-His

Chain 1 - human_IL15_L45C_no_tag {17069) (SEQ ID NO: 647)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCRKVTAMKCFLCELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi-G38C)-6x-His (17056) (SEQ ID NO: 648)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKACTSSLTECVLNKATNVAHWTTPSLKCIR
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Figure 1045

>XENP022494 — human_IL15_L45C-human_IL15Ra(Sushi-A37C)-6x-His

Chain 1 - human_IL15_L45C_no_tag {17069) (SEQ ID NO: 649)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLCELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi-A37C)-6x-His (17055) (SEQ ID NO: 650)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKCGTSS LTECVLNKATNVAHWTTPSLKCIR

>XENP022634 — human_IL15(E87C)-human_IL15Ra(Sushi-D96/C97) Fc({216) 1gG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-D96/C€97)-Fc(216)_IgG1_C220S/PVA_/S267K (17581)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIRDC/ EPKS SDK
THTCPPCPAPPVAGPSVELFPPKPKDTLML S RTPEVTCVVVDVKHED PEVKENWYVDGVEVENAKTKPREEQYNS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NOS 651-653)

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 654)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEERNTKEFLOSEVHIVOMFINTS

>XENP022635 — human IL15(E87C)-human_IL15Ra(Sushi-D96/C97/A98) Fc(216) 1gG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-D96/C97/A98)-F¢(216)_lgG1_C220S/PVA_/S267K (17582) (SEQ ID NOS 655-
657)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIRDCA/EPKSSD
KTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQ?REPQVYTLPPSREEMTKNQVSLTCLVKGE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWOQGNVESCSVMHEALENHYTOKS LSLS PGK

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 658)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEFINTS

>XENP022636 — human_IL15(L52C)-human_IL15Ra(Sushi-S40C) Fc(216) IgG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-S40C)-Fc(216)_IgG1_C220S/PVA_/S267K (17583) (SEQ ID NOS 659-661)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTCS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTRNQVSLTCLVKGEYPS
DIAVEWESNGQOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVES CSVMHEALHNHYTOKS LSLSPGK

Chain 2 - human_IL15_L52C_no_tag {17072) (SEQ ID NO: 662)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS
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Figure 104T

>XENP022637 — empty-Fc{216) IgG1 pl(-
)_Isosteric A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2 IL15Ra{Sushi) IL15{(non-
covalent) IgG1 ISO{+RR) C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi)
(17603) (SEQ ID NOS 663-665)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDV3SGFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGS/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIR

Chain 2 - empty-Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q (8927) (SEQ ID NO: 666)
ERKSSDKTHTCPRCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_no_tag (16484) (SEQ ID NO: 667)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

>XENP022638 empty-Fc(216) IgG1l_pl(-
)_lsosteric A_C220S/PVA_/S267K/L368D/K370S lgG1 ISO{+RR) C220S/PVA_/S267K/S364K/E357Q (GGGGS
J2_IL15Ra(Sushi) IL15(non-covalent]

Chain 1-1L15 (SEQ ID NO: 668)
NWVNVISDLKKIEDLIQSMHIDATLYTESTDVHPSCKVTAMKCELLELCVI SLESGDASTHDTVENLITTANNSLSSNGNVIESGCKECEE
LEFEKNIKEETOSEVHIVOMETINTS

Chain 2 —empty_ Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 669)
FPKSSDKTHTCPPCPAPBVAGP SVELFP2KPKDTIMI SRTPEVTCYVVDVKHED 2EVKENHYVDGYEVHNAKTKPREEEYNSTYRVVSVL
TVLHODWINGKEYKCKVSNKALPAPT EKTTSKAKGOPREPQVYTLPPSREEMIKNQVSLICDVSGEYPSDIAVEWES DGOPENNYKTTPP
VI DSDGSFFLY SKLTVDKSRAEQGDVESCSVMHEATHNHYTOKSLSLSPGK

Chain 3 - Fc(216)_1gG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q_(GGGGS)2_IL15Ra(Sushi) (SEQ ID NOS
670-672)
ERKSSDKTHTCPRCPAPPVAGPSVELEFP2KPKDTIMI SRTPEVTICVVVDVKHED 2EVKEKWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHODWINGKEYKCKVSNKALPAPT FKTTSKAKGOPREPOVYTLPPS REOMTKNOVKLTCLVKGEY ?SDIAVEWESNGOPENNYKTTPP
VIDSDGSFFLY SKLTVDKSRHOOGNVESCSVWHEAT HNHYTOKS LS LS PGK/ GGGGSGE6GS/ ITCPPEMSVEHADIWVKSYSLYSRERY
TCNSGFKRKAGTSSLTECVLNKATNVAHRTTPSLKCIR
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Figure 104U

>XENP022639 — empty-Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/1L368D/K370S (GGGGS)2 IL15Ra(Sushi-
D96/C97) IL15(E87C) IgG1 ISO(+RR) C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi-
D96/C97) (17605) (SEQ ID NOS 673-675)

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHED PEVKEFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDV3SGFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGES/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIRDC

Chain 2 - empty-Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q (8927) (SEQ ID NO: 676)
ERKSSDKTHTCPRCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 677)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEFINTS

>XENP022640 empty-Fc(216) 1gG1 pl(-
) Isosteric A_C220S/PVA_/S267K/L368D/K370S_IgG1 ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q_{GGGGS
)2_IL15Ra(Sushi-D96/C97) IL15(E87C)

Chain 1-1L15 (SEQ ID NO: 678)
NWVNVISDLKKIEDLIQSMHIDATLYTESTDVHPSCKVTAMKCELLELCVI SLESGDASTHDTVENLITTANNSLSSNGNVIESGCKCCEE
LEFEKNIKEETOSEVHIVOMETINTS

Chain 2 — empty_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 679)
FPKSSDKTHTCPPCPAPBVAGP SVELFP2KPKDTLML SRTPEVTCVVVDVKHED 2EVKENHYVDGVEVHNAKTKPREEEYNSTYRVVSVL
TV HODWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGEYPSDIAVEWES DGOPENNYKTTEP
VLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

>XENP022684 empty-Fc-IL15 E87C-human IL15Ra(Sushi-D96/C97/A98) Fc(216) IgG1 pli(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1-IL15_E87C (SEQ ID NO: 680)
NWVNVISDLKKIEDLIQSMHT DATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASTHDTVENLI TTANNSLSSNGNVIESGCKCCEE
LEFRNTKEFTOSEVHIVOMETNTS

Chain 2 - IL15Ra(Sushi-D96/C97/A98)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705
(SEQ ID NOS 681-683)

ITCPPPMSVEHADIWVKSYSLY SRERY ICNSGEKRKAGTSSLTECVINKATNVAHWITPSLKCIRDCA/ EPKSSDKTHTC2PCPAPPVAG
PSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKA
LPAPIEKT T SKAKGO?REPOVYTLPPSREOMTKNOVKLTCLVKGEFYPSDIAVEWESNGDPENNYKT TPPVLDSDGSFFLYSKLTVDKSRW
OOGNVESCSVMHEAT HNHYTQKSLSLSPGK

Chain 3 — empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 684)
EPKSSDKTHTCPPCEAPBVAGPSVFLFP2KPKDTIMI SRTPEVICVVWDVKHED 2 EVKENW YV DGVEVHNAKTKPREEEYNSTYRVVSVL
TVLHODWLNGKEYKCKVSNKALPAPT EKTTSKAKGOPREPOVYTLPPSREEMIKNOVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTPP
VLDSDGSEFELY SKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK
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Figure 104V

>XENP022687 human [L15 E87C-human IL15Ra(Sushi-D96/C97/A98) Fc(216) 1gG1 C220S/PVA /S267K

Chain 1-IL15_E87C (SEQ ID NO: 685)
NWVNVISDLKKIEDLIQSMHT DATTYTESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLITTANNSLSSNGNVIESCCKCCEE
LEEKNTKEFTOSEFVHIVOMEINTS

