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Figure 2a

1. Human IgGl Fc-multimer IgM tp SEQID NO: 26

CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLITVLHQDWLNGKEYRKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLT
VDKERWQOGNVFSCSVMHEALHNHYTQKSLSLEPCGKPTLYNVSLVMSDTAGTCY

2. Human IgG4 Fc-multimer IgM tp SEQID NO:27

CPPCPAPEFLGGPSVFLFPPRPRKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSRLT
VDKSRWOEGNVFSCSVMHEALHNHYTQRKSLSLSLGKPTLYNVSLVMSDTAGTCY

3. Human IgGl Fe-multimer Iga tp SEQID NO: 28

CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKARKGQPREPQVY
TLPPERDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFFLYSKLT
VDKSRWOQOGNVEFSCSVMHEALHNHYTQKSLELSPGKPTHVNVEVVMAEVDGTCY

4. Human IgG4 Fc-multimer IgA tp SEQID NO: 29

CPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSS IEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLT
VDKSRWOEGNVFSCSVMHEALHNHYTQKSLSLSLGKPTHVNVSVVMAEVDGTCY

5. Human IgGl Fc-multimer Cu4-IgM tp SEQID NO: 30

CPPCPAPELLGGPSVEFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVEKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGOPENNYKTTPPVLDSEDGSFFLYSKLT
VDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLEPGKVALHRPDVYLLPPAREQLNLRESATT
TCLVTGFSPADVEVOWMORGQPLSPERYVITSAPMPEPQAPGRYFAHSILTVSEEEWNTGETY
TCVAHEALPNRVTERTVDKSTGKPTLYNVSLVMSDTAGTCY
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Figure 2a continued

6. Human IgG4 Fc-multimer Cu4-IgM tp SEQID NO: 31

CPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNA
KTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVY
TLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLT
VDKSRWOEGNVFSCSVMHEALHNHYTQKSLSLSLGKVALHRPDVYLLPPAREQLNLRESATI
TCLVTGFSPADVFVOWMQRGOPLSPEKYVTSAPMPEPQAPGRYFAHSILTVSEEEWNTGETY
TCVAHEALPNRVTERTVDKSTGKPTLYNVSLVMSDTAGTCY

7. Human IgGl Fc-multimer IgM tp $267a SEQID NO: 32

CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVAHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPEPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY SKLT
VDKSRWQOGNVEFSCSVMHEALHNHYTQRKSLSLEPGKPTLYNVSLVMSDTAGTCY
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Figure 2b

IgGl Fec IgM tp SEQID NO: 33

CPPCPAPELL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF NWYVDGVEV
H NAKTKPREEQ ¥NSTYRVVSV LTVLHODWLN GKEYKCKVSN KALPAPIEKT ISKAKGQ
PRE POQVYTLPPSR DELTEKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSELTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GKPTLYNVSL VMS
DTAGTCY

IgG4 Fc IgM tp SEQIDNO: 34

CPPCPAPEFL GGPSVFLFPP KPKDTLMISRE TPEVTCVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQ
PRE POQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSRLTVDKE RWQEGNVFSC SVMHEALHNH YTOEKSLSLEL GKPTLYNVSL VMS
DTAGTCY
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Figure 2¢

IgGl Fc IgM tp L234F SEQID NO: 35

CPPCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF NWYVDGVEV
H NAKTKPREEQ YNSTYRVVSV LTVLHQDWLN CGKEYKCKVSN KALPAPIEKT ISKAKGQ
PRE PQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKITP PVLDS
DGSFF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GKPTLYNVSL VMS
DTAGTCY

IgGl Fc IgM tp L234F P331s SEQID NO: 36

CPPCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF NWYVDGVEV
H NAKTKPREEQ YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPASIEKT ISKAKGQ
PRE PQVYTLPPER DELTENQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSKLTVDKS RWQOQGNVFSC SVMHEALHNH YTQKSLSLSP GKPTLYNVSL VMS
DTAGTCY

IgG4 Fec IgM tp F234L SEQID NO: 37

CPPCPAPELL GGPSVFLFPP KPKDTLMISR TPEVICVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVEV LTVLHQDWLN GKEYKCKVSHN KGLEPSSIEKT ISKAKGO
PRE POVYTLPPSQ EEMTENQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGEFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL GKPTLYNVSL VMS
DTAGTCY

