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Figure 2
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Figure 3(A)
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Figure 3(B)
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Figure 4(A)
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% Reduction of lymphocytes in whole blood at 5 hr
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Figure 4(B)
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Figure 4(C)
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Figure 4(D)
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Figure 5(A)
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Detection of CCL2 in whole blood at 24 hr
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Figure 5(C)

Detection of IL-1RA in whole blood at 24 hr
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Figure 5(E)
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Figure 5(G)

Detection of IL-11 in whole blood at 24 hr
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Figure 5(H)
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Figure 6
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Figure 7(B)
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Figure 8(A)
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Figure 9(A)
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Figure 10(A)
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Figure 11(A)
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Figure 11(C)
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Figure 12

Antibody 4133

SEQ ID NO: 1 CDRH1 GFSFSGNYYMC

SEQ ID NO: 2 CDRH1 variant GFSFSGNYYMS

SEQ ID NO: 3 CDRH2 CLYTGSSGSTYYASWAKG
SEQ ID NO: 4 CDRH2 variant SLYTGSSGSTYYASWAKG
SEQ ID NO: 5 CDRH3 DLGYEIDGYGGL

SEQ ID NO: 6 CDRH3variantl DLGYEIDSYGGL

SEQ ID NO: 7 CDRH3variant2 DLGYEIDAYGGL

SEQ ID NO: 8 CDRH3variant3 DLGYEIDTYGGL

SEQ ID NO: 9 CDRL1 QASQSVYNNNNLS

SEQ ID NO: 10 CDRL1variant1 OASQSVYNNNSLS

SEQ ID NO: 11 CDRL1variant2 OASQSVYNNNQLS

SEQ ID NO: 12 CDRL1variant3 OASQSVYNNNNLA
SEQ ID NO: 13 CDRL2 DASKLAS

SEQ ID NO: 14 CDRL3 LGGYYSSGWYFA

SEQ ID NO: 15 Rabbit antibody 4133 VL region

AQVLTQTPSP VSAVVGGTVS ISCOASQSVY NNNNLSWYQQ KPGOPPKLLI
PSRFKGSGSG TQFTLTISGV QCDDAATYYC LGGYYSSGWY FAFGGGTKVV
SEQ ID NO: 16 Rabbit antibody 4133 VH region
QEQLVESGGG LVQPEGSLTL TCTASGFSFS GNYYMCWVRQ APGKGLEWIG
YYASWAKGRF TISKTSSTTV TLOMTSLTAA DTATYFCARD LGYEIDGYGG
SEQ ID NO: 17 4133 gL7 V-region — IGKV1D-13 framework
AQVLTQSPSS LSASVGDRVT ITCQASQSVY NNNNLSWYQQ KPGKAPKLLI
PSRFSGSGSG TQFTLTISSL QPEDFATYYC LGGYYSSGWY FAFGGGTKVE
SEQ ID NO: 18 4133 gLl V-region — IGKV1D-13 framework
AQVLTQSPSS LSASVGDRVT ITCQOASQSVY NNNNLAWYQQ KPGKAPKLLI
PSRFSGSGSG TQFTLTISSL QPEDFATYYC LGGYYSSGWY FAFGGGTKVE
SEQ ID NO: 19 4133 gH1 V-region — IGHV3-21 framework
EVQLVESGGG LVKPGGSLRL SCAASGFSFS GNYYMCWVRQ APGKGLEWIG
YYASWAKGRF TISKDSAKTS VYLOMNSLRA EDTAVYYCAR DLGYEIDGYG
SEQ ID NO: 20 4133 gH4 V-region — IGHV3-21 framework
EVOLVESGGG LVKPGGSLRL SCAASGFSFS GNYYMSWVRQ APGKGLEWIG
YYASWAKGRF TISKDSAKTS VYLOMNSLRA EDTAVYYCAR DLGYEIDGYG
SEQ ID NO: 21 4133 gH1 V-region — IGHV4-4 framework
EVQLQESGPG LVKPSGTLSL TCAASGFSFS GNYYMCWVRQ PPGKGLEWIG
YYASWAKGRV TISKDSSKTQ VSLKLSSVTA ADTAVYYCAR DLGYEIDGYG
SEQ ID NO: 22 4133 gH3 V-region — IGHV4-4 framework
EVOLQESGPG LVKPSGTLSL TCAASGFSFS GNYYMSWVRQ PPGKGLEWIG
YYASWAKGRV TISKDSSKTQ VSLKLSSVTA ADTAVYYCAR DLGYEIDGYG
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Figure 12 ...... continued

