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EVQLVESGGG
PGKGLEWVAR
LOMNSLRAED
ASTKGPSVEFP
WNSGALTSGV
YICNVNHKPS
PSVFLFPPKP
YVDGVEVHNA
EYKCKVSNKA
MTKNQVSLTC
LDSDGSFFLY

QKSLSLSPGK
Oooooo

g0 :

DIQMTQSPSS
GKAPKLLIYS
EDFATYYCQQ
SDEQLKSGTA
ESVTEQDSKD
LSSPVTKSFN

ad:
EVQLVESGGG
PGKGLEWVAD
LOMNSLRAED
STKGPSVFPL
NSGALTSGVH
ICNVNHKPSN
SVFLFPPKPK
VDGVEVHNAK
YKCKVSNKAL
TKNQVSLTCL
DSDGSFFLYS
KSLSLSPGK

LVQPGGSLRL
IYPTNGYTRY
TAVYYCSRWG
LAPSSKSTSG
HTFPAVLQSS
NTKVDKKVEP
KDTLMISRTP
KTKPREEQYN
LPAPIEKTIS
LVKGFYPSDI
SKLTVDKSRW

(SEQ ID NO:

LSASVGDRVT
ASYRYTGVPS
YYIYPYTFGQ
SVVCLLNNFY
STYSLSSTLT
RGEC

LVQPGGSLRL
VNPNSGGSIY
TAVYYCARNL
APSSKSTSGG
TFPAVLQSSG
TKVDKKVEPK
DTLMISRTPE
TKPREEQYNS
PAPIEKTISK
VKGFYPSDIA
KLTVDKSRWQ

(SEQ ID NO:

(SEQ ID NO:

(20)

SCAASGFNIK
ADSVKGRFTI
GDGFYAMDYW
GTAALGCLVK
GLYSLSSVVT
KSCDKTHTCP
EVTCVVVDVS
STYRVVSVLT
KAKGQPREPQ
AVEWESNGQP
QQGNVFSCSV
02)

ITCKASQDVS
RFSGSGSGTD
GTKVEIKRTV
PREAKVQWKV
LSKADYEKHK
03)

SCAASGFTFT
NQRFKGRFTL
GPSFYFDYWG
TAALGCLVKD
LYSLSSVVTV
SCDKTHTCPP
VTCVVVDVSH
TYRVVSVLTV
AKGQPREPQV
VEWESNGQPE
QGNVFEFSCSVM
04)

ooob0ODDbDOHER2ZDOOOODODOGO

googbao:

DIQMTQSPSS
GKAPKLLIYS
EDFATYYCQQ
SDEQLKSGTA
ESVTEQDSKD
LSSPVTKSFN

LSASVGDRVT
ASFRYTGVPS
HYTTPPTFGQ
SVVCLLNNFY
STYSLSSTLT

RGEC (SEQ ID NO:

ITCKASQDVS
RFSGSRSGTD
GTKVEIKRTV
PREAKVQWKV
LSKADYEKHK
05)

co1@@ooooooooo):

DTYIHWVRQA
SADTSKNTAY
GQGTLVTVSS
DYFPEPVTVS
VPSSSLGTQT
PCPAPELLGG
HEDPEVKFNW
VLHQDWLNGK
VYTLPPSREE
ENNYKTTPPV
MHEALHNHYT

IGVAWYQQKP
FTLTISSLQP
AAPSVFIFPP
DNALQSGNSQ
VYACEVTHQG

DYTMDWVRQA
SVDRSKNTLY
QGTLVTVSSA
YFPEPVTVSW
PSSSLGTQTY
CPAPELLGGP
EDPEVKFNWY
LHQDWLNGKE
YTLPPSRDEL
NNYKTTPPVL
HEALHNHYTQ

TAVAWYQOKP
FTLTISSLQP
AAPSVFIFPP
DNALQSGNSQ
VYACEVTHQG
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EVQLVESGGG
PGKGLEWVAR
LOMNSLRAED
ASTKGPSVFP
WNSGALTSGV
YICNVNHKPS
PSVFLFPPKP
YVDGVEVHNA
EYKCKVSNKA
LTKNQVSLWC
LDSDGSFFLY
QKSLSLSPGK

