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Figure 2A

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

>sp|P40933
MRISKPHLRSISIQCYLCLLLNSHFLTEAGIHVFILGCFSAGLPKTEANWVNYVI SDLKKI EDLIQSMHIDATLYT
ESDVHP SCKVTAMKCFLLELQVISLESGDAS THDTVENLI I LANNSLSSNGNVTESGCKECEELEEKNIKEFLQS
FVHIVOMFINTS

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

>sp|P40933|4%-162
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

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

>sp 013261
MAPRRARGCRTLGLPALLLLLLLRPPATRGITCPPPMSVEHADIWVKSY SLYSRERYI CNSGFKRKAGTSSLTEC
VINKATNVAHWTTPSLKCIRDPALVHQRPAPPSTVTTAGVTPQPESLSPSGKEPAASS PS SNNTAATTAAIVEGS
QLMPSKSPSTGTTEI SSHES SHGT PSQTTAKNWELTASASHQP 2GVYPQGHSDTTVAI STSTVLLCGLSAVSLLA
CYLKSRQTPPLASVEMEAMEALPVTWGT SSRDEDLENCSHHL

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

>sp|Q13261]31-205
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPALVHQRPA
PPSTVTTAGVTPQPESLSPSGKEPAASSPSSNNTAATTAAIVPGSQLMPSKSPSTGTTEISSHESSHGTPSQTTA
KNWELTASASHQPPGVYPQGHSDTT

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

>sp|Q1l3261(31-95
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR

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

>sp|P14784
MAAPALSWRLPLLI ZLLPLATSWASAAVNGT SQFTCFYNSRAN I SCVIWS QDGALQDTS CQVHAWP DRRRUNQTCE.
LLPVSQASWACNLI Z.GAPDSQKLTTVDI VT LRVLCREGVRWRVMAIQDFKP FENLRLMAP T SLOVVHVETHRCN I
SWEISQASHYFERHLEFEARTLSPGHTWEEAPLLTLKQKQEWI CLET LT PDTQYEFQVRVKPLOGEFTTHS PHSQ
PLAFRTKPAALGKDTIPWLGHLLVGLSGAFGFIILVYLLINCRNT GPWLKKVLKCNTPDR SKFFSQLS SEHGGDV
OKWLSSPFPSSSFSPGGLAPEI SPLEVLERDKVTQLLLQQDKVRE ASLSSNHS LTSCFTNQGYFFFHLPDALET
FACQVYFTYDPYSEEDPDEGVAGAPTGSSPQPLOPLSGEDDAYCT TPSRDDLLLFSPSLLGGPSPPSTAPGGSGA
GEERMPPSLQERVPRDWDPQPLGPPTPGVPDIVDFQP PPELVLREAGEEVP DAGPREGVS FPWSRP PGQGEFRAL
NARLPLNTDAYLSLOELQGQDPTHLV

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

>sp|P14784127-240

AVNGTSQFTCEFYNSRANISCVWSQDGALQDT SCOQVHAWPDRRRWNQTCELLPVSQASWACNLI LGAPDSQKLTTV
DIVTLRVLCREGVRWRVMAIQDFKPEFENLRLMAPISLOVVHVETHRCNISWEISQASHYFERHLEFEARTLSPGH
TWEEAPLLTLKQKQEWICLETLTPDTQYEFQVRVKPLOGEFTTWS 2WSQPLAFRTKPAALGKDT
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Figure 2B

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

>sp|P31785
MLKPSLPFTSLLFLQLPLLGVGLNTTILTPNGNEDTTADFFLTTM2TDS LSVSTLPLREVQCFVENVE YMNCTHN
SSSEPQPTNLTLEYWYKNSDNDKVQKCSHYLFSEEITSGCQLOKKEIHLYQTFVVQLODP REPRRQATQMLKLON
LVI PWAPENLTLHK.SESQLELNWNNRFLNHCLEHLVQYRT DWDHSWTEQSVDYRHKF SLP SVDGOKRYTFRVRS
RENPLCGSAQHWSEWSHP IHWGSNTSKENPFLFALFAVVISVGSMGLI I SLLCVYFWLERTMPRI PTLKNLEDLY
TEYHGNFSAWSGVSKGLAESLQPDYSERLCLVSEI PPKGGALGEG2GAS PCNQHS PYWAPPCYTLKPET

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

>sp|P31785|23-262
LNTTILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCFVENVEYMNCTWNSSSEPQPTNLTLHYWYKNSDND
KVQKCSHYLFSEEITSGCQLOKKEIHLYQTEVVQOLODPREPRROATOMLKLONLVIPWAPEN L TLHKLSESQLEL
NWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKEFSLPSVDGQKRYTFRVRSRENPLCGSAQHWSEWSHPIHWG
SNTSKENPEFLFALEA
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Figure 3A
Monomer 1 Monomer 2
F405A T394F
$364D Y349K
S364E L368K
S364E Y349K
S364F K370G
S364H Y349K
S364H Y349T
S364Y K370G
T411K K370E
V397S/F405A T394F
K370R/T411K K370E/T411E
L351E/S364D Y349K/L351K
L351E/S364E Y349K/L351K
L351E/T366D L351K/T366K
P395T/V397S/F405A T394F
$364D/K370G $364Y/K370R
$364D/T394F Y349K/FA05A
S364E/FA05A Y349K/T394F
S364E/F405S Y349K/T394Y
S364E/T411E Y349K/D401K
$364H/D401K Y349T/T411E
S364H/FA05A Y349T/T394F
S364H/T394F Y349T/FA05A
Y349C/S364E Y349K/S354C
L351E/S364D/F405A Y349K/L351K/T394F
L351K/S364H/D401K Y349T/L351E/T411E
S364E/TA11E/FAO5A Y349K/T394F/D401K
$364H/D401K/FA05A Y349T/T394F/T411E
S364H/FA05A/T411E Y349T/T394F/D401K
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Figure 3B
Monomer 1 Monomer 2
K370E/T411D T411K
L368E/K409E L368K
Y349T/T394F/S354C S364H/F405A/Y349C
T411E D401K
T411E D401R/T411R
Q347E/K360E Q347R
L368E S364K
L368E/K370S S364K
L368E/K370T S364K
L368E/D401R S364K
L368E/D401IN S364K
L368E E3575/5364K
L368E S364K/K409E
L368E S364K/K409V
L368D S364K
L368D/K370S S364K
L368D/K370S S364K/E357L
L368D/K370S $364K/E357Q
T411E/K360E/Q362E D401K
K370S S364K
L368E/K370S $364K/E357Q
K370S $364K/E357Q
T411E/K360D D401K
T411E/K360E D401K
T411E/Q362E D401K
T411E/N390D D401K
T411E D401K/Q347K
T411E D401K/Q347R
T411E/K360D/Q362E D401K
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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
T411E/K360 D401K/Q347K
T411E/K360D D401K/Q347R
T411E/K360E D401K/Q347K
TA11E/K360E D401K/Q347R
T411E/S364K D401K/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/K360D D401N

K360D Q347R/N3390K
K360D N390K/D401N
K360E Y349H
K370S/Q347E S364K
K370S/E357L $364K
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 $364K
L368D/K370S/Q347E/E357L $364K
L368D/K370S/Q347E/E357Q S364K
L368E/K370S/Q347E $364K
L368E/K370S/E357L S364K
L368E/K370S/E357Q S364K
L368E/K370S/Q347E/E357L $364K
L368E/K370S/Q347E/E357Q S364K
L368D/K370T/Q347E S364K
L368D/K370T/E357L $364K
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 $364K
L368E/K370T/Q347E/E357Q S364K
T411E/Q362E D401K/T411K
T411E/N390D D401K/T411K
T411E/Q362E D401R/T411R
T411E/N390D D401R/T411R
YA07T T366Y
FA05A T394W
T366Y/FA05A T394W/Y407T
Y407A T366W
T3665/L368A/YA07V T366W
T366S/L368A/Y407V/Y349C T366W/S354C




WO 2018/071919 PCT/US2017/056829
8/259
Figure 3E
Monomer 1 Monomer 2
K392D/K409D E356K/D399K
K370D/K392D/K409D E356K/E357K/D399K
K247Q/R355Q/N384S/K392N/V397M/QA19E/KA47_ P217R/P228R/N276K
K247Q/R355Q/N384S/K392N/V397M/Q419E/K447_ N276K
N384S/K392N/V397M/Q419E N276K
D221E/P228E/L368E D221R/P228R/K409R
C220E/P228E/L368E C220R/E224R/P228R/KA09R
FA05L K409R
T3661/K392M/T394W FAQSA/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/Q4A19E/K447 _

Q295E/N384D/Q418E/N421D

Q295E/Q418E/N421D

P217R/P228R/N276K

N276K

E269Q/E272Q/E283Q/E357Q

E269Q/E272Q/E283Q

E269Q/E272Q

E269Q/E283Q

E272Q/E283Q

E269Q
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Figure 4

Variant constant region

pl_ISO(-)-Fc only
pl_(-)_isosteric A-Fc only
p!_(-)_isosteric_B-Fc only
p!_ISO(+RR}-Fc only
pl_ISO(+)-Fc only
pl_(+)_isosteric_A
pl_(+)_isosteric_B
pl_(+)_isosteric_E269Q/E272Q
pl_(+)_isosteric_E269Q/E283Q
pl_(+)_isosteric_E272Q/E283Q
pl_(+)_isosteric_E269Q
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Substitutions

K274Q/R355Q/N3845/K392N/V397M/Q419E/K447 _
Q295E/N384D/Q418E/N421D
Q295E/Q418E/N421D
P217R/P228R/N276K

N276K
E269Q/E272Q/E283Q/E357Q,
E269Q/E272Q/E283Q
E269Q/E272Q

E269Q/E283Q

E272Q/E283Q

E269Q
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Figure 5

Ablation Variants

G236R

$239G

$239K

$239Q

S239R

V266D

S267K

S267R

H268K

E269R

299R

299K

K322A

A327G

A327L

A327N

A327Q

L328E

P329K

A330L

A330S/P331S

1332K

I332R

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_
$239K/S267K

267K/P329K
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Figure s 6A
IL-15-Fc monomer (-) IL-15Ra(sushi)-Fc monomer (+)
C220S 2208

Heterodimer pl variants L368D/K370S

Heterodimer pl variants S364K/E357Q,

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/L235A/G236_/S267K

FcKO
E233P/L234V/1235A/G236_/S267K

+MA428L/N434S

+M428L/N434S

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

Heterodimer pl variants L368D/K370S

Heterodimer pl variants $364K/E357Q

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FckKO
E233P/1234V/1235A/G236_/S267K

FckKO
E233P/1234V/1235A/G236_/S267K

+M428L/N434S

+M428L/N434S

Figure s 6C
empty-Fc monomer (-) IL-15Ra(sushi)-Fc monomer (+)
C220S C2208

Heterodimer pl variants L368D/K370S

Heterodimer pl variants S364K/E357Q

Isosteric pl substitutions
Q295E/N384D/Q418E/N421D

FcKO
E233P/L234V/L235A/G236_/S267K

FcKO
E233P/L234V/L235A/G236_/S267K

+M428L/N434S

+M428L/N434S

E233P/L234V/L235A/G236_/S267K

Figure s 6D

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

FcKO FcKO

E233P/L234V/1235A/G236_/S267K

+MA428L/N434S

+MA428L/N434S

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

Heterodimer pl variants L368D/K370S

Heterodimer pl variants S364K/E357Q,

Isosteric pl substitutions P217R/P228R/N276K

FckO
E233P/1234V/1235A/G236_/S267K

FckO
E233P/L234V/1235A/G236_/S267K

+M428L/N434S

+M428L/N434S
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Figure 7
Name Sequence SEQID NO:
(GGGGS)1 or GGGGS | GGGGS 14
(GGGGS), GGGGSGGGGS 15
(GGGGS)3 GGGGSGGGGSGGGGS 16
(GGGGS), GGGGSGGGGSGGGGSGGGGS 17
(GGGGS)s GGGGSGGGGSGGGGSGGGGSGGGGS 18
(GGGGS)s GGGGSGGGGSGGGGSGGGGSGGGGSGGGES 19
(GGGGS); GGGGSGGGGSGGGGSGGGGSGGGGSGGGGESGGGES | 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/Ra-Fc monomer 1 (SEQ ID NO: 26)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 27)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTICVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 2

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

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

IL-15/Ra-Fc Backbone 3

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 30)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

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

IL-15/Ra-Fc Backbone 4

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 32)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSKGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 33)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLP
PSREEMTENEVSLTCLVKGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLEVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 5

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 34)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLP
PSRDQLTKNQVKLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 35)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 6

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 36)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 37)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYASTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 8C

IL-15/Ra-Fc Backbone 7

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 38)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYSSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 39)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTICVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYSSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 8

>IL-15/Ra-Fc monomer 1 (SEQ, ID NO: 40)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNV
FSCSVMHEALHNHYTQKSLSLSLGK

>IL-15/Ra-Fc monomer 2 (SEQ,ID NO: 41)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHN
AKTKPREEEFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSTIEKTISKAKGQPREPQVYTLPPS
QEEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWEEGDV
FSCSVMHEALHNHYTQKSLSLSLGK

IL-15/Ra-Fe Backbone 9

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 42)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQEFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSEFELYSKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 43)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWEQGDVE
SCSVMHEALHNHYTQKSLSLSPGK
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Figure 8D

IL-15/Ra-Fc Backbone 10

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 44)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 45)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTICVVVDVKHEDPEVQENWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWEQGDVE
SCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 11

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

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

IL-15/Ra-Fc Backbone 12

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 48)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

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

IL-15/Ra-Fc Backbone 13

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 50)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 51)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTICVVVDVKHEDPEVKEFKWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 10

>XENP20818 — human [L15-(GGGGS); x human IL15Ra(Sushi)-(GGGGS); Fc heterodimer

Chain 1 - human_IL15_{(GGGGS),_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 (15902)
(SEQ ID NOS 52-54)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID

NOS 55-57)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVEFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

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

Chain 1 - human_IL15-F¢(216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (16479) (SEQ ID
NOS 58-60)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKN IKEFLOSFVHIVOMFINTS/ EPKSSDKTHTC PPCPAPPVAGPSVELEP PKPKDTL
MISRTPEVTCVVVDVKHEDP EVKENWYVDGVEVHNAKTKPREEEYN STYRVVSVLTVLHODW.NGKEYKCKVSNK
ALPAPTIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGZYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q (16481) (SEQ ID NOS 61-63)
ITCPPPMSVEHADINVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH

TCPPCPAPPVAGPSVFLFPPKPKDTLMISRT PEVTCVVVDVKHED ?EVKFNWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?CVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQOKSLSLSPGK
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Figure 11

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

Chain 1 - human_IL15Ra(sushi)_(GGGGS)s-human_IL15-Fc(216)_lgG1_pl(-
)_Isosteric_A_C2205/PVA_/S267K/L368D/K370S (16478) (SEQ ID NOS 64-67)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGGGGS/NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNI KEFLQSFVHIVOMFINTS/EPKS SDKTHTCPP
CPAPPVAGPSVEFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQOKSLSLSPGK

Chain 2 - empty-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (8924) (SEQ ID NO: 68)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 12A

>XENP21479 — empty-Fc-1L15(non-covalent)-human_IL15Ra(Sushi) Fc heterodimer

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 69)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 70)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPOVYTLPPS REEMTKNOVSLT
CDVSGFYPSDIAVEWESDGOPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q (16481) (SEQ ID NOS 71-73)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVICVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP022366 — empty-Fc-1L15(non-covalent)-human_IL15Ra(sushi) (GGGGS)1 Fc(216) IgG1 pl(-
|_lIsosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) IgGl C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 74)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

Chain 2 - empty-Fe(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 75)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV.DSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 76-78)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWQQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 12B

>XENP024348 I1L15(non-covalent)-human_IL15Ra(Sushi) _empty-Fc_Fc(216) 1gG1 pl(-
) Isosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - IL15 WT {SEQ ID NO: 79)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 80-82)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVANAKTK P REEEYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE2QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

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

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKS L
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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

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

SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS
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Figure 14

human_IL15Ra(sushi)(single-chain)-human_IL15 Fc(216) 1gG1 C220S/PVA_/S267K (SEQ ID NOS 88-91)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/NWV
NVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLITLANNSLSSNG
NVTESGCKECEELEEKNIKEFLQSFVHIVCOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI S
RTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFE
FLYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 15

>XENP022637 — empty-Fc(216) 1gG1 pl(-

|_lsosteric A_C220S/PVA_/S267K/L368D/K370S (GGGGS)2 IL15Ra(Sushi) IL15(non-
covalent) IgG1 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 SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGCSGGEGS/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIR

Chain 2 - empty-Fc(216)_lgG1_ISO{+RR)_C2205/PVA_/5267K/S364K/E357Q (8927) (SEQ ID NO: 95)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWQOGNVEFSCSVMHEALHNHYTQKSL
SLSPGK

