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FIG. 1

Panel A:

GFTFSSYG ISDDGSNK | AKDRGTMRVVVYD
(SEQIDNO 1) | (SEQIDNOG: 6) | TLDI (SEQ ID NG 13)
i

(CD38-

| CAGGTGCAGCTCGGTGGAGTCGGGGGGAGGCGTGGT
CCAGCCTGGGAGGTCCUTGAGACTCTCCTGTGCAGC
CTCTGOATTCACCTTCAGTAGCTATGGCATGCACTGE
GTCCOCCAGGUTCCAGGCAAGGAGCOOGAGTOGOTE
GCAGTTATATCAGATGATGGAAGTAATAAATATTATG
CAGACTCCOGTGAAGGGCCGATTCACCATCTCCAGAGA
CAATTCCAAGAACACGCTGTATCTCCAAATGAACAGC
CTGAGAGTTGAGGACACGGCTGTGTATTACTGTGCGA
AAGATCGOGGTACTATGAGAGTAGTOGUTTTATGATAC
TITGGATATCTGOOGLCAGGGCACCCTGGTCACCGTC
TCCTCA (SEQ ID NO: 32)

IGHV3-
30%18

QVOLVESGGGVVOPGRSLRLSCAAS
GFTFSSYGMHWVRQAPGKEREWVA
VISDDGSNKYYADSVKGRFTISRDNS
KNTLYLOMNSLRVEDTAVYYCAKD
RGTMRYVVYDTLDIWGQGTLVTVSS (SEQ ID NO: 18)

PCT/US2020/066088

IGHT*01

5201

S crynnany | ARDRGTMRVAVYD
GFTESSYG ISDDBGSNK AFDL (SEQ ID NO:

(SEQIDNO: 1) | (SEQIDNO:6) | )

306159
(CD38-
F1IB)

IGHV3-
30%18

IGHIT*O]

1 GAGOTGCAGCTOTTIGGAGTCTGGGGGAGGCGTGGT
| CCAGCCTGOGAGOTCCCTGAGACTCTCTTIGTGCAG
CCTCTGGATICACCTTCAGTAGCTATGGCATGCALCT
GGGTCCGCCAGGCTCCAGGCAAGGAGCGGGAGTGG
GTGGCAGTTATATCAGATCATGGAAGTAATAAATA
STATGCAGACTCCGTGAAGGGCCGATTICACCATCTC
"AGAGACAATTCCAAGAACACGUTOTATCTGCAAAT
GAACAGCCTGAGAGCTCAGGACACGGUTGTOGTATTA
CTIGTGCGAAAGATCGGGGTACTATGAGAGTAGCGGT
TTATGATGCTTTTGATCTCTGGGGCCAGGGCACCCTG
GTCACCGTCTCCTCA (SEQ ID NO: 33)

e

EVOLLESGGOVVQPGRSLRESCAASG
FTESSYGMHWVYROQAPGKEREWVAVIS
DEGSNKYYADSVEGRETISRDNSKENTL
YLOMNSLRAEDTAVYYCAKDRGTMRY
AVYDAFDLWGOQGTLVTVSES (SEQ IDNO: 19)
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FiG. §, Cont.

ISDDGSNK | AKDRGTMRVAVYD

GFTFSSYG |
(SEQIDNO: 1) | (SEQIDNO: 6) | TLDI(SEQ IDNO: 15)

Panel I

CAGGTGCAGCTGG'I'GGAGTCGGC;GGGAGGCGTG
GTCCAGCCTGGOAGGTCCCTGACACTCTCCTGTIG
CAGCCTCTGGATTCACCTTCAGTAGCTATGGUAT

| GCACTGGGTCCGCCAGGUTCCAGGCAAGGAGCG
| GGAGTOOGTOGCAGTTATATCAGATCGATGGAAG

TAATAAATATTATGCAGACTCCOTGAAGGGCCG
ATTCACCATCTCCAGAGACAATTCCAAGAACAC
JCTGTATCTGCAAATGAACAGCCTGAGAGTTGA
GGACACGGCTGTGTATTACTGTGCGAAAGATCG
GGGTACTATGAGAGTAGCGGTTTATGATACTTTG
GATATCTGGGGCCAGGGCACCCTGGTCACCGTCT
CCTCA (SEQ ID NO: 34)