IgG4 Fe IgM tp F234L F296Y SEQID NO: 38

CPPCPAPELL GGPSVFLIFPP KPKDTLMISR TPEVITCVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ Y¥NSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQ
PRE PQVYTLPPSQ EEMTKNQVSL TCLVEKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSRLTVDKS RWQEGNVFEFSC SVMHEALHNH YTQKSLSLSL GKPTLYNVSL VMS
DTAGTCY
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Figure 2¢ continued

IgG4 Fe IgM tp G327A 83302 SEQIDNO: 39

CPPCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVITCVVVD VSQEDPEVQOEF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPASTEKT ISKAKGQ
PRE PQVYTLPPSQ EEMTEKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGEFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL GKPTLYNVSL VMS
DTAGTCY

IgG4 Fc IgM tp G327A s331p SEQIDNO: 40

CPPCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVITCVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LITVLHQDWLN GKEYKCKVSN KALPSPIEKT ISKAKGQ
PRE PQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGEFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL GKPTLYNVSL VMS
DTAGTCY

IgG4 Fe IgM tp S330A 8331 SEQID NO: 41

CPPCPAPEFL GGPSVFLIFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPAPIEKT ISKAKGQ
PRE PQVYTLPPSQ EEMTEKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFEF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL GKPTLYNVSL VMS
DTAGTCY
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Figure 2d

IgGl CH2 IgG4 CH3 IgM tp SEQIDNO:42

CPPCPAPELL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSHEDPEVKF NWYVDGVEV
H NAKTKPREEQ YNSTYRVVSEV LITVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQ
PRE POQVYTLPPSQ EEMTEKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKITP PVLDS
DGSFF LYSRLTVDKS RWQEGNVEFSC SVMHEALHNH YTQKSLSLSL GKPTLYNVSL VMS
DTAGTCY

IgG4 CH2 IgGl CH3 IgM tp SEQIDNO:43

CPPCPAPEFL GGPSVPFLFPP KPKDTLMISR TPEVICVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQ
PRE PQVYTLPPSR DELTKNQVSL TCLVKGEFYPS DIAVEWESNG QPENNYKTITP PVLDS
DGSFF LYSKLTVDES RWQQGNVESC SVMHEALHNH YTQKSLSLSP GKPTLYNVSL VMS
DTAGTCY
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Figure 2e

IgG4 CH2 / IgGl CH3 hybrid IgM tp F234L SEQID NO: 44

CPPCPAPELL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQFEF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQ
PRE PQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSKLTVDKS RWQOQGNVFSC SVMHEALHNH YTQRSLSLSE GKPTLYNVSL VMS
DTAGTCY

IgG4 CH2 / IgGl CH3 hybrid IgM tp G327a s331p SEQID NO: 45

CPPCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQEF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHODWLN GKEYKCKVSN KALPSPIEKT ISKAKGD
PRE PQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSKLTVDKS RWQOGNVFSC SVMHEALHNH YTQKSLSLSP GKPTLYNVSL VMS
DTAGTCY

IgG4 CH2 / IgGl CH3 hybrid IgM tp F234L F296Y SEQID NO: 46

CPPCPAPELL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQFEF NWYVDGVEV
H NAKTKPREEQ ¥YNSTYRVVSV LTVLHODWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQ
PRE PQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGEFF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GKPTLYNVSL VMS
DTAGTCY
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Figure 2e continued

IgG4 CH2 / IgGl CH3 hybrid IgM tp G327A s330a SEQID NO:47

CPPCPAPEFL GGPSVFLFPP KPKDTLMISR TPEVTCVVVD VSQEDPEVQF NWYVDGVEV
H NAKTKPREEQ FNSTYRVVSV LTVLHQODWLN GKEYKCKVSN KALPASIEKT ISKAKGQ
PRE PQVYTLPPSR DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDS
DGSFF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQRSLSLSP GKPTLYNVSL VMS

DTAGTCY
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Figure 2f
(i)
atggaatggtcocctgggtettectgtttttececttictgtecacaacocggggtgecacage

SEQ ID NO: 48

(ii)