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

SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS
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Figure 16
empty-Fc(216) IgG1 pl(-

) Isosteric A C220S/PVA /S267K/L368D/K370S (GGGGS)2 IL15Ra(Sushi) IL15(single-
chain) IgG1 ISO(+RR) C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty-Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi)_IL15(single-chain) {SEQ ID NOS
97-100)

EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPTIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLT
CDVSGEYPSDIAVEWESDGOPENNYKTTPPV_.DSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKS L
SLSPGK/GGGGSGGGGS/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT S SLTECVLNKATNVAHWT
TPSLKCIR/GGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTH
DTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

Chain 2 - empty-F¢(216)_|gG1_ISO(+RR)_C220S/PVA_/5267K/S364K/E357Q (8927) (SEQ ID NO: 101)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 18D

Octet Red 96 — AHC capture of XENP21478;
dip in 200 nM, 40 nM, or 8 nM IL2RE {(R&D
systems); KD ™~ 3 nM

Figure 18E

00 DSFTM=6R0°C

\\\\\\\ PR iy

¥ %
£y e 2T L
k .
g
& \_\
£ WS .
2 N
2
& B

¢ M 3 ¥ > Y

T 1 N X
&0 &0 K =0 |0 W
Tosnperabare {0}

> 3 ¥



WO 2018/071919 PCT/US2017/056829

33/259

Figure 19A
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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 23
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Figure 25A
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Figure 27

IL-15Ra(sushi-D96) (SEQ ID NO: 102)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGEKRKAGT'SSLTECVINKATNVAHWITPSLKCIRD

IL-15Ra (sushi-D96/P97) (SEQ ID NO: 103)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGT SSLTECVLNKATNYVAHWI TPSLKCIRDE

IL-15Ra (sushi-D96/P97/A98) (SEQ ID NO: 104)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGEKRKAGT SSLTECVINKATNVAHWT TPSLKCIRDPA
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Figure 28

IL-15(E87C) (SEQ ID NO: 105)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVQOMEINTS

IL-15(V49C) (SEQ ID NO: 106)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

IL-15(L52C) (SEQ ID NO: 107)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

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

IL-15(Q4BC) (SEQ ID NO: 109)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELCVISLESGDASTIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(E53C) (SEQ ID NO: 110)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLCSGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(C428) (SEQ ID NO: 111)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKSFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

IL-15(L45C) (SEQ ID NO: 112)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLCELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS
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Figure 29

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

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

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

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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKACTSS LTECVLNKATNVAHWTTPSLKCIR

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

IL-15Ra(sushi-A37C) (SEQ ID NO: 120)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKCGTSSLTECVLNKATNVAHWTTPSLKCIR
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Figure 30A

nell-15/Ra Heterodimer
Example: XENP21996

Figure 30C

eterodimer
Example: XENP22049
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Figure 30B

dslL-15/Ra Heterodimer
Example: XENP22004
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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)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS

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

>XENP022004 - human IL15 E87C-human_IL15Ra(Sushi-D96/C97)

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 123)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEFINTS

Chain 2 - human_IL15Ra{Sushi-D96/€97) (17051) (SEQ ID NO: 124)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC

>XENP022005 - human IL15 E87C-human IL15Ra(Sushi-D96/P97/C98)

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 125)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

Chain 2 - human_IL15Ra{Sushi-D96/P97/C98) (17052) (SEQ ID NO: 126)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC

>XENP022006 - human IL15 E87C-human IL15Ra{Sushi-D96/C97/A98)

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 127)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi-D96/C97/A98) (17053) (SEQ ID NO: 128)
ITCPPPMSVEHADIWVKS YSLYSRERYICNS GFKRKAGTSSLTECVLNKATNVAHWTTPS LKCIRDCA

>XENP022008 - human [L15 L52C-human_IL15Ra(Sushi-540C)

Chain 1 - human_IL15_L52C_no_tag (17072) (SEQ ID NO:
129)NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASIHDTVENLI ILANN
SLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEFINTS

Chain 2 - human_IL15Ra{Sushi-S40C) (17057) (SEQ ID NO: 130)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR

>XENP022494 — human_IL15 L45C-human_IL15Ra(Sushi-A37C)

Chain 1 - human_IL15_LA45C_no_tag (17069) (SEQ ID NO: 131)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLCELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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

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

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTITPSLKCIR/ GGGGSGGEGE
SGGGGSGGGGSGGGGSGGGGES /NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKETLQSFVHIVOMEINT S
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Figure 34
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Figure 36
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Figure 38
XENP Variant Yield MwW 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 21195.0 NA 70.0 52
IL-15/Ra(D96)
22002 No Disulfide Control 2.47 21292.1 NA 72.0 74
IL-15/Ra(D96/P97)
22003 No Disulfide Control 3.48 21363.2 NA 72.5 57
IL-15/Ra(D96/P97/A98)
22004 IL-15(E87C)/Ra(D96/C97) 4.58 21272.2 -7.61 83.0 41
22005 IL- 8.4 21369.3 NA 83 6.1
15(E87C)/Ra(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 21100.0 122 77.0 11
22008 1L-15(L52C)/Ra(S40C) 4.56 21085.9 -0.97 82.5 17
22009 IL-15(E89C)/Ra(K34C) 051 | 210289 ] -033 705 73
22010 IL-15(Q48C)/Ra(G38C) 0.42 21101.0 0.91 57.5 3.8
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 39A
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Figure 39C

Bivalent dsIL-15/Ra-Fc
Example: XENP22634
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Figure 40A

>XENP022013 human |L15 E87C (GGGGS)1-human IL15Ra(Sushi-D96/C97) (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_(GGGGS)1_Fc(216)_lgGl_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S
(SEQ ID NOS 136-138)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLI I TANNSLSSNGNVI'ESGCKCCEE
LEEKNIKEFLOSFVHIVOMFINTS /GGGES/ EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKE
NWYVDGVEVHNAKTK>REEEYNSTYRVVSVLTVLHOIDWINGKEYKCKVSNKALPAPT FKTT SKAKGOPREPOVYTLPPSREEMIKNOVS L
TCDVSGFYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKS RVEQGDVESCSYMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi-D96/C97)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q (SEQ
ID NOS 139-141)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVINKATNYVAHWTTPSLKCIRDC/ GGGGS/ EPKSSDKTHTCPPCPA
PPVAGPSVFLEPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVKENWY VDGVEVHNAKT KPREEQYN ST YRVVSVLTVLHODWLNGKEYKCK
VSNKALPAPIEKTT SKAKGOPREPQVYTLPPSRECMIKNOVKLTCLVKGEY PSDIAVEWESNGOPENNYKTTPPVLDSDGSFELYSKLTV
DKSRAQOGNVESCSVMHEAL HNHYTOKSLSLSPGK

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

Chain 1 - human_IL15_E87C_(GGGGS)1_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/5267K/L368D/K370S
(SEQ ID NOS 142-144)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCEFLLELOVI SLESGDASTHDTVENLI T TANNSLSSNGNVTESGCKCCEE
LEERNIKEFLOSFVHIVOMEINTS/ GGGGS/ EPKSSDKTHTCPPCPAPPVAGPSVELEP PKPKDTLML SRTPEVICVVYDVKHEDPEVKE
NWYVDGVEVHENAKTK>REEEYNSTYRVVSVLIVLHODWLNGKEY KCKVSNKALPAPT EKT T SKAKGQ?REPQVYTLPPSREEMIKNQVSL
TCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFLY SKLTVDKSRWEQGDVESCSVMHEAT HNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-D96/P97/C98)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q
(SEQ ID NOS 145-147)

ITCPPPMSVEHADIWVKSYSLY SRERY ICNSGEKRKAGTSSLTECVINKATNVAHATTPSLKCIRDPC/ GGGGS / EPKSSDKTHTCPPCP
APPVAGPSVELFPPKPKDTLMI SRTPEVICVVWIVKHEDPEVKENAY VDGVEVHNAKTK PREEQYNSTYRVVSVLIVI HODWLNGKEYKC
KVSNKALPAPT EKTTSKAKGQPREPQVYTLPPS REQMIKNQVKLICLVKGEY PS DLAVEWESNGQPENNYKT TP PVLDSDGSFELYSKLT
VDKSRAQOENVESCSVMHEALHNHYTOKSLSLSPGK

>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) IgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E87C_(GGGGS)1_Fc(216)_lgG1_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S
(SEQ ID NOS 148-150)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLI I TANNSLSSNGNVI'ESGCKCCEE
LEEKNIKEFLQSFVHIVOMEINTS /GGGGS/ EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTIMI SRTPEVTCVWYDVKHEDPEVKE
NWYVDGVEVHNAKTK2REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLPPSREEMIKNQVS L
TCDVSGEFYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFLY SKLTVDKS RWEQGDVESCSVMHEATHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi-D96/C97/A98)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q
(SEQ ID NOS 151-153)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKREAGTSSLTECVINKATNVAHWTTPSLKCIRDCA/ GGGGS/EPKSSDKTHTCPPCP
APPVAGPSVELFPPK2KDTTMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKC
KVSNKALPAPTEKTTSKAKGOPREPOVYTLPPSREOMIKNOVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWQOGNVESCSVMHEATLHNHYTQKSLSLSPGK
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Figure 40B

>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) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_L52C_(GGGGS)1-_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/1368D/K370S
(SEQ ID NOS 154-156)

NWVNVISDLKKIEDLIQSMHI DATLYTES DVHPSCKVIAMKCFLLELOVI SCESGDASTHDTVENLI T LANNSLSSNGNVTESGCKECEE
LEERNIKEFLOSFVHIVOMEINTS/ GGGGS/ EPKSSDKTHTCPPCEAPPVAGESVELEP PKPKDTLML SRTPEVICVVYDVKHEDPEVKE
NWYVDGVEVHNAKTKZREEEYNSTYRVVSVLIVLHODWLNGKEYKCKVSNKALPAPT EKT T SKAKGO?REPOVY TLPPSREEMIKNQVSL
TCIVSGEYPSDIAVENESDGOPENNYKTTRPVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVVHEALHNHYTOKS LS LSPGK

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

NOS 157-159)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTCSLTECVINKATNVAHWTTPSLKCIR/ GGGGES/ EPKS SDKTHTCPPCPAPP

VAGPSVEFLFPPKPKDITMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVIHQDWLNGKEYKCKVS
NKALPAPTEKTITSKAKGOPREPOVYTLP?SRECMTKNQVKLTCLVKGEYPSDIAVENESNGOPENNYKTTPPVLDSDGS FFLYSKLTVDK
SRWOOCNVESCSVMHEALHNHYTOKSLSLSPCK
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Figure 41A

>XENP022358 — empty-Fc-1L15 E87C-human IL15Ra(Sushi-D96/P97/C98) (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: 160)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKCCEELEERNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 161)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97/C98)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q
(17039) (SEQ ID NOS 162-164)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP022359 — empty-Fc-1L15 _E87C-human_IL15Ra({Sushi-D96/C97/A98) (GGGGS)1 Fc(216) IgG1l 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: 165)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 166)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSL
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/

EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKS L
SLSPGK
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Figure 41B

>XENP022361 — empty-Fc-1L15 L52C-human_IL15Ra(Sushi-540C) (GGGGS)1 Fc(216) lgG1 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)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISCESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEERKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 171)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-S40C)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/5267K/S364K/E357Q (17044)
(SEQ ID NOS 172-174)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HQODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022684 empty-Fc-IL15 E87C-human_IL15Ra(Sushi-D96/C97/A98) Fc(216) IgG1 pl(-
)_Isosteric A_C220S/PVA_/S267K/L368D/K370S-Fc(216) 1gG1l C220S/PVA_/S267K/S364K/E357Q

Chain 1-1L15_E87C (SEQ ID NO: 175)
NWVNVISDLEKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELQVI SLESGDASTHDTVENLITLANNSLSSNGNVTESGCKCCEE
LEERNIKEFIOSEVHIVOMETNTS

Chain 2 - IL15Ra(Sushi-D96/C97/A98)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S
(SEQ ID NOS 176-178)
ITCPPEMSVEHADIWVKS YSLY SRERYTCNSGEKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDCA/ EPKSSDKTHTCPECEAPPVAG

PSVELFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVY SVLTVLHODWINGKEYKCKVSNKA
LPAPTEKTT SKAKGO>REPQVYTLPPSREOMIKNQVKLTCLVKGFYPSDIAVEWESNGRPENNYKT TPPVLDSDGS FELYSKLTVDKSRI
OOGNVE'SCSVMHEALHNHYTOKSLSLSPGK
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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/€97)-Fc(216)_lgG1_C220S/PVA_/S267K {17581)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIRDC/ EPKSSDK
THTCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEQYN S
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NOS 179-181)

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 182)
NWVNVISDLEKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSEVHIVOMEINTS

>XENP022635 — human_IL15(E87C)-human_IL15Ra(Sushi-D96/C97/A98) Fc(216) IgG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-D96/C97/A98)-F¢(216)_IgG1_C2205/PVA_/S267K (17582) (SEQ ID NOS 183-
185)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA/EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGO?REPQVYTLPPSREEMTKNQVSLTCLVKGFE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 186)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLII LANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

>XENP022636 — human_IL15(L52C)-human_IL15Ra(Sushi-S40C) Fc(216) 1gG1 C220S/PVA_/S267K

Chain 1 - human_IL15Ra(Sushi-S40C)-Fc(216)_lgG1_C2205/PVA_/S267K (17583) (SEQ ID NOS 187-189)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPRE2QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

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

SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS
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Figure 43
>XENP022639 — empty-Fc(216) 1gG1 pl(-

) Isosteric A C220S/PVA /S267K/1L368D/K370S (GGGGS)2 IL15Ra(Sushi-
D96/C97) 1L15(E87C) IgG1 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-
D96/C97) (17605) {SEQ ID NOS 191-193)

EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGES/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIRDC

Chain 2 - empty-Fc(216)_|gG1_ISO(+RR)_C220S/PVA_/5267K/S364K/E357Q (8927) (SEQ ID NO: 194)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 195)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVQMFINTS

>XENP022640 empty-Fc(216) IgG1 pl(-
) lIsosteric_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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVENLI TTANNSLSSNGNVTESGCKCCEE
LEEKNIKEFLQSEVHIVOMEINTS

Chain 2 — empty_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 187)
FPKSSDKTHTCPPCEAPPVAGP SVELFPPKPKDTLML SRTPEVTCVVWDVKHED 2EVKENWHYVDGVEVHNAKTK PREEEYNSTYRVVS VL
TVLHODWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYT T PPSREEMTKNOVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPP
VLDSDGSEFLYSKLTVDKSRHEQGDVESCSVMHEALENHYTOKSLSLSPGK
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Figure 45A
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Figure 45C
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Figure 47A

N1D (SEQ ID NO: 198)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVIAMKCELLELOVI SLESGDASTHDTVENLIITANNSLSSNGNVIESGCKECEE
LEEKNIKEFIQSEVHIVOMETINTS

N4D (SEQ ID NO: 199
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQVISLESGDASTHDTVENLI I LANNSLSSNGNVTESGCKECEE
LEERNIKEFTOSEFVHIVOMEINTS

D8N (SEQ ID NO: 200)
NWVNVISNLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELOVISLESGDASTHDTVENLI ILANNSLSSNGNVTESGCKECEE
LEEKNIKEFLOSEVHIVOMEINTS

D30N (SEQ ID NO: 201)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVIAMKCFLLELQVI SLESGDASTHDTVENLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMEINTS

D61N (SEQ ID NO: 202)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELQVI SLESGDASTHNTVENLI T LANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEVHIVOMETNTS

E64Q (SEQ ID NO: 203)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVISLESGDASTHDTVONLI I LANNSLSSNGNVIESGCKECEE
LEEKNIKEFTOSEVHIVOMETINTS

N65D (SEQ ID NO: 204)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCRVIAMKCEFLLEIQVI SLESGDASTHDTVEDLI TLANNSLS SNGNVTESGCKECEE
LEEKNIKEFLOSEVHIVOMEINTS

Q108E (SEQ ID NO: 205)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELOVI SLESGDASTHDTVENLI ILANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVEMEINTS

N1D/D61N (SEQ ID NO: 206)
DWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHNTVENLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIOQSEVHIVOMEINTS

N1D/E64Q (SEQ ID NO: 207)
DWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVONLITIANNSLSSNGNVIESGCKECEE
LEERNIKEFIQSEVHIVOMETNTS

NAD/D61N (SEQ ID NO: 208)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQVISLESGDASTHNTVENLI ILANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEVHIVOMETINTS

N4D/E64Q (SEQ ID NO: 209}
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELQVI SLESGDASTHDTVONLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMETNTS
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Figure 47B

D8N/D61N (SEQ ID NO: 210)
NWVNVISNLEKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHNTVENLI I LANNSLSSNGNVIESGCKECEE
LEEKNIKEFIQSEVHIVOMETINTS