PCT/US2020/066088

IGHV3-
30%18

QVOQLVESGGGVVOPGRSLTLSCAASGETESS

YOMHWVROAPGKEREWVAVISDDGSENKYY

ADSVKGRFTISRDNSKNTLYLOMNSLRVEDT
AVYYCAKDRGTMRVAVYDTLDIWGOGTLY
TVSS (SEQ ID NO: 20)

IGHT*01

S
v

5480

350210

GFTFSSYG | ISYDGSKK
(SEQIDNO: 1) | (SEQIDNO: 7) | LDI(SEQ ID NO: 13)

AKDRGTMRVVVYDT

IGHY3-
30%18

IGHIT*01

CAGGTGCAGCTOGGTGOAGTCTGOOGCGAGGLGTGHTC

CAGCCTGGGAGGTCCCTGAGACTCTCCTGTGCAGCCT
CTGGATTCACCTTCAGTAGCTATGGCATGCACTGGGT
CCGCCAGGCTCCAGGUAAGGAGCGGGAGTCGUETGGC
AGTTATATCATATGATGGAAGTAAGAAATACTATGC
AGACTCCOTGAAGGGCCGATTCACCATCTCCAGAGA
CAATTCCAAGAACACGCTGTATCTCCAAATGAACAG
CCTGAGAGTTGAGGACACGGCTGTGTATTACTGTGE
GAAAGATCGGGGTACTATGAGAGTAGTGGTTTATGA
TACTTTGGATATCTGGGGCCAGGGCACCCTGGTCACS
GTCTCCTCA (SEQ 1D NO: 35)

OVOLVESGGGVVOPGRSLRLOCAASGFTFSSYG
MHWVROAPGKEREWVAVISYDGSKKYYADSY
KGRFTISRDNSENTLYLOMNSLRVEDTAVYYCA
KDRGTMRVVVYDTLDIWGQOGTLVTVSS

(SEQ ID NG 213

SUBSTITUTE SHEET (RULE 26)

il
(¥ 2}

4089




WO 2021/127489 PCT/US2020/066088

3/36

FiG. i, Cont.

g(xi()zm:g? GFTFSGYG | ISYDGSNK AKDRGTMRVVVYD | IGHV3- | IGHTII*0
Ff'} 1E (SEQID NO: 2 | (SEQ ID NO: 8) | TLDI(SEQIDNO: 13) 30%18 1

CAGGTGCAGCTGOGTGGAGTCTGGGGGAGGCTT
GGTACAGCCTGGGGGGTCCCTGAGACTCTCCTG
TGCAGCCTCTGOATTCACCTTCAGTGGCTATGG
CATGCACTGGCTCCGCCAGGCTCCAGGCAAGGA
GCGGOAGTGGGTGGCAGTTATATCATATGATGG
AAGTAATAAATACTATGCAGACTCCGTGAAGGG
CCGATTCACCATCTCCAGAGACAATTCCAAGAAC
ACGCTGTATCTCCAAATGAACAGCCTGAGAGTTG
AGGACACGOCTGTOTATTACTOTOCGAAAGATCG
GGGTACTATGAGAGTAGTGGTTTATGATACTTTIGG
ATATCTGGOGCCAGGOCACCCTGOTCACCGTICTIC
CTCA (SEQ ID NO: 36)

QVOLVESGGGLVQPGGSLRLSCAASGFTFSGY
GMHWLRQAPGKEREWVAVISYDGSNKYYAD
SVKGRETISRDNSKNTLYLOMNSLRVEDTAVY
YCAKDRGTMRVVVYDTLDIWGQGTLYTVSS
(SEQ IDNO: 22)
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FIG. 2

GFTF38SW | IKQDGSEK | ARDRRGPFFHI (SEQ
(SEQ 1D NO: 3) | (SEQ ID NO: 9) 1D NG: 16)