Chain 2 - IL15Ra(Sushi-D96/C97/A98)_Fc(216)_lgG1_C220S/PVA_/S267K (SEQ ID NOS 686-688)
ITCPPEMSVEHADIWVKSYSLY SRERY ICNSGEKRKAGTSSLTECVINKATNVAHWITPSLKCI RDCA/ EPKSSDKTHTCOPCPAPPVAG
PSVELEPPKPKDTLML SRTPEVICVVYDVKHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTY RVSVLITVLHODWLNGKEYKCKVSNKA
LPAPIEKTI SKAKGQ?REPOVYTLPPSREEMTKNOVSLTCLVKGEY PSDIAVEWESNGDPENNYKT TPPVLDSDGSFEFLYSKLTVDKSRW
OOGNVESCSVMHEAT HNHYTOKSLSLSPGK

>XENP022791 - human_IL15_N1D{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N1D{non-covalent) (17666) (SEQ ID NO: 689)
DWVNVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 690)
ITCPPPM3SVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR

>XENP022792 - human_1115 N4D{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N4D(non-covalent) (17667) (SEQ ID NO: 691)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEERKNTIKEFLOSEVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 692)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022793 - human_IL15 D8N{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_D8N(non-covalent) (17668) (SEQ ID NO: 693)
NWVNVISNLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 694)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR

>XENP022794 - human_IL15_D30N{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_D30N(non-covalent) (17669) (SEQ ID NO: 695)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCRKVTAMKCFLLELOVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 696)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR
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Figure 104W

>XENP022795 - human_IL15 D61N{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_D61N({non-covalent) (17670) (SEQ ID NO: 697)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHNTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 698)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022796 - human_IL15 E64Q(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_E64Q(non-covalent) (17671) (SEQ ID NO: 699)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVISLESGDASTHDTVONLITILANNSLS
SNGNVTESGCKECEELEERKNTIKEFLOSEVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 700}
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022801 - human_IL15 N65D{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N65D({non-covalent) (17672) (SEQ ID NO: 701)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 702)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022802 - human_IL15_Q108E(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_Q108E(non-covalent) (17673) (SEQ ID NO: 703)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 704)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022803 - human 1115 N1D/D61N{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N1D/D61N(non-covalent) (17674) (SEQ ID NO: 705)
DWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASTHNTVENLITLANNSLS
SNGNVTESGCKECEELEERNIKEFLOSEFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 706)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVINKATNVAHWTTPSLKCIR
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Figure 104X

>XENP022804 - human_IL15_N1D/E64Q{non-covalent}-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N1D/E64Q(non-covalent) (17675) (SEQ ID NO: 707)
DWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 708)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022805 - human_IL15_N4D/D61N(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N4D/D61N(non-covalent) (17676) (SEQ ID NO: 709)
NWVDVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVISLESGDASTHNTVENLITILANNSLS
SNGNVTESGCKECEELEERKNTIKEFLOSEVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 710}
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022806 - human_IL15_N4D/E64Q{non-covalent}-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N4D/E64Q(non-covalent) (17677) (SEQ ID NO: 711)
NWVDVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 712)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022807 - human_IL15_D8N/D61N{non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_D8N/D61N(non-covalent) (17678) (SEQ ID NO: 713)
NWVNVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTHNTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 714)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022808 - human 1115 D8N/E64Q(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_D8N/E64Q(non-covalent) (17679) (SEQ ID NO: 715)
NWVNVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISLESGDASTHDTVONLIILANNSLS
SNGNVTESGCKECEELEERNIKEFLOSEFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 716)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVINKATNVAHWTTPSLKCIR
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Figure 104Y

>XENP022809 - human_IL15_D61N/E64Q(non-covalent)-human_IL15Ra{Sushi)-6x-His

Chain 1 - human_IL15_D61N/E64Q(non-covalent) {(17680) (SEQ ID NO: 717)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHNTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 718}
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022810 - human_IL15 E64Q/Q108E(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_E64Q/Q108E(non-covalent) (17681) (SEQ ID NO: 719)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVISLESGDASTIHDTVONLITILANNSLS
SNGNVTESGCKECEELEEKNTIKEFLOSEVHIVEMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 720}
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022811 - human_IL15_N1D/N4D/D8N(non-covalent)-human_IL15Ra(Sushi)}-6x-His

Chain 1 - human_IL15_N1D/N4D/D8N(non-covalent) (17682) (SEQ ID NO: 721)
DWVDVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 722)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022812 - human_IL15_D61N/E64Q/N65D(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_D61N/E64Q/N65D(non-covalent) (17683) (SEQ ID NO: 723)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHNTVODLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 724)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022813 - human 1L15 N1D/D61N/E64Q/Q108E{non-covalent)-human IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N1D/D61N/E64Q/Q108E(non-covalent) (17684) (SEQ ID NO: 725)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHNTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 726)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVINKATNVAHWTTPSLKCIR




WO 2018/071919 PCT/US2017/056829
218/259

Figure 1042

>XENP022814 - human_IL15 N4D/D61N/E64Q/Q108E(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N4D/D61N/E64Q/Q108E{non-covalent) (17685) (SEQ ID NO: 727)
NWVDVISDLEKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASTHNTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMEFINTS

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 728)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

>XENP022815 - human IL15 N1D (GGGGS);-human IL15Ra(Sushi) (GGGGS); Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D_(GGGGS); {17686) (SEQ ID NOS 729-731)
DWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDAS THDTVENLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK2REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVS LTCDVSGFYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 732-734)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022816 - human _[L15 N4D (GGGGS);-human_IL15Ra(Sushi) (GGGGS); Fc(216) IgG1 pl(-
) Isosteric A €220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D_(GGGGS); {17687) (SEQ ID NOS 735-737)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDAST HDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQOVSLTCDVSGFYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 738-740)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK
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Figure 104AA

>XENP022817 - human [L15 D8N (GGGGS);-human_IL15Ra(Sushi) (GGGGS); Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D8N_(GGGGS); (17688) (SEQ ID NOS 741-743)
NWVNVISNLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 744-746)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP022818 - human IL15 D30N (GGGGS);-human IL15Ro(Sushi) (GGGGS); Fe(216) IgGl pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D30N_{GGGGS), (17689) (SEQ ID NOS 747-749)
NWVNVISDLKKIED_LIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 750-752)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK
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Figure 104AB

>XENP022819 - human 115 D61N (GGGGS);-human IL15Ra{Sushi) (GGGGS); Fc(216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D61N_{GGGGS), (17690) (SEQ ID NOS 753-755)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAST HNTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 756-758)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP022820 - human IL15 E64Q (GGGGS);-human IL15Ra(Sushi] (GGGGS); Fe(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E64Q_(GGGGS), (17691) (SEQ ID NOS 759-761)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVONLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 762-764)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP022821 - human IL15 N65D_ (GGGGS);-human IL15Ro(Sushi) (GGGGS); Fe(216) IgGl pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N65D_{GGGGS), (17692) (SEQ ID NOS 765-767)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGEGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPI EKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLYSK_TVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgGL_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 768-770)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLYV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 104AC

>XENP022822 - human 115 Q108E {GGGGS);-human_IL15Ra(Sushi) (GGGGS); Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_Q108E_(GGGGS), {17693) (SEQ ID NOS 771-773)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 774-776)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022823 - human IL15 N1D/D61N {GGGGS];-human IL15Ra(Sushi) (GGGGS), Fe{216) IgG1 pi(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/D61N_(GGGGS), (17694) (SEQ ID NOS 777-779)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTIHNTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 780-782)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP022824 - human IL15 N1D/E64Q (GGGGS);-human IL15Ra(Sushi) (GGGGS), Fc(216) 1sG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/E64Q_(GGGGS); (17695) (SEQ ID NOS 783-785)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGEGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPI EKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLYSK_TVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgGL_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 786-788)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLYV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLS
PGK
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Figure 104AD

>XENP022825 - human_IL15 N4D/D61N {GGGGS];-human IL15Ra(Sushi) (GGGGS), Fc{216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/D61N_{GGGGS); (17696) (SEQ ID NOS 789-791)
NWVDVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASITHNTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 792-794)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022826 - human IL15 N4D/E64Q (GGGGS);-human IL15Ra(Sushi) (GGGGS), Fe(216) 1sG1 plf-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/E64Q_(GGGGS); (17697) (SEQ ID NOS 795-797)
NWVDVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 798-800)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP022827 - human IL15 D8N/D61N {GGGGS);-human IL15Ra(Sushi) (GGGGS), Fc{216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D8N/D61N_(GGGGS), (17698) (SEQ ID NOS 801-803)
NWVNVISNLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHNTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGEGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPI EKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLYSK_TVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgGL_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 804-806)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLYV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 104AE