D8N/E64Q (SEQ ID NO: 211
NWVNVISNLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELOVI SLESGDASTHDTVONLI I LANNSLSSNGNVTESGCKECEE
LEERNIKEFTOSEFVHIVOMEINTS

D61N/E64Q (SEQ ID NO: 212)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQVISLESGDASTHNTVONLI ILANNSLSSNGNVTESGCKECEE
LEEKNIKEFLOSEVHIVOMEINTS

E64Q/Q108E (SEQ ID NO: 213)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELQVI SLESGDASTHDTVONLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEFVHIVEMEINTS

N1D/N4D/D8N (SEQID NO: 214)
DWVDVISNLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELQVI SLESGDASTHDTVENLI ITANNSLSSNGNVTESGCKECEE
LEEKNIKEFTQSEFVHIVOMEINTS

D61N/E64Q/N65D (SEQ ID NO: 215)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVISLESGDASTHNTVODLI I LANNSLSSNGNVTESGCKECEE
LEEKNIKEFTOSEVHIVOMETINTS

N1D/D61N/E64Q/Q108E (SEQ ID NO: 216)
DWVNVISDLKKIEDLIQSMHI DATLYTESDVHP SCKVIAMKCELLELOVI SLESGDASTHNTVONLITTANNSLSSNGNVIESGCKECEE
LEEKNIKEFLOSEVHIVEMEINTS

N4D/D61N/E64Q/Q108E (SEQ ID NO: 217)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELOVI SLESGDASTHNTVONLI I LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVEMEINTS

N1D/N65D (SEQID NO: 218)
DWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEDLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIOQSEVHIVOMEINTS

N1D/Q108E (SEQ ID NO: 219)
DWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLITIANNSLSSNGNVIESGCKECEE
LEERNIKEFIQSEFVHIVEMEINTS

N4AD/N65D (SEQ ID NO: 220)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQVISLESGDASTHDTVEDLI ILANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEVHIVOMETINTS

D30N/N65D (SEQ ID NO: 221)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVIAMKCELLELQVI SLESGDASTHDTVEDLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMETNTS

D30ON/Q108E (SEQ ID NO: 222
NWVNVISDLKKIEDLIQSMHIDAT LYTESNVHPSCKVIAMKCFLLELQVISLESGDASTHDTVENLI ILANNSLS SNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVEMEINTS
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Figure 47C

N65D/Q108E (SEQ ID NO: 223)
NWVNVISDLEKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEDLI I LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVEMEINTS

E64Q/N65D (SEQ ID NO: 224
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVIAMKCFLLELOVISLESGDASTHDTVODLI I LANNSLSSNGNVTESGCKECEE
LEERNIKEFTOSEFVHIVOMEINTS

N1D/N4D/N65D (SEQ ID NO: 225)
DWVDVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCELLELOVI SLESGDASTHDTVEDLI T LANNSLS SNGNVI'ESGCKECEE
LEEKNIKEFTQSEVHIVOMETINTS

D30N/E64Q/N65D (SEQ ID NO: 226)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVIAMKCFLLELQVI SLESGDASTHDTVODLI TTANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEVHIVOMETNTS

N4D/D61N/N65D (SEQ ID NO: 227)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTIAMKCFLLELQVISLESGDASTHNTVEDLI ILANNSLS SNGNVTESGCKECEE
LEEKNIKEFLOSEVHIVOMEINTS
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Figure 48A

>XENP022821 - human 1115 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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 231-233)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022822 - human 1115 Q108E (GGGGS);-human_IL15Ra(Sushi) (GGGGS), Fc[216) 1gG1 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_Q108E_(GGGGS); {17693) (SEQ ID NOS 234-236)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 237-239)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWQQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP023554 - human_IL15 N1D/N65D (GGGGS)1-human_IL15Ra(Sushi) (6GGGS)1 Fc(216) IgG1 pl(-

) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18783) (SEQ ID NOS 240-242)

DWVNVI SDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS / GGGGS/EPKSSDKTHTCPPCPAPPVAGP SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_{GGGGS)1_Fc(216)_IgG1_C2205/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 243-245)

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWT TP SLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTMISRT PEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE.
QYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPTEKT I SKAKGQPREPQVYTLP PSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTP PVLDS DGSFFLY SKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLS
PGK
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Figure 48B

>XENP023557 - human IL15 N4D/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_N4D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18786) (SEQ ID NOS 246-248)

NWVDVISDLKKIED _IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 249-251)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEA_LHNHYTQKSLSLS
PGK

>XENP023561 human_IL15_N65D/Q108E_(GGGGS)1-human_IL15Ra(Sushi) (GGGGS)1_Fc(216)_IgG1_pl(-

) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N65D/Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 252-254)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKN IKEFLOSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCP PCPAPPVAGP SVFLEPD
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGEYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

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

[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGS/EPKS SDKTHTCP
PCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENW YVDGVEVENAKTKPREEQYNSTYRVY
SVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPOVYTLP PSREQMTKNOVKLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWOQGNVESCSVMHEALHNHYTOKS LSLS PGK

>XENP024018 human_IL15(N65D)-human_IL15Ra(Sushi) Fc(216) 1gG1 pi(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15(N65D)_Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 258-260)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 261-263)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE>CVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 48C

>XENP024019 - human_IL15(Q108E)-human_IL15Ra(Sushi) Fc(216) IgG1 pl(-
) Isosteric 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(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (19242) (SEQ ID NOS 264-266)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_Fc{216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 267-
269)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQOPRE2CVYTLPPSREDMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP024045 human_IL15 D30N/E64Q/N65D (GGGGS)1-
human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/1L368D/K370S-
Fc(216) IgG1 €220S/PVA /S267K/S364K/E357Q

Chain 1 — human_IL15_D30N/E64Q/N65D_(GGGGS)L_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/5267K/L368D/K370S (SEQ ID NOS 270-272)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVQODLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_{(GGGGS)1_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
273-275)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP024051 human_IL15 N1D/N65D-human IL15Ra(Sushi) Fe(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 —human_IL15_N1D/N65D-human_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 276-278)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW_NGKEYKCKVSNK
ALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGOPENNYKTTPPVLDSD
GSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fe(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 279-281)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPRE2QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWOQGNVES CSVMHEALENHYTOKS LSLSPGK
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Figure 48D

>XENP024052 human IL15 N4D/N65D-human_IL15Ra(Sushi) Fc(216) IgG1 pi(-
|_lsosteric A_C220S/PVA_/S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 -human_IL15_N4D/N65D-human_ Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 282-284)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGOQPENNYKTTPPVLDSD
GSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 285-287)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH

TCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT ISKAKGQPRE2QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 49A

>XENP024015 human_IL15Ra(sushi) (GGGGS)5-human_|L15(Q108E;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)_(GGGGS)5-human_IL15(Q108E;single-chain) _Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 288-291)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGEGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
IHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLEPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NO: 292)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHOQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGOPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024050 human_IL15Ra(sushi) (GGGGS)5-human_IL15 N4D/N65D _(single-chain)-empty-
Fc_Fc(216) IgG1 pl(-) Isosteric A_C2205/PVA_/S267K/L368D/K3705-
Fc(216) IgG1l 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
SGGGGSGGGGSGGGGES/NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
IHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - empty_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NO: 297)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKS L
SLSPGK
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Figure 49B

>XENP024475 human_|L15Ra(sushi) (GGGGS)6-human_IL15(single-chain;Q108E)-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)_(GGGGS)6-human_IL15(single-chain;Q108E)_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 298-301)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGEESGEGES /NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVI SLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKE=LQSFVHIVEMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NO: 302)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

>XENP024476 human_IL15Ra(sushi) (GGGGS)6-human_IL15(single-chain;N4D/N65D)-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)6-human_IL15(single-chain;N4D/N65D)_F¢(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 303-306)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGEESGGEGGSGEGEES/NWVDVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKE=LQSFVHIVOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

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

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024478 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain;Q108E)-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)7-human_IL15(single-chain;Q108E)_Fc(216)_IgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 308-311)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGEGSGGGEESGGGEESGGGGES /NWVNVISDLKKIEDLIQSMHI DATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/EPKSSDKT
HTCPPCPAPPVAGPSVEFLEFPPKPKDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHENAKTKPREEEYNST
YRVVSVLTVLHQDW_NGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGQPENNYKTTPPVLDSDGSEFE_LYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 312)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLY SKLTVDKS RWQQGNVES CSVMHFALHNHYTOKS L
SLSPGK
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Figure 49C

>XENP024479 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain;N4D/N65D)-empty-
Fc_Fc(216) IgG1 pl(-) Isosteric A C2205/PVA_/S267K/L368D/K370S-
Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)7-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 313-316)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWITPSLKCIR/ GGGGSGGGGE
SGGGGSGGGGSGGGEGESGEGESGGGGES /NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKT
HTCPPCPAPPVAGPSVELEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTKPREEEYNST
YRVVSVLTVLHOQDW_NGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty-Fe_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 317)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024481 human_IL15Ra(sushi) (30AA_linker_variant)-human_IL15(single-chain;Q108E}-empty-
Fc_Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1l_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(30AA_linker_variant)-human_IL15(single-chain;Q108E)_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 318-321)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ DPALVHQRP
APPGGGGSGGGGSGGGGSGGG/NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNI KEFLQSFVHIVEMFINTS/EPKS SDKTHTCPP
CPAPPVAGPSVEFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHQODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 322)
EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENHYVDGVEVENAKTKP

REEQYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 50A

>XENP0243491L15_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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE>QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty- Fc(216)_IgG1_C2205/PVA_/5267K/S364K/E357Q {SEQ ID NO: 326)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQQOGNVEFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 —-1L15_Q108E_(non-covalent) (SEQ ID NO: 327)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

>XENP024890 IL15_N4D/N65D_(non-covalent)-human_IL15Ra(Sushi)-empty-Fc_1gG1 Fc(216) 1sG1 pl(-

) Isosteric A C220S/PVA /S267K/L368D/K370S-1gG1 PVA /S267K/S364K/E357Q

Chain 1 -IL-15_N4D/N65D (SEQ ID NOS 328-330)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWITPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/1L368D/K370S (SEQ ID
NOS 331-333)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLEPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 3 —empty_Fc(216)_1gG1_PVA_/5267K/S364K/E357Q (SEQ ID NO: 334)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_.DSDGSFEFLYSKLTVDKSRWQOGNVEFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 50B

>XENP25138 IL15_D30N/E64Q/N65D_(non-covalent)-empty-Fc_Fc(216) IgG1 pl(-
) lsosteric A _C220S/PVA_/S267K/1368D/K370S-1gG1 _PVA /S267K/S364K/E357Q

Chain 1- I1L15_D30N/E64Q/N65D (SEQ ID NO: 335)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVQDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)_Fc{216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 336-338)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE2QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVFS CSVMHEALENHYTOKS LSLSPGK

Chain 3 - empty_Fc(216)_ IgG1_PVA_/S267K/5364K/E357Q (SEQ ID NO: 339)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 51

>XENP022801 - human_IL15 N65D({non-covalent)-human_|L15Ra(Sushi)

Chain 1 - human_IL15_N65D(non-covalent) (17672) (SEQ ID NO: 340)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEFINTS

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

>XENP022802 - human IL15 Q108E(non-covalent)-human_IL15Ra(Sushi)

Chain 1 - human_IL15_Q108E(non-covalent) (17673) (SEQ ID NO: 342)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVEMEINTS

Chain 2 - human_IL15Ra(Sushi) (17033) (SEQ ID NO: 343)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR
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Figure 52

>XENP024342 human_IL15(non-covalent; Q108E)-human_IL15Ra(Sushi) Fc(216) IgGl C220S/PVA_/S267K

Chain 1 — human_IL15Ra(Sushi) _Fc(216)_IgG1_C220S/PVA_/S267K (SEQ ID NOS 344-346)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 ~human_IL15(non-covalent; Q108E) (SEQ ID NO: 347)
NWVNVISDLEKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS

SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS
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Figure 53

>XENP023472 empty-Fc-1L15 N65D/E87C-human_[L15Ra(Sushi-D96/C97) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - empty_ Fc(216)_lgG1_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S (SEQ ID NO: 348)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 2 - IL15_N65D/E87C (SEQ ID NO: 349)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

Chain 3 - IL15Ra(Sushi-D96/C97)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 350-352)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC/EPKSSDK
THTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREQMTKNQVKLT CLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVEFSCSVMHEALHNHYTQKSLSLSPGK

>XENP023473 empty-Fe-IL15_N65D/L52C-human_IL15Ra{Sushi-S40C)_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - empty_ Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 353)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPTIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVF3SCSVMHEALHNHYTQKSL
SLSPGK

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

Chain 3 - IL15Ra(Sushi-S40C)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 355-357)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH

TCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 85C
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Figure 87E
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Figure 88E
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Figure 91C
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Figure 94A

>XENP023343 - human 1115 N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/1L368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/N434S

Chain 1 - human_IL15_N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (18295) (SEQ ID NOS 358-360)
NWVNVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q/M428L/N434S
(17761} (SEQ ID NOS 361-363)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK

SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWOOGNVESCSVLHEAZHSHYTQKSLSLS
PGK

>XENP023504 human_IL15 Q108E (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pi(-

) Isosteric A C220S/PVA_/S267K/L368D/K3705/M428L/N434s-
Fc(216) 1gG1l_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_Q108E_{GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/5267K/L368D/K3705/M428L/N434S (SEQ ID NOS 364-366)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/ GGGGS/EPKSSDKTHTCPPCPAPPVAGP SVELERP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CRKVSNKALPAPTIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVLHEALHSHYTOKSLSLSPGK

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

ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVLHEALHSHYTQKSLSLS
PGK
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Figure 94B

>XENP024113 human [L15 N4D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pi(-
) Isosteric A C220S/PVA /S267K/1L368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/N434S

Chain 1 - human_IL15_N4D/N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 370-372)

NWVDVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 2 —human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S
(SEQ ID NOS 373-375)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLS
PGK

>XENP024301 human_IL15 N4D/N65D-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-

) Isosteric A C220S/PVA_/S267K/L368D/K3705/M428L/N434s-
Fc(216) 1gG1l_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 -human_IL15_N4D/N65D_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434s (SEQ ID NOS 376-378)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW_NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

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

ITCPPPMSVEHADINVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVELFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEQYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE2QVYTLPPSREOMTKNQVKLT CLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVFSCSVLHEALHSHYTQKS LSLSPGK
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Figure 94C

>XENP024306 human_|IL15 D30N/E64Q/N65D (GGGGS)1-
human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgGl pl(-

)_Isosteric_ A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA _/S267K/S364K/E357Q/M428L/N434S

Chain 1 - human_IL15_D30N/E64Q/N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
|_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 382-384)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVODLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_|gG1_C220S/PVA_/S267K/S364K/E357Q/MA428L/N434S
{SEQ ID NOS 385-387)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLS
PGK

>XENP024341 human_IL15 N1D/N65D-human_IL15Ra(Sushi) Fe(216) IgGl pl(-
)_Isosteric A _C220S/PVA_/S267K/L368D/K370S/M428L/N434s-
Fe(216) IgGl_C220S/PVA_/S267K/S364K/E357Q/MA28L/NA34S

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)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW_NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTOKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 391-393)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED ?EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQRPRE>CVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOQGNVESCSVLHEALHSHYTQKSLSLSPGK
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Figure 94D

>XENP025938 human_IL15Ra(sushi) (GGGGS)5-human_IL15 N4D/N65D_(single-chain)-empty-
Fc Fc(216) 1gG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K3705/M428L/N434S-
Fc(216) IgG1l 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)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGEKRKAGT SSLTECVINKATNVAHWI TPSLKCI R/ GGGGSGGEGS GEEGSGEEESGEEE
é/ NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCEFLLELQVI SLESGDASTHDTVEDLI ITANNSLS SNGNVIESGCKEC
EELEEKNIKEFLQSFVHIVOMFINTS /E2KSSDKTHTCPPC2APPVAGPSVE LE2PKPKDTIMI SRT 2EVICVWVDVKHEDPEVKENWYV
DGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWI NGKEYKCKVSNKALPAPTEKTT SKAKGOPREPCVYTLPPSREEMTKNOVSLTCDY
SGEYPSDIAVEWESDGOPENNYKT'TPPVLDSDGSEFLYSKLTVDKSRWEQGDVE SCSVLHEATHSHYTORSLSLSPGK

Chain 2 — empty_Fc(216)_IgG1_C220S/PVA_/5267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 398)
EPKSSDKTHTCPPCPAPPVAGPSVELEFP2KPKDTIMI SRTPEVICVVWDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVL

TVLHODWLNGKEYKCKVSNKALPAPT EKT T SKAKGOPREPOVYTTPPSREOMI KNQVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPP
VLDSDGSFELYSKLTVDKSRWOQGNVESCSVIHEATHSHYTOKSLSLSPGK
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Figure 95
>XENP024383 1L15_Q108E (non-covalent)-human_IL15Ra(Sushi) empty-Fc Fc(216) IgG1 pl(-