GGGGTGCAGCTGGTGGAGTCTGGGGGAGGL

TIGGTCCAGCCTGOGGGGHETCCCTGAGACTCT

CCTOTACAGCCTCTGGATTCACCTITAGTAGL

TCTTGCGATGAGCTGGOTCCGCCAGGCTCCAGG
GAAGGGGUTGGAATGOGTGGCCAACATAAAG

CAAGATGGAAGTGAGAAAGACTATGTGGACT
CTGCGAAGGGCCGATTCACCATCTCCAGAGAL
AACGCCAAGAACTCACTOTATCTGCAAATCAA
CAACCTGAGAGCCGAGGACACGGUTGTGTATT
ACTOTGCGAGAGATAGGAGGGGGCCCTITTITC
ATATCTGGGGCCAGGGCACCCTGGTCACCGTCT

CCTCA (SEQIDNO: 37

IGHV3-
701

GVOLVESGGGLVOQPGGSLRLSCTASGFTFSSS
WMSWVROQAPGKGLEWVANIKODGSEKDYV
DSAKGRFTISRDNAKNSLYLOMNNLRAEDTA
VYYCARDRRGPFFHIWGQGTLVTVSS

{(SEQ ID NO: 23)

PCT/US2020/066088

IGHT
01

40

5554

330484
(CD33-
F12B)

GFTFSSSW

stoip | JKODGSEK | ARDRRGPFFHI (SEQ D
‘}\H’)‘ 3 | (SEQIDNO:9) NO: 16)

GGGGTGCAGCTGGTGGAGTCTGGGGGAGGLT
TGGTCCAGCCTGGGGGGTCCCTGAGACTCTCC
TGTGCAGCCTCTGGATTCACCTTTAGTAGCTC
TTGGATGAGCTGGGTCCGCCAGGCTCCAGGG
AAGGGGCTGGAATGGGTGGCCAACATAAAGC
AAGATGGAAGTGAGAAAGACTATGTGGALTC
TGCGAAGGGCCGATTICACCATCTCCAGAGACA
ACGCCAAGAACTCACTGTATCTGCAAATGAACA
ACCTGAGAGC CGAGGACACGGCTGTGTATTACT
GTGCGAGAGATAGGAGGGGGCCCTTTITICATA
TCTGGGGCCAGGGCACCCTGGTCACCGTCTC
CTCA (SEQ 1D NO: 38)

IGHV3-
7501

IGHIT*01

GVQLVESGGGLVQPGGSLRLSCAASGEFTESSS
WMSWVROQAPGRGLEWVANIKQDGSEKDYVD
SAKGRFTISRDNAKNSLYLOMNNLRAEDTAVY
YCARDRRGPFFHIWGOQGTLYTVYSS (SEQ ID NO: 24)

SUBSTITUTE SHEET (RULE 26)

30

ND




WO 2021/127489

Panel C:

350313
((D38-

5/36

FiG. 2, Cont.

@} %%m’ IE\]Q%SM? s ARDRRGPFFHI
(SEQID | (SEQIDNO: | (SEQID NO: 16)
NG: 3} 103 : SEQID NG 19)

Panel D:

GGGGTGCAGCTGOTGGAGTCTGGGGGAGGCTTGET
CCAGCCTGGOOGOGTCCCTCGAGACTCTCCTGTGCAGC
CTCTGOATTCACCTTTAGTAGCTCTTGGATGAGCTG
GOTCCGCCAGGCTCCAGGGAAGGGGCTGGAATCGE
TGOGCCAACATAAACCAAGATGGAAGTCGAGAAAGAC
TATGTGGACTCTGCGAAGGGCCGATTCACCATCTCC
AGAGACAACGCCAAGAACTCACTGTATCTGCAAATG
AACAGCCTGAGAGTCGAGGACACGGCTGTGTATTAC
TOTGCGAGAGATAGGAGGGGOCCCTTTITITCATATCT
GGGGCCAGGOCACCCTOOTCACCGTCTCCTCA

