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Figure 1
A) NI-105.4E4-VH (variable heavy chain sequence VH; SEQ ID NO:9)

AASLKGRFTLSRDDSRNTAYLOMSSLOTEDMAVYYCTVLSANYDTFDYWGQGTLVTVSS

NI-105.4E4-VL (variable light chain sequence VL; SEQ ID NO:11)
SoFRlem-ccmrcccoiooo CDRL------- FR2-----mmomomn CDR2---FR3--

LPV

GSSSGTTVTLTISGVQAEDEADYYCLSADNSATWVFGGGTKVTVL

B)  NI-105.24B2-VH (variable heavy chain sequence VH; SEQ ID NO:13)

KFQARVTLTSDTSTSTVYMDLSSLTSEDTAVYYCAVLSPSNPWGQGTTVTVSS

NI-105.4E4-VL (variable light chain sequence VL; SEQ ID NO:15)
FRL----mmmmmmmmmmmmm =~ CDR1----=== FR2---=-======~=-~ CDR2---FR3----

GSTSGTTVALTINGVQAEDEADYYCQSADRSGALWVFGGGTKLTVL

@) NI-105.4A3-VH (variable heavy chain sequence VH; SEQ ID NO:17)

E T

NI-105.4A3-VL (variable light chain sequence VL; SEQ ID NO:19)
FRL---==m==cm—m-omooo- CDR1--~=---~ FR2-=====m=-=-= CDR2---FR3----

GSSSGTVATLTISGAQVDDEADYYCYSTDISGDLRVFGGGTKLTVL
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Figure 2
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Figure 3
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Figure 5
plasma antibody levels
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Figure 6
brain antibody levels
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Figure TA-C
Fig. 74

NI-105.17C1 VH (SEQ 1D NO44)
EVOLVOSGAEVKKPGESLKISCKAFGYSETNFWIGWVRQVPGKGLEWVGHYPGDSD
TRYSPSFOGOVTISADKSIDTAYLOWGHLKASDSAMYFCARRGEWT GSQIEYWGEQG

TQAVIVSS

NI-105.17C1 VL (SEQ 1D NO:48)
GSALTOPPSASGSPGHSVTISCTETSSDVGNYSEVEWYQQYPGRAPKVIYDYSKRS
SGVPDRFFGSKSANTASLTVBGVQEEDEADYFCESYGGEKYPWYFGGGTKLTVL

Fig. 7B
MI~105.8C5 VH (SEQ 1D NO:48)
OVOLVESGGGVVOPGRSLRVYSCAASGETESSYDMHWVROAPGKGLEWVAVIWED
GSNEFYADSVYKGRFTISRDNSKNTLFLOMNSLRAEDTAVYYCARDLGASYTTONAEN
FHHWGQGTLVTVSES

MNI-105.6C8 VL (SEQ 1D NO48)
SYELTQPPSVSVSPGOTARITCSGDALPKRYWVYWYQOKSGQAPVIVIYEDSKRPSGI
PETFSGSSSGTMATLTISGAQVEDEADYYCYSTDSNGHHWVFGGGTKLTVL

Fig. 7C

NI-105.29G10 VH (8EQ 1D NO:50)
EVOLVESGGDLVAPGGSLRLSCAASGEDFSGY SMAWVROAPGKGLEWVSEYISGTY
YSGOTOTMYYLDSYKGRFFISRODATSSLYLOMDSLRDEDTAVYYCARVYDYGEDW

GQGTLVTVSS

NI-105.29G10 VK (SEQ 1D NO:51)
DIVMTQSPDSLAVSLGERATINCKSSREVLYSSNSKNYLAWYQOKPGQPPRLLIYWA
STRESGVPDRFSGSGSGTEFTLTISSLOAEDVAVYYCQQYYGTPRTFGQGTKVEIK
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Figure Th-F
Fig. 7D

NI-105.6L8 VH (SEQ ID NO:52)
EVOLVESGGGLYOPGGSLRLSCAGTRETESTYAMGWYROAPGRGLEWVSAIGGSG
D5 TSYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKGVYDYLWGSYRLE
DYWGQGTLVTVSS