LVQPGGSLRL
IYPTNGYTRY
TAVYYCSRWG
LAPSSKSTSG
HTFPAVLQSS
NTKVDKKVEP
KDTLMISRTP
KTKPREEQYN
LPAPTEKTIS
LVKGFYPSDI
SKLTVDKSRW

(SEQ ID NO:

(21)

SCAASGFNIK
ADSVKGRFTI
GDGFYAMDYW
GTAALGCLVK
GLYSLSSVVT
KSCDKTHTCP
EVTCVVVDVS
STYRVVSVLT
KAKGQPREPQ
AVEWESNGQP
QQGNVFSCSV
06)

002 000000000):

EVQLVESGGG
PGKGLEWVAD
LQMNSLRAED
STKGPSVFPL
NSGALTSGVH
ICNVNHKPSN
SVFLFPPKPK
VDGVEVHNAK
YKCKVSNKAL
TKNQVSLSCA
DSDGSFFLVS
KSLSLSPGK

LVQPGGSLRL
VNPNSGGSIV
TAVYYCARNL
APSSKSTSGG
TFPAVLQSSG
TKVDKKVEPK
DTLMISRTPE
TKPREEQYNS
PAPTIEKTISK
VKGFYPSDIA
KLTVDKSRWQ

(SEQ ID NO:

SCAASGFTFN
NRRFKGRFTL
GPFFYFDYWG
TAALGCLVKD
LYSLSSVVTV
SCDKTHTCPP
VTCVVVDVSH
TYRVVSVLTV
AKGQPREPQV
VEWESNGQPE
QGNVFSCSVM
07)

OO0O0ODDOHER2O O O CrossMabO :

00 1:

QVQLVQSGAE
PGQGLEWMGR
MELSRLRSDD
ASTKGPSVEFP
WNSGALTSGV
YICNVNHKPS
PSVFLFPPKP
YVDGVEVHNA
EYKCKVSNKA
LTKNQVSLSC
LDSDGSFFLV
QKSLSLSPGK
00 2:

EVQLVESGGG
PGKGLEWVAD
LOMNSLRAED
SVAAPSVFIF
KVDNALQSGN
HKVYACEVTH
LGGPSVFLEFP
FNWYVDGVEV
NGKEYKCKVS
RDELTKNQVS
PPVLDSDGSF

HYTQKSLSLS
00 1:

VKKPGASVKV
IYPTNGYTRY
TAVYYCSRWG
LAPSSKSTSG
HTFPAVLQSS
NTKVDKKVEP
KDTLMISRTP
KTKPREEQYN
LPAPIEKTIS
AVKGFYPSDI
SKLTVDKSRW

(SEQ ID NO:

LVQPGGSLRL
VNPNSGGSTY
TAVYYCARNL
PPSDEQLKSG
SQESVTEQDS
QGLSSPVTKS
PKPKDTLMIS
HNAKTKPREE
NKALPAPIEK
LWCLVKGFYP
FLYSKLTVDK
PGK

(SEQ ID NO:

SCKASGFNIK
AQKFQGRVTM
GEGFYAMDYW
GTAALGCLVK
GLYSLSSVVT
KSCDKTHTCP
EVTCVVVDVS
STYRVVSVLT
KAKGQPREPQ
AVEWESNGQP
QQGNVFSCSV
08)

SCAASGFTFT
NQRFKGRFTL
GPSFYFDYWG
TASVVCLLNN
KDSTYSLSST
FNRGECDKTH
RTPEVTCVVV
QYNSTYRVVS
TISKAKGQPR
SDIAVEWESN
SRWQQGNVFS
09)

DTYTHWVRQA
SADTSKNTAY
GQGTLVTVSS
DYFPEPVTVS
VPSSSLGTQT
PCPAPELLGG
HEDPEVKEFNW
VLHQDWLNGK
VYTLPPCRDE
ENNYKTTPPV
MHEALHNHYT