{(SEQ IDNG: 39

IGHV3-
T3

PCT/US2020/066088

IGHIT*01

GVQLYESGGGLVQPGGSLRLSCAASGFTFSSSWMS
WYRQAPGKGLEWYANINODGSERDYVDSAKGRE
TISRDNAKNSLYLOMNSLRVEDTAVYYCARDRRG
PFFHIWGQGTLYTYSS (SEQ ID NO: 25)

45

3984

350337
{(CD3R-
Fizh

GEFTFSSSW | IKQDGSEK - g )
(SEQ 1D (SEQ ID NO- ARDRR(JPFF%E\E (SEQ 1D NO:
NG 3 9 ’

GGGOTOGCAGCTGOTCUGAGTCTGOGGGUAGGCTT
GOTCCAGCCTGGOGOOTCCCTGAGACTOTCCTG
TGCAGCCTCTGCATTICACCTITAGTAGCTCTTGG
ATGAGCTGGOTCCGCCAGGCTCCAGGGAALGG
GCTGGAATGGGTOOCCAACATAAAGCAAGATG
GAAGTGAGAAAGACTATGTGGACTCTGCGAAG
GGCCGATTCACCATCTCCAGAGACAACGCCAAG
AACTCACTGTATCTGCAAATGAACAGCCTGACA
GCCGAGGACACGGCCGTGTATTACTGTGCGAGA
GATAGGAGGGGGCCCTTTITICATATCTGGGGCC
AGGGCACCCTGGTCACCGTCTCCTCA (SEQ ID NO: 40)

GVOQLVESGGGLVQPGGSLRLSCAASGFTFSSSWM
SWVRQAPGKGLEWVANIKODGSEKDYVDSAKGR
FTISRDNAKNSLYLQMNSLTAEDTAVYYCARDRR
GPFFHIWGQGTLVTVSS (SEQ ID NO: 26)

IGHJ1*01

46
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GGSISSSLFY
(SEQ 1D NO:
4)
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FIG. 3

HDSGST
(SEQ ID
NO: D)

ARGPRGFYSSGPDDFDE
(SEQ TDNO: 17)

Panel B:

CAGCTGCAGCTGCAGGAGTCOGGCCCAGGACT
GGTGAAGCCTTCGGAGACCCTGTCCCTCACCTG
CACTGTCTCTOOGTGGCTCCATCAGTAGTAGTCT
TTTCTACTGGGOGTOOATCCGCCAGCCCLOGHG
GAAGGGGCTGCAGTGCATTGGGAGTATCCATG
ATAGTGGGAGCACCTACTACAACCCGTCCCTCA
AGAGTCCAGTCACCATATCCGCAGACACGTCCA
AGAACCAGTTCTCCCTGAAGCTGAACTCTGTGA
CCOGCCACAGACACGGCTGAGTATTACTGTGCGA
CAGGGCCGCGCGOTITCTATAGCAGTGOCCUTG
ATGATTTTGATATCTGGGGCCAGGGCACCCTGG
TCACCGTCTCCTCA (SEQ ID NO: 41

PCT/US2020/066088

OLGLOESGPGLYKPSETLSLTCTVSGGSISSSLFY
WOWIRQPPGKGLEWIGSIHDSGS TY YNPSLKSRY
TISADTSKNQFSLKLNSVTATDTAEYYCARGPRG
FYSSGPDDFDIWGQGTLVTVSS (SEQ ID NO. 27)

IGHV4- N

30%01 IGHITHO1
34
1296

339296 | GGSISSSNYH | IYYSGST s s )