) Isosteric A C220S/PVA /S267K/1L368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/N434S

Chain 1 - 1L15_Q108E (SEQ ID NO: 399)
NWVNVISDLKKIED IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

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
TCPPCPAPPVAGPSVFLEPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE2?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOQPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 3 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 403)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP

REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNOVKLT
CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSL
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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE>QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVLHEALHSHYTQKSLSLSPGK

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

>XENP024351 human_IL15(non-covalent; N4D/N65D)-
human IL15Ra(Sushi) Fc{216) lgsG1 C220S/PVA /S267K/M428L/N434S

Chain 1 - IL15(N4D/N65D) (SEQ ID NO: 408)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVEDLI I LANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)_Fc{216)_IgG1_C2205/PVA_/S267K/M428L/N434S (SEQ ID NOS 409-411)
ITCPPPMSVEHADIWVKSYSLY SRERY ICNSGFKRKAGT SSLTECVINKATNVAHWTTPSLKCI R/ E2KSSDKTHTCPPC2APPVAGPSY
FLEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN ST YRVVSVLTVIHODWLNGKEYKCKVSNKALPA
PIEKTTISKAKGOPREOVYTLPPSREEMIKNOVSLTCLVKG=YPSDIAVEWESNGOPENNYKI TPPV_DSDGSFELYSKLTVDKSRWOOG
NV=SCSVIHEALHSHYTQRSLSLSPGK
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Figure 97C
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Figure 98A
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Figure 98C
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Figure 99C
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Figure 100C
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Figure 103A

CD8" T cells

257 - XENP23343
& XENP24113

-+ XENP23504
-+ XENP24341
- XENP24301
- XENP24306
-O- XENP24346
1+ XENP24383

Fold change in
absolute cell count

Figure 103B

" -+ XENP23343
€3 & XENP24113
$)
&= -+ XENP23504
co
g 0 > XENP24341
<o
_g 5 -~ XENP24301
09 -+~ XENP24306
L o
] O~ XENP24346
I+ XENP24383




WO 2018/071919 PCT/US2017/056829
191/259

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_/S267K/L368D/K370S (15902) (SEQ ID NOS 412-414)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKA
LPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q
(15908) (SEQ ID NOS 415-417)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/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_/S267K/L368D/K370S (15902) (SEQ ID NOS 418-420)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVOQMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI
SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKA
LPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)s_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{Sushi)-(GGGGS), Fc heterodimer

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

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216) 1gG1_C220S/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)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S
(15902) (SEQ ID NOS 430-432)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQ
GDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)-Fc{216) _IgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS
433-435)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTHTCPPCPA
PPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTQKSLSLSPGK

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

Chain 1 - human_IL15_{GGGGS):_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S
(15902) (SEQ ID NOS 436-438)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQ
GDVFSCSVMHEALHNHYTQKSLSLSPGK

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

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

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

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)s_Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q (15909)
(SEQ ID NOS 445-447)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSGGGG
SGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVYDVKHEDPEVKENWYVDGVEVHNAK
TKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPYLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>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 448-450)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVK
HEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREP
QVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSC
SVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)-Fc{216) IgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS
451-453)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTHTCPPCPA
PPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQ
DWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENN
YKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP21476 — human IL15-(GGGGS); x human IL15Ra{Sushi}-{GGGGS), Fc heterodimer

Chain 1 - human_IL15_{GGGGS),_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S
(16480) (SEQ ID NOS 454-456)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGNVTES
GCKECEELEEKNIKEFLQSFVHIVOQMFINTS/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_/S267K/L368D/K370S (16480) (SEQ ID NOS 460-462)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLSSNGN
VTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGSGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLD
SDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)4_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(15909) (SEQ ID NOS 463-465)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSG
GGGSGGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQ
MTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEA
LHNHYTQKSLSLSPGK

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

Chain 1 - human_IL15Ra(sushi)_(GGGGS)e-human_IL15-Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (16478) (SEQ ID NOS 466-469)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGSGGGGSG
GGGSGGGGSGGGGSGGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGD
ASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMPFINTS/EPKSSDKTHTCPPCPAPPVA
GPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTYLHQD
WLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPE
NNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (8924) (SEQ ID NO: 470)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSYMHEALHNHYTQKSLSL
SPGK



WO 2018/071919 PCT/US2017/056829
196/259

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
VTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID
NO: 472)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDV
SGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSP
GK

Chain 3 - human_IL15Ra(Sushi)-Fc(216)_lgG1_C2205/PVA_/S267K/$364K/E357Q, (16481) (SEQ ID
NOS 473-475)
[TCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNYAHWTTPSLKCIR/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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE>QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15_no_tag (16484) (SEQ ID NO: 479)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

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

Chain 1 - human_IL15Ra{Sushi)-Fc(216)_lgG1_C220S/PVA_/S267K (17023) (SEQ ID NOS 480-482)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED ?EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVWSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQOPRE>CVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOQGNVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15_N72D_no_tag (17076) (SEQ ID NO: 483)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITLANDSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS




WO 2018/071919 PCT/US2017/056829
197/259

Figure 104F

>XENP021988 human_IL15 (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)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQID
NOS 484-486)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGP SVFLFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSEFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQOKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi-D96)_{GGGGS)1_c(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID
NOS 487-489)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRD/GGGGS/EP
KSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPRE
EQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQOKSLSL
SPGK

>XENP021989 human_IL15_(GGGGS)1-human_IL15Ra(Sushi-D96/P97) (GGGGS)1 Fe(216) 1861 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_(GGGGS)1_{GGGGS)1_F¢(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 490-492)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi-D96/P97)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/5364K/E357Q (SEQ
ID NOS 493-495)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDP/ GGGGS/E
PKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTC
LVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLS
LSPGK

>XENP021990 human |L15 (GGGGS)1-human IL15Ra(Sushi-D96/P97/A98) (GGGGS)1 Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA_/S267K/L368D/K370S-Fc(216) IgGL C2205/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_(GGGGS)1_Fc{216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 496-498)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi-D96/P97/A98)_(GGGGS)1_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
(SEQ ID NOS 499-501)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104G

>XENP021991 human [L15 (GGGGS)1-human IL15Ra(Sushi-D96/P97/A98) 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_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 502-504)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGP SVFLFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSEFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQOKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi-D96/P97/A98)_Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
505-507)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQ?REPOVYTLPPSREQMTKNQVKLTCLVKGE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP021992 human |L15-human IL15Ra(Sushi-D96/P97/A98) Fc(216) 15G1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_Fc{216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 508-
510)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-D96/P97/A98)_Fc(216)_IgG1_C2205/PVA_/5267K/S364K/E357Q (SEQ ID NOS
511-513)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGO?REPQVYTLPPSREQMTKNQVKLTCLVKGFE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQCGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP021993 human_IL15Ra(sushi) (GGGGS)5-human_IL15(single-chain)-empty-Fc Fc(216) IgGl 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(single-chain)_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQID NOS 514-517)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTITPSLKCIR/ GGGGSGGGGE
SGGGGSGGGGSGGGES/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
IHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 518)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGEFYPSDIAVEWESNGOPENNYKTTPPV_.DSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104H

>XENP021994 human IL15Ra(sushi} {(6GGGS}4-human IL15({single-chain}-empty-Fc Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgGl €220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi)_(GGGGS)4-human_IL15(single-chain) _Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/$267K/L368D/K370S (SEQ ID NOS 519-522)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGGSGGGGSGGGEE
§/ NWVNVISDLKKI EDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELGVI SLESGDASTHDTVENLI ITLANNSLSSNGNVTES
GCKECEEIEEKNIKEFLOSFVHIVCMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTI MI SRTPEVTCVVVDVKHE
DPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKT T SKAKGOPREPOVYTLPPS
REEMI'KNQVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTPPYVLDSDGSFELY SKLTVDKS RWEQGDVESCSVMHEALHNHYTQK
SLSLSPGK

Chain 2 - empty_ F¢(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 523)
EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
WSVLTVIHODWINGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSREOMTKNOVKLTCLVKGEYPSDIAVEWESNGO
PENNYKTTPPVLDSDGSEFLY SKLTIVDKSRWQOENVESCSVMHEATHNHYTQKSLSLSPGK

>XENP021995 human_IL15Ra{sushi) (GGGGS)3-human IL15(single-chain)-empty-Fc Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K3705-Fc(216) 1gG1l C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15Ra(sushi})_(GGGGS)3-human_IL15(single-chain)_Fc(216) IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 524-527)
ITCPPPMSVEHADIWVKSYSLYSRERYI CNSGFKRKAGT SSLTECVINKATNVAHWITPSLKCIR/ GEGGSGGEGSCEEES/ NWV
NVISDLKKTEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISTESGDASTHDTVENLITTANNSLSSNGNVIESGCKEC
EFLEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKTHT CPPCPAPPVAGPSVELEPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVK
FNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWI NGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSREEMT
KNQVSLTCDVSGEFYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLS
PGK

Chain 2 - empty_Fc(216)_IgG1_C220S/PVA_/5267K/S364K/E357Q (SEQ ID NO: 528)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
VWSVLTVLHODWINGKEYKCKVSNKALPAPTEKTT SKAKGQPREPQVYTLPPSREQMTKNOVKLTCLVKGFYPSDIAVEWESNGO
PENNYKTTPPVLDSDGSFFLYSKLTVDKSRHQOGNVESCSVMHEATHNHYTOKSLSLSPGK

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

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 529)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASTHDTVENLITLAN
NSLSSNGNVTESGCKECEELEEKNTIKEFLOSEFVHIVOMEINTS

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}
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILAN
NSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMEFINTS

Chain 2 - human_IL15Ra{Sushi-D96)-6x-His (17048) (SEQ ID NO: 532)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRD
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Figure 1041

>XENP022002 - human_IL15(non-covalent)-human_IL15Ra(Sushi-D96/P97)-6x-His

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

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
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMEINTS

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

>XENP022004 - human IL15 E87C-human _IL15Ra(Sushi-D96/C97)-6x-His

Chain 1 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 537)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMEINTS

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) (SEQ ID NO: 539)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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) (SEQ ID NO: 541)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLI T
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQMFINTS

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

>XENP022007 - human_IL15_V49C-human_IL15Ra(Sushi-S40C)-6x-His

Chain 1 - human_IL15_V49C_no_tag (17071) (SEQ ID NO: 543)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi-540C)-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
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi-540C)-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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIT
LANNSLSSNGNVTESGCKECCELEEKNIKEFLQSFVHIVQMEINTS

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
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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) (SEQ ID NO: 551)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLCSGDASIHDTVENLI T
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQMFINTS

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

>XENP022012 - human_IL15_C42S-human_IL15Ra(Sushi-A37C)-6x-His

Chain 1 - human_IL15_C42S_no_tag (17083) (SEQ ID NO: 553)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKSFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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 Fc(216) lgG1 pl(-) Isosteric A C220S/PVA /$267K/L368D/K370S-
Fc(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 555-557)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLI ILANNSLSSNGNV
TESGCKCCEELEEKNIKEFLQSFVHIVOMEINTS /GGGGS /EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTIMISR
TPEVTCVVVDVKHEDPEVKENWY VDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKT
ISKAKGQPREPQVYTLPPSREEMTKNGQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFELYSKLTVDKS
RWEQGDVEF SCSVMHEATHNHY TQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-
D96/C97)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 558-560)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGFKRKAGTSSLTECVINKATNVAHWITPSLKCIRDC /GGGGS /EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTIMI SRTPEVICVVVDVKHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHODWILNGKEYKCKVSNKALPAPTEKT I SKAKGRPREPQVYTLPPSREQMTKNQVKL TCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQOGNVESCSVMHEATHNHY TQKSLSLSPGK

>XENP022014 human_IL15 E87C (GGGGS)1-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_{GGGGS)1_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 561-563)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELOVI SLESGDAS THDTVENL T TLANNSLSSNGNV
TESGCKCCEELEEKNIKEFLQSFVHIVOMEFINTS /GGGGS /EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTIMISR
TPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWILNGKEYKCKVSNKALPAPTEKT
ISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFELYSKLTVDKS
RWEQGDVFSCSVMHEATHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-

D96/P97/C98)_(GGGGS)1_Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 564-566)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGFKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDPC/ GGGGS /EPKSS
DKTHTCPPCPAPPVAGPSVEFLFPPKPKDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHODWINGKEYKCKVSNKALPAPTEKT I SKAKGOPREPOVYTLPPSREOMTKNOVKLTCLVKGEYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFELY SKLTVDKSRWQOGNVEFSCSVMHEALHNHY TQKSLSLSPGK
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Figure 104K (continued)

SXENP022015human IL15 E87C {(GGGGS)1-human IL15Ra(Sushi-
D96/C97/A98) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) 1gG1 C220S/PVA_/S267K/5364K/E357Q

Chain 1 - human_IL15_E87C_(GGGGS)1_Fc(216)_lgG1_pl(-
}_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 567-569)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLITLANNSLSSNGNV
TESGCKCCEELEEKNIKEFLQSFVHIVOMEFINTS /GGGGS /EPKSSDKTHTCPPCPAPPVAGPSVELEPPKPKDTIMI SR
TPEVICVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKT
ISKAKGOPREPQVY TLPPSREEMTKNQVSLTCDVSGEYPSDIAVENESDGOPENNY KT TPPVLDSDGSEFFLY SKLTVDKS
RWEQGDVE'SCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi-
D96/C97/A98)_(GGGGS)1_Fc(216)_IgG1l_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 570-572)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDCA /GGGGS /EPKSS
DKTHTCPPCPAPPVAGPSVELEPPKPKDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTIVLHODWLNGKEYKCKVSNKALPAPTEKT I SKAKGOPREPQVY TLPPSREOMTKNQVKLTCLVKGEYPSDIAVEW
ESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQOCNVESCSVMHEALHNHY TOKSLSLSPGK
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Figure 104L

>XENP022017 human_IL15 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)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/5267K/L368D/K370S
(SEQ ID NOS 573-575)

NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCEFLLELOVI SCESGDASTHDTVENLI T TANNSLSSNGNVI'ESGCKECEE
LEEKNIKEFLOSFVHIVOMFINTS /GGGES/ EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVKE
NWYVDGVEVHNAKTK>REEEYNSTYRVWSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKAKGO>REPOVYTLPPSREEMTKNOVSL
TCDVSGFYPSDIAVEWESDGOPENNYKTTPPVLDSDGSFFLY SKLTVDKS RVEQGDVESCSYMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi-540C)_{GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID
NOS 576-578)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVINKATNVAHWT TPSLKCIR/ GGGGS/ EPKSSDKTHTCPPCPAPP
VAGPSVELEPPKPKDTTMI SRTPEVICVVVDVKHEDPEVKENWY VDGVEVHNAKTKPREEQYN STYRVVSVLTVLHODWINGKEYKCKVS
NKALEAPTEKTTSKAKGOPREPOVYTLE>SRECMIKNGVKLTCLVKGEY PSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLY SKLTVDK
SRHQOGNVESCSVMHEAL HNHYTQKSLSLSPGK

>XENP022049 - human_IL15Ra(sushi) {GGGGS)6-human_IL15-sc-6x-His

Chain 1 - human_IL15Ra(sushi)_(GGGGS)6-human_IL15-sc-6x-His (17032) (SEQ ID NOS 579-581)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGSGGGGES/NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKETLOSEFVHIVOMEINT 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) 1gG1l C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 582)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 583)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPPS REEMTKNOVSLT
CDVSGEYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKS RWEQGDVES CSVMHEALHNHYTOKS 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 YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRD/GGGGS/EP
KSSDKTHTCP PCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPRE
EQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPT EKTI SKAKGOPREPQVYTLPPSREQMTKNQVKLTCL
VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRHQQGNVEFSCSVMHEALHNHYTQKS LS L
SPGK
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Figure 104M

>XENP022355 — empty-Fc-IL15(non-covalent)-human_IL15Ra(Sushi-D36/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)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEERKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 588)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/5364K/E357Q (SEQ
ID NOS 589-591)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDP/GGGGS/E
PKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTC
LVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGK

>XENP022356 — empty-Fc-IL15(non-covalent)-human _IL15Ra(Sushi-
D96/P97/A98) (GGGGS)1 Fc(216) IgGl pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_no_tag (16484) (SEQ ID NO: 592)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 593)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPA/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVELEP PKPKDTLMI SRTPEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLN GKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPPS REQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104N

>XENP022357 — empty-Fc-1L15 E87C-human IL15Ra(Sushi-D96/C97) (GGGGS)1 Fc(216) 1gG1 pi(-
) 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)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKCCEELEERNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 598)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/€97)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/5364K/E357Q
(17038) (SEQ ID NOS 599-601)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC/GGGGS/E
PKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKT KPR
EEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREQMTKNQVKLTC
LVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLS
LSPGK