Antibody 6294

SEQ ID NO: 23 - CDRH1 GYTFTSYTMH
SEQ ID NO: 24 - CDRH2 YINPSSGYTEYNQKFKD
SEQ ID NO: 25 - CDRH3 VGDGFYPSWLAY
SEQ ID NO: 26 - CDRH3variant1l VGDSFYPSWLAY
SEQ ID NO: 27 - CDRH3variant2 VGDAFYPSWLAY
SEQ ID NO: 28 - CDRH3variant3 VGDTFYPSWLAY
SEQ ID NO: 29 - CDRL1 KASQSVRNDVA
SEQ ID NO: 30 - CDRL2 YASKRYT

SEQ ID NO: 31 - CDRL3 QQDYSSPTT

SEQ ID NO: 32 mouse antibody 6294 VL region

DIQMTQSPKFEF LLVSAGDRVT ITCKASQSVR NDVAWYQQKP GQSPKLLIFY ASKRYTGVPD
REFTGSGYGTD FTFTISTVQA EDLAVYFCQQ DYSSPTTEGG GTKLEIK

SEQ ID NO: 33 - mouse antibody 6294 VH region

EVQLVESGAE LARPGASVKM SCKASGYTFT SYTMHWVKQR PGQGLEWIGY INPSSGYTEY
NQKFKDKTTL TADKSSSTAY LQLSSLTSED SAVYYCARVG DGFYPSWLAY WGQGTLVTVSS

SEQ ID NO: 34 - 6294 gH2 V-region — IGHV3-48 framework

EVQLVESGGG LVQPGGSLRL SCAASGYTFT SYTMHWVRQA PGKGLEWIGY INPSSGYTEY
NQKFKDRFTI SADKAKSSLY LQMNSLRDED TAVYYCARVG DGFYPSWLAY WGQGTLVTVSS

SEQ ID NO: 35 - 6294 gH4 V-region — IGHV1-69 framework

EVQLVQSGAE VKKPGSSVKV SCKASGYTFT SYTMHWVRQA PGQGLEWIGY INPSSGYTEY
NQKFKDRVTI TADKSTSTAY MELSSLRSED TAVYYCARVG DGFYPSWLAY WGQGTLVTVSS

SEQ ID NO: 36 - 6294 gl.2 V-region — IGKV1D-33 framework

DIQMTQSPSS LSASVGDRVT ITCKASQSVR NDVAWYQQKP GKAPKLLIEY ASKRYTGVPS
RFTIGSGYGTD FTFTISSLQP EDIAVYFCQQ DYSSPTTFGG GTKVEIK

SEQ ID NO: 37 - 6294 gl3 V-region — IGKV4-1 framework

DIVMTQSPDS LAVSLGERAT INCKASQSVR NDVAWYQQKP GQPPKLLIFY ASKRYTGVPD
RFTGSGYGTD FTLTISSLQA EDVAVYFCQQ DYSSPTTFGG GTKVEIK

SEQ ID NO: 38 - 4133-6294 BYbe heavy chain

QEQLVESGGGLVQPEGSLTLTCTASGFSEFSGNYYMCWVRQAPGKGLEWIGCLYTGSSGSTYYASWAKGRETISKT
SSTTVTLOMTSLTAADTATYFCARDLGYEIDGYGGLWGQGTLVTVSSGQPKAPSVFPLAPCCGDTPSSTVTLGCL
VKGYLPEPVIVIWNSGTLTNGVRTFPSVRQSSGLYSLSSVVSVTSSSQPVICNVAHPATNTKVDKTVAPSTCSKP
GGGGSGGGGSEVQLVESGAELARPGASVKMSCKASGYTEFTSYTMHWVKQRPGQCLEWIGYINPSSGYTEYNQKEK
DKTTLTADKSSSTAYLQLSSLTSEDSAVYYCARVGDGEYPSWLAYWGQGTLVIVSSGGGGSGGGGSGGGGSGGGG
SDIQMTQSPKFLLVSAGDRVTITCKASQSVRNDVAWYQQKPGOSPKLLIFYASKRYTGVPDRETGSGYGTDETET