DYTMDWVRQA
SVDRSKNTLY
QGTLVTVSSA
YFPEPVTVSW
PSSSLGTQTY
CPAPELLGGP
EDPEVKFNWY
LHQDWLNGKE
CTLPPSRDEL
NNYKTTPPVL
HEALHNHYTQ

DTYTHWVRQA
TRDTSISTAY
GQGTMVTVSS
DYFPEPVTVS
VPSSSLGTQT
PCPAPELLGG
HEDPEVKEFNW
VLHQDWLNGK
VCTLPPSRDE
ENNYKTTPPV
MHEALHNHYT

DYTMDWVRQA
SVDRSKNTLY
QGTLVTVSSA
FYPREAKVQW
LTLSKADYEK
TCPPCPAPEL
DVSHEDPEVK
VLTVLHQDWL
EPQVYTLPPC
GOPENNYKTT
CSVMHEALHN
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DIQLTQPPSV
QAPVLVVYSA
DEADYYCQQH
DEQLKSGTAS
SVTEQDSKDS
SSPVTKSFEFNR
0o 2:

DIQMTQSPSS
GKAPKLLIYS
EDFATYYCQQ
APSSKSTSGG
TFPAVLQSSG
TKVDKKVEPK

goooobooao
g d

SVAPGQTART
SFLYSGIPSR
YTTPPTFGTG
VVCLLNNFYP
TYSLSSTLTL
GEC

LSASVGDRVT
ASYRYTGVPS
YYIYPYTFGQ
TAALGCLVKD
LYSLSSVVTV
SC (SEQ ID

(0000000000

ocoooo0oo0oopDOooooooooDUoooDoooooDOoo
cooooooO0oooDOoooooooooooDoobooooOono
ocooooooOO0oooOoooooboOoon
OO0 (EBpstein-Barr)J OO O (BBVYO OO DO
ooobDDbOO0o0oooooooDbDbobOooDoooooboopuCcisBDOooOO

o-000
-000d
-0o0d
U

-000
-000d
-0 od
goooao

Ooooooogogogoao

ooaon

O

O
O 0Ooo0ooo
O Ooogoo

gooooad

ooao
ggdd
oadg

ooao
ogdadg
uddg

(SEQ ID NO:

(22)

TCGASQDVST
FSGSRSGTDF
TKVTVLRTVA
REAKVQWKVD
SKADYEKHKV
10)

ITCKASQDVS
RFSGSGSGTD
GTKVEIKSSA
YFPEPVTVSW
PSSSLGTQTY
NO: 11)

AVAWYQQKPG
TLTISRVEAG
APSVFIFPPS
NALQSGNSQE
YACEVTHQGL

IGVAWYQQKP
FILTISSLQP
STKGPSVFPL
NSGALTSGVH
ICNVNHKPSN

(DHEK2930 0 0000000000000 000000
0000000000 O0000O0 (Invitrogen, USA)FreeStyle(D 0)2930 0 0 0 OO
00000000 0293-F00000O0O0O0OOOOODDODO0O000NONONDODOODOOOO

JP 2018-503368 A 2018.2.8

O

O

ocooooooOO0ooop-0b00O00O0O0DbDOOn
ocooooo@¢-eww)DooooooooDoooDoooopoooooao
coooOoooDooo@ooDADDdIOOBOOoDoOO

goooooooboo

oriPO

0000000000000 0OO0O0O0O0OO0O0O0D0OOONO0NODODONODOONONOoOoOOooao
PGAl8(ampR)0 0 0 0 00 O0DCOODODOCOODODOCOODODOODOODODOOODODDOOODOOO
000000000000 000O00000000000000000VLOOO
000000000000 000O000000000O000000000000
000000000000 0D00D0000O0O000O0O0000D0O0O0OO0OO0O0O0ao
DNAD O OO (OODOOO (Miniprep))D 00 OO O0O0DO0C0CODNADDOOODOODO
O0O0O0D0O0LWB-AmpO0 0 150mI0 0 00000000000 ODNAD DO OO (OO
0 (Maxiprep))D 0O OO OOODNADI OO O OODDOCOODODOOO