>XENP022358 — empty-Fc-1L15_E87C-human_IL15Ra(Sushi-D96/P97/C98) (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: 602)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 603)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/P97/C98)_(GGGGS)1_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q
(17039) (SEQ ID NOS 604-606)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVELEP PKPKDTLMI SRTPEVTCVVVDVKHED PEVKENWYVDGYEVHENAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPPS REQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 1040

>XENP022359 — empty-Fc-1L15 E87C-human IL15Ra(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)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKCCEELEERNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 608)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-D96/C97/A98)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q
(17040) (SEQ ID NOS 609-611)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA/GGGGS/
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP022360 — empty-Fc-IL15 V49C-human_IL15Ra(Sushi-S40C) (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_V49C_no_tag (17071) (SEQ ID NO: 612)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASTIHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 613)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGEFYPSDIAVEWESDGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15Ra(Sushi-S40C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/5267K/S364K/E357Q (17044)
(SEQ ID NOS 614-616)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT LML S RT PEVICVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV.HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEA_LHNHYTQKSLSLS
PGK
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Figure 104P

>XENP022361 — empty-Fc-1L15 L52C-human_IL15Ra(Sushi-540C) (GGGGS)1 Fc(216) lgG1 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)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISCESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEERKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 618)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 3 - human_IL15Ra(Sushi-S40C)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/5267K/S364K/E357Q (17044)
(SEQ ID NOS 619-621)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP022362 — empty-Fc-1L15 _E89C-human_IL15Ra(Sushi-K34C) (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_E89C_no_tag (17075) (SEQ ID NO: 622)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECCELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 623)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15Ra(Sushi-K34C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (17041)
(SEQ ID NOS 624-626)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFCRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT MIS RT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE,
OYNSTYRVVSVLTV.HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEAHNHYTQKSLSLS
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) (SEQID NO: 627)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELCVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEERKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 628)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS 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
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>XENP022364 — empty-Fc-1L15_E53C-human_IL15Ra(Sushi-L42C) (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_E53C_no_tag (17073) (SEQ ID NO: 632)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLCSGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 633)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15Ra(Sushi-L42C)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (17045)
(SEQ ID NOS 634-636)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSCTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT MIS RT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE,
OYNSTYRVVSVLTV.HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK
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Figure 104R

>XENP022365 — empty-Fc-1L15 C42S-human_IL15Ra(Sushi-A37C) (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_C42S_no_tag (17083) (SEQ ID NO: 637)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKSEFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEERKNIKEFLOSFVHIVOMFINTS

Chain 2 - empty-Fc(216)_IgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (8793) (SEQ ID NO: 638)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS 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
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEA_HNHYTQKSLSLS
PGK

>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: 642)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705 {8793) (SEQ ID NO: 643)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/$364K/E357Q (15908) (SEQ ID
NOS 644-646)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEPPKPKDT MIS RT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE,
OYNSTYRVVSVLTV.HODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREQMTKNQVKLTCLY
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEAHNHYTQKSLSLS
PGK

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

Chain 1 - human_IL15_L45C_no_tag (17069) (SEQ ID NO: 647)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLCELOQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEFINTS

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_LIQSMHIDATLYTESDVHPSCKVTAMKCELCELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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

>XENP022634 — human _IL15(E87C)-human_IL15Ra(Sushi-D96/C97) Fc(216) IgG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-D96/€97)-Fc(216)_lgG1_C220S/PVA_/S267K (17581)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC/ EPKSSDK
THTCPPCPAPPVAGPSVELEFPPKPKDTLML SRTPEVT CVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQVYTLPPSREEMTKNQVS LTCLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLSPGK
(SEQ ID NOS 651-653)

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 654)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKCCEELEERNIKEFLOSFVHIVOMEINTS

>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)_IgG1_C2205/PVA_/S267K (17582) (SEQ ID NOS 655-
657)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA/EPKSSD
KTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ?REPQVYTLPPSREEMTKNQVSLTCLVKGFE
YPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKS RWOQGNVESCSVMHEALENHYTQKSLSLSPGK

Chain 2 - human_IL15_E87C_no_tag (17074) (SEQ ID NO: 658)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

>XENP022636 — human_IL15(L52C)-human_IL15Ra(Sushi-S40C) Fc(216) 1gG1 C220S/PVA /S267K

Chain 1 - human_IL15Ra(Sushi-S40C)-Fc(216)_lgG1_C2205/PVA_/S267K (17583) (SEQ ID NOS 659-661)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTCS LTECVLNKATNVAHWTITPS LKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVT CVVVDVKHED 2EVKENWYVDGVEVHNAKTK PREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVES CSVMHEALHNHYTQKS LSLSPGK

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

>XENP022637 — empty-Fe(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)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_{GGGGS)2_IL15Ra(Sushi)
{17603) (SEQ ID NOS 663-665)

EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGS/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIR

Chain 2 - empty-Fc(216)_lgG1_ISO(+RR)_C220S/PVA_/5267K/S364K/E357Q (8927) (SEQ ID NO: 666)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_no_tag (16484) (SEQ ID NO: 667)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVQMFINTS

>XENP022638 empty-Fc(216) IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S_IgG1_ISO({+RR)_C220S/PVA_/5267K/S364K/E357Q_(GGGGS
)2 IL15Ra(Sushi) IL15(non-covalent

Chain 1-1L15 (SEQ ID NO: 668)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVENLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFLQSEVHIVOMEINTS

Chain 2 —empty_ Fc(216)_IgG1_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S (SEQ ID NO: 669)
FPKSSDKTHTCPPCBAPPVAGPSVELFPPKPKDTIMI SRTPEVTCVVVDVKHED 2EVKENHYVDGVEVHNAKTK PREEEYNSTYRVVSVL
TVLHODWINGKEYKCKVSNKALPAPT EKT I SKAKGRPREPOVYTLPPSREEMIKNQVSLTCDVSGEYPSDIAVEWES DGOPENNYKTTPP
VLDSDGSFFLYSKLTVDKSREQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 3 - Fc(216)_IgG1_ISO(+RR)_C220S/PVA_/S267K/S364K/E357Q_(GGGGS)2_ILL5Ra(Sushi) (SEQ ID NOS
670-672)

ERKSSDKTHTCPRCPAPPVAGPSVFLEP2KPKDTIMI SRTPEVI'CVVVDVKHED 2EVKEKWYVDGYEVHNAKTKPREEQYNSTYRVVSVL
TVLHODWINGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLPPSRECMIKNOVKLTCLVKGFY 2SDIAVEWESNGOPENNYKTTPP
VLDSDGSFFLY SKLTVDKSRHOOGNVESCSVMHEAT HNHYTOKS LSLS PGK/ GGGGSGGGGES / ITCPPPMSVEHADIWVKS YSLYSRERY
TCNSGFKRKAGT SSLTECVINKATNVAHWTTPSLKCIR
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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) 1L15(E87C) IgG1 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-
D96/C97) (17605) {SEQ ID NOS 673-675)

EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGES/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWT
TPSLKCIRDC

Chain 2 - empty-Fc(216)_lgG1_ISO(+RR)_C220S/PVA_/5267K/S364K/E357Q (8927) (SEQ ID NO: 676)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 - human_IL15_E87C_no_tag (17074) (SEQ.ID NO: 677)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVQMFINTS

>XENP022640 empty-Fc(216) IgG1 pl(-
) lIsosteric_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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVENLI TTANNSLSSNGNVTESGCKCCEE
LEEKNIKEFLQSEVHIVOMEINTS

Chain 2 — empty_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NO: 679)
FPKSSDKTHTCPPCEAPPVAGP SVELFPPKPKDTLML SRTPEVTCVVWDVKHED 2EVKENWHYVDGVEVHNAKTK PREEEYNSTYRVVS VL
TVLHODWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLPPSREEMTKNOVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPP
VLDSDGSFFLYSKLTVDKSRHEQGDVESCSVMHEALHNHYTOKS LSLSPGK

>XENP022684 empty-Fc-IL15 E87C-human IL15Ra(Sushi-D96/C97/A98) Fc(216) IgG1 pi(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1sG1 C220S/PVA /S267K/S364K/E357Q

Chain 1-1L15_ES7C (SEQ ID NO: 680)
NWVNVISDLKKIEDLIQSMHI DATLYTES DVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVENLI T LANNSLSSNGNVTESGCKCCEE
LEERNIKEFLOSEVHIVOMEINTS

Chain 2 - IL15Ra(Sushi-D96/C97/A98)_Fc{216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S
(SEQ ID NOS 681-683)

ITCPPPMSVEHADIWVKSYSLY SRERYICNSGEKRKAGT SSLTECVINKATNVAHWITPS LKCIRDCA/ EPKSSDKTHTC2PCPAPPVAG
PSVFLEPPKPKDTLMI SRTPEVICWYVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNS TYRVVSVLTVLHEQDWLNGKEYKCKVSNKA
LPAPTEKTISKAKGO?REPOVYTLPPSRECMTKNOVKLTCLVKGFY PSDIAVEWESNGDPENNYKTTPPVLDSDGS FELYSKLTVDKSRW
OOGNVE'SCSVMHEATHNHYTQOKSLSLSPGK

Chain 3 — empty_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NO: 684)
EPKSSDKTHTCPPCPAPPVAGPSVELEP2KPKDTIMI SRTPEVTCVVWIDVKHED 2EVKENWYVDGYVEVHNAKTKPREEEYNSTYRVVSVL
TVLHRDWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYT L PPSREEMIKNOQVSLTCDVSGEYPSDIAVEWESDGOPENNYKTTPP
VLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEATHNHYTOKS LSLSPGK
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Figure 104V

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

Chain 1-1L15_ES7C (SEQ ID NO: 685)
NWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVENLI I TANNSLSSNGNVI'ESGCKCCEE
ILEEKNTKEFLOSFVHIVOMEINTS

Chain 2 - IL15Ra(Sushi-D96/€97/A98)_Fc{216)_lgG1_C220S/PVA_/S267K (SEQ ID NOS 686-688)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKACT SSLTECVINKATNVAHWTTPSLKCIRDCA/ EPKSSDKTHTC2PCPAPPVAG
PSVELEPPKPKDITIMI SRTPEVICVWVDVKHED PEVKENWYVDGVEVHNAKTKPREEQYNSTYRVWSVLTVLHODWLNGKEYKCKVSNKA
LPAPTEKTT SKAKGO?REPQVYTLPPSREEMTKNOVSLTCLVKGEYPSDIAVEWESNGDPENNYKTTPPVLDSDGS FELYSKLTVDKSRIW
OOGNVESCSVMHEATHNHYTOKSLSLSPGK

>XENP022791 - human_IL15 N1D(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N1D(non-covalent) (17666) (SEQ ID NO: 689)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

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

>XENP022792 - human_IL15_N4D(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_N4D(non-covalent) (17667) (SEQ ID NO: 691)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEERNIKEFLOSEVHIVOMEINTS

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

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

Chain 1 - human_IL15_D8N(non-covalent) (17668) (SEQ ID NO: 693)
NWVNVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMEINTS

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

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

Chain 1 - human_IL15_D30N(non-covalent) (17669) (SEQ ID NO: 695)
NWVNVISDLEKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHNTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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

>XENP022796 - human IL15 E64Q(non-covalent)-human_IL15Ra(Sushi)-6x-His

Chain 1 - human_IL15_E64Q(non-covalent) (17671) (SEQ ID NO: 699)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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

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

Chain 1 - human_IL15_N65D(non-covalent) (17672) (SEQ ID NO: 701)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQOSFVHIVOMFINTS

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

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

Chain 1 - human_IL15_Q108E(non-covalent) (17673) (SEQ ID NO: 703)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCRKVTAMKCEFLLELOQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVEMEINTS

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

>XENP022803 - human_IL15_N1D/D61N(non-covalent)-human_IL15Ra(Sushi)-6x-His

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

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 706)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR
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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)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASIHDTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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

>XENP022805 - human [L15 N4D/D61N({non-covalent)-human_IL15Ra(Sushi)-6x-His

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

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

>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)
NWVDVI SDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVQONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQOSFVHIVOMFINTS

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

>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)
NWVNVISNLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTHNTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

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

>XENP022808 - human_IL15_D8N/E64Q(non-covalent)-human_ILL5Ra(Sushi)-6x-His

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

Chain 2 - human_IL15Ra(Sushi)-6x-His (17033) (SEQ ID NO: 716)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR
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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)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHNTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

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

>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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELOQVISLESGDASTHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMEINTS

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

>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)
DWVDVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQOSFVHIVOMFINTS

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

>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)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCRKVTAMKCEFLLELOQVISLESGDASTHNTVODLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

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

>XENP022813 - human_IL15_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)
DWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTHNTVONLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

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

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

>XENP022815 - human 1115 N1D (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_N1D_(GGGGS); (17686) (SEQ ID NOS 729-731)
DWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKN IKEFLQSFVHIVOMFINTS/ GGGGS/EPKSSDKTHTCP PCPAPPVAGP SVELEPD
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 732-734)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022816 - human 1115 N4D (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_(GGGGS): (17687) (SEQ ID NOS 735-737)
NWVDVISDLKKIEDLIOSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDASIHDTVENLII LANNSLS
SNGNVTESGCKECEELEEKN IKEFLOSFVHIVOMFINTS/ GGGGS/EPKSSDKTHTCP PCPAPPVAGP SVELEDD
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK>?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 738-740)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 104AA

>XENP022817 - human 1115 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): (17638) (SEQ ID NOS 741-743)
NWVNVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
{SEQ ID NOS 744-746)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTOQKSLSLS
PGK

>XENP022818 - human 1115 D30N (GGGGS);-human_IL15Ra(Sushi) (GGGGS), Fc(216) IgG1 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_D30N_(GGGGS), (17689) (SEQ ID NOS 747-749)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQID NOS 750-752)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEA-HNHYTQKSLSLS
PGK
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Figure 104AB

>XENP022819 - human 1115 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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHNTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
{SEQ ID NOS 756-758)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTOQKSLSLS
PGK

>XENP022820 - human 1115 _E64Q (GGGGS),-human IL15Ra(Sushi) (GGGGS), Fe(216) IgG1 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_E64Q_(GGGGS), (17691) (SEQ ID NOS 759-761)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVONLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQID NOS 762-764)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEA-HNHYTQKSLSLS
PGK

>XENP022821 - human IL15 N65D (GGGGS);-human_IL15Ra(Sushi) (GGGGS), Fc(216) IgG1 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K3705-Fc(216) 1gG1 C2205/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N65D_(GGGGS), (17692) (SEQ ID NOS 765-767)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 768-770)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTOKSLSLS
PGK
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Figure 104AC

>XENP022822 - human 1115 Q108E (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_Q108E_(GGGGS); {17693) (SEQ ID NOS 771-773)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
{SEQ ID NOS 774-776)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022823 - human IL15 N1D/D6IN (GGGGS),-human IL15Ra(Sushi) (GGGGS), Fc(216) IgG1 pl(-
|_Isosteric A _C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/D61N_(GGGGS), (17694) (SEQ ID NOS 777-779)
DWVNVISDLKKIED_.IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHNTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 780-782)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEA-HNHYTQKSLSLS
PGK

>XENP022824 - human IL15 N1D/E64Q (GGGGS);-human_IL15Ra(Sushi) (GGGGS), Fel216) IgGL pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K3705-Fc(216) 1gG1 C2205/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/E64Q_(GGGGS}; (17695) (SEQ ID NOS 783-785)
DWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 786-788)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTOKSLSLS
PGK
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Figure 104AD

>XENP022825 - human IL15 N4D/D61N (GGGGS);-human IL15Ra(Sushi) (GGGGS), Fc216) 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)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHNTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 792-794)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP022826 - human IL15 N4D/E64Q (GGGGS);-human IL15Ra(Sushi) (GGGGS) Fe(216) I1gGL pl(-
|_Isosteric A _C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/E64Q_(GGGGS}; (17697) (SEQ ID NOS 795-797)
NWVDVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVONLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 798-800)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEA-HNHYTQKSLSLS
PGK

>XENP022827 - human IL15 D8N/D61IN (GGGGS);-human_IL15Ra(Sushi) (GGGGS); Fe(216) IgG1 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K3705-Fc(216) 1gG1 C2205/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_D8N/D61N_(GGGGS), (17698) (SEQ ID NOS 801-803)
NWVNVISNLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHNTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 804-806)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTOKSLSLS
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)
NWVNVISNLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
{SEQ ID NOS 810-812)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTOQKSLSLS
PGK

>XENP022829 - human IL15 D61N/E64Q (GGGGS),-human IL15Ra(Sushi) (GGGGS), Fc(216) IgGL pl(-
|_Isosteric A _C220S/PVA /S267K/L368D/K370S-Fc(216) IgG1 C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_D61N/E64Q_(GGGGS), (17700) (SEQ ID NOS 813-815)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHNTVONLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQID NOS 816-818)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQOMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEA-HNHYTQKSLSLS
PGK