ISTVQAEDLAVYFCQODYSSPTTFGCGTKLEIK
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Figure 12 ...... continued
SEQ ID NO: 39

4133-6294 BYbe light chain

AQVLTQTPSPVSAVVGGTVSISCQASQSVYNNNNLSWYQQKPGOPPKLLIYDASKLASGVPSRFKGSGSGTQFTL
TISGVQCDDAATYYCLGGYYSSGWYFAFGGGTKVVVKRTPVAPTVLIFPPAADQVATGTVTIVCVANKYEFPDVTV
TWEVDGTTQTTGIENSKTPONSADCTYNLSSTLTLTSTQYNSHKEYTCKVTQGTTSVVQSFNRGDC

SEQ ID NO: 40 - CD45 Domains 1-4 with TEV cleavage site and 10-Histidine tag

KPTCDEKYANITVDYLYNKETKLEFTAKLNVNENVECGNNTCTNNEVHNLTECKNASVSTISHNSCTAPDKTLILDV
PPGVEKFQLHDCTQVEKADTTICLKWKNIETFTCDTONITYRFQCGNMIFDNKETKLENLEPEHEYKCDSEILYN
NHKFTNASKIIKTDFGSPGEPQIIFCRSEAAHQGVITWNPPOQRSFHNFTLCYIKETEKDCLNLDKNLIKYDLONL
KPYTKYVLSLHAYIIAKVQRNGSAAMCHFTTKSAPPSQVWNMTVSMTSDNSMHVKCRPPRDRNGPHERYHLEVEA
GNTLVRNESHKNCDFRVKDLQYSTDYTFKAYFHNGDYPGEPFILHHSTSGTKENLYFQGHHHHHHHHHH

SEQ ID NO: 41 - Human CD45

MYLWLKLLAF
FERENDFSET
DTQTFSGSAA
RTSNTTITAN
KETKLFTAKL
VEKFQLHDCT
HEYKCDSEIL
TLCYIKETEK
APPSQVWNMT
DLQYSTDYTF
DLHKKRSCNL
VFSKFPIKEA
IAAQGPRDET
INQHKRCPDY
NFFSGPIVVH
ILIHQALVEY
GNQEENKSKN
IMSYWKPEVM
YGDIEVDLKD
VVKQKLPOKN
ALRKARPGMV
NPLGAPEKLP

GFAFLDTEVF
TTSLSPDNTS
NAKLNPTPGS
TSDAYLNASE
NVNENVECGN
QVEKADTTIC
YNNHKEFTNAS
DCLNLDKNLIT
VSMTSDNSMH
KAYFHNGDYP
DEQQELVERD
RKPEFNQONKNR
VDDFWRMIWE
ITIQKLNIVNK
CSAGVGRTGT
NQFGETEVNL
RNSNVIPYDY
IAAQGPLKET
TDKSSTYTLR
SSEGNKHHKS
STFEQYQFLY
EAKEQAEGSE

VTGQSPTPSP
TQVSPDSLDN
NAISDVPGER
TTTLSPSGSA
NTCTNNEVHN
LKWKNIETET
KIIKTDFGSP
KYDLONLKPY
VKCRPPRDRN
GEPFILHHST
DEKQLMNVEP
YVDILPYDYN
OKATVIVMVT
KEKATGREVT
YIGIDAMLEG
SELHPYLHNM
NRVPLKHELE
IGDFWOMIFQ
VFELRHSKRK
TPLLIHCRDG
DVIASTYPAQ
PTSGTEGPEH

TGLTTAKMPS
ASAFNTTGVS
STASTFPTDP
VISTTTIATT
LTECKNASVS
CDTONITYRF
GEPQIIFCRS
TKYVLSLHAY
GPHERYHLEV
SYNSKALIAF
IHADILLETY
RVELSEINGD
RCEEGNRNKC
HIQFTSWPDH
LEAENKVDVY
KKRDPPSEPS
MSKESEHDSD
RKVKVIVMLT
DSRTVYQYQY
SQOQTGIFCAL
NGQVKKNNHQ
SVNGPASPAL