om0 0000000000010 0000o000o00o0DDoDU0Oo0DOODNA(IMLO DO OO

0 O 1y gO DNAYO O Opti-MEM(O O O O )IOD O O O O (Invitrogen, Carlsbad, CA, USA)

2ml0 00000000230 0000@OYY I0ODDOOO0OO0OO0ODOOOODO Invitrogen, C
arlsbad, CA, USA)40p LO OO OO ODODODODOCDOOOOABS00O0DOOOODOODODOO
I I A A S 0 A Y A I @240
OmMO Sigma-Aldrich, Steinheim, Germany)300y LO OO OO ODODOOOODODOOOORPMI
OD00O00OFreeStyleD 0D 000 O0O0ODO (Feed)6OOp LOOD DO (Fed D O DD ODODOO
I 1 1 e I I 0 A B R A B R B R O B A N A N N e N N N N N N RN
O00D0DOO0O0(Vi-CELL(O O )XRO Beckman Coulter, Fullerton, CA, USA) O O 0O O OO
000000 (Accu-CHEK(O O O O)H)OOODOOOOODODO (Sensor comfort)d Roche Diag
nostics GmbH, Mannheim, Germany)D D0 000000 OO0ODDDOOOODDOL-000

O
O
0000000000000 DDDDDDDDDODODDODODDHEK293FO O 0.5x 10°0 /mL
O
O
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00300y LOOOOOOODODODO (PANTM Biotech, Aidenbach, Germany)300u LO O O O
Ooo0oo0DDOO0O @oommd Gibco, Invitrogen)300p LO OO O O 1.2ml0 0 O ad 5g7L0 O O
0o @-(H-00ooDooo400Sign) 0000 000O0OOODODODODODOOOODOODOaed
0 O O X3R Multifuge (Heraeus, Buckinghamshire, England)O O 0 O 3500rpmO O O O O
0150000000000 C0CDODbOOo0oOo0o0ooooDoDDoOsteriflip0 00 OOOQOoODOOoC
0-22y m Millipore Express PLUS PESO O O O O O Millipore, Bedford, MA)OO O O O O
ooooDoOoOO0oOoOodoooD-20000O0DOSB0000O00C0CODDODODODODOUOOO
oooDODbOO0OOooooao
oooooao
(oo O
O Protein A-Sepharose(d O )(GE Healthcare, Sweden)D 0 OO0 OO OO OO0ODODOOOO
OO0OO0ODODDOOOSuperdex2000 00 0OO0ODDOODOOOOOODODDDODOODOOOOO
ooooDoODoOo0o0ooooooDoDoDo0Doo0oooDoDoDoDoDo0o0o0oo0ooDooDDO0O0dePB
sO 0 O (10mM Na,HPO,0O 1mM KH,PO,0 137mM NaClO O O O 2.7mM KCIO pH7.4)0 00 O O
O HiTrap Protein AHPGML) O OO OO OGOGOOOODDODOODOOOQoQOoOoODbDDoboOoOoOod
ooooDo.AaMOODODOOODDOpH2. 800000000000 DOOODOOOOO.ImIO 1M
TrisOpH8. 50 0 0 000 000QCDODODODO0OO0DOOOODODODDDODODOoDOoOooOooooooOaO
O Amicon Ultrad O O O O O (MWCO:-30KO Millipore)J OO OO DO3mLO OO DO OO 20mMd
O000D0D 140mM NaClO pH6.00 O O O O O Superdex200 HiLoad 120mL 16/600 O O O O
0O O (GE Healthcare, Sweden) 0D O 00O DODDOO0OOOOOS000OOOCOODDODOOOOO
ooo0ooODbOO0D0oOoUoOoooOOoDbDDbDbOOoUoOoUOoUg1.omg/MLO 00 O0OO0O-800000R0C