>XENP022830 - human IL15 E64Q/Q108E (GGGGS);-human IL15Ra{Sushi) (GGGGS), Fc(216) 1261 pl(-
|_Isosteric A_C220S/PVA /S267K/L368D/K3705-Fc(216) 1gG1 C2205/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_E64Q/Q108E_(GGGGS); (17701) {SEQ ID NOS 819-821)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVONLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS),_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 822-824)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTOKSLSLS
PGK
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Figure 104AF

>XENP022831 - human IL15 N1D/N4D/D8N (GGGGS):-
human IL15Ra(Sushi) (GGGGS); Fc(216) 1gG1 pi(-
)_Isosteric A_C220S/PVA_/S267K/L368D/K3705-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/N4D/D8N_(GGGGS); (17702) (SEQ,ID NOS 825-827)
DWVDVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEFVHIVQOMFINTS /GGGGS /EPKS SDKTHTCPPCP
APPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTC
DVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWEQGDVESCSVMHEALHNH
YTOKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS):_Fc(216)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1l_C220S/PVA_/S267K/S364K/E357Q
(15908) (SEQ ID NOS 828-830)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GG
ggé/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQV
YTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WOQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP022832 - human IL15 D61N/E64Q/N65D (GGGGS);-
human_IL15Ra(Sushi) (GGGGS): Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA _/S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/5364K/E357Q

Chain 1 - human_IL15_D61N/E64Q/N65D_(GGGGS); (17703) (SEQ ID NOS 831-833)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOVISLESGDAS THNTVQDLI T
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/GGGGS /EPKSSDKTHTCPPCP
APPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTC
DVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNH
YTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q
{15908) (SEQ ID NOS 834-836)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/gg
GGS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQV
YTLPPSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSR
WQQGNVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 104AF (continued)

>XENP022833 - human IL15 N1D/D61N/E64Q/Q108E (GGGGS);-
human_IL15Ra(Sushi) (GGGGS): Fc(216) 13G1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K3705-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N1D/D61N/E64Q/Q108E_(GGGGS); (17704) (SEQ ID NOS 837-839)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTHNTVONLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS /GGGGS /EPKSSDKTHTCPPCP
APPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTC
DVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFEFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNH
YTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS);_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
(SEQ ID NOS 840-842)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGEFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQOGNVESCSVMHEAZHNHYTQKSLSLS
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/K3705-
Fe(216) IgG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/D61N/E64Q/Q108E_(GGGGS); (17705) (SEQ ID NOS 843-845)

NWVDVISDLKKIED _IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHNTVONLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS):_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K3705-Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (15908)
{SEQ ID NOS 846-848)

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELEFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
OYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSREOMTKNOVKLTCLV
KGEYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVMHEAZHNHYTQKSLSLS
PGK

>XENP023174 human_IL15Ra(sushi) (GKPGS)6-human_IL15(single-chain)-empty-Fc Fc(216) 1gG1 pl(-
) Isosteric A_C220S/PVA _/S267K/L368D/K3705-Fc(216) IgG1l 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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGT SSLTECVINKATNVAHWI TPSLKCI R/ GKPGSGKPGS GKPGSGKPGSGKPG
SGKPGS/NWVNVI SDLKKTEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELOVI SLESGDASTHDTVENLI TTANNS_SSNGNVTES
GCKECEELEEKNIKE=LOSFVHIVOMEFINTS /EPKSSDKTHTCPPCPAPPVAGPSVELEFPPKPKDTIMI SRTPEVTCVVVDVKHEDPEVK
ENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKAL2APTEKT TSKAKGOPREPOVYTLPPSREEMIKNGVS
LTCDVSGEYPSDIAVEWESDGOPENNYKTITPPVLDSDGS FELYSKLTVDKSRWEQGDVE SCSVMHEA HNHYTOKSLSLS 2GK

Chain 2 - empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 853)
EPKSSDKTHTCPPCPAPPVAGPSVELFP>KPKDTIML SRTPEVICVVVDVKHED2EVKENWYVDGYEVHNAKTKPREERQYNSTYRVVSVL
TVLHODWINGKEYKCKVSNKALPAPT EKTTSKAKGOPREPOVYTL PPSREOMIKNOVKLTCLVKGFY PSDIAVEWESNGOPENNYKT TR
VLDSDGSEFLY SKLTVDKSRHOQGNVESCSUWHEALHNHYTOKS LSLSPGK

>XENP023175 human_IL15Ra(sushi) (GKPGS)5-human_IL15(single-chain)-empty-Fc Fc(216) IgG1l pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gGl 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/1368D/K370S (SEQ ID NOS 854-857)
ITCPPPMSVEHADIWVKSYSLYSRERYTCNSGFKRKAGT SSLTECVINKATNVAHWITPSLKCI R/ GKPGSGKPGSGKPGSGKPGSGKPG
§/ NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEN LI ILANNSLS SNGNVTESGCKEC
EELEEKNIKEFLQSEVHIVOMEINTS /E2KS SDKTHTCPPC2APPVAGPSVELE>PKPKDTIMI SRT2EVICVWVDVKHEDPEVKENWYV
DGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKT T SKAKGOPREPOVYTLPPSREEMIKNQVSLTCDV
SGEYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVE' SCSVMHEATHNHYTOKSLSLSPGK

Chain 2 — empty_Fc(216)_IgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NO: 858)
FPKSSDKTHTCPPCEAPPVAGPSVELFP>KPKDTT ML SRTPEVTCYVWDVKHEDEVKENW YV DGVEVHNAKTKPREEQYNSTYRVWSVL
TVLHODWLNGKEYKCKVSNKALPAPT EKTTSKAKGOPREPOVYT T PPSREOMTKNOVKLTCLVKGEYPSDIAVEWESNGOPENNYKTTPP
VLDSDGSEFEFLY SKLTVDKSRIOOCNVESCSVMHEATHNHYTOKSLSLSPGK
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Figure 104AH

>XENP023343 - human 1115 N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/1L368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/N434S

Chain 1 - human_IL15_N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (18295) (SEQ ID NOS 859-861)
NWVNVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q/M428L/N434S
(17761} (SEQ ID NOS 862-864)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLS
PGK

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

Chain 1 - empty_ Fc(216)_lgG1_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S (SEQ ID NO: 865)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRWEQGDVES CSVMHFALHNHYTOKS L
SLSPGK

Chain 2 - IL15_N65D/E87C (SEQ ID NO: 866)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKCCEELEEKNIKEFLOSFVHIVOMFINTS

Chain 3 - IL15Ra(Sushi-D96/C97)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 867-869)
ITCPPPMSVEHADIWVKS YSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDC/ EPKS SDK
THTCPPCPAP PVAGPSVFLEFPPKPKDTLMI SRTPEVT CVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNS
TYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPOVYTLPPS REQMTKNQVKLT CLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES CSVMHEALENHY TQKSLSLSPGK
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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/K370S-Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - empty_ Fc(216)_lgG1_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S (SEQ ID NO: 870)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 2 - IL15_N65D/L52C (SEQ ID NO: 871)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Chain 3 - IL15Ra(Sushi-S40C)_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q (SEQ ID NOS 872-874)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTCSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQOPRE>CVYTLPPSREQMTKNOQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP023504 human IL15 Q108E (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pi(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S-
Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q/MA428L/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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGEY PSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Re(Sushi)_(GGGGS)1_ Fe(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/MA428L/N434S
(SEQ ID NOS 878-880)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTMISRT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKPREE.
OYNSTYRVVSVLTV.HODWLNGKEYKCKVSNKALPAPIFKT I SKAKGQPREPQVYTLPPSREQMTKNOVKLTCLY
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVESCSVLHEALHSHYTOKSLSLS
PGK

>XENP023554 - human IL15 N1D/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_N1D/N65D_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18783) (SEQ ID NOS 881-883)

DWVNVI SDLKKIED.IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS /GGGGS/EPKSSDKTHTCPPCPAPPVAGP SVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 884-886)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/ EPK
SSDKTHTCPPCPAPPVAGPSVFLEPPKPKDT_MISRT PEVTCVVVDVKHED PEVKENWYVDGVEVHNAKTKP REE,
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDK SRHQQGNVESCSVMHEALHNHYTQKSLSLS
PGK
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Figure 104AJ

>XENP023555 - human IL15 N1D/Q108E (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_N1D/Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18784) (SEQ ID NOS 887-889)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 890-892)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP023557 - human IL15 N4D/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 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_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (18786) (SEQ ID NOS 893-895)
NWVDVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

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_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP023559 - human _IL15 D30N/N65D (GGGGS)1-human IL15Ra(Sushi) (6GGGS)1 Fe(216) IgG1 pl(-
|_lsosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C2205/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 899-901)
NWVNVISDLKKIED_IQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLEPP
KPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHODWLNGKEY K
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWES DGOPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (15908) (SEQ ID
NOS 902-904)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK
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Figure 104AK

>XENP023560 human |L15 D30N/Q108E (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_D30N/Q108E_(GGGGS)1_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 905-907)
NWVNVISDLKKIED_IQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVEFLEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
908-910)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT_MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP023561 human |L15 N65D/Q108E (GGGGS)1-human IL15Ra(Sushi) (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_N65D/Q108E_(GGGGS)1_F¢{216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 911-913)
NWVNVISDLKKIED_IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSK_LTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

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

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/GGGGS/EPKS SDKTHTCP
PCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVV
SVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPGK

>XENP024013 human_IL15Ra(sushi) (GGGGS)5-human_IL15(D61N;single-chain)-empty-Fc_Fc(216) IgG1 pl(-

) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) I1gG1 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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGT SSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGES/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
ITHNTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q (SEQ ID NO: 921)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104AL

>XENP024014 human_|L15Ra(sushi) (GGGGS)5-human_IL15(N65D;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)_(GGGGS)5-human_IL15(N65D;single-chain) _Fc(216)_IgG1_pl(-
)_Isosteric_A_C2205/PVA_/S267K/L368D/K370S (SEQ ID NOS 922-925)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
IHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLEPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 926)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_LDSDGSFEFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK

>XENP024015 human_IL15Ra(sushi) (GGGGS)5-human_IL15(Q108E;single-chain)-empty-
Fc_Fc(216) IgG1 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)_lgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 927-930)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGEGESGGGES/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPS CKVTAMKCFLLELQVISLESGDAS
IHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEFYPSDIAVEWESD
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 931)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRHOQGNVES CSVMHFALHNHYTOKS L
SLSPGK

>XENP024016 human_IL15Ra(sushi) (GGGGS)5-human_IL15(N1D/D61N;single-chain)-em
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)5-human_IL15(N1D/D61N;single-chain) _Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 932-935)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGESGGGGS/DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPS CKVTAMKCFLLELQVISLESGDAS
THNTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVFLEPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESD
GQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 936)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPP SREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLY SKLTVDKS RHOQGNVES CSVMHFALHNHYTOKS L
SLSPGK
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Figure 104AM

>XENP024017 human_IL15(D61N)-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 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)

NWVNVISDLKKIED L IQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHNTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 940-942)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREDMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024018 human_IL15(N65D)-human_IL15Ra(Sushi) Fc(216) 1gG1 pi(-
| Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgGL C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15(N65D)_Fc(216)_lgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 943-945)
NWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVQOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGOPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALENHYTOKSLSLS PGK

Chain 2 - human_IL15Ra{Sushi)_Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 946-948)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024019 - human 1L15(Q108E)-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
| Isosteric A_C220S/PVA /S267K/L368D/K370S-Fc(216) IgGL C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15(Q108E)-human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (19242) (SEQ ID NOS 949-951)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVEMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGOPENNYKTTPPVLDSD
GSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTOKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 952-
954)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?>QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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Figure 104AN

>XENP024020 - human_IL15(N1D/D61N)-human_IL15Ra(Sushi) Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15(N1D/D61N)_Fc(216)_lgG1_pl(-)_lsosteric_A_C2205/PVA_/S267K/L368D/K370S
(19243) (SEQ ID NOS 955-957)
DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASIHNTVENLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNK
ALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra{Sushi)_Fc{216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (16481) (SEQ ID NOS 958-
960)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLSPGK

>XENP024043 human IL15 E64Q/N65D (GGGGS)1-human IL15Ra(Sushi) (GGGGS)1 Fc(216) I5G1 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/K370S (SEQ ID NOS 961-963)
NWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVODLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVFLEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHOQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ
ID NOS 964-966)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP024044 human_IL15 N1D/N4D/N65D (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_N1D/N4D/N65D_{GGGGS)1_Fc(216)_IgG1_pl(-
|_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 967-969)
DWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTK >REEEYNSTYRVVSVLTVLHQDWLNGKEY K
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGEYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVELFPPKPKDT MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOQVKLTCLV
KGEFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFELYSKLTVDKSRWOQOGNVESCSVMHEAZHNHYTQKSLSLS
PGK
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Figure 104A0

>XENP024045 human_IL15_D30N/E64Q/N65D_(GGGGS)1-
human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A_C220S/PVA_/S267K/1368D/K370S-
Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q

Chain 1 - human_IL15_D30N/E64Q/N65D_(GGGGS)L_Fc(216)_IgG1_pl(-
|_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 973-975)

NWVNVISDLKKIED L IQSMHIDATLYTESNVHPSCKVTAMKCEFLLELQVISLESGDASIHDTVODLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHODWLNGKEYK
CKVSNKALPAPIEKTISKAKGQOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
976-978)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSLSLS
PGK

>XENP024048 human IL15 N4D/D61N/N65D (GGGGS)1-
human_IL15Ra(Sushi) (GGGGS)1 Fc(216) IgG1 pl(-) Isosteric A C220S/PVA /S267K/L368D/K370S-
Fe(216) I1gG1 C220S/PVA /S267K/S364K/E357Q

Chain 1 - human_IL15_N4D/D61N/N65D_{GGGGS)1_Fc(216)_lgG1_pl(-
|_lsosteric_A_C220S/PVA_/5267K/L368D/K370S (SEQ ID NOS 979-981)

NWVDVI SDLKKIED-IQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THNTVEDLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGOPREPQVYTLPPSREEMTKNOVSLTCDVSGFYPSDIAVEWES DGOPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALENHYTOKSLSLS PGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS
982-984)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTOKSLSLS
PGK

>XENP024050 human_IL15Ra(sushi) (GGGGS)5-human_IL15 N4D/N65D_(single-chain)-empty-
Fc_Fc(216) IgG1 pl(-) Isosteric A C220S/PVA_/S267K/1L368D/K370S-
Fc(216) IgG1l 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
SGGGGSGGGGSGGGES/NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS
THDTVEDLITLANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS/EPKSSDKTHTCPPCPAPP
VAGPSVEFLEPPKPKDTLMISRTPEVICVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVL
HODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESD
GOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK
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Figure 104A0 (continued)

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 989)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT

CLVKGEYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTQKSL
SLSPGK
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Figure 104AP

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

Chain 1 -human_IL15_N1D/N65D-human_Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 990-992)
DWVNVISDLKKIED_LIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGTYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 993-995)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREDMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024052 human_|L15_N4D/N65D-human_IL15Ra(Sushi) Fc(216) 1gG1 pl(-
|_Isosteric A_C220S/PVA _/S267K/L368D/K370S-Fc(216) 1gG1 C2205/PVA_/S267K/S364K/E357Q

Chain 1 —human_IL15_N4D/N65D-human_ Fc(216)_lgG1_pl(-
)_lIsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 996-998)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASTIHDTVEDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHODW_.NGKEYKCKVSNK
ALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGYPSDIAVEWESDGQPENNYKTTPPVLDSD
GSFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NOS 999-1001)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQKSLSLSPGK

>XENP024113 human_IL15_N4D/N65D {GGGGS)1-human_IL15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl(-
| lsosteric A_C220S/PVA_/S267K/L368D/K3705/MA428L/N434S-
Fc(216) IgGl_C220S/PVA_/S267K/S364K/E357Q/MA28L/NA34S

Chain 1 - human_IL15_N4D/N65D_(GGGGS)1_Fc(216)_IgG1_pl(-
|_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ ID NOS 1002-1004)

NWVDVI SDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDAS THDTVEDLI I LANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELFPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAVEWES DGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVLHEALHSHYTOKSLSLS PGK

Chain 2 ~human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q/MA28L/N434S
(SEQ ID NOS 1005-1007)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLS
PGK
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Figure 104AQ

>XENP024301 human_IL15_N4D/N65D-human_IL15Ra(Sushi) Fc(216) IgGl pl(-
) Isosteric A C220S/PVA /S267K/1368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/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)
NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVEDLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGOQPENNYKTTPPVLDSD
GSEFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQOKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_ Fc{216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 1011-1013)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVLHEALHSHYTQKSLSLSPGK

>XENP024306 human_IL15_D30N/E64Q/N65D (GGGGS)1-
human [L15Ra(Sushi) (GGGGS)1 Fc(216) 1gG1 pl(-

)_Isosteric A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S-
Fc(216) IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S