MNI-105.8L8 VL (SEQ 1D NO:G3)
SYVLTOPPSVSVAPGQTARFTCGGNNIASKSVHWYQOQKPGOAPVYLVYVYDDSEDRPS
RIPERFSGSNSGNTATLTISRVEAGDEADYYCQYWDSTSDHWIFGGGTKLTVL

Fig. 7E
NI-105.40E8 VH (SEQ 1D NQO:54)
EVOLVESGGGLVOPGOSLRLSCAASGETERPNYVMITWVROAPGKGLEWVSGISGEG

GSTDYADSVYKGRFTISRDNSKNTLYLOMNSLRVEDTALYYCAKGSGGIRGQGTMVT
VS8

MI-105.40E8 VL (SEQ ID NO:55)
OSALTOPRSVSGEPGOSVTISCTETSSDVEGYNYVEWHQQHPGKAPKLLIYDVTKR
PSGVPDRFSGSKSGNTAALTISGLOAEDEADYYCHSYVGSYTLVFGGGTRLTVL

Fig. 7F

MNI-108.48E8 VH (SEQ 1D NQO:BE)
EVQLVESGGGLVOPGGELKLSCAASGFTFSGSAMHWYRQASCKGLEWVGRIRGKA
NSYATAYAASVKGRFTISRDDSKNTAYLOMNSLKTEDTAVYYCTSPTVT TEVWGQG
TLVTVES

MI-105.48E8 VK (B8EQ 1D NO.57)
DIVMTOSPDSLAVSLGERATINCKSSOSVLYSSNNKDYLAWYQQKPGQPPKLLIYWA
STRESGVSDRFSGSGSGTDETLTISSLOAEDVAVYYCQQOYYSTPITFGQGTRLEIK
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Figure 7G-1

Fig. 76

NI-105.6E3 VH (SEQ 1D NO:5E)
EVOLVESGGGLVOPGGSLRLSCIGSSGMTFSSYARNWVROTPGKGLEWVESISREG
SWQYTDS\!RGRFT;SRQ@GQRSLYLQMNSLRVE@TAVWCVRSTAS{BSRS?G§§WG
QGTIVIVSES

MNI-105.8E3 VK (SEQ 1D NQ.58)
DIOMTOBPSSLSASVEDRYTITCRASQGIVNNLAWFGQKPGKAPKESLIYAASELOGE
VRSKESGSASGTDFSLTISNLOPEDFATYFCQQYNSYPWITFGQGTHVEIK

Fig. TH
NI-105.22E1 VH (BEQ 1D NO:8O)
EVQLVOSGAEVEKPGESLKISCKGSGYRFTTYWIGWVYROMPGKGLEWMGHYPGDS

MOVWGOGQGTTVTVSS

NI-105.22E1 VK (SEQ ID NO:S1)
DIVMTOSPDSLAVSLGERATINCKS SQSVLYCSNNKNYLAWYQOKLGQSPKLLIYWA
SARESGVPDRFGGSGSGTDETLTISSLQAEDVAVYYCQQYYSTPWIFGQGTKVEIK

Fig. 71
M1-105.26B12 VH (BEQ 1D NO:B2)
OVOLVESGEGVVOPGRSLRLSCAASSFTFTRYGMHWYROQAPGKGLEWVAVIWYD
GTNKYYADSLOGRFTISRDTSTNTLYLOMNGLRVEDRAVYYCAREGFQGAIDYWGQ
GTLVTVES

NI-1053.26812 VK (BEQ 1D NO:B4)
DIVMTOSPDSLAVSLGERATINCKSSQNILYSSDNENYLAWYQOKPGOPPKLLIYWA

STRESGVPDRESGSGSGTOFTLTISSLOAEDVAVYYCQAYYSIPRTFGQGTRVEIK




WO 2014/100600 9/19 PCT/US2013/076952

Figure 7J-L

Fig. 7J

NI-105.12E12 VH (SEQ ID NