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FIG. 1
Name CDR1 CDR2 CDR3
BCMA heavy chain- | GFTFSSNA (SEQID | ISGSGDYT (SEQ ID | AKEVPGGPLVDFDS
only CDR sequences | NO: 1) NO: 2) (SEQ ID NO: 3)
La protein, v. 1, GYTFTHYY (SEQ ID | VNPSNGGT (SEQ ARSEYDYGLGFAY
heavy chain CDR NO: 4) ID NO: 5) (SEQ ID NO: 6)
sequences
La protein, v. 2, GYAFTHYY (SEQ ID | VNPSNGGT (SEQ TRSEYDYGLGFAY
heavy chain CDR NO: 7) ID NO: 5) (SEQ ID NO: 8)
sequences
La protein light chain | QSLLNSRTPKNY WAS (SEQ ID NO: KQSYNLLT (SEQ ID
CDR sequences (SEQ ID NO: 9) 10) NO: 11)
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FIG. 2
Name Sequence
BCMA VH, | QVQLVESGGGLVQPGGSLRLSCVASGFTFSSNAMSWVRQAPGKGLEWVSAIS
monovalent | GSGDYTHYSDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKEVPGGP
LVDFDSRGQGTLVTVSS (SEQ ID NO: 12)
BCMA QVQLVESGGGLVQPGGSLRLSCVASGFTFSSNAMSWVRQAPGKGLEWVSAIS
VHH, GSGDYTHY SDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYY CAKEVPGGP
bivalent, GS; | LVDFDSRGQGTLVTVSSGGGGSGGGGSQVQLVESGGGLVQPGGSLRLSCVAS

linker

GFTFSSNAMSWVRQAPGKGLEWVSAISGSGDYTHY SDSVKGRFTISRDNSKNT
LYLQMNSLRAEDTAVYYCAKEVPGGPLVDFDSRGQGTLVTVSS (SEQ ID NO:
13)




WO 2022/006316 PCT/US2021/039961

3/13

FIG.3

Name

Sequence

La protein
VH,v. 1

QVQLVQSGAEVKKPGASVKVSCKASGYTFTHYYIYWVRQAPGQGLEWMGG
VNPSNGGTHFNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCARSEYD

YGLGFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPE
PVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHK
PSNTKVDKRYV (SEQ ID NO: 14)

La protein
VH,v.2

QVQLVQSGAEVKKPGASVKVSCKASGYAFTHYYIYWVRQAPGQGLEWIGGV
NPSNGGTHFNEKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCTRSEYDY
GLGFAYASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRV
(SEQ ID NO: 15)

La protein
VL, v.1

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTPKNYLAWY QQKPGQPPKLLI
YWASTRKSGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSYNLLTFGGGT
KVEIK (SEQ ID NO: 16)

La protein
VL,v.2

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTPKNYLAWY QQKPGQPPKLLI
YWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSYNLLTFGQGT
KVEIK (SEQ ID NO: 17)
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FIG. 4
Name Sequence
La protein, full QVQLVQSGAEVKKPGASVKVSCKASGYTFTHYYIYWVRQAPGQGLEWM
length HC, v. 1, GGVNPSNGGTHFNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCA
variant IgG4 RSEYDYGLGFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGC

(S228P, F234A,
L235A), knob
(T366W)

LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT

KTYTCNVDHKP SNTKVDKRVESKYGPPCPECPAPEAAGGPSVFLFPPKP
KDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQF
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP

QVYTLPPSQEEMTKNQVSLW CLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLS
LGK (SEQ ID NO: 18)

La protein, full
length HC, v. 1,
variant [gG4
(S228P, F234A,
L235A), hole
(T3668S, L368A,
Y407V)

QVQLVQSGAEVKKPGASVKVSCKASGYTFTHYYIYWVRQAPGQGLEWM
GGVNPSNGGTHFNEKFKSRVTMTRDTSISTAYMELSRLRSDDTAVYYCA
RSEYDYGLGFAYWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGC
LVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGT

KTYTCNVDHKP SNTKVDKRVESKYGPPCPBCPAPEAAGGPSVFLF PPKP
KDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDGVEVHNAKTKPREEQF
NSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREP

QVYTLPPSQEEMTKNQVSL§CAVKGFYPSDIAVEWESNGQPENNYKTTP

PVLDSDGSFFLXSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLS
LGK (SEQ ID NO: 19)

La protein, full
length LC, v. 1

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTPKNYLAWY QQKPGQPP
KLLIYWASTRKSGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSYNL
LTFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV
QWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHQGLSSPVTKSFNRGEC (SEQ ID NO: 20)

La protein, full
length HC, v. 2,
variant IgG4
(S228P, F234A,
L235A), knob
(T366W)

QVQLVQSGAEVKKPGASVKVSCKASGYAFTHYYIYWVRQAPGQGLEWI
GGVNPSNGGTHFNEKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCT
RSEYDYGLGFAYASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKP

SNTKVDKRVESKYGPPCPBCPAPEAAGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE
MTKNQVSLECLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFF

LYSRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK (SEQ ID
NO: 21)
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FIG. 4, cont.

Name

Sequence

La protein, full
length HC, v. 2,
variant [gG4
(S228P, F234A,
L235A), hole
(T366S, L368A,
Y407V)

QVQLVQSGAEVKKPGASVKVSCKASGYAFTHYYIYWVRQAPGQGLEWI
GGVNPSNGGTHFNEKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCT
RSEYDYGLGFAYASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTV
SWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKP

SNTKVDKRVESKYGPPCPPCPAPEA A GGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLT
VLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEE

MTKNQVSL§CAVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL

V SRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
(SEQ ID NO: 22)

La protein, full
length LC, v. 2

DIVMTQSPDSLAVSLGERATINCKSSQSLLNSRTPKNYLAWY QQKPGQPP

KLLIYWASTRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCKQSYNLL
TFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQ
WKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEV
THQGLSSPVTKSFNRGEC (SEQ ID NO: 23)
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FIG. 5

Name

Sequence

BCMA
monovalent HCO
HC, variant IgG4
(S228P, F234A,
L235A), hole
(T3668S, L368A,
Y407V)

QVQLVESGGGLVQPGGSLRLSCVASGFTFSSNAMSWVRQAPGKGLEWYVS
AISGSGDYTHY SDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKE

VPGGPLVDFDSRGQGTLVTVSSESKYGPPCPPCPAPEA A GGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPR

EPQVYTLPPSQEEMTKNQVSLSCA VKGFYPSDIAVEWESNGQPENNYKT

TPPVLDSDGSFFLV SRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLS
LSLGK (SEQ ID NO: 24)

BCMA
monovalent HCO
HC, variant IgG4
(S228P, F234A,
L235A) knob
(T366W)

QVQLVESGGGLVQPGGSLRLSCVASGFTFSSNAMSWVRQAPGKGLEWVS
AISGSGDYTHY SDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKE

VPGGPLVDFDSRGQGTLVTVSSESKYGPPCPPCPAPEA A GGPSVFLFPP

KPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREE
QFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEK TISKAKGQPR
EPQVYTLPPSQEEMTKNQVSLW CLVKGFYPSDIAVEWESNGQPENNYK

TTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLS
LSLGK (SEQ ID NO: 25)

BCMA bivalent
HCO, GS; linker,
HC, variant IgG4
(S228P, F234A,
L235A), hole
(T3668, L3638A,
Y407V)

QVQLVESGGGLVQPGGSLRLSCVASGFTFSSNAMSWVRQAPGKGLEWVS
AISGSGDYTHY SDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKE
VPGGPLVDFDSRGQGTLVTVSSGGGGSGGGGSQVQLVESGGGLVQPGGS
LRLSCVASGFTFSSNAMSWVRQAPGKGLEWVSAISGSGDYTHYSDSVKG
RFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKEVPGGPLVDFDSRGQGT

LVTVSSESKYGPPCPBCPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK

NQVSLSCA VKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLV SR
LTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK (SEQ ID NO: 26)

BCMA bivalent
HCO, GS; linker,
HC, variant 1gG4
(S228P, F234A,
L235A), knob
(T366W)