VPLSSDPLPT
SVQTPHLPTH
VSPLTTTLSL
PSKPTCDEKY
ISHNSCTAPD
QCGNMIFDNK
EAAHQGVITW
ITAKVQRNGS
EAGNTLVRNE
LAFLIIVTSI
KRKIADEGRL
AGSNYINASY
AEYWPSMEEG
GVPEDPHLLL
GYVVKLRRQR
PLEAEFQRLP
ESSDDDSDSE
ELKHGDQEIC
TNWSVEQLPA
LNLLESAETE
EDKIEFDNEV
NQGS

HTTAFSPAST
ADSQTPSAGT
AHHSSAALPA
ANITVDYLYN
KTLILDVPPG
EIKLENLEPE
NPPQRSFHNF
AAMCHFTTKS
SHKNCDFRVK
ALLVVLYKIY
FLAEFQSIPR
IDGFKEPRKY
TRAFGDVVVK
KLRRRVNAFS
CLMVQVEAQY
SYRSWRTQHI
EPSKYINASF
AQYWGEGKQT
EPKELISMIQ
EVVDIFQVVK
DKVKQDANCV

SEQ ID NO: 115 -4133 Light chain

AQVLTQTPSPVSAVVGGTVSISCQASQSVYNNNNLSWYQQKPGOPPKLLIYDASKLASGVPSRFKGSGSGTQFTL
TISGVQCDDAATYYCLGGYYSSGWYFAFGGGTKVVVKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEYPREAK
VOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO: 116 -4133 IgG4P FALA

QEQLVESGGGLVQPEGSLTLTCTASGEFSEFSGNYYMCWVRQAPGKGLEWIGCLYTGSSGSTYYASWAKGRETISKT
SSTTVTLOMTSLTAADTATYFCARDLGYEIDGYGGLWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
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VKDYFPEPVIVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQENS
TYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEY
PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEALHNHYTQKSLSLSLGK

SEQ ID NO: 117 -4133 IgG4P FALA Knob

QEQLVESGGGLVQPEGSLTLTCTASGFSEFSGNYYMCWVRQAPGKGLEWIGCLYTGSSGSTYYASWAKGRETISKT
SSTTVTLOMTSLTAADTATYFCARDLGYEIDGYGGLWGQGTLVTIVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPPCPSAPEAAGGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFN
STYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKTGQPREPQVYTLPPSQEEMTKNQVSLWCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVESCSVMHEALHNHYTQKSLSLSLG
K

SEQ ID NO: 118 - 6294 Light chain

DIQMTQSPKFLLVSAGDRVTITCKASQSVRNDVAWYQQOKPGQSPKLLIFYASKRYTGVPDRFTGSGYGTDEFTFETI
STVQAEDLAVYFCQODYSSPTTEFGGGTKLEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNEFYPREAKVOQWKV
DNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSENRGEC

SEQ ID NO: 119-6294 IgG4P FALA Hole

EVOLVESGAELARPGASVKMSCKASGYTEFTSYTMHWVKQRPGQGLEWIGYINPSSGYTEYNQKFKDKTTLTADKS
SSTAYLQLSSLTSEDSAVYYCARVGDGEYPSWLAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLYV
KDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGP
PCPPCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQENST
YRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLSCAVKGEYP
SDIAVEWESNGQPENNYKTTPPVLDSDGSFFLVSRLTVDKSRWQEGNVESCSVMHEALHNHYTQKSLSLSLGK

Antibody 645

SEQ ID NO: 120 - CDRH1 GIDLSNYAIN

SEQ ID NO: 121 - CDRH2 ITIWASGTTEYATWAKG
SEQ ID NO: 122 - CDRH3 TVPGYSTAPY FDL
SEQ ID NO: 123 - CDRL1 QSSPSVWSNELS
SEQ ID NO: 124 - CDRL2 EASKLTS

SEQ ID NO: 125 - CDRL3 GGGYSSISDTT

SEQ ID NO: 126 antibody 645 VL region (gL5)

DIQMTQSPSS VSASVGDRVT ITCQSSPSVW SNFLSWYQQK PGKAPKLLIY EASKLTSGVP
SRFSGSGSGT DFTLTISSLQ PEDFATYYCG GGYSSISDTT FGGGTKVEIK

SEQ ID NO: 127 - antibody 645 VH region (gH4)

EVQLLESGGG LVQPGGSLRL SCAVSGIDLS NYAINWVRQA PGKGLEWIGI IWASGTTEFYA
TWAKGREFTIS RDNSKNTVYL QMNSLRAEDT AVYYCARTVP GYSTAPYFDL WGQGTLVTVSS