>XENP022828 - human IL15 D8N/E64Q (GGGGS);-human IL15Ra(Sushi) (GGGGS), Fc{216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D8N/E64Q_(GGGGS); (17699) (SEQ ID NOS 807-809)
NWVNVISNLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 810-812)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP022829 - human IL15 D61N/E64Q (GGGGS);-human IL15Ra(Sushi) (GGGGS); Fe(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D61N/E64Q_(GGGGS), (17700) {SEQ ID NOS 813-815)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASTIHNTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 816-818)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP022830 - human IL15 E64Q/Q108E (GGGGS);-human IL15Ra(Sushi) (GGGGS); Fc({216) 13G1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E64Q/Q108E_(GGGGS), (17701) (SEQ ID NOS 819-821)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/GGGCGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPI EKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLYSK_TVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgGL_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 822-824)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLYV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLS
PGK
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Figure 104AF

>XENP022831 - human IL15 N1D/N4D/D8N {GGGGS):-
human IL15Ra(Sushi) (GGGGS): Fc(216) 1gG1 plf-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc{216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1- human_IL15_N1D/N4D/D8N_(GGGGS); {17702) (SEQ ID NOS 825-827)
DWVDVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLI I
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQMFINTS /GGGGS /EPKS SDKTHTCPPCP
APPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTC
DVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNH
YTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(15908) (SEQ ID NOS 828-830)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCI R/%
ﬁ/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPE\/'TCV\/'VDVKHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQV
YTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WOOGNVEFSCSVMHEATLHNHYTQKSLSLSPGK

>XENP022832 - human IL15 D61N/E64Q/N65D (GGGGS):-
human IL15Ra(Sushi) (GGGGS): Fc(216) 1gG1 pl|-
) Isosteric A €C220S/PVA /S267K/L368D/K370S-Fc{216) lgG1 C220S/PVA /S267K/5364K/E357Q

Chain 1 - human_IL15_D61N/E64Q/N65D_(GGGGS): (17703) (SEQ ID NOS 831-833)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHNTVQODLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS /GGGGS /EPKSSDKTHTCPPCP
APPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTC
DVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNH
YTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_{(GGGGS):_Fc(216)_lgG1_pl{-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_1gG1_C220S/PVA_/S267K/S364K/E357Q
(15908) (SEQ ID NOS 834-836)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GG
GGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQV
YTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WOQOGNVFSCSVMHEALHNHYTQKSLSLSPGK




WO 2018/071919 PCT/US2017/056829
225/259

Figure 104AF (continued)

>XENP022833 - human IL15 N1D/D61N/E64Q/Q108E (GGGGS);-
human_IL15Ra(Sushi) (GGGGS): Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K3705-Fc{216) 1gG1 C2205/PVA /S267K/5364K/E357Q

Chain 1 - human_IL15_N1D/D61N/E64Q/Q108E_(GGGGS); (17704) (SEQ ID NOS 837-839)
DWVNVISDLKXIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHNTVONLI I
LANNSLSSNGNVTESGCKECEELEEKNTKEFLQSFVHIVEMFINTS /GGGGS /EPKSSDKTHTCPPCP
APPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVY TLPPSREEMTKNQVSLTC
DVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNH
YTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 840-842)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK
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Figure 104AG

>XENP022834 - human_IL15 N4D/D61N/E64Q/Q108E (GGGGS):-
human_IL15Ra(Sushi) (GGGGS); Fc(216) IgG1 pl{-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) I1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/D61N/E64Q/Q108E_(GGGGS), (17705) (SEQ ID NOS 843-845)
NWVDVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THNTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS):_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgGLl_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 846-848)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP023174 human_IL15Ra(sushi) (GKPGS)6-human_IL15(single-chain)-empty-Fc_Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GKPGS)6-human_IL15(single-chain)_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 849-852)

ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGFKRKAGT'SSLTECVINKATNVAHWTTPSLKCT R/ GKPGSGKPGSGKPGSGKPGSGKPG
SGKPGS/NWVNVI SDLKKTEDLIQSMHI DATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVENLT TLANNS_SSNGNVTES
GCKECEELEFKNT KE=TQSFVHIVOMFTNTS /EPKS SDKTHTCPPCPAP PVAGPSVEFLEPPKPKDT LML SRTPEVTCVVVDVKHEDPEVK
ENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKAL2APTEKT TSKAKGOPREPOVYTLPPSREEMIKNOVS
LTCDVSGEFYPSDIAVEWESDGOPENNYKTTPPVLDSDGS FELYSKLTVDKSRWEQGDVE SCSVMHEA HNHYTOKSLSLS 2GK

Chain 2 - empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 853)
FPKSSDKTHTCPPCPAPPVAGP SVEFLEFP>KPKDT LML SRTPEVTCVVVDVKHED >EVKENHYVDGYEVHNAKTKPREEYNSTYRVVSVL
TVLHODWINGKEYKCKVSNKALPAPT EKT T SKAKGOPREPQVYTLPPSREOMIKNOVKL TCLVKGEY PSDIAVEWESNGOPENNYKTTPP
VLDSDGSEFELY SKLTVDKSRAQQGNVE SCSVMHEALHNHYTOKSLSLSPGK

>XENP023175 human IL15Ra(sushi) (GKPGS)5-human_IL15(single-chain)-empty-Fc Fc{216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GKPGS)5-human_IL15(single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 854-857)

TTCPPPMSVEHADIWVKSYSLYSRERY TCNSGFKRKAGTSSLTECVINKATNVAHWI TPSTKCT R/ GKPGSGKPGSGKPGSGKPGSGKPG
é/ NWVNVISDLKKIEDLIQSMHIDATTYTESDVHPSCRKVTAMKCFLLELOVI STESGDASTHDTVEN T TTANNSLSSNGNVTESGCKEC
EELEEKNIKEFLQSEVHIVOMETINTS / EPKSSDKTHTCPPC2APPVAGP SVELE2PKPKDTIMI SR 2EVICVWVDVKHEDPEVKENWY Y
DGVEVHNAKTKPREEEYNSTYRVVSVLTVIHODWLNGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTT PPSREEMTKNOVSLTCDV
SGEYPSDIAVEWESDGOPENNYKITPPVLDSDGSEFFLYSKLTVDKS RWEQGDVE SCSVMHEAT HNHYTOKSLSLSPGK

Chain 2 - empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 858)
EPKSSDKTHTCPPCEAPBVAGPSVEFLFPKPKDTIMI SRTPEVICVVWDVKHED 2 EVKENW YV DGVEVHNAKTKPREEQYNSTYRVVSVL
TVLHODWLNGKEYKCKVSNKALPAPT EKTTSKAKGOPREPOVYTLPPSRECMTKNOVKLTCLVKGF YPSDIAVEWESNGOPENNYKTTPP
VLDSDGSEFELY SKLTVDKSRAQOGNVESCSVMHEALHNHYTOKS LS LSPGK
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Figure 104AH

>XENP023343 - human [L15 N65D (GGGGS)1-human IL15Ra{Sushi) (GGGGS)1 Fc(216) IgG1 pl{-
) Isosteric A C220S/PVA /S267K/1L368D/K3705/M428L/N434S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (18295) (SEQ ID NOS 859-861)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q/M428L/N434S
(17761) (SEQ ID NOS 862-864)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWT TR SLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOOGNVFSCSVLHEALHSHYTOKSLSLS
PGK

>XENP023472 empty-Fc-IL15 _N65D/E87C-human_IL15Ra(Sushi-D96/C97) Fc{216) 1gGl pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 —empty_ Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 865)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPOVYTLPPSREEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTT PPV DSDGS FFLY SKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS L
SLSPGK