QVQLVESGGGLVQPGGSLRLSCVASGFTFSSNAMSWVRQAPGKGLEWVS
AISGSGDYTHYSDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKE
VPGGPLVDFDSRGQGTLVTVSSGGGGSGGGGSQVQLVESGGGLVQPGGS
LRLSCVASGFTFSSNAMSWVRQAPGKGLEW VSAISGSGDYTHY SDSVKG
RFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKEVPGGPLVDFDSRGQGT

LVTVSSESKYGPPCPECPAPEAAGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTK

NQVSLECLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSR
LTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK (SEQ ID NO: 27)




WO 2022/006316

PCT/US2021/039961

7/13

FIG. 6

Name

Sequence

Human IgG4
WT (Fc)

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
FPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFN
WYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN
KGLPSSIEKTISKAKGQPREPQVY TLPPSQEEMTKNQVSLTCLVKGFYPSDIA
VEWESNGQPENNYKTTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCSVM
HEALHNHYTQKSLSLSLGK (SEQ ID NO: 28)

Human IgG4
knob (T366W,
numbering per
IeG1)

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
FPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG

PPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFN
WYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN

KGLPSSIEK TISKAKGQPREPQVY TLPPSQEEMTKNQVSLW CLVKGFYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCSV
MHEALHNHYTQKSLSLSLGK (SEQ ID NO: 29)

Human IgG4
hole (T366S,
L368A, Y407V,
numbering per
IsGl)

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHT
FPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG

PPCPSCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFN
WYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSN

KGLPSSIEKTISKAKGQPREPQVY TLPPSQEEMTKNQVSLSCA VKGFYPSDI

AVEWESNGQPENNYKTTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCSV
MHEALHNHYTQKSLSLSLGK (SEQ ID NO: 30)

Human kappa
light chain
constant region
sequence
(Uniprot
P01834)

RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGN
SQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
NRGEC (SEQ ID NO: 31)

Human lambda
light chain
constant region
sequence

GQPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADGSPVKA
GVETTKPSKQSNNKYAASSYLSLTPEQWKSHRSYSCQVTHEGSTVEKTVAP
TECS (SEQ ID NO: 41)

(Uniprot

POCG04)

WT IgG4 HC ESKYGPPCPSCPA (SEQ ID NO: 32)
hinge

HC IgG4 hinge

S228P

ESKYGPPCPPCPA (SEQ ID NO: 33)
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FIG. 6, cont.
Name Sequence
GS4 linker GGGGS (SEQ ID NO: 34)

GS4; linker sequence

GGGGSGGGGS (SEQ ID NO: 35)

La protein epitope 1

KPLPEVTDEY (SEQ ID NO: 42)

La protein epitope 2

VEKEALKKIIEDQQESLNKW (SEQ ID NO: 43)

Human IgG4 CH2
domain, wild type

APEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY
VDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKGLPSSIEKTISKAK (SEQ ID NO: 36)

Human IgG4 CH2
domain, silenced
(F234A, L235A)

APEA A GGPSVF LFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFN
WYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKGLPSSIEKTISKAK (SEQ ID NO: 37)

Human IgG4 CH3
domain, wild type

GQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQP
ENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHN
HYTQKSLSLSLGK (SEQ ID NO: 38)

Human 18G4 CH3 | GQPREPQVYTLPPSQEEMTKNQVSLW CLVKGFYPSDIAVEWESNGQ
;’2“63*6‘{; no PENNYKTTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCSVMHEALH
( ) NHYTQKSLSLSLGK (SEQ ID NO: 39)

Human IgG4 CH3 GQPREPQVY TLPPSQEEMTKNQVSLSCA VKGFYPSDIAVEWESNGQ

domain, hole (T366S,
L368A, Y407V)

PENNYKTTPPVLDSDGSFFLV SRLTVDKSRWQEGNVFSCSVMHEAL
HNHYTQKSLSLSLGK (SEQ ID NO: 40)
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FIG. 8
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FIG. 9
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FIG. 10
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FIG. 10, Con’t.
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