) ) ARGPRGFYSSGPDDEDE IGHV4- »
{CD38- SE : SE ; . sk
\Ciz..% (‘%FQ;? NO {EEQSE (SEQ D NO. 17) 30401 IGHIT*01

CAGCTGCAGCTGCAGGAGTCGGGCCCAGGALC
TGGTGAAGTCTTCOGAGACCCTGTCCCTCACT
TGCATTGTCTCTGGTGGCTCCATCAGCAGTAG
TAATTACCACTGGOGCTGCAGCCGCCAGCCCC
AGGGAAGGOGCAGCGAGTGOATCGOCGAGTAT
CTATTACAGTGOAAGTACCTACTACAACCCGT
CCCTCAAGAGTCOAGTCACCATTTCCGGAGAL
ACGTCCAAGAACCAGTTICTCCCTGAAGCTGAG
CTCTGTGACCGCOGCAGACACGGCUTGTGTATTA
CTGTGCGAGAGGGCCGCGLGOGTTITCTATAGCAG
TGGCCCTGATGATTTTGATATCTGGGGCCAGGG
ACCCTGUTCACCGTCTCCTCA (SEQ 1B NO: 42}

QLOLOESGPGLVESSETLSLTCIVSGGSISSSNYH
WGWSRQPPGKGQEWIGSIYYSGSTYYNPSLKSR
VTISGDTSKNQFSLKLSSVTAADTAVYYCARGPR
GFYSSGPDDFDIWGOGTLVTVSS (SEQ ID NO: 28)
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FIG. 4

Additional Sequences:

GA4S linker (n=1)

GGGGS

SEQ 1D NO: 29

G4S lmker (n=2)

GGGGSGGGHS

SEQ 1D NO: 45

fsatwxamab heavy
chain

OVOLVOSGAEVAKPOTSVRKLACKASGYTFIDYWMQ
WVKQRPGOGLEWIGTIYPGDGDTGY AQKFQGKATL
TADKSSKTVYMBLSSLASEDSAVYYCARGDYYGSN
SLBYWGOQGTSVTVSSASTKGPSVEPLAPSSKSTSGGT
AALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVL(
SSGLYSLSSVVTVPRSSSLOTOTYICNVNHEPSNTRKVD
KEVEPKSCDETHTCPPCPAPELLGGPSVFLEPPKPKD
TLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEY
HNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEY
KCKVSNKALPAPIEKTISKAKGOPREPOVYTLPPSRD
ELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPYLDSDGSFFLY SKLTVDKSRWQOQONVESCSVM
HEALHNHYTOKSESLSPGK

SEQ IDNG: 30

{satuximab light
chain

DIVMTOSHLSMSTSLGDPVSITCKASQDVSTVVAWY
QOQEPGOSPRRLIYSASYRYIGVPRRFTGSGAGTDETF
TISSVOQAEDLAVYYCQOHYSPPYTFGGGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKV(
WEKVDNALQSGNSQESVTEQDSKDSTYSLESTLTLSK
ADYERKHKVYACEVTHOGLSSPVTESFNRGEC

SEQ 1D NO: 31

Human IgGl

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPY
TVSWNSGALTSGVHTFPAVLGSSGLY SLESVVTVPSS
SLOTQTYICNVNHKPSNTKVDRKVEPKSCBKTHTCP
PCPAPELLGGPSVFLFPPKPEDTLMISRTPEVTICVVY
DVSHEDPEVEINWYVDGVEVHNAKTKPREEQYN
STYRVVSVLTVLHODWINGKEYKCKYSNKALPAPI
EKTISKAKGQPREPQVYTLPPSRDELTKNQYSLTCLY
KGFYPSDIAVEWESNGOPENNYKTTPPYLDSDGSFFL
YSELTVDRKSRWOQOQGNVFSCSVMHEALBENHY TQKSL
SLSPGK

SEQ 1D NO: 43

Human IgG4

ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPY
TYSWNSGALTSGVHTFPAVLQSSGLYSLSSVYTVPSS
SLOTKTYTCNVDHKPSNTKVDKRVESKYGPPCPSCP
APEFLGGPSVFLFPPKPKDTLMISRTPEVICYVVDVS
QEDPEVOFNWYVDGVEVHNAKTKPREEQFNSTY
RVYSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEK T
SKAKGQPREPQVY TLPPSQEEMTKNQVSLTCLVKGE
YPSDIAVEWESNGOQPENNYKTTPPVLISDGSFFLYSR
LTVDKSRWOQEGNVFSCSVMHEALHNHYTQKSLSLS
LGK