Chain 2 - IL15_N65D/E87C (SEQ ID NO: 866)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVISLESGDASTHDTVEDLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSEFVHIVOMFINTS

Chain 3 - IL15Ra(Sushi-D96/C97)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 867-869)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPS LKCIRDC/ EPKS SDK
THTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVT CVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLP PSREQMTKNQVKLT CLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TOKSLSLSPGK
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Figure 104Al

>XENP023473 empty-Fc-IL15_N65D/L52C-human_IL15Ra(Sushi-S40C)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - empty_ Fc(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 870)
EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMI SRTPEVTCYVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 2 - IL15_N65D/L52C (SEQ ID NO: 871)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISCESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

Chain 3 - IL15Ra(Sushi-S40C)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 872-874)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED?EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE>QVYTLPPSREQMTXNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTPPVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVMHEALHNHYTOKS LSLSPGK

>XENP023504 human_IL15 Q108E (GGGGS)1-human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pli-
) Isosteric A C220S/PVA_/S267K/L368D/K370S/MA428L/N434S-
Fc(216) 1gG1 C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 — human_IL15_Q108E_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 875-877)
NWVNVISDLKKIED.IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVENLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/GGGGS /EPKSSDKTHTCPPCPAPPVAGP SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNOVSLTCDVSGEYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVLHEALHSHYTOKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fe(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S
(SEQ ID NOS 878-880)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPS LKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRT PEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLP PSREOMTKNOVKLTCLY
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTOKSLSLS
PGK

>XENP023554 - human [L15 N1D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705S (18783) (SEQ ID NOS 881-883)
DWVNVISDLKKIED-IOSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLES GDAS THDTVEDLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 884-886)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRT PEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP PSREQMTKNOVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRHOOGNVESCSVMHEALHNHYTOKSLSLS
PGK
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Figure 104A)

>XENP023555 - human [L15 N1D/Q108E (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18784) (SEQ ID NOS 887-889)

DWVNVI SDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDAS IHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 890-892)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOOGNVFSCSVMHEASHNHYTOKSLSLS
PGK

>XENP023557 - human [L15 N4D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fe(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18786) (SEQ ID NOS 893-895)
NWVDVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQOSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 896-898)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOQVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVESCSVMHEALHNHYTOKSLSLS
PGK

>XENP023559 - human IL15 D30N/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pi(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D30N/N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18788) (SEQ ID NOS 899-301)
NWVNVISDLKKIED_LIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGEGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK > REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPI EKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLYSK_TVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 902-304)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV-HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPREPQVYTLP PSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVEFSCSVMHEALHNHYTQKSLSLS
PGK
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Figure 104AK

>XENP023560 human [L15 D30N/Q108E (GGGGS)1-human IL15Ra({Sushi) (GGGGS)1 Fe(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D30N/Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID NOS 905-907)
NWVNVISDLKKIEDZIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS
908-910)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOOGNVFSCSVMHEASHNHYTOKSLSLS
PGK

>XENP023561 human [L15 N65D/Q108E (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fe(216) I1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N65D/Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID NOS 911-913)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS
914-916)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGS/EPKS SDKTHTC P
PCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGEFYPSDIA
VEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKS L SLSPGK

>XENP024013 human_|L15Ra(sushi) (GGGGS)5-human_IL15(D61N;single-chain)-empty-Fc Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15(D61N;single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 917-920)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGS /NWYNVISDLKKIEDLIQSMHIDATLYTESDVHPS CKVTAMKCFLLELQVISLESGDAS
THNTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNOQVSLTCDVSGEFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 921)
EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMI SRTPEVTCYVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104AL

>XENP024014 human_IL15Ra(sushi) (GGGGS)5-human_IL15(N65D;single-chain)-empty-Fc Fc(216) IgG1l pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_{GGGGS)5-human_IL15(N65D;single-chain) _Fc({216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 922-925)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGEGSGGEGGES/NWVNVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
IHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 926)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP024015 human_|[L15Ra(sushi) (GGGGS)5-human_IL15(Q108E;single-chain)-empty-
Fc_Fe(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15(Q108E;single-chain) _Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 927-930)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGS /NWVNVISDLKKIED L IQSMHIDATLYTESDVHPS CKVTAMKCFLLELQVISLESGDAS
IHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVEMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 931)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWQQGNVES CSVMHEALHNHYTOKS L
SLSPGK

>XENP024016 human_|L15Ra(sushi) (GGGGS)5-human_IL15(N1D/D61N;single-chain)-empty-
Fc Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15(N1D/D61N;single-chain) _Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 932-935)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SCCCGSCEGESEGEES/DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
THNTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 936)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGYEVHNAKTKP
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGQPREPQVYTLPP SREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWQQGNVESCSVMHEALHNHYTQKS L
SLSPGK
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Figure 104AM

>XENP024017 human [L15(D61N)-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15(D61N)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS
937-939)

NWVNVI SDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THNTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTT PPVLDSD
GSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 940-942)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVMHEALHNHYTOKS LSLSPGK

>XENP024018 human_IL15(N65D)-human_IL15Ra{Sushi)_Fc(216) 1gG1 pl(-
)_lsosteric A _C220S/PVA _/S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15(N65D)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID
NOS 943-945)

NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGZYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS 946-948)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024019 - human_IL15(Q108E)-human_IL15Ra(Sushi)_Fc(216) 1gG1 pl{-
)_lsosteric A _C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15(Q108E)-human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (19242) (SEQ ID NOS 949-951)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_IgG1_C2205/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 952-
954)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RWOQGNVES CSVMHEALHNHYTOKS LSLSPGK
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Figure 104AN

>XENP024020 - human_IL15(N1D/D61N)-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15(N1D/D61N)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S
(19243) (SEQ ID NOS 955-957)

DWVNVI SDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDAS IHNTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNK
ALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTT PPVLDSD
GSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 958-
960)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVMHEALHNHYTOKS LSLSPGK

>XENP024043 human [L15 E64Q/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fe(216) 18G1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E64Q/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705S (SEQ ID NOS 961-963)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVQDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVFSCSVMHEALENHYTQKSLSLS PGK

Chain 2 - human_IL15Ra(Sushi)_{GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ
ID NOS 964-966)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP024044 human_|L15 N1D/N4D/N65D (GGGGS)1-human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 — human_IL15_N1D/N4D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 967-969)
DWVDVISDLKKIED-IQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGR SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK > REEEYNSTYRVVSVLTVLHODWINGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQOVSLTCDVSGEYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTOKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID
NOS 970-972)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOQVYTLPPSREQOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSEFELYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 104A0

>XENP024045 human [L15 D30N/E64Q/N65D (GGGGS)1-
human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) I1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D30N/E64Q/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID NOS 973-975)
NWVNVISDLKKIEDZIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVQODLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS
976-978)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOOGNVFSCSVMHEASHNHYTOKSLSLS
PGK

>XENP024048 human [L15 N4D/D61N/N65D (GGGGS)1-
human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) I1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 — human_IL15_N4D/D61N/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705S (SEQ ID NOS 979-981)
NWVDVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHNTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQOSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVERESDGOPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALENHYTQKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NOS
982-984)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOQVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVESCSVMHEALHNHYTOKSLSLS
PGK

>XENP024050 human IL15Ra(sushi) (GGGGS)5-human IL15 N4D/N65D (single-chain)-empty-
Fc Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) IgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)5-human_IL15_N4D/N65D_(single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 985-988)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGEEESGGGES/NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPS CKVTAMKCFLLELOQVISLESGDAS
THDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVEFLEPPKPKDTLMISRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 104A0 (continued)

Chain 2 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 989)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104AP

>XENP024051 human_IL15 N1D/N65D-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 —human_IL15_N1D/N65D-human_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 990-992)
DWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 993-995)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVMHEALHNHYTOKS LSLSPGK

>XENP024052 human_|L15 N4D/N65D-human_IL15Ra(Sushi) Fc(216) IgG1 pl(-
)_lsosteric A _C220S/PVA _/S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 —human_IL15_N4D/N65D-human_ Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 996-998)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGZYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 999-1001)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024113 human [L15 N4D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/1L368D/K370S/M428L/N434S-
Fc(216) I1sG1 C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 -human_IL15_N4D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ ID NOS 1002-1004)