OO0
oooooao
(DOoooooooo
00000000 Poros(dODODO)A Protein AO O O (Applied Biosystems, Foster City
, CA, USA)O O O O O Ultimate 30000 O O O (Dionex, ldstein, Germany)D O OO O O
gooooOOoOO0oO0ooodooooDoODOoDOooooooooDoODDbo0ooOoooooDoooood
A(0.2M Na,HPO,0O [2H,0]10 pH7.4)0 O 0D OO0 O O 0O BCO.AMO O O O O 0.2M NaCld pH2.5)
I A o o O s A G 722 A W R R
00
goooooao
(ed)OOODODDOOOO
genmi D0 00O0O0ODDO@UIOUOODODODDODODODODODODOODODDODDODODODODOOOO
I e o o A 1V e
L,LA-O0 O OO OODDOOithiotreitol)) D000 OOOOCODODOODOAOSDS-PAGED OO O
0o0o0oo0DoDoD00o0o0ooooDoDo0D0Do0o0o0o0o0oDoDDoDo00Do0o0ooDoDoDoDoDooOoOod
O0O0D0DD0O0000O0ODODODONIPAGE(D OO O )Pre-Castll O O O O O (Invitrogen, USA
yloooooDpDooouououooooboDDbDoUo@u2ouOoODOD-ooboOoDbDOoHYOOoDODOO
ooooo0oooO0oooDOooboO0O0oo0OO0o0oDbOO0ODb0DO0OO0OoD200mM KH,PO,O0 250mM KCIO pH7.00 O
O0O0DD0O00O0O0O0OQ0O250 0 Superdex20000 0 0 00 O 0O O OO O (GE Healthcare, Swe
den)D 00 O00OOCSECOO0QODODDDODOOUOOUODODO2buygdoOoOo.BM/O000O00O0ODOGO
gos00000000OO0COCODODbOOO0OO0OOU0OUODO0DO-N-OO0DODODDEOOF(ROche Molecular
Biochemicals) D O DD DDODODODOOON-ODDDODODODOOODODDODDDODODOOOODODGO
O0O0D0DDOD0O00O00OO0OO0OODODOO0OO0OOOODODONanoElectrospray Q-TOFO O O O O O
oooobDoboood
oooooao
(HO O O HPLC
0 TSK-GEL G3oo0oswdO O O O O O O (7.5mm IDx 30cmd Tosohaas Corp., Montgomeryville,
PA, USA)O O O Agilent HPLC 1100(Agilent Technologies, Palo Alto, CA, USA)O O O
00o0D0DD0OD0000o0o0o0DD0DDO0D0DO0O0018u LOO OO DO AQOOMW NaCIlO O O DO DOO-0
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(24)

5M K,HPO,/KH,PO,0 pH7 . 5)0 0 000 O00O00CDODO0OOODOO

gooobooao
gooi1l
ugugbobooouoobobodouoobbodod

ocogogogogooPOOOODODODOOODOODOOOO

O GlutaMax(GibcoO O O O O O O 31331-028)0 O O DMEM/F120
O0O0000O0D0O (NUNCD 100p L/0O O O HO O 20,0000 O /0 O O
o 0 (ILI5RO 000 O0D0DOO0DO0OCHO-KD)OD O ODOODO 25
o@oooed)DbOO0O01DDOO0OOOOOODDOOO
IdrichD0 0 0000 0S1639)25p LO OO O O03.5000000

JP 2018-503368 A 2018.2.8

ooooOoOoOO0o0oao

000009000000
000000 CHO-K1 Nxrel
LO IL15-FcO 00 0 0 0 O
00000000 (Signa A
000000000000

OOO0O00 (Promega)50p LO O DO O370/50Cco,0000000000000550nm(C
OH)ooogsesnmCOHOO0ODO0DO0O0ODOODOODOO