SEQ ID NO: 128 - antibody 645 VL region (gL5) - Cys
DIQMTQSPSS VSASVGDRVT ITCQSSPSVW SNFLSWYQQK PGKAPKLLIY EASKLTSGVP
SRFSGSGSGT DFTLTISSLQ PEDFATYYCG GGYSSISDTT FGCGTKVEIK
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SEQ ID NO: 129 - antibody 645 VH region (gH4) - Cys
EVQLLESGGG LVQPGGSLRL SCAVSGIDLS NYAINWVRQA PGKCLEWIGI IWASGTTFYA
TWAKGRFTIS RDNSKNTVYL OMNSLRAEDT AVYYCARTVP GYSTAPYFDL WGQGTLVTVSS

SEQ ID NO: 130 - 4133-6294-645 TrYbe heavy chain

QEQLVESGGGLVQPEGSLTLTCTASGFSEFSGNYYMCWVRQAPGKGLEWIGCLYTGSSGSTYYASWAKGRETISKT
SSTTVTLOMTSLTAADTATYFCARDLGYEIDGYGGLWGQGTLVTVSSGQPKAPSVFPLAPCCGDTPSSTVTLGCL
VKGYLPEPVTVIWNSGTLTNGVRTEFPSVRQSSGLYSLSSVVSVTSSSQPVICNVAHPATNTKVDKTVAPSTCSKP
GGGGSGGGGSEVQLLESGGGLVQPGGSLRLSCAVSGIDLSNYAINWVROQAPGKCLEWIGIIWASGTTEFYATWAKG
RFTISRDNSKNTVYLOMNSLRAEDTAVYYCARTVPGYSTAPYEFDLWGQGTLVIVSSGGGGSGGGGSGGGGSGGGE
SDIQMTQSPSSVSASVGDRVTITCQSSPSVWSNELSWYQQOKPGKAPKLLIYEASKLTSGVPSRESGSGSGTDETL
TISSLOQPEDFATYYCGGGYSSISDTTFGCGTKVEIK

SEQ ID NO: 131 - 4133-6294-64S5 TrYbe light chain

AQVLTQTPSPVSAVVGGTVSISCQASQSVYNNNNLSWYQQKPGOPPKLLIYDASKLASGVPSRFKGSGSGTQFTL
TISGVQCDDAATYYCLGGYYSSGWYFAFGGGTKVVVKRTPVAPTVLIFPPAADQVATGTVTIVCVANKYEFPDVTV
TWEVDGTTQTTGIENSKTPONSADCTYNLSSTLTLTSTQYNSHKEYTCKVTQGTTSVVQSENRGDCGGGGSGGGG
SEVQLVESGAELARPGASVKMSCKASGYTFEFTSYTMHWVKQRPGQCLEWIGYINPSSGYTEYNQKFKDKTTLTADK
SSSTAYLQLSSLTSEDSAVYYCARVGDGEFYPSWLAYWGQGTLVTVSSGGGGSGGGGSGGGGSGGGGSDIQMTQSP
KFLLVSAGDRVTITCKASQSVRNDVAWYQQKPGQSPKLLIFYASKRYTGVPDRFTGSGYGTDFTFTISTVQAEDL
AVYFCQQDYSSPTTFGCGTKLEIK
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Figure 13(A)
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Figure 13(C)
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Figure 14
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Figure 16
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Figure 18(A)
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Figure 18(C)
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Figure 18(E)

% cell reduction

SU-DHL-4/5/8, NU-DUL-1, OCI-Ly3 -
Diffuse large B cell lymphoma

1001

80~

60+ % SU-DHL-4
¥ SU-DHL-5

40+ < SU-DHL-8

20 > OCI-Ly3
£ NU-DUL-1

Concentration (nM)

Figure 18(F)

% cell reduction

THP-1 -

acute monocytic leukemia

100~
80+ % THP-1

60

*
40
20+

D | § 1 1  § | | ]

N N N Q S M

o o NS

Concentration (nM)

31/38

PCT/EP2021/078516



WO 2022/079199

Figure 18(G)
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Figure 19(B)
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Figure 19(D)
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Figure 19(F)
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Figure 19(H)
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Figure 19(J)
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Figure 19(L)
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