NWVDVI SDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS ITHDTVEDLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVLHEALHSHYTOKSLSLS PGK

Chain 2 ~human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/5364K/E357Q/M428L/N434S
(SEQ ID NOS 1005-1007)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSREQOMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKS RHOQGNVFSCSVLHEALHSHYTOKSLSLS
PGK
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Figure 104AQ

>XENP024301 human_IL15 N4D/N65D-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
)_lsosteric A _C220S/PVA /S267K/L363D/K370S/M428L/N434S-
Fc(216) lgG1 C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 —human_IL15_N4D/N65D_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 1008-1010)
NWVDVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGZYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 1011-1013)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVLHEALHSHYTOKS LSLSPGK

>XENP024306 human_|L15 D30N/E64Q/N65D (GGGGS)1-
human IL15Ra(Sushi) (6GGGS)1 Fc(216) 1gG1 pl(-

)_Isosteric A C220S/PVA /S267K/L368D/K370S/M428L/N434S-
Fc(216) lgG1l C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_D30N/E64Q/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ ID NOS 1014-1016)
NWVNVISDLKKIEDZIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDAS THDTVODLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK2?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/MA28L/N434S
(SEQ ID NOS 1017-1019)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVARWTTPS LKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWQOQOGNVESCSVLHEA_LHSHYTQKSLSLS
PGK
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Figure 104AR

>XENP024341 human_IL15 N1D/N65D-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
)_lsosteric A _C220S/PVA /S267K/L363D/K370S/M428L/N434S-
Fc(216) lgG1 C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 —human_IL15_N1D/N65D-human_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 1020-1022)
DWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_.NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGZYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVEFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/5267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 1023-1025)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVLHEALHSHYTOKS LSLSPGK

>XENP024342 human_IL15(nhon-covalent; Q108E)-human_IL15Ra(Sushi) Fc(216) 1gG1 C220S/PVA /S267K

Chain 1 — human_IL15Ra(Sushi) _Fc(216)_lgG1_C220S/PVA_/S267K (SEQ ID NOS 1026-1028)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?CVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGOPENNYKTTP PVLDSDGS FFLYSKLTVDKS RHOQGNVES CSVMHEALHNHYTOKS LSLSPGK

Chain 2 —human_IL15(non-covalent; Q108E) (SEQ ID NO: 1029)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMEFINTS

>XENP024346 human_IL15(non-covalent; Q108E)-
human_IL15Ra(Sushi) Fc(216) IgG1 C220S/PVA /S267K/M428L/N434S

Chain 1 - human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/M428L/N434s (SEQ ID NOS 1030-1032)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED > EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTXNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVESCSVLHEALHSHYTQKS LSLSPGK

Chain 2 — human_IL15(non-covalent; Q108E) (SEQ ID NO: 1033)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEERNIKEFLOSEFVHIVEMFINTS
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Figure 104AS

>XENP024348 IL15(non-covalent)-human_IL15Ra(Sushi) empty-Fc Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1-IL15 WT (SEQ ID NO: 1034)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 1035-1037)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTRNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVES CSVMHEALHNHYTQKS LSLSPGK

Chain 3 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1038)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP024349 I1L15 Q108E (non-covalent)-human IL15Ra{Sushi) empty-Fc Fc(216) lgG1l pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1l C220S/PVA /S267K/S364K/E357Q

Chain 1— human_IL15Ra(Sushi)_ Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1039-1041)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED > EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKT I SKAKGOPRE2QVYTLPPSREEMTXNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVEFS CSVMHEALHNHYTQKS LSLSPGK

Chain 2 — empty- Fe(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1042)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGEFYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWOOGNVEFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 —IL15_Q108E_{non-covalent) (SEQ ID NO: 1043)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISLESGDASTHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMEFINTS

>XENP024351 human_IL15(non-covalent; N4D/N65D)-
human_IL15Ra(Sushi) Fc(216) IgG1 C220S/PVA /S267K/M428L/N434S

Chain 1-1L15(N4D/N65D) (SEQ ID NO: 1044)
NWVDVISDLKKIEDLIQSMHI DATLY TESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEDLI T LANNSLSSNGNVTESGCKECEE
LFERNIKEFLOSEVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)_F¢(216)_IgG1_C220S/PVA_/S267K/M428L/N434S (SEQ ID NOS 1045-1047)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSCEFKRKAGT SSLTECVINKATNVAHWTTPSLKCIR/ EPKSSDKTHTCPPC2APPVAGPSYV
FLEPPKPKDTIMI SRTPEVICVVVIVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVILHODWLNGKEYKCKVSNKALPA
PTEKTT SKAKGOPRESOVYTLPPSREEMIKNOVS LTCLVKGTYPSDIAVERESNGOPENNY KT TR BV DSDGSFELYSKLTVDKSRHOOG
NVFSCSVIHEATHSHYTOKSLSLSPGK




WO 2018/071919 PCT/US2017/056829
240/259

Figure 104AT

>XENP024383 IL15_Q108E (non-covalent)-human_IL15Ra(Sushi) empty-Fc_Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K3705/MA428L/N434S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 - 1L15_Q108E (SEQ ID NO: 1048)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 1049-1051)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE?QVYTLPPSREEMTKNOVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 3 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 1052)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVESCSVLHEALHSHYTOKSL
SLSPGK

>XENP024475 human_IL15Ra(sushi) (GGGGS)6-human_IL15(single-chain;Q108E})-empty-
Fc_Fe(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) 1gG1l C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)6-human_IL15(single-chain;Q108E)_Fc(216)_lgG1l_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1053-1056)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGGGGS/NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSFVHIVEMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK"NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOQPREPOQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1057)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK FNWYVDGVEVHNAKTK D
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-DSDGS FFLYSKLTVDKS RWQQGNVES CSVMHEALHNHYTOKS L
SLSPGK
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Figure 104AU

>XENP024476 human_|L15Ra(sushi) (GGGGS)6-human_|L15(single-chain;N4D/N65D)-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)6-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1058-1061)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGEGGESGGGGES/NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVI SLE
SGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSFVHIVOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1062)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP024477 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain)-empty-Fc Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)7-human_IL15(single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1063-1066)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGGGGSGGGGS /NWVNVI SDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVENLITILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINT S/EPKSSDKT
HTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDW_NGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGOPENNYKTTPPVLDSDGSEFF_YSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1067)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTK D
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGOPREPOVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWQQGNVES CSVMHEALHNHYTOKS L
SLSPGK

>XENP024478 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain;Q108E)-empty-
Fc_Fc(216) IgGl pl(-)_lsosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)7-human_IL15(single-chain;Q108E)_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1068-1071)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SCCCGSCGGESEEEESGEEESGEEGES /NWVNVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASTIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINT S /EPKSSDKT
HTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDW_NGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGOQPENNYKTTPPVLDSDGSFF_YSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1072)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGYEVHNAKTKP
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI FKTI SKAKGQPREPQVYTLPP SREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWQQGNVESCSVMHEALHNHYTQKS L
SLSPGK
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Figure 104AV

>XENP024479 human_|L15Ra(sushi) (GGGGS)7-human_|L15(single-chain;N4D/N65D)-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)7-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1073-1076)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGEGSGGEGGESGGGGSGGGGS /NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINT S/EPKSSDKT
HTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHOQDW_NGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGOPENNYKTTPPVLDSDGSEFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - empty-Fc_Fc(216)_IgG1_C220S/PVA_/S267K/5364K/E357Q (SEQ ID NO: 1077)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP024480 human_IL15Ra(sushi) (30AA_linker_variant)-human_IL15(single-chain}-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) I1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(30AA_linker_variant)-human_IL15(single-chain)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1078-1081)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ DPALVHQRP
APPGGGGSGGGGSGGGGS GGG/ NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSFVHIVOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVK"NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1082)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCYVVDVKHEDPEVK FNWYVDGVEVHNAKTKD
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPOVYTLPP SREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV-.DSDGS FFLYSKLTVDKS RWQQGNVES CSVMHEALHNHYTOKS L
SLSPGK
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Figure 104AW