0 GlutaMax(Gibcod 0 0 0 O O O 31331-028)0 O O DMEM/F12[]
0000000 (NUNCO 100p L/0 O O )0 0 10,0000 O /0 O O
90 O (ILISR0 00 O0O0O0OO0OO0OO0OODOCHO-KI) DO ODODOOODO
000000005 W/O0000000050)0100 000
000000000000 010000000000 190 L/0
p LO OO O O (SigmaAldrichD 00 0 O O O S17640 c=1mg/mL)0
g0 00000000000100p L/OOOOOO09%0O000000

ALt 7 FIVIAU] EERE
AR D A 16290 240
2.5 g/mLOIL15-Fc@&®. GPCiR L 16408 161
kDI, IL15-Fe@d/s L 4893 207
2.5u g/mlDILI5-Fc@é®. GPCH YV 4410 360
1. 25 u g/ml DIL15-Fc@&#. GPCH Y 4104 163
0.625 u g/ml DIL15-Fc@&#. GPCH Y 4397 299
0.3125 1 g/ml D IL15-Fc@&#. GPCH Y 4070 104
0.156 u g/ml DIL15-Fc@i&¥. GPCH Y 3944 198
0.078 1 g/ml DIL15-Fci@&#. GPCH Y 3817 117
0.039 1 g/ml DIL15-Fc@&4. GPCH Y 4047 29
0.020 1 g/ml DIL15-Fc@&#. GPCH Y 4432 2903
0.010 z g/ml DIL15-Fc@&¥. GPCH Y 4381 203
0.005 u g/mlDIL15-Fc@&¥. GPCH Y 4092 89

Ooo0o00o0oaoao

oooooooootoooo0oo0oo0ob0 00 FrFO0ODO0OO0DO0OO0DOO0DOoOOoDOoOUoDOoOoDoooOoooOoodag

goooooooogodd

Oo0o0o0ooOoao

0000 HUC)O OO0 0LDHO OO0 OO0

oo 0000
0O O CHO-K1 Nxrel
IL15-FcO 0O O O

gooobooogao
oooO0O00a0ai1o
0040 0O O 0O 200
gooobooogao

u
O
u
a

O

O Ooogoooo
OoOoo0ooood
OOoooood

ObHO OODODDO(OOO0D0D0OOOORoche Diagnostics GmbH, Mannheim, Germany)
100p LODODDOO370 0200000000000 00000OTecan Sunrisel 00O 0O

OO00492/600nmO 0 OO O ODOOOODODO
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Yo v 7 0D]
FER1 FEER2
1000ng/mL® IL15-Fc@i&#. HUCH Y 29.1 42.6
333. 3ng/ml D IL15-Fc@&®. HUCH Y 32.9 42.8
111. Ing/ml®IL15-Fc@ &%, HICH Y 34.0 43.1
37. 04ng/ml DIL15-Fc@&®. HUCH V 355 39.6
12. 35ng/ml DIL15-Fc@& 4. HUCH Y 37.0 39.0
4. 12ng/ml DIL15-Fc@&#. HUCH Y 38.4 40.7
1. 37ng/ml DIL15-Fc@&¥. HUICH Y 372 422
0. 46ng/ml D IL15-Fc@&¥. HUICH Y 299 32.7
Ong/ml D IL15-Fc@&%, HUICH Y 27.7 27.7
Ooo0oooOooad
pgoooooooouooooooboobooooooo0ooDoooooooooooodag
O0oao
Ooo0oo0ooOoaoao

OO0O0000(BRCODDDOOLHO OODOO

O GlutaMax(GibcoO 0 O O O O 0O 31331-028)0 O ODMEM/F120 0D O O O O 90 00O 0O0OO
OO00DDDOO0O (NUNCDO 100p L/O0 O O )0 O 10,0000 O /0 0O 0 0O 0O O O O O CHO-K1 Nxrel
o0 (ILI5RO D 0000 D0DODDDOOCHO-KDHOODODODOODODDODODDOAO IL1S-FcO OO O
Oo0o0o00oDO0 @5 /00000000010 000000DOD0DO0DDODOOODOD
OCO0O000DO0DOD0DDO0OOedarlanel 000 O0O0DOCL344)0 20000 1mlO00O0D00O0O
O00D0DD0OD00000O022u LOODOODDDODODOO40000200g0 00000000
OOO0100p L /OO ODDODOOO9O00D0DO0D0OD0DOO0O0DODDODODODODOOLWHOOOOODOC(
000000000 DORoche Diagnostic GmbH, Mannheim, Germany)100py LO OO0 0O OO 3
7002000000 000000000000Tecan Sunrisel 00O 0O 0O O O O 492/690nm
Ooooo@boooooano

Akt ¥ 7 F /v [0D]

BRC 1/40 BRC 1/30
9000ng/mL IL15-Fc@&4#. BRCH Y 11.3 12.3
3000ng/mLMDIL15-Fc@&#. BRCH Y 12.3 17.0
1000ng/mL®IL15-Fc@&#. BRCH Y 10.2 13.6
333. 3ng/ml DIL15-Fc@&#. BRCH Y 7.8 122
111. 1ng/ml1®IL15-Fc@-&4. BRCH Y 8.3 13.0
37. 04ng/m1 DIL15-Fc@&#. BRCH Y 14.9 19.7
12. 35ng/ml DIL15-Fc@ &%, BRCH Y 432 53.0
4.12ng/ml DIL15-Fc@&#. BRCH Y 41.5 63.8
Ong/mlDIL15-Fc@i&#. BRCH Y 42 4 48 4
oooooad

oBrRCOOODOOODODDOOOODOOOOODODDODOOODOOOOODODDDODOOOOOGOO
ooooDaOo

oooooao

gooz2

BT-4740 0 0 D0 OO OHER2O0 O O O C1qO O

0 0 3x 10°0 0 BT-4740 0 0O 0O 100 FCSO O O RPMI 16400 0 0 10u g/mLO0 O O 00 O 0O O
I e A A I s O Y o /4 | I 0% e [
Sigma AldrichD O 00 O0D00OC1740)0 0 00 00O0OO0OO0ODODDOD2000000000
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oooobObOO0OO0oDoooooobobbOO0oz200p LOOCOODODDODOOOPEODOOGODGDODCIqO
O (Cedarlanel 0 OO OO0OCL7611IPE-SPY D OO ODODDOOOOO3OODOOOOO
Oo0oo0oDDO0O00O000200000FACS Canto 11000 0O0O000OO

1O/ EEEOHE PES 7L
(8%{m -3 (geomean))

FNFRAY XS 282

_RAY RS 344

F AV X2 TEB IO X7 DA 2157

T EHSRMHHER2GUA, @ OB 1439

" ERRMAEGHER G, EOBRH, HHWE 1036

—EHRERMHHER2HIA, CrossMabZ! 489

OooooOooad

Jo0odciguooooooBT-4740 0000000 D00OD0DUODDODUODDODUODLDUOCIgmoOoOoOod

Oo0o0o0oao

Ooo0oooOooao

00oa3

BT-4740 D OODOOOHER2ZUOOODODOOOO

BT-4740 00090 00 0DOD0OO0OO0OOODODOOI100FRCSODODOR
0240000000000 00000000100p O OO0OO
O0oDOO0o0o0oO0o@DOOOoOOO0OO0OO0O0ODOD ;200nMO 66.7nM

010 (1x 100 /0 0 O
PMI 16400 0 0 O OO O
ooooDoDOoDOoDOoOODOOO

O
a
O

0 22.2nMO 7.4nMO 2.5nMO

O CellTiterGloO O O O
ooooDoDoooooao
O0)H)oooOoOoaDoed
G7571)100u LO OO OO
S5y LOO0 0090 OO0
ooooDoDoooooao