MEWSWVFLFFLSVTTGVHS SEQID NO: 49
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Figqure 2g

lgG1 FelgMtp L309  SEQID NO: 50

tgecececaccgtgeccageacctgaactoctggggggacegtecagtettectettteceoccaaa
acccaaggacaccctcatgateteceggacceectgagatcacatgegtggtgatggacgtyga
gccacgaagaccétgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgcc
aagacaaagcecogogggaggageagtacaacageacgtacegtgtggtecagegtectcacegt
cotgeaccaggactggetgaatggecaaggagtacaagtgeaaggtetecaacaaageectae
cagcccccatcgagaaaaccatctcocaaageccaaagggcagecccgagaaccacaggtgtac
accctgeoeeccatecceccgggatgagetgaccaagaaccaggtecagectgacctgectggteaa
aggcttctatcccagegacategeogtggagtgggagageaatgggeageoggagaacaact
acaagaccacgcecteccocecgtgetggactocgacggetecttettectetacageaagetecace
gtagacaagagcaggtggeageaggggaacgtecttecteatgetecgtgatgeatgaggetet
gecacaaccactacacgeagaagagectctecetgtetecgggtaaacecgacectgtataacy

tgagectggtgatgagegatacegegggecacctgetat

lgG4 Fc igM tp L309 SEQ ID NO: 51

tgtccaccttgtccagecteoctgagtttettggeggtecttetgtgttoctettecctecaaa
gcctaaggacaccctgatgatctccagaacaccagaagtgacctgegtggtagtggatgtta
gocaggaagaccctgaggtecagtteaactggtatgtggacggcgttgaggtecataacgec
aaaaccaagccacgagaggageagttcaactcaacctacegtgtggtgtetgtgetcactgt
cectgeatcaggattggctgaacggecaaggagtacaagtgecaaggtcagecaacaagggactyge
caagcectccatcgagaagaccattagcaaagecaagggtcagectagggaaccacaggtgtat
acattgecctocecctecacaggaggagatgaccaagaaccaggtcagtectgacatgectggtgaa
agggttctatcccteocgatategeagtegaatgogaaageaatggecagectgagaacaact
acaaaaccactccaccegtecttgatagegatggecagtttettectgtacageegtectgact
gtggataagtctegatggcaggagggtaacgtaticagetgecagegtcatgeatgaagectt
gracaaccactacaccceagaaatccctgtcectetgtecactegggaageegacecectgtataacy

tgagecectggtgatgagegatacecgegggeacctgetat
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Figure 2g continued

IgG1 Fc IgM tp L309 L234F P331S  SEQID NO: 52

tgcccaccgtgeccageacctgaattectggggggaccgteagtettoetettoceccccaaa
acccaaggacacocteatgatcteoceocggaccectgaggtcacatgegtggtaggtggacgtga
gccacgaagaccdtgaggtcaagttcaactggtacgtggacggcgtggaggtgcataatgcc
aagacaaagccgcgggaggageagtacaacageacgtacegtgtggtecagegtecteacegt
cctgcaccaggactggetgaatggecaaggagtacaagtgcaaggtetccaacaaagecoctoc
cagccagceatcgagaaaaccatctocaaagecaaagggeagooccgagaaccacaggtgtac
accctgececcccatcocececgggatgagetgaccaagaaccaggtcagectgacctgectggtcaa
aggcttetatcccagegacategecgtggagtgggagageaatgggecagecggagaacaact
acaagaccacgcecteocegtgetggactcecegacggetecttettectetacageaagetecace
gtggacaagagcaggtggcagecaggggaacgtcettctecatgetcogtgatgeatgaggetet
gcacaaccactacacgecagaagagecteteectgteteoecgggtaaacegacectgtataacy

tgagectagtgatgagegataccgegyggeacctgetat

Hybrid Fc IgG4-CH2 IgG1-CH3 IgM tp L309  SEQ ID NO: 53

tgecccaccgtgcccageaccetgagttoctggggagaccatcagtettoctgttoccoccaaa
acccaaggacactcteatgatctcececggacecctgaggtcacgtgegtggtggtggacgtga
gcecaggaagacccecdaggtecagttecaactggtacgtyggatggegtggagatgeataatgece
aagacaaagcecgogggaggageagtticaacageacgtacegtgtggtcagegtectcacegt
cctgcaccaggactggctgaacggecaaggagtacaagtgecaaggtcteccaacaaaggeoctoc
cgtectecatcgagaaaaccatcetocaaagocaaagggeageccocgagaaccacaggtgtac
accctgececccatcecocegggatgagetgaccaagaaccaggtecagectgacctgectggteaa
aggcttctatceccagegacatecgecgtggagtgggagageaatgggcagecggagaacaact
acaagaccacgccteccgtgetggacteocgacggetecttettectetacageaagetcace
gtggacaagagcaggtggcageaggggaacgtoettectecatgeteegtgatgeatgaggetet
geacaaccactacacgecagaagagectcecteoctgtetecgggtaaacegaccctgtataacy