>XENP024481 human_IL15Ra(sushi) (30AA_linker_variant)-human_IL15(single-chain;Q108E)-empty-
Fc_Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA_/S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(30AA_linker_variant)-human_IL15(single-chain;Q108E)_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1083-1086)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ DPALVHQRP
APPGGGGSGGGESCGGEGSCGEG/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSFVHIVEMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPOVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 — empty_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1087)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP024890 IL15_N4D/N65D_(non-covalent)-human_IL15Ra(Sushi)-empty-Fc_IgG1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-1gG1 PVA /S267K/S364K/E357Q

Chain 1-IL-15_N4D/N65D (SEQ ID NOS 1088-1090)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHED2?EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPRE2?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 1091-1093)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 3 — empty_Fc(216)_1gG1_PVA_/5267K/S364K/E357Q (SEQ ID NO: 1094)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWOQGNVEFSCSVMHEALHNHYTQKSL
SLSPGK
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>XENP25138 IL15_D30N/E64Q/N65D_(non-covalent)-empty-Fc_Fc(216) 1gG1_pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-1gG1 PVA /S267K/S364K/E357Q

Chain 1-1L15_D30N/E64Q/N65D (SEQ ID NO: 1095)
NWVNVISDLKKIED_IQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVODLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 1096-1098)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGOPRE2QVYTLPPSREEMTRNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVES CSVMHEALHNHYTQKS LSLSPGK

Chain 3 - empty_Fc(216)_ IgG1_PVA_/5267K/5364K/E357Q (SEQ ID NO: 1099)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV.DSDGSFFLY SKLTVDKS RHQOGNVES CSVMHEALENHYTOKSL
SLSPGK

>XENP025938 human IL15Ra(sushi) (GGGGS)5-human IL15 N4D/N65D (single-chain)-empty-
Fc Fc(216) IeG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S/MA428L/N4345-
Fe(216) IgGl C220S/PVA /S267K/S364K/E357Q/M428L/N434S

Chain 1 —human_IL15Ra(sushi)_(GGGGS)5-human_IL15_N4D/N65D_(single-chain)-_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 1100-1103)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGFKRKAGT'SSLTECVINKATNVAHWTTPSLKCT R/ GEGGSGGEES CEEESGCEEESGEEE
E/ NWVDVISDLKKI EDLIOSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVED_I ITANNSLSSNGNVTESGCKEC
FELEFKNIKEFTQSFVHIVOMEINTS / EPKSSDKTHTCPPC2APPVAGP SVFLE2PKPKDTIMI SRT 2 EVICWVDVKHEDPEVKENWY Y
DGVEVANAKTKPREEEYNSTYRVVSVLIVIHODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSREEMIKNOVSLTCDV
SGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVE SCSVLHEATHSHYTOKSLSLSPGK

Chain 2 - empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NOS 1104-1108)
FPKSSDKTHTCPPCPAPPVAGPSVELFP>KPKDTLMI SRTPEVTCVVWIDVKHEDEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVL
TV HODWLNGKEYKCKVSNKAL PAPT EKTT SKAKGOPREPQVYTTP PSREQMIKNOVKLTCLVKGE Y PSDIAVEWESNGOPENNYKTTEP
VLDSDGSFFLYSKLTVDKSRIQOGNVESCSVLHEALHSHYTOKSLSLSPGK

human IL15Ra(sushi)(single-chain)-human 1L15 Fc(216) lgG1 C220S/PVA /S267K: corresponding to Figure
14

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGS/N@Y
NVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITILANNSLSSNG
NVTESGCKECEELEEKNIKEFLOSEFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI S
RTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 104AY

empty-Fc(216) 1gG1 pl(-
) Isosteric A_C220S/PVA_/S267K/L368D/K370S (GGGGS)2 IL15Ra({Sushi) IL15(single-
chain) IgG1 ISO{+RR) C220S/PVA /S267K/S364K/E357Q; corresponding to Figure 16

Chain 1 - empty-Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi)_IL15(single-chain) (SEQ ID NOS
1109-1112)

EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDV3SGFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGS/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWT
TPSLKCIR/GGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIH
DTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

Chain 2 - empty-Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q (8927) (SEQ ID NO: 1113)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKFKHYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWOQGNVEFSCSVMHEALHNHYTQKSL
SLSPGK
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IL-15 and IL-15 receptor Sequences — corresponds to Figure 2

Human IL-15 precursor sequence {SEQ ID NO: 1114)
>sp |P40933

MRISKPHLRSISIQCYLCLLLNSHEFLTEAGIHVEILGCEFSAGLPKTEANWVNVISDLKKIEDLIQSMHIDATLYT
ESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOS
FVHIVOMEINTS

Human IL-15 mature form sequence {SEQ ID NO: 1115}
>sp |P40933(49-162

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

Human IL-15Ra sequence (SEQ ID NO: 1116)

>sp Q13261
MAPRRARGCRTLGLPALLLLLLLRPPATRGITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTEC
VILNKATNVAHWTTPSLKCIRDPALVHQRPAPPSTVTTAGVTPOPESLSPSGKEPAASSPSSNNTAATTAAIVPGS

QIMPSKSPSTGTTEISSHESSHGTPSQTTAKNWELTASASHOPPGVYPQGHSDTTVAISTSTVLLCGLSAVSLLA
CYLKSRQTPPLASVEMEAMEALPVTWGT SSRDEDLENCSHHL

Human IL-15Ra, extracellular domain (SEQ ID NO: 1117)
>sp013261131-205

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGT SSLTECVLNKATNVAHWTTPSLKCIRDPALVHQRPA
PPSTVTTAGVTPQPESLSPSGKEPAASSPSSNNTAATTAATVPGSQLMPSKSPSTGTTEISSHESSHGTPSQTTA
KNWELTASASHOPPGVYPQGHSDTT

Human IL-15Ra, sushi domain (SEQ ID NO: 1118)

>spl013261131-95
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR
Human IL-15RB sequence (SEQ ID NO: 1119)

>sp|P14784

MAAPALSWRLPLLIZLLPLATSWASAAVNGT SQFTCEYNSRANISCVWSQDGALQODT SCOVHAWPDRRRWNQTCE
LLPVSQASWACNLILGAPDSQKLTTVDIVTLRVLCREGVRWRVMAICDFKPFENLRLMAPT SZLQVVHVETHRCNI
SWEISOASHYFERHLEFEARTLSPGHTWEEAPLLTLKOQKQEWICLETLTPDTQYEFQVRVKPLOGEFTTWSPWSO
PLIAFRTKPAALGKDTIPWLGHLLVGLSGAFGFIILVYLLINCRNTGPWLKKVLKCNTPDPSKEESQLS SEHGGDV
QKWLSSPEFPSSSFSPGGLAPEISPLEVLERDKVTQLLLOODKVPE?ASLSSNHSLTSCETNQGYFFFHLPDALET
EACOVYFTYDPYSEEDPDEGVAGAPTGSSPQPLOPLSGEDDAYCTZPSRDDLLLESPSLLGGPSPPSTAPGGSGA
GEERMPPSLQERVPRDWDPQPLGPPTPGVPD_VDFQPPPELVLREAGEEVPDAGPREGVSFPWSRPPGQGEFRAL
NARLPLNTDAYLSLOELOGODPTHLV

Human IL-15RB, extracellular domain (SEQ ID NO: 1120)
>sp|P14784(27-240

AVNGTSQFTCEYNSRANISCVWSQODGALQDT SCOQVHAWPDRRRWNQTCELLPVSQASWACNLILGAPDSQKLTTV
DIVTLRVLCREGVRWRVMAIQDFKPFENLRLMAPISLOVVHVETHRCNI SWETI SQASHYFERHLEFEARTLSPGH
TWEEAPLLTLKOKOEWICLETLTPDTQYEFQVRVKPLOGEEFTTWS 2WSQPLAFRTKPAALGKDT
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Human common gamma chain sequence (SEQ ID NO: 1121}
>sp | P31785