O
O
O
O
O
O

o.snMO Oo.3nMOI O.InM)OD DO OO ODOOOODOODODDOOOOO

O

O 0Ooooo
O oOoooo
O Ooooo

O

ssed)0 0 IC5o0 0 O 0D OO

O

O0Ooo0oooao

0 0O 0O 0O (Luminescent Cell Viability Assay)d O O
O(@ODoooooDooDOooDOoODOoOOoOATPOODODOO
O CellTiterGloDO OO OOO (Promegad O OO OOO
ooDoo2w0000000000000DO0O0OO7
(CostarD 0 000 ODO3017H)00O0D0O0DODOOODOO
O00Tecan InfiniteD 000D 0DO0DOOO0ODDOOOO (a

1EOHE/BEEOHUE ICso [nM]

FFG AV X< TBIORNY X< T OHER 6.20

" ERRMEHERZGUE, B OBRS 331

T EHSREMBHER2GUA, HEOBRE, BHUNE 393

—EHASEMHIHER2HK, CrossMabZl 4.75

Dooooo

0000000000000 D0O00BT-4740000000000000000
oooooo

0004
BT-4740 0 0O SK-Br30 0 0 0O O SK-0V-30 0 00O OO DOHER20 0 O OO CbcO O O
0100/000000 (BT-4740 0 0 SK-Br3a0 0 00 00O SK-0v-30 0)0960 00000
000000370 /50C0,02000000000000000000000000AIM-VO
0 (Gibcod 0 0 OO OO 0870112 DK)100p LO O 0010000 O O AIM-VO O 50p LO O O
000000000 00000050u LOO00030)00000370 /50 Co,0 30000
O0O00OO0OOODOAIM-VOODO1:100 00000000 O (Cedarlanel 0 00O OO O CL3
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2015/079693

Box No. | Nucleotide and/or amino acld sequence(s) (Continuation of Item 1.c of the firsl sheet)

1. With regard fo any nuclectide andfar amino acid sequence disclosed in the international application, the intemational search was
carried out on the basis of a sequence listing:

a. forming part of the intemational application as filed:
inthe form of an Annex G/ST.25 text file.

D ah papet of in the form of an image file.

b. furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international search
anly in the form of an Annex G/ST.25 text file.

o. D furnished subsequent to the intemational filing date for the purposes of intemational search only:

D inthe form of an Annex G/ST.25 text file (Rule 13ter.1(a)).
D oh paper of in the form of an images file (Rule 13fer.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed ar does not go beyond the application as filed, as appropriate, were fumished.

3. Additional comments:

Form PCTASAMR210 {continuation of first shest {1)) {January 2015)
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International application No.

INTERNATIONAL SEARCH REPORT PCT/EP2015/079693

BoxNo.ll  Observations where certaln clalms were found unsearchable (Continuation of kem 2 of first sheet)

This intemational search repart has not been establishedin respect of certain claims under Article 17(2)(a) for the following reasons:

1. |:| Claims MNos.:
because they relate to subject matter not required to ke searched by this Authority, namely:

2. |:| Claims Naos.:
bacauss they relate to parts of the international applicaticn that do not comply with the prescribed requiremsnts to such
an extent that ne meaningful intematienal search ean ke carried cut, specifically:

3 I:l Claims Nos.:
because they are dependent ¢laims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNo.lll Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This Intemational Searching Autherity found multiple inventions in thie international application, as follows:

see additional sheet

1. As all required additional search fess wera timaly paid by the applicant, this international search report covers all searchable
claims.

2. D Ag all searchable claime could be searched without affort justifying an additional fees, this Authority did not invite payment of
additional fees.

3 As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4, No required additichal search fees were timsly paid by the applicant. Consegusntly, this intemational search repott is
restricted to the invantion first mentionad in tha claims; it is coverad by claims Nos.:

4, 5(completely); 1, 6-12(partially)

Remark on Protest The additional search fess wers accompanied by the applicant's protest and, whera applicable, the
payment of a protest fee.

The additional search fees were ascompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accom panied the payment of additional search fees.

Form PCTASA/210 {eontinuation of first sheet {2)) (April 2005)
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INTERNATIONAL SEARCH REPORT

JP 2018-503368 A 2018.2.8

Internaticnal application No

PCT/EP2015/079693

A. CLASSIFICATION OF SUBJECT MATTER
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