SEQ 1D NO: 44
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FiG. §

HCl polypeptide sequence
(Fi1A VH, IgGd Fe CH3
knob}

QAP{IKER}:W VAVISDDGSNKYY ADSVKGRETISRDNSK
NTLYLOMNSLRVEDTAVYYCAKDRGTMRVVVYDTLDI
WGQGTLYTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSS
VVTYPSSSLGTKTYTOCNVDHKPSNTKVDKRVESKYGPP
CPSCPAPEFLGGPSVFLEPPKPKDTLMISRTPEVTCVVVD
VSQEDPEVOFNWYVDGVEVHNAK TKPREEQFNSTYRY
VSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAK
GQPREPQVYTLPPSQEEMTKNQVSLWCLVKGFYPSDIA
VEWESNGOPENNYKTTPPVLDSDGSFFLY SRLTVDKSR
WOEGNVFSCSYMHEALHNHY TQKSLSLSLGK

(SEQ 1D NO: 46)

HC?2 polvpeptide sequence
(FIZAHCO VH, IgG4 Fe
{CH3 hole)

GVQLVESGGGLVOQPGGSLRLSCTASGFTESSSWMSWVR
QAPGKGLEWVANIKQDGSEKDY VDSAKGRFTISRDNAK
NSLYLOMNNLRAEDTAVYYCARDRRGPFFHIWGQGTL
VTVSSESKYGPPCPSCPAPEFLGGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSQEDPEVOFNWY VDGVEVHNAKTKP
REEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGL
PSSIEKTISKAKGOPREPQVY TLPPSQEEMTENGYSLSCA
VKGFY PSDIAVEWESNGOPENNYK TTPPVLDSDGSFFLY
SRLTVDKSRWQEGNVFSCSYMHEALHNHY TQKSLSLSL
GK

(SEQ TD NO: 47)

LC1 (VL, Kappa light

EIVMTQSPATLSVSPGERATLSCRASQSVSSNLAWY QQK
PGOAPRLLIVGASTRATGIPARFSGSGSGTEFTLTISSLQS
EDFAVYYCQQYNNWPWTFGQGTKVEIKRTVAAPSVFEIF
PPSDEQLKSGTASVVCLLNNFYPREAKVOWEKVEBNALQS

chain) GNSOESYTEQODSKDSTYSLSSTLTLSKADYEKHKVYACE
VTHOGLSSPVTKSFNRGEC
(SEQ D NO- 48)
CC1CDRI OSVSSN (SEQ ID NO: 49

LCICDR2

GAS (SEQ ID NO: 50}

LCICDR3

OOYNNWPWT (SEQ 1D NO- 51)

LCIVL

EIVMTOSPATLSVSPGERATLSCRASOSVSSNLAWYQQK
PGOAPRLLIYGASTRATGIPARFSGSGSGTEFTLTISSLOS
EDFAVYYCQOYNNWPWTFGQGTKVEIK

(SEQ ID NO: 52)
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FiG. 5, cont.

Name

Amino Acid Sequence

Silenced {gG4 (CHI
- hinge — CHZ ~
CH3; knob (8228P,

ASTKGPSVFPLAPCSRSTSESTAALGULVKDYFPEPVTIVSEWNSGALTS
OVHTFPAVLOSSGLY SLESVVTVPSSSLOTKTYTONVDHKPSNTKVDK
RV ESKYGPPCP&E‘C PAPEA A GGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSQEDPEVOFNWYVDGVEVHNAKTKPREEGENSTYRVYSVLTVL

F2344, L2334, HODWLNGKEYKCKVSNKGLPSSIER TISKAKGQPREPQVY TLPPSQEE
I66W)) MTKNGQYSL W CLVKGFYPSDIAVEWESNGQPENNY K TTPPVLDSDGS
FFLY SRLTVDKSRWQEGNVFSCSVMHEALHNHY TQKSLSLSLGK
(SEQ ID NO: 53)
Silenced 1gG4 ESKYGPPCPPCPAPEA AGGPSVFLFPPKPKDTLMISRTPEVICYVVD