Chain 1 — human_IL15_D30N/E64Q/N65D_(GGGGS)L_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K3705/M428L/N434S (SEQ ID NOS 1014-1016)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVODLITILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQOMFINTS/GGGGS/EPKSSDKTHTCPPCPAPPVAGPSVELEPP
KPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTK?REEEYNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_(GGGGS)1_Fc(216)_lgG1_C2205/PVA_/5267K/S364K/E357Q/M428L/N434S
(SEQ ID NOS 1017-1019)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/EPK
SSDKTHTCPPCPAPPVAGPSVFLFPPKPKDT _MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREE
QYNSTYRVVSVLTV_HODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLTCLV
KGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVLHEALHSHYTQKSLSLS
PGK
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Figure 104AR

>XENP024341 human_IL15_N1D/N65D-human_IL15Ra(Sushi) Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/1368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/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)
DWVNVISDLKKIEDZIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELOQVISLESGDASIHDTVEDLIILANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVQMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTL
MISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNSTYRVVSVLTVLHQDW_NGKEYKCKVSNK
ALPAPTEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSG=YPSDIAVEWESDGOQPENNYKTTPPVLDSD
GSEFFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQOKSLSLSPGK

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID
NOS 1023-1025)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE?QVYTLPPSREQMTKNQVKLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVLHEALHSHYTQKSLSLSPGK

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

Chain 1 — human_IL15Ra(Sushi) _Fc(216)_IgG1_C220S/PVA_/S267K (SEQ ID NOS 1026-1028)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEQYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQOPRE>CVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 ~human_IL15(non-covalent; Q108E) (SEQ ID NO: 1029)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS

>XENP024346 human_IL15(non-covalent; Q108E)-
human_IL15Ra(Sushi) Fc(216) IgGl 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
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEQYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE2QVYTLPPSREEMTKNQVSLTCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVLHEALHSHYTQKSLSLSPGK

Chain 2 — human_IL15(non-covalent; Q108E) (SEQ ID NO: 1033)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMEINTS
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Figure 104AS

>XENP024348 1L15(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)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS

Chain 2 — human_IL15Ra(Sushi)_Fc(216)_lgG1_pl{(-)_lsosteric_A_C220S/PVA_/S267K/1368D/K370S (SEQ ID
NOS 1035-1037)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE2QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVFS CSVMHEALENHYTOKS LSLSPGK

Chain 3 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1038)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

>XENP024349 1L15 Q108E (non-covalent)-human IL15Ra(Sushi) empty-Fc Fc{216) IgGl pl(-
)_lsosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgGl C220S/PVA /S267K/S364K/E357Q

Chain 1 — human_IL15Re(Sushi)_ Isosteric_A_C220S/PVA_/S267K/L368D/K3705 (SEQ ID NOS 1039-1041)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE>QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVFSCSVMHEALENHYTOKS LSLSPGK

Chain 2 — empty- Fe(216)_lgG1_C2205/PVA_/5267K/S364K/E357Q (SEQ ID NO: 1042)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

Chain 3 —IL15_Q108E_{non-covalent) (SEQ ID NO: 1043)
NWVNVISDLEKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCELLELQVISLESGDASIHDTVENLITLANNSLS
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 TS DVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEDLI T LANNSLSSNGNVTESGCKECEE
LEERNIKEFLOSFVHIVOMEINTS

Chain 2 - human_IL15Ra(Sushi)_Fc{216)_IgG1_C2205/PVA_/S267K/M428L/N434S (SEQ ID NOS 1045-1047)
ITCPPPMSVEHADIWVKSYSLY SRERYICNSGEKRKAGT SSLTECVINKATNVAHWTTPSLKCI R/ EPKSSDKTHTCPPC2APPVAGPSYV
FLEPPKPKDTLMI SRTPEVICVVVDVKHEDPEVKENWYVDGVEVANAKTKPREEQYN STYRVVSVLTVLHODWLNGKEYKCKVSNKALPA
PTEKTTSKAKGOPREPGVYTLPPSREFMIKNOVSLTCLVKG=YPSDIAVEWESNGOPENNY KT TPPV_DSDGSFFLYSKLTVDKSRWOOG
NV=SCSVIHFEALHSHYTQOKSLSLSPGK
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Figure 104AT

>XENP024383 1L15_Q108E (non-covalent)-human_IL15Ra(Sushi) empty-Fc Fc(216) IgG1 pl(-
) Isosteric A C220S/PVA /S267K/1368D/K370S/M428L/N434S-
Fc(216) 1gG1 C220S/PVA /S267K/S364K/E357Q/MA428L/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
TCPPCPAPPVAGPSVFLEPPKPKDTLMISRTPEVTCVVVDVKHED2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE2?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOQPENNYKTTPPVLDSDGSEFLYSKLTVDKSRWEQGDVESCSVLHEALHSHYTQKSLSLSPGK

Chain 3 — empty_ Fc(216)_lgG1_C2205/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NO: 1052)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQQOGNVFSCSVLHEALHSHYTQKSL
SLSPGK

>XENP024475 human_IL15Ra(sushi) (GGGGS)6-human_IL15(single-chain;Q108E)-empty-
Fe_Fe(216) 1gG1 pl(-) lsosteric A C220S/PVA /S267K/L368D/K370S-
Fe(216) 1gG1 C2205/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 1053-1056)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGEESGGGES /NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVI SLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNI KETLQSFVHIVEMFINTS/EPKS SDKTHTCPP
CPAPPVAGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK="NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPOVYTLPPSREEMTKNOQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSEFEFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1057)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLY SKLTVDKS RWQQGNVES CSVMHFALHNHYTOKS L
SLSPGK
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Figure 104AU

>XENP024476 human_IL15Ra(sushi) (GGGGS)6-human_IL15(single-chain;N4D/N65D)-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)_(GGGGS)6-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1058-1061)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGEESGGGES /NWVDVI SDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVI SLE
SGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKE=LQSFVHIVQOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1062)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

>XENP024477 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain)-empty-Fc Fc(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-Fc(216) IgGl 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
SGGGGSGGEESGGEGEGESGEGESGGEES /NWVNVI SDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS/EPKSSDKT
HTCPPCPAPPVAGPSVEFLEFPPKPKDTIMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVENAKTKPREEEYNST
YRVVSVLTVLHQDW_NGKEYKCKVSNKALPAPIEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS RWEQGDVFSCSVMHEALHNEHYTQKSLSLSPGK

Chain 2 — empty_Fe(216)_lgG1_C220S/PVA_/5267K/S364K/E357Q (SEQ ID NO: 1067)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS FFLY SKLTVDKSRHOQGNVES CSVMHFALHNHYTOKS L
SLSPGK

>XENP024478 human_IL15Ra(sushi) (GGGGS)7-human_|L15(single-chain;Q108E)-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;Q108E)_Fc(216)_IgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1068-1071)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGEESGGEGEGESGEEESGGGES /NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVEMFINTS /EPKSSDKT
HTCPPCPAPPVAGPSVFLFPPKPKDTILMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHODW_.NGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLTCDVSGFYP
SDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNEYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1072)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEQYNSTYRVVSV.TVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPP SREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLY SKLTVDKS RHOQGNVES CSVMHFALHNHYTOKS L
SLSPGK
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Figure 104AV

>XENP024479 human_IL15Ra(sushi) (GGGGS)7-human_IL15(single-chain;N4D/N65D)-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)_(GGGGS)7-human_IL15(single-chain;N4D/N65D)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1073-1076)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ GGGGSGGGG
SGGGGSGGGGSGGGEGSGGGGESGGGES /NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELQ
VISLESGDASIHDTVEDLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS /EPKSSDKT
HTCPPCPAPPVAGPSVEFLEPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEEYNST
YRVVSVLTVLHODW_NGKEYKCKVSNKALPAPTEKTI SKAKGOPREPQVYTLPPSREEMTKNQVSLTCDVSGEYP
SDIAVEWESDGOPENNYKTTPPVLDSDGSEFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - empty-Fe_Fc(216)_lgG1_C220S/PVA_/S267K/5364K/E357Q (SEQ ID NO: 1077)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

>XENP024480 human_IL15Ra(sushi) (30AA linker_ variant)-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)_(30AA_linker_variant)-human_IL15(single-chain)_Fc(216)_lIgG1_pl(-
)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1078-1081)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ DPALVHQRP
APPGGGGSGGGESGGEGEGESGGGE/NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPSCKVTAMKCFLLELQVI SLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKE=LQSFVHIVOMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQGDVFSCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1082)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPP SREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV.DSDGS FFLY SKLTVDKS RWOQGNVES CSVMHFALHNHYTOKS L
SLSPGK



WO 2018/071919 PCT/US2017/056829
243/259

Figure 104AW

>XENP024481 human_IL15Ra(sushi) (30AA linker_variant)-human_IL15(single-chain;Q108E}-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)_(30AA_linker_variant)-human_IL15(single-chain;Q108E)_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID NOS 1083-1086)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSS LTECVLNKATNVAHWTTPSLKCIR/ DPALVHQRP
APPGGGGSGGGGESGGEGS GGG/ NWVNVI SDLKKIEDLIQSMHI DATLYTESDVHPS CKVTAMKCFLLELQVISLE
SGDASIHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKE=LQSFVHIVEMFINTS/EPKSSDKTHTCPP
CPAPPVAGPSVELEFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVK=NWYVDGVEVHNAKTKPREEEYNSTYRVVS
VLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPREPOQVYTLPPSREEMTKNQVSLTCDVSGEYPSDIAV
EWESDGQPENNYKTTPPVLDSDGSFELYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 — empty_ Fc(216)_lgG1_C220S/PVA_/S267K/S364K/E357Q (SEQ ID NO: 1087)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNOVKLT
CLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

>XENP024890 IL15_N4D/N65D_(non-covalent)-human_IL15Ra(Sushi)-empty-Fc IgG1 Fe(216) 1gG1 pl(-
) Isosteric A C220S/PVA /S267K/L368D/K370S-1gG1 PVA /S267K/S364K/E357Q

Chain 1-1L-15_N4D/N65D (SEQ ID NOS 1088-1090)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTITPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHED2?EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGOPRE?QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 2 - human_IL15Ra(Sushi)_Fc(216)_lgG1_pl(-)_Isosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 1091-1093)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHED 2EVKENWYVDGVEVHNAKTKPREEEYNSTY
RVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE2QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQGDVESCSVMHEALHNHYTQKSLSLSPGK

Chain 3 — empty_Fc(216)_ IgG1_PVA_/5267K/S364K/E357Q (SEQ ID NO: 1094)
EPKSSDKTHTCPPCPAPPVAGPSVFLEPPKPKDTLMI SRTPEVTCVVVDVKHED PEVKENWYVDGVEVHENAKTKP
REEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPI EKTI SKAKGQPREPQVYTLPPS REQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSL
SLSPGK
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>XENP25138 IL15_D30N/E64Q/N65D_(non-covalent)-empty-Fc_Fc(216) IgG1 pl(-
) lsosteric A _C220S/PVA_/S267K/1368D/K370S-1gG1 _PVA /S267K/S364K/E357Q

Chain 1- 1L15_D30N/E64Q/N65D (SEQ ID NO: 1095)
NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLELQVISLESGDASIHDTVQDLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLQSFVHIVOMFINTS

Chain 2 - human_IL15Ra(Sushi)_Fc{216)_IgG1_pl(-)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S (SEQ ID
NOS 1096-1098)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/EPKSSDKTH
TCPPCPAPPVAGPSVFLFPPKPKDTLMI SRT PEVTCVVVDVKHED >EVKENWYVDGVEVHNAKTKPREEEYN STY
RVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGOPRE2QVYTLPPSREEMTKNQVSLTCDVSGEYPS
DIAVEWESDGOPENNYKTTPPVLDSDGS FFLYSKLTVDKSRWEQGDVFS CSVMHEALENHYTOKS LSLSPGK

Chain 3 - empty_Fc(216)_ IgG1_PVA_/S267K/5364K/E357Q (SEQ ID NO: 1099)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKEFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWQOGNVFSCSVMHEALHNHYTQKSL
SLSPGK

>XENP025938 human _IL15Ra(sushi) (GGGGS)5-human 1L15 N4D/N65D (single-chain)-empty-
Fc_Fc(216) IgG1 pl(-) Isosteric A_C220S/PVA_/S267K/L368D/K370S/MA28L/NA34S-
Fc(216) IgG1 C220S/PVA /S267K/S364K/E357Q/MA428L/N434S

Chain 1 — human_IL15Ra(sushi)_(GGGGS)5-human_IL15_N4D/N65D_(single-chain)-_Fc(216)_lgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S/M428L/N434S (SEQ ID NOS 1100-1103)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGT SSLTECVINKATNVAHWI TPSLKCI R/ GGGGSGGEGS GEGEGSGEEESGEEE
5 /NWVDVISDLKKI EDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVEDL I TTANNSLS SNGNVTESGCKEC
FELEFKNIKEFLQSFVHIVOMETINTS/ E2KSSDKTHTCPPCAPPVAGPSVELE?PKPKDTIMI SRT2EVICWVDVKHEDPEVKENWYV
DGVEVHNAKTKPREEEYNSTYRVVSVLTVILHODWLNGKEYKCKVSNKALPAPTEKTT SKAKGOPREPOVYTLPPSREEMIKNOVSLTCDV
SGFYPSDIAVEWESDGOPENNYKTTPPVLDSDGSEFLYSKLTVDKSFWEQGDVE SCSVLHEATHSHYTOKSLSLSPGK

Chain 2 - empty_Fc(216)_IgG1_C220S/PVA_/S267K/S364K/E357Q/M428L/N434S (SEQ ID NOS 1104-1108)
EPKSSDKTHTCPPCPAPPVAGPSVELEP2KPKDTIMI SRTPEVICVVWDVKHED 2EVKENWYVDGYEVHNAKTKPREEQYNSTYRVVSVL
TVLHOIWLNGKEYKCKVSNKALPAPT EKTT SKAKGOPREPOVYTLEPSREQMIKNOVKLICLVKGE Y PSDIAVEWESNGOPENNYKTTEP
VLDSDGSFFLYSKLTVDKSRHOOGNVESCSVLHEATHSHYTOKSLSLSPGK

human_IL15Ra(sushi)(single-chain)-human IL15 Fc{216) IgG1 C220S/PVA /S267K; corresponding to Figure
14

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR/ GGGGS/NWV
NVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELOQVISLESGDASTIHDTVENLITILANNSLSSNG
NVTESGCKECEELEEKNIKEFLOSEVHIVOMFINTS/EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMI S
RTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALP
APIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSF
FLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
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empty-Fc(216) IgG1 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)_IgG1_pl(-
)_lsosteric_A_C220S/PVA_/S267K/L368D/K370S_(GGGGS)2_IL15Ra(Sushi)_IL15(single-chain) {SEQ ID NOS
1109-1112)

EPKSSDKTHTCPPCPAPPVAGPSVFLEFPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKENWYVDGVEVHNAKTKP
REEEYNSTYRVVSV_LTVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREEMTKNQVSLT
CDVSGFYPSDIAVEWESDGQPENNYKTTPPV_DSDGSFFLYSKLTVDKSRWEQGDVEFSCSVMHEALHNHYTQKSL
SLSPGK/GGGGSGGGGS/ ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTS SLTECVLNKATNVAHWT
TPSLKCIR/GGGGS/NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVI SLESGDASIH
DTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOSEVHIVOMEINTS

Chain 2 - empty-Fc(216)_lgG1_ISO{+RR)_C2205/PVA_/5267K/S364K/E357Q (8927) (SEQ ID NO: 1113)
FRKSSDKTHTCPRCPAPPVAGPSVELEPPKPKDTLMI SRTPEVTCVVVDVKHEDPEVKFKWYVDGVEVENAKTKP
REEQYNSTYRVVSV_TVLHODWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSREQMTKNQVKLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPV_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

MRISKPHLRSISIQCYLCLLLNSHFLTEAGIHVEFILGCFSAGLPKTEANWVNVISDLKKIEDLIQSMHIDATLYT
ESDVHPSCKVTAMKCFLLELQVISLESGDASTHDTVENLIILANNSLSSNGNVTESGCKECEELEEKNIKEFLOS
FVHIVOMFINTS

Human IL-15 mature form sequence (SEQ ID NO: 1115)
>sp|P40933[48-162

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLITLANNSLS
SNGNVTESGCKECEELEEKNIKEFLOSFVHIVOMFINTS

Human IL-15Ra sequence (SEQ ID NO: 1116)

>sp|Q13261
MAPRRARGCRTLGLPALLLLLLLRPPATRGITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTEC
VILNKATNVAHWTTPSLKCIRDPALVHQRPAPPSTVTTAGVTPQPESLSPSGKEPAASSPSSNNTAATTAAIVPGS