tgagcectggtgatgagegataccgegggecacctgetat
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Figure 2¢g continued

lgG4 Fc IgM tp L309 F234L  SEQ ID NO: 54

tgtccaccttgtecagetoctgagttacttggeggtecttetgtgttectetteccteocaaa
geectaaggacaccectgatgatetocagaacaccagaagtgacctgegtggtagtggatgtta
gcecaggaagaccctgaggtecagttecaactggtatgtggacggegttgaggtccataacgec
aaaaccaagcecacgagaggageagttcaactcaacctacegtgtyggtgtetgtgetecactgt
cctgecatcaggattggetgaacyggecaaggagtacaagtgeaaggtecageaacaagggactge
caagctcecatcgagaagaccattageaaagecaagggtcagectagggaaccacaggtgtat
acattgccteocctecacaggaggagatgaccaagaaccaggtcagtotgacatgectggtgaa
agggttctatcectecgatatogecagtcecgaatgggaaageaatggecagectgagaacaact
acaaaaccactccaccegteocttgatagegatggecagtttettectgtacageogtetgact
gtggataagtctcecgatggecaggagggtaacgtattecagetgecagegtecatgeatgaagecectt
gecacaaccactacacccagaaatccectgtetectgteactegggaagecgacectgtataacy

tgagectggtgatgagegatacegegggeacctgetat

lgG4 Fc IgM tp L309 F234L F296Y  SEQ ID NO: 55

tgteccaccttgtecagetectgagttacttggeggtecttctgtgttectettecetecaaa
gectaaggacaccctgatgatcteocagaacaccagaagtgacctgegtggtagtggatgtta
geccaggaagacccectgaggtecagttcaactggtatgtggacggegttgaggtccataacgec
aaaaccaagccacgagaggageagtataactcaacctacegtgtggtgtetgtgetecactgt
cetgecatcaggattggetgaacggeaaggagtacaagtgeaaggtcagcaacaagggactyge
caagctcecatcgagaagaccattagecaaagcecaagggtcagectagggaaccacaggtgtat
acattgcecctcococtcacaggaggagatgaccaagaaccaggtecagtetgacatgectggtgaa
agggttctatcceccteogatategeagtegaatygggaaagecaatggecagectgagaacaact
acaaaaccactccacccegtecttgatagegatggeagtticttectgtacageecgtetgact
gtggataagtctegatggecaggagggtaacgtattecagetgecagegtcatgeatgaageett
gcacaaccactacacccagaaatcectgtetcetgteactegggaagecgacectgtataacg

tgagectggtgatgagegataccecgegggecacctgetat
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Figure 2g continued

IgG4 Fc IgM tp L309 G327A S330A  SEQ ID NO: 56

tgtccaccttgtecagectooctgagtttctiggeggtecttetgtgtteoctetteoccteocaaa
goctaaggacaccctgatgatctecagaacaccagaagtgacctigegtggtagtggatgtta
gccaggaagaccctgaggtccagttcaactggtatgtggacggegttgaggtecataacgee
aaaaccaagecacgagaggageagttcaactecaacctaccgtgtggtgtetgtgetcecactgt
cctgecatcaggattggetgaacggcaaggagtacaagtgcaaggtcagcaacaaggeactge
cagcoctceccatcgagaagaccattageaaagecaagggtcagectagggaaccacaggtgtat
acattgcecctcoectcacaggaggagatgaccaagaaccaggtcagtctgacatgectggtgaa
agggttctatcccteocgatatogeagtegaatgggaaagcaatggeccagectgagaacaact
acaaaaccactceccacccegtecttgatagegatggeagtttettectgtacagecocgtctgact
gtggataagtctegatggecaggagggtaacgtattcagetgeagegtecatgecatgaagectt
geacaaccactacacccagaaatcectgtetetgtecacteogggaageegaccecctgtataacg

tgagectggtgatgagegatacecgegggeacctgetat

IgG4 Fc IgM tp L309 G327A S331P  SEQ ID NO: 57

tgtecaccttgtcecagetoctgagtttettggeggtecttetgtgttecteticecctecaaa
gectaaggacacccoctgatgatctecagaacaccagaagtgacctgegtggtagtggatgtta
gecaggaagaccectgaggtecagttecaactggtatgtggacggegtigaggteccataacgeo
aaaaccaagcocacgagaggageagttcaacteaacctaccgtgtggtgtectgtgetcactgt
cctgeatecaggattggetgaacggceaaggagtacaagtgeaaggtcagcecaacaaggeactge
caagecccatcocgagaagaccattageaaagecaagggtcagectagggaaccacaggtgtat
acattgecctecctecacaggaggagatgaccaagaaccaggtcagtectgacatgectggtgaa
agggttctatccctecgatategeagtegaatgggaaageaatggcecagectgagaacaact
acaaaaccacteccaccegtecttgatagegatggeagtttettectgtacagecgtetgact
gtggataagtcectogatggecaggagggtaacgtattcagetgecagegtcatgecatgaageett
geacaaccactacacccagaaatccctgtetetgtecactegggaageegacectgtataacy