{hinge ~ CHZ ~
CH3: hole (8228P,
FI34A L2334,
T3668, L368A,
Y407Vy)

VSQEDPEVOINWYVDGVEVHNAKTKPREEQFNSTYRVVEVLTVLHG
DWLNGKEYRKCKVSNKGLPASIERKTISKAKGOPREPQVY TLPPSQEEMT

KNQVSLSC A VKGFYPSDIAVEWESNGQPENNY K TTPPVLDSDGSFFL

KSRLTV DKSRWOQEGNVFSCSVMHEALHNHYTORSLSLSLGK (SEQ
D NG 543

HC'1 polypeptide
sequence (F11A VH,
1g(4 Fe silenced
PAA; CH3 knob)

OVOLVESGGGVVOPGRSLRLSCAASGFTFSSYGMHWVRQAPGKERE
WVAVISDDGSNKYYADSVKGRFTISRDNSKNTLYLOMNSLRVEDTA
VYYCAKDRGTMRVVVYDTLDIWGQGTLVTVSSASTKGPSVFPLAPCS
RSTSESTAALGCLVEDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY
SLSSVVTYPSSSLGTKTY TCNVDHKPSNTKVDKRVESKYGPPCPPCPA
PEAAGGPSVFLFPPKPKDTLMISRTPEVTCVYVDVSQEDPEVOFNWY
VDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVS
NKGLPSSIEKTISKAKGQPREPQVY TLPPSQEEMTKNQVSL W CLVKG
FYPSDIAVEWESNGOPENNYK TTPPVLDSDGSFFLYSRLTVDKSRWOE
GNVFSCSYMHEALHNHY TQKSLSLSLGK

(SEQ ID NO: 55)

HC2 polypeptide
sequence (F12A
HCO VH, IgG4 Fe
silenced PAA; CH3
hole}

GVOLVESGGGLVOPGGSLRLSCTASGETFSSSWMSWVROAPGKGLE
WVANIKODGSEKDYVDSAKGRFTISRDNAKNSLYLOMNNLRAEDTA
VYYCARDRRGPFFHIWGQGTLVTVSSESKYGPPCPPCPAPEA AGGP
SVFLFPPKPKDTLMISRTPEVICVYVDVSQEDPEVQFNWYVDGVEVH
NAKTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSS]
EKTISKAKGOPREPQVY TLPPSQEEMTENQVSLSCAVRGFYPSDIAY
EWESNGQPENNY KTTPPVLDSDGSFFLY SRLTVDKSRWQEGNVFSCS
VMHEALHNHY TOKSLSLSLGK

(SEQ ID NO: 56)
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FIG. 6
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Cell-Based Hydrolase Activity
(CHO HuCD38)
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FIG. 9

Recombinant HuCD38 Hydrolase Activity
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FIG. 10

Direct Apoptosis
{Daudi}

-e- CD3BF12A_2GS_CD38F11A_IgGH
-a CD3BF 1A _2GS_CD38F12A_1gG1
- CD3BF12A 2GS _CD38F 1A IgGisil
- -+ CD3BF11A_2GS_CD38F12A_1gG1sil
-o- CO3BF12A 2GS _CD38FHA l1gG4sil
= CD3BF 1A _2GS_CDABF12A 1gG4sil
- CD38F 1A+ CD38F12A

-g- Positive Control
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Antibody [nM]
ECS0 [nM] | % Max Celi Death
CD36F12A 2GS CDIBF11A IgGl 0.03 18.63
CD3ISF1IA_2GS_CD3gF12A g1 0.28 18.46
CD3GF124 2GS CDIBFHA loG1sil 0.3 14.01
CD3GF11A 2GS CD38F12A_loG1si 0.11 14.55
CD38F12A_2GS _CD38F 1A _lgGdsil 10.05 10.22
COIBF11A 2GS CDIBF12A lgldsil .08 18.87
CRIBF1A + CD3BF12A 736.60 448
Positive Control 0.15 §3.25
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