QIMPSKSPSTGTTEISSHESSHGTPSQTTAKNWELTASASHQPPGVYPQGHSDTTVAISTSTVLLCGLSAVSLLA
CYLKSRQTPPLASVEMEAMEALPVTWGTSSRDEDLENCSHHL

Human IL-15Ra, extracellular domain (SEQ ID NO: 1117)
>spl013261]31-205

ITCPPPMSVEHADIWVKSYSLYSRERYICNSGEKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPALVHQRPA
PPSTVTTAGVTPQPESLSPSGKEPAASSPSSNNTAATTAATIVPGSQLMPSKSPSTGTTEISSHESSHGTPSQTTA
KNWELTASASHQPPGVYPQGHSDTT

Human IL-15Ra, sushi domain (SEQ ID NO: 1118)

>sp|Q13261]31-95
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIR
Human IL-15RR sequence (SEQ ID NO: 1119)

>sp|P14784

MAAPALSWRLPLLIZLLPLATSWASAAVNGT SQFTCEYNSRANISCVWSQDGALQDTSCOQVHAWPDRRRWNQTCE
LLPVSQASWACNLILGAPDSQKLTTVDIVTLRVLCREGVRWRVMAICDFKP FENLRLMAPIS_LQVVHVETHRCNI
SWEISQASHYFERHLEFEARTLSPGHTWEEAPLLT LKOQKQEWICLETLTPDTQYEFQVRVKPLQGEEFTTWSPWSQ
PLAFRTKPAALGKDTIPWLGHLLVGLSGAFGFIILVYLLINCRNTGPWLKKVLKCNTPDPSKFFSQLS SEHGGDV
QKWLSSPFPSSSESPGGLAPELISPLEVLERDKVTQLLLOODKVPE?ASLSSNHSLTSCETNQGYFFFHLPDALET
EACQVYFTYDPYSEEDPDEGVAGAPTGSSPQPLOPLSGEDDAYCTFPSRDDLLLESPSLLGGPSPPSTAPGGSGA
GEERMPPSLQERVPRDWDPQPLGPPTPGVPDLVDFQPPPELVLREAGEEVPDAGPREGVS FPWSRPPGQGEFRAL
NARLPLNTDAYLSLQELQGODPTHLV

Human IL-15RRB, extracellular domain (SEQ ID NO: 1120)
>sp|P14784127-240

AVNGTSQFTCFYNSRANISCVWSQDGALQDT SCOQVHAWPDRRRWNQTCELLPVSQASWACNLI LGAPDSQKLTTV
DIVTLRVLCREGVRWRVMAIQDFKPFENLRLMAPI SLOVVHVETHRCNISWEISQASHYFERHLEFEARTLSPGH
TWEEAPLLTLKQKQEWICLETLTPDTQYEFQVRVKPLOGEFTTWS 2WSQPLAFRTKPAALGKDT
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Human common gamma chain sequence (SEQ ID NO: 1121)
>sp|P31785

MLKPSLPFTSLLFLOLPLLGVGLNTTILTPNGNEDTTADFFLTTM?TDSLSVSTLPLPEVQCEVENVEYMNCTWN
SSSEPQPTNLTLHYWYKNSDNDKVQOKCSHYLFSEEITSGCQLOKKEIHLYQTEFVVQLODPREPRRQATOMLKLON
LVIPWAPENLTLHKLSESQLELNWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKFSLPSVDGQKRYTEFRVRS
RENPLCGSAQHWSEWSHPIHWGSNTSKENPFLFALEAVVISVGSMGLIISLLCVYFWLERTMPRIPTLKNLEDLV
TEYHGNFSAWSGVSKGLAESLOPDYSERLCLVSEI PPKGGALGEG2GASPCNQHSPYWAPPCYTLKPET

Human common gamma chain, extracellular domain (SEQ ID NO: 1122)

>sp|P31785]23-262
INTTILTPNGNEDTTADFFLTTMPTDSLSVSTLPLPEVQCFVENVEYMNCTWNSSSEPQPTN_LTLHYWYKNSDND
KVOKCSHYLFSEEITSGCQLOKKEIHLYQTFVVQLODPREPRROQATOMLKLONLVI PWAPEN_TLHKLSESQLEL

NWNNRFLNHCLEHLVQYRTDWDHSWTEQSVDYRHKFSLPSVDGQKRYTFRVRSRENPLCGSAQHWSEWSHPIHWG
SNTSKENPFLFALEA
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Linker Sequences - corresponds to Figure 7
SEQ ID NO

GGGGS 14
GGGGSGGGGS 15
GGGGSGGGGSGGGES 16
GGGGSGGGGSGGGGSGGGGS 17
GGGGSGGGGSGGGEGESGGGGESGGGEES 18
GGGGSGGGGSGGGGSGGGGSGGGGSGGGGS 19
GGGGSGGGGSGGGGSGGGGESGGGGSGGGGSGGGES | 20
DPALVHQRPAPPGGGGSGGGGSGGGGSGGG 21
GKPGS 22
GKPGSGKPGSGKPGSGKPGSGKPGS 23
GKPGSGKPGSGKPGSGKPGSGKPGSGKPGS 24
GGGES 25

PCT/US2017/056829
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Figure 104BC

Backbone Sequences - corresponds to Figure 9

IL-15/Ra-Fc Backbone 1

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1123)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 1124)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 2

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1125)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 1126)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 3

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1127)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVKLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 1128)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCEVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK
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IL-15/Ra-Fc Backbone 4

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1129)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSKGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 1130)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTENEVSLTCLVKGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLEVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 5

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1131)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSRDQLTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-F¢c monomer 2 (SEQ ID NO: 1132)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSRDELTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 6

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1133)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYASTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 1134)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYASTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK



WO 2018/071919 PCT/US2017/056829
251/259

Figure 104BE

IL-15/Ra-Fc Backbone 7

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1135)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYSSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQQG
NVESCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 1136)
EPKSSDKTHTCPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYSSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 8

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1137)
ESKYGPPCPPCPAPEFLGGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHN
AKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEQMTKNQVKLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSRLTVDKSRWQEGNV
FSCSVMHEALHNHYTQKSLSLSLGK

>IL-15/Ra-F¢c monomer 2 (SEQ ID NO: 1138)
ESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHN
AKTKPREEEFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPS
QEEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWEEGDV
FSCSVMHEALHNHYTQKSLSLSLGK

IL-15/Ra-Fc Backbone 9

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1139)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPMLDSDGSEFFLY SKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 1140)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQENWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGEFYPSDIAVEWESDGQPENNYKTTPPMLDSDGSEFFLYSKLTVDKSRWEQGDVE
SCSVMHEALHNHYTQKSLSLSPGK
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IL-15/Ra-Fc Backbone 10

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1141)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQFNWYVDGVEVHNA
KTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EQMTKNQVKLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFELYSKLTVDKSRWQQGNVE
SCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 1142)
ERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVQFNWYVDGVEVHNA
KTKPREEEFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSR
EEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWEQGDVFE
SCSVMHEALHNHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 11

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1143)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTIEKTISKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVLHEALHSHYTQKSLSLSPGK

>IL-15/Ra-F¢c monomer 2 (SEQ ID NO: 1144)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFNWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWEQG
DVFSCSVLHEALHSHYTQKSLSLSPGK

IL-15/Ra-Fc Backbone 12

>IL-15/Ra-Fc monomer 1 (SEQ,ID NO: 1145)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ ID NO: 1146)
EPKSSDKTHTCPPCPAPPVAGPSVELFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVFSCSVMHEALHNHYTQKSLSLSPGK
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IL-15/Ra-Fc Backbone 13

>IL-15/Ra-Fc monomer 1 (SEQ ID NO: 1147)
EPKSSDKTHTCPPCPAPPVAGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKENWYVDGVEV
HNAKTKPREEEYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTI SKAKGQPREPQVYTLP
PSREEMTKNQVSLTCDVSGFYPSDIAVEWESDGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWEQG
DVEFSCSVMHEALHNHYTQKSLSLSPGK

>IL-15/Ra-Fc monomer 2 (SEQ.ID NO: 1148)
ERKSSDKTHTCPRCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVKHEDPEVKFKWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTIEKTI SKAKGQPREPQVYTLP
PSREQMTKNQVKLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQG
NVEFSCSVMHEALHNHYTQKSLSLSPGK
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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)
ITCPPPMSVEHADIWVKSY SLYSRERY ICNSGEFKRKAGT SSLTECVINKATNVAHWTTPSLKCTRDP

IL-15Ra(sushi-D96/P97/A98) of Figure 27 (SEQ ID NO: 1151)
ITCPPPMSVEHADIWVKSYSLYSRERY ICNSGEKRKAGTSSLTECVINKATNVAHWTTPSLKCIRDPA

IL-15(E87C) of Figure 28 (SEQ ID NO: 1152)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASIHDTVENLIT
LANNSLSSNGNVTESGCKCCEELEEKNIKEFLOSFVHIVQOMEINTS

IL-15(V49C) of Figure 28 (SEQ ID NO: 1153)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQCISLESGDASTIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQOMFINTS

IL-15(L52C) of Figure 28 (SEQ ID NO: 1154)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISCESGDASTIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQMEINTS

IL-15(EBSC) of Figure 28 (SEQ ID NO: 1155)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLESGDASTIHDTVENLIT
LANNSLSSNGNVTESGCKECCELEEKNIKEFLOSEVHIVOMEINTS

IL-15(Q48C) of Figure 28 (SEQ ID NO: 1156)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELCVISLESGDASIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVQOMEINTS

IL-15(E53C) of Figure 28 (SEQ ID NO: 1157)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLLELQVISLCSGDASTIHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQOMEINTS

of Figure 28

IL-15(C428) (SEQ ID NO: 1158)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKSFLLELQVISLESGDASTHDTVENLIT
LANNSLSSNGNVTESGCKECEELEEKNIKEFLQSEVHIVQMEINTS

IL-15(L45C) of Figure 28 (SEQ ID NO: 1159)
NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCFLCELQVISLESGDASIHDTVENLII
LANNSLSSNGNVTESGCKECEELEEKNIKEFLOSFVHIVQMEINTS
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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)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDPC

IL-15Ra(sushi-D96/C97/A98) of Figure 29 (SEQ ID NO: 1162)
ITCPPPMSVEHADIWVKSYSLYSRERYICNSGFKRKAGTSSLTECVLNKATNVAHWTTPSLKCIRDCA

IL-15Ra(sushi-S40C) 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-142C) 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)

DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLI TLANNSLSSNGNV
TESGCKECEELEEKNIKEFLQSFVHIVOMEINTS

N4D (SEQ ID NO: 1169)

NWVDVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVENLITLANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSEVHIVOMEINT'S

D8N (SEQ ID NO: 1170)

NWVNVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELQVISLESGDASTHDTVENLITLANNSLSSNGNV
TESGCKECEELEEKNIKEFLQSFVHIVOMEINTS

D30N (SEQ ID NO: 1171)

NWVNVISDLKKIEDLIQSMHIDATLY TESNVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLIILANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSEVHIVOMEINT'S

D6IN (SEQ ID NO: 1172)

NWVNVISDLKKTEDLIQSMHIDATLYTESDVHPSCKVIAMKCEFLLELQVISLESGDASTHNTVENLITLANNSLSSNGNV
TESGCKECEELEEKNIKEFLQSEVHIVOMEINTS

E64Q (SEQ ID NO: 1173)

NWVNVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVONLIILANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSEVHIVOMEINT'S

N65D (SEQ ID NO: 1174)

NWVNVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVTAMKCEFLLELQVISLESGDASTHDTVEDLITLANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSEFVHIVOMEINTS

Ql08E (SEQ ID NO: 1175)

NWVNVISDLKKIEDLIQSMHIDATLY TESDVHPSCKVTAMKCELLELQVISLESGDASTHDTVENLIILANNSLSSNGNV
TESGCKECEELEEKNIKEFLOSFVHIVEMEINT'S

N1D/D6IN (SEQ ID NO: 1176)

DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVTAMKCEFLLELQVISLESGDASTHNTVENLI TLANNSLSSNGNV
TESGCKECEELEEKNIKEFLQSEVHIVOMEINTS
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N1D/E64Q (SEQ ID NO: 1177)

DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVONLITTANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEVHIVOMETNTS

N4D/D61N (SEQ ID No: 1178)

NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVISLESGDASTHNTVENLI I LANNSLSSNGNVIESGCKECEE
LEEKNIKEFTOSEVHIVOMEINTS

N4D/E64Q (SEQ ID NoO: 1179)

NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVONLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMEINTS

D8N/D61IN (SEQ ID NO: 1180)

NWVNVISNLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELQVI SLESGDASTHNTVENLI T LANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEFVHIVOMEINTS

D8N/E64Q (SEQ ID NO: 1181)

NWVNVISNLEKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLEIQVI SLESGDASTHDTVONLI TLANNSLS SNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMETINTS

D61N/E64Q (SEQ ID NO: 1182)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHNTVONLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMETINTS

E64Q/Q108E (SEQ ID NO: 1183)

NWVNVISDLKKTEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVONLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFLOSEVHIVEMEINTS

N1D/N4D/D8N (SEQ ID NO: 1184)

DWVDVISNLKKIEDLIQSMHIDATLYTESDVHP SCKVIAMKCELLELOVI SLESGDASTHDTVENLITTANNSLSSNGNVIESGCKECEE
LEEKNIKEFIQSEVHIVOMETNTS

D61N/E64Q/N65D (SEQ ID NO: 1185)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVTAMKCFLLELOVI SLESGDASTHNTVODLI ILANNSLSSNGNVTESGCKECEE
LEEKNIKEFIOSEVHIVOMETNTS

N1D/D61N/E64Q/Q1l08E (SEQ ID NO: 1186)

DWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHNTVONLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIOSEVHIVEMEINTS

N4D/D61N/E64Q/Q108E (SEQ ID NO: 1187)

NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHNTVONLI I TANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSFVHIVEMEINTS
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N1D/N65D (SEQ ID NO: 1188)

DWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVEDLI TTANNSLSSNGNVTESGCKECEE
LEERNIKEFIQSEVHIVOMETNTS

N1D/Q108E (SEQ ID NO: 1189)

DWVNVISDLKKIEDLIQSMHI DATLYTESDVHPSCKVIAMKCELLELOVI SLESGDASTHDTVENLITTANNSLSSNGNVTESGCKECEE
LEEKNIKEFTOSEVHIVEMEINTS

N4D/N65D (SEQ ID NO: 1190)

NWVDVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVEDLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMEINTS

D30N/N65D (SEQ ID NO: 1191)

NWVNVISDLKKIEDLIQSMHIDATLYTESNVHPSCKVTAMKCFLLEIQVISLESGDASTHDTVEDLI ILANNSLS SNGNVTESGCKECEE
LEERNIKEFIQSEFVHIVOMEINTS

D30N/Q108E (SEQ ID NO: 1192)

NWVNVISDLEKKIEDLIQSMHIDATLYTESNVHPSCKVIAMKCELLELQVI SLESGDASTHDTVENLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVEMEINTS

N65D/Q108E (SEQ ID NO: 1193)

NWVNVISDLKKIEDLIQSMHIDATLYTESDVHPSCKVIAMKCFLLELOVI SLESGDASTHDTVEDLI TTANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVEMEINTS

E64Q/N65D (SEQ ID NO: 1194)

NWVNVISDLKKTEDLIQSMHIDATLYTESDVHP SCKVIAMKCFLLELOVISLESGDASTHDTVODLI T LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIQSEVHIVOMEINTS

N1D/N4D/N65D (SEQ ID NO: 1195)

DWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVIAMKCELLELOVI SLESGDASTHDTVEDLIITANNSLSSNGNVIESGCKECEE
LEEKNIKEFIQSEVHIVOMETNTS

D30N/E64Q/N65D (SEQ ID NO: 1196)

NWVNVISDLKKIEDLIQSMHIDATLYTESNVHP SCKVTAMKCFLLELQVI SLESGDASTHDTVODLI I LANNSLSSNGNVTESGCKECEE
LEEKNIKEFIOSEVHIVOMETNTS

N4D/D61N/N65D (SEQ ID NO: 1197)

NWVDVISDLKKIEDLIQSMHIDATLYTESDVHP SCKVIAMKCEFLLELQVISLESGDASTHNTVEDLI ILANNSLSSNGNVTESGCKECEE
LEEKNIKEFIOSEVHIVOMEINTS
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Non-Xtend Xtend Format Substitutions
22822 23504 IL-15/Ro—heteroFc Q108E
24045 24306 IL-15/Ra-heteroFc D30N/E64Q/N65D
22821 23343 IL-15/Ra-heteroFc N65D
23557 24113  IL-15/Ra-heteroFc N4D/N65D
24051 24341 IL-15/Ra-heteroFc NID/N65D
24052 24301 IL-15/Ra-heteroFc N1D/N65D
bivalent ncIL-
24342 24346  15/Ra-Fc Q108E
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/K370S S364K 94.4 76.6
12759 L368D/K370S S364K/E357L 90.2 77.2
12760 L368D/K370S S364K/E357Q 95.2 77.5
12761 T411E/K360E/Q362E D401K 85.6 80.6
12496 L368E/K370S S364K 91.5 n.d.
12511 K370S S364K 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.