MLKPSLPFTSLLFLOLPLLGVGLNTTILTPNGNEDTTADFFLTTM?TDSLSVSTLPLPEVQCFVENVEYMNCTWN
SSSEPOPTNLTLHYWYKNSDNDKVOKCSHYLEFSEEITSGCQLOKKETHLYQTEFVVOLODPREPRROATOMLKLON
LVIPWAPENLTLHKLSESQLELNWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKEFSLPSVDGOKRYTERVRS
RENPLCGSAQHWSEWSHPITHWGSNTSKENPELFALEAVVISVGSMGLIISLLCVYEFWLERTMPRI PTLKNLEDLV
TEYHGNESAWSGVSKGLAESLOPDYSERLCLVSEI PPKGGALGEG2GASPCNOQHSPYWAPPCYTLKPET

Human common gamma chain, extracellular domain (SEQ ID NO: 1122)

>sp|P31785(23-262

LNTTILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCEFVENVEYMNCTWNS SSEPOQPTNLTLHYWYKNSDND
KVOKCSHYLFSEEITSGCQLOKKETIHLYQTEFVVQLODPREPRROQATCMLKLONLVI PWAPENLTLHKLSESQLEL

NWNNRELNHCLEHLVOQYRTDWDHSWTEQSVDYRHKESLPSVDGOQKRYTFRVRSRENPLCGSAQHWSEWSHPIHWG
SNTSKENPFLFALEA
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Linker Sequences - corresponds to Figure 7

SEQID NO
GGGGS 14
GGGGSGGGGS 15
GGGGSGGGGSGGGES 16
GGGGSGGGGSGGGGSGGGEGS 17
GGGGSGGGGESGGGEGESGGGEGESGGEGEES 18
GGGGSGGGGESGGGEGSGGGGESGGGGSGGGGES 19
GGGGSGGGGSGGGEGSGGGGSGEGGESGGGGSGGGES | 20
DPALVHQRPAPPGGGGSGGGGSGGGGSGGG 21
GKPGS 22
GKPGSGKPGSGKPGSGKPGSGKPGS 23
GKPGSGKPGSGKPGSGKPGSGKPGSGKPGS 24
GGGES 25
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Figure 104BC

Backbone Sequences - corresponds to Figure 9

IL-15/Ra-Fc Backbone 1

>IL-15/Ro-Fc monomer 1 (SEQ 1D NO: 1123)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ,ID NO: 1124)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVEFSCSVMHEALHNHYTOQKSLSLSPGK

IL-15/Ra-Fc Backbone 2

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 1125)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ 1D NO: 1126)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 3

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1127)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 1128)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCEVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK
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IL-15/Ra-Fc Backbone 4

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1129)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGOQPENNYKTTPPVLDSKGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ 1D NO: 1130)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTENEVSLTCLVKGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLEVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 5

>IL-15/Ra-Fc monomer 1 (SEQ.ID NO: 1131)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSRDQLTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fe monomer 2 (SEQ 1D NO: 1132)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 6

>IL-15/Ro-Fc monomer 1 (SEQ 1D NO: 1133)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 1134)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTICVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK
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IL-15/Ra-Fc Backbone 7

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1135)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYSSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGOQPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ 1D NO: 1136)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYSSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 8

>IL-15/Ra-Fc monomer 1 (SEQ.ID NO: 1137)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHN
AKTKPREEQENSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEOMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNV
FSCSVMHEALHNHYTQKSLSLSLGK

>IL-15/Ro-Fec monomer 2 (SEQ 1D NO: 1138)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHN
AKTKPREEEENSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQVYTLPPS
QEEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWEEGDV
FSCSVMHEALHNHYTQKSLSLSLGK

IL-15/Ra-Fc Backbone 9

>IL-15/Ro-Fc monomer 1 (SEQ 1D NO: 1139)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVOQEFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPTIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGFYPSDIAVEWESNGOQPENNYKTTPPMLDSDGSFEFLYSKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 1140)
ERKCCVECPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQENWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPTEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWEQGDVF
SCSVMHEALHNHYTQKSLSLSPGK



WO 2018/071919 PCT/US2017/056829
252/259

Figure 104BF

IL-15/Ra-Fc Backbone 10

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1141)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVOQEFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKGLPAPTEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPMLDSDGSEFEFLYSKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ 1D NO: 1142)
ERKCCVECPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQEFNWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPTIEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTPPMLDSDGSFEFLYSKLTVDKSRWEQGDVE
SCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 11

>IL-15/Ra-Fc monomer 1 (SEQ.ID NO: 1143)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVLHEALHSHYTQKSLSLSPGK

>IL-15/Ro-Fec monomer 2 (SEQ ID NO: 1144)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVLHEALHSHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 12

>IL-15/Ro-Fc monomer 1 (SEQ ID NO: 1145)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ ID NO: 1146)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTICVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK
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IL-15/Ra-Fe Backbone 13

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1147)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQG
DVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ro-Fc monomer 2 (SEQ 1D NO: 1148)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK
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Example 2A sequences

IL-15Ra(sushi-D96) of Figure 27 (SEQ ID NO: 1149)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRQ

IL-15Ra (sushi-D96/P97) of Figure 27 (SEQ ID NO: 1150)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRQE

IL-15Ra(sushi-D96/P97/A98) of Figqure 27 (SEQ ID NO: 1151)
ITCPPPMSVEHADIWVRKSY SLY SRERY ICNSGEKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDPA

IL-15(E87C) of Figure 28 (SEQ ID NO: 1152)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLII
LANNSLSSNGNVTESGCKCCEELEEKNIKEFLQSEFVHIVOMEINTS

IL-15(V4SC) of Figure 28 (SEQ ID NO: 1153)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASTHDTVENLII
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEFVHIVOMEINTS

IL-15(L52C) of Figure 28 (SEQ ID NO: 1154)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASTIHDTVENLII
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEFVHIVQMEINTS

IL-15(E89C) of Figure 28 (SEQ ID NO: 1155)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLII
LANNSLSSNGNVTESGCKECCELEEKNIKEFLQSEVHIVOMEINTS

IL-15(Q48C) of Figure 28 (SEQ ID NO: 1156)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELCVISLESGDASTIHDTVENLII
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOQSEFVHIVOMEINTS

IL-15(E53C) of Figure 28 (SEQ ID NO: 1157)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLCSGDASIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVQOMEINTS

of Figure 28

IL-15(C428) (SEQ ID NO: 1158)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKSFLLELQVISLESGDASTIHDTVENLII
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEFVHIVQMEINTS

IL-15(L45C) of Figure 28 (SEQ ID NO: 1159)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLCELQVISLESGDASIHDTVENLII
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEFVHIVQMEINTS
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IL-15Ra(sushi-D96/C97) of Figure 29 (SEQ ID NO: 1160)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC

IL-15Ra(sushi-D96/P97/C98) of Figure 29 (SEQ ID NO: 1161)
ITCPPPMSVEHADIWVKSYSLYSRERYTICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC

IL-15Ra (sushi-D96/C97/A98) of Figure 29 (SEQ ID NO: 1162)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA

IL-15Ra(sushi-840C) of Figure 29 (SEQ ID NO: 1163)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR

IL-15Ra(sushi-K34C) of Figure 29 (SEQ ID NO: 1164)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFCRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

IL-15Ra (sushi-G38C) of Figure 29 (SEQ ID NO: 1165)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKACTSSLTECVLNKATNVAHWTTPSLKCIR

IL-15Ra (sushi-1L42C) of Figure 29 (SEQ ID NO: 1166)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSCTECVLNKATNVAHWTTPSLKCIR

IL-15Ra(sushi-A37C) of Figure 29 (SEQ ID NO: 1167)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKCGTSSLTECVLNKATNVAHWTTPSLKCIR
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IL-15 Variant Sequences — corresponds to Figure 47

N1D (SEQ ID NO: 1168)

DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCEFLLELQVISLESGDASTHDTVENLI ITANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSFVHIVOMEINT'S

N4D (SEQ ID NO: 1169)

NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISIESGDASTHDTVENLI TTANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSFVHIVOME'INTS

D8N (SEQ ID NO: 1170)

NWVNVISNLKKIEDLIQSMHIDATLY TESDVHPSCKVIAMKCFLLELQVISLESGDASTHDTVENLI TLANNSLSSNGNV
TESGCKECEELEEKNIKEFLOQSFVHIVOMEINT'S

D30ON (SEQ ID NO: 1171)