tgagectggtgatgagegataccgegggcacetgetat
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Figure 29 continued

lgG4 Fc IgM tp L309 S330A S331P  SEQID NO: 58

tgtceccaccttgtecageteoctgagtttetiggeggteccttetgtgttectetteccocctecaaa
geetaaggacacectgatgatectecagaacaccagaagtgacctgegtggtagtggatgtta
gccaggaagaccctgaggtcecagttcaactggtatgtggacggegttgaggtccataacgec
aaaaccaagecacgagaggagecagttcaactcaacctaccgtgtggtgtectgtgectecactgt
cetgeatcaggattggetgaacggcaaggagtacaagtgecaaggtcageaacaagggactge
cagcecccecatcgagaagaccattagcaaagecaagggtcagectagggaaccacaggtgtat
acattgcoctooctcacaggaggagatgaccaagaaccaggtecagtetgacatgectggtgaa
agggttcectatccectecogatatoegecagtecgaatgggaaagecaatggecagectgagaacaact
acaaaaccactccacccegtecttgatagegatggecagtttettectgtacageogtetgact
gtggataagtctegatggecaggagggtaacgtattcagetgecagegtecatgcatgaagectt
gcecacaaccactacacccagaaateccectgtetcectgtecactegggaagecgaccecctgtataacy

tgagcecectggtgatgagegataccegegggeacctgetat

igG4 CH2-1gG1 CH3 IgM tp L309 F234L F296Y SEQ ID NO: 59

tgeccaccegtgeccageacctgagttactggggggaccatcagtettectgttecececaaa
acccaaggacactcteatgatceteoceggacceecctgaggtcacgtgegtggtggtggacgtga
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Figure 3(a)
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Figure 3(b)
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Figure 3(c)
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Figure 3(d)
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Figure 3(d) continued
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Figure 6
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Figure 6 continued
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Figure 6 continued
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Figure 6 continued

11095 = 4 donors)
100-

90-
80-
70-
60-
50+
40-
30+
20~
10+

0

% Inhibition of Phagocytosis

1 10 100
Fe-multimer [ug/mi]

4 1gG4 Fc IgM tp L309
- 1gG1 FcigM tp L309
O 1gG4 Fc IgM tp L309 F234L

1104 (n = 1 donor)
100+

% Inhibition of Phagocytosis
{22
i

=]

1 10 100
Fe-multimer [ug/mi]

4 1gG4 Fc IgM tp L309

4 1gG1 Fc IgM tp L309

© 1gG4 Fc IgM tp L309 Q268H



WO 2015/132364 PCT/EP2015/054687

28/63

Figure 6 continued
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Figure 6 continued
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Figure 6 continued
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Figure 7
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Figure 7 continued
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Figure 7 continued
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Figure 7 continued
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Figure 7 continued
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Figure 9 continued
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Figure 9 continued
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Figure 11
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Figure 14 continued
# 1gG1 Fc IgM tp L309
’ & 1gG4 Fc IgM tp L309
Toal ¥ VIG Gamunex
§ © 1gG4 Fc IgM tp L309 G327A S331P
=
4
<« 0.2
0.0 v v
10 100 500
Protein concentration {ug/mi)
# |gG1 FcIgM tp L309
& |gG4 Fc IgM tp L309

Toal F VIG Gamunex

§ © 1gG4 Fc IlgM tp L309 S330A S331P

el

a

< 0.2

0.0 . .
10 100 500

Protein concentration (ng/ml)



WO 2015/132364

57/83

Figure 14 continued

0.61

e
B

Abs (450nm)
&
n

0.0

10 100
Protein concentration (ug/mi)

PCT/EP2015/054687

4 1gG1 FclgM tp L30S

& 1gG4 Fc IgM tp L309

F IVIG Gamunex

© lgG4 Fe IgM tp L308 G327A S330A



WO 2015/132364 PCT/EP2015/054687

58/63
Figure 15
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