NWVNVILSDLKKIEDLIQSMHIDATLY TESNVHPSCKVTAMKCELLELOVISIESGDASTHDTVENLI TTANNSLSSNGNV
TESGCKECEELEERNIKEFLOSFVHIVOME'INTS

D61IN (SEQ ID NO: 1172)

NWVNVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVIAMKCFLLELQVISLESGDASTHNTVENLI TLANNSLSSNGNV
TESGCKECEELEEKNIKEFLOQSFVHIVOMEINT'S

E64Q (SEQ ID NO: 1173)

NWVNVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVTAMKCELLELOVISIESGDASTHDTVONLI ITANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSEVHIVOMETINTS

N65D (SEQ ID NO: 1174)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOVISIESGDASTHDTVEDLI TTANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Q108E (SEQ ID NO: 1175)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOVISIESGDASTHDTVENLI TTANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSFVHIVEMEINTS

N1D/D61IN (SEQ ID NO: 1176)

DWVNVISDLKKTEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVI SLESGDASTHNTVENLT TTANNSLSSNGNV
TESGCKECEELEERNIKEFLOSFVHIVOMEINTS
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N1D/E64Q (SEQ ID NO: 1177)

DWVNVISDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELL ELOVI SLESGDASTHDTVONLI T TANNSLSSNGNVIESGCKECEE
LEFRNTKEFTOSEVHIVOMETINTS

N4D/D61IN (SEQ ID NoO: 1178)

NWVDVISDLKKIEDLIQSMHI DATT.YTESDVHPSCKVIAMKCELLELQVISTESGDASTENTVENLITTANNSLSSNGNVIESCGCKECEE
LEEKNTKEFTQSEVHIVOMEFINTS

N4D/E64Q (SEQ ID NO: 1179)

NWVDVISDLKKIEDLIQSMHIDATTYTESTVHPSCKVIAMKCELLELCVI SLESGDASTHDTVONLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEETOSEVHIVOMETINTS

D8N/D61N (SEQ ID NO: 1180)

NWVNVISNLKKIEDLIQSMHIDATT.YTESDVHPSCKVTAMKCFLLELQVISLESGDASTENTVENLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

D8N/E649 (SEQ ID NO: 1181)

NWVNVISNLKKIEDLIQSMHIDATTYTESDVHPSCKVIAMKCELLELOVISLESGDASTHDTVONLL ITANNSLS SNGNVIESGCKECEE
LEFERNTKEFTQSEVHIVOMETINTS

D6IN/E640 (SEQ ID NO: 1182)

NWVNVISDLKKIEDLIQSMHIDATLYTESTDVHPSCKVIAMKCELLELCVI SLESGDASTENTVONLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

E64Q/Q10BE (SEQ ID NO: 1183)

NWVNVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVTAMKCEFLLELQVI SLESGDASTHDTVONLITTANNSLSSNGNVIESCCKECEE
LEEKNIKEFTQSEVHIVEMETNTS

N1D/N4D/DSN (SEQ ID NO: 1184)

DWVDVLSNLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLETOVI SLESGDASIHDTVENLI I TANNSLSSNGNVTESGCKECEE
LEFEKNTKEFTOSEVHIVOMETINTS

D61N/E64Q/N65D (SEQ ID NO: 1185)

NWVNVISDLKKIEDLIQSMHIDATTYTESDVHP SCKVIAMKCELLELOVISTESGDASTHNTVODLI ITANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

N1D/D61N/E64Q/Q108E (SEQ ID NO: 1186)

DWVNVISDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELL ELOVI SLESGDASTHNTVONLI T TANNSLSSNCNVIESGCKECEE
LEEKNTKEFTOSEFVHIVEMFINTS

N4D/D61N/E64Q/Q108E (SEQ ID NO: 1187)

NWVDVISDLKKIEDLIQSMHIDATTYTESDVHPSCKVIAMKCELLELOVI SLESGDASTENTVONLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOQSEVHIVEMETINTS
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N1D/N65D (SEQ ID NO: 1188)

DWVNVISDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELI ELOVI SLESGDASTHDTVEDLI I TANNSLSSNGNVIESGCKECEE
LEFRNTKEFTOSEVHIVOMETINTS

N1D/Q108E (SEQ ID NO: 1189)

DWVNVISDLEKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELL ELOVI SLESGDASTHDTVENLI T TANNSLSSNCGNVIESGCKECEE
LEEKNTKEFTQSEVHIVEMFINTS

N4D/N65D (SEQ ID NO: 1190)

NWVDVISDLKKIEDLIQSMHIDATTYTESTVHPSCKVIAMKCELLELCVI SLESGDASTHDTVEDLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEETOSEVHIVOMETINTS

D30N/N65D (SEQ ID NO: 1191)

NWVNVISDLKKIEDLIQSMHIDATT.YTESNVHPSCKVTAMKCEFLLELOVISLESGDASTHDTVEDLI ITANNSLS SNGNVIESGCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

D30N/9108E (SEQ ID NO: 1192)

NWVNVISDLKKIEDLIQSMHIDATTYTESNVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLITTANNSLSSNGNVIESGCKECEE
LEFERNIKEFTQSEVHIVEMEINTS

N65D/Q108E (SEQ ID NO: 1193)

NWVNVISDLKKIEDLIQSMHIDATLYTESTDVHPSCKVIAMKCELLELCVI SLESGDASTHDTVEDLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVEMETINTS

E64Q/N65D (SEQ ID NO: 1194)

NWVNVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVTAMKCFLLELOVISLESGDASTHDTVODLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS

N1D/N4D/N65D (SEQ ID NO: 1195)

DWVDVLSDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLETOVI SLESGDASIHDTVEDLI I TANNSLSSNGNVTESGCKECEE
LEFEKNTKEFTOSEVHIVOMETINTS

D30N/E64Q/N65D (SEQ ID NO: 1196)

NWVNVISDLKKIEDLIQSMHI DATT.YTESNVHP SCKVIAMKCEFLLELOVISTESGDASTHDTVODLITTANNSLSSNGNVIESGCKECEE
LEFKNIKEFTOSEVHIVOMETINTS

N4D/D61IN/N65D (SEQ ID NO: 1197)

NWVDVISDLKKIEDLIQSMHIDATT.YTESDVHPSCKVTAMKCELLELQVISLESGDASTENTVEDLITTANNSLSSNGNVIESCCKECEE
LEEKNTKEFTOSEVHIVOMEINTS
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Non-Xtend Xtend Format Substitutions
22822 23504 IL-15/Ro—heteroFc QLO08E
24045 24306 IL-15/Ra-heteroFc D30N/E64Q/N65D
22821 23343 IL-15/Ra-heteroFc N65LD
23557 24113 IL-15/Ro-heteroFc N4D/N65D
24051 24341 IL-15/Roi-heteroFc N1D/N65D
24052 24301 IL-15/Ro—heteroFc N1D/N65D
bivalent ncIL-
24342 24346 15/Ra-Fc Ql108E
24349 24383 ncIL-15/Ra-Fc Q108E
Figure 106
Heterodimer-skewing Heterodimer-skewing Heterodimer
XENP variant, Chain 1 variant, Chain 2 Yield (%) CH3 Tm (°C)
12757 none none 52.7 83.1
12758 L368D/K3705 $364K 94.4 76.6
12759 L368D/K3705 S364K/E357L 90.2 77.2
12760 L368D/K3705 S364K/E357Q 95.2 77.5
12761 T411E/K360E/Q362E D401K 85.6 80.6
12496 L368E/K370S $364K 91.5 n.d.
12511 K370S $364K 59.9 n.d.
12840 L368E/K370S S364K/E357Q, 59.5 n.d.
12841 K370S S364K/E357Q 90.4 n.d.
12894 L368E/K370S S364K 41.0 n.d.
12895 K370S S364K 49.3 n.d.
12896 L368E/K370S S364K/E357Q, 73.9 n.d.
12901 K370S S364K/E357Q 87.9 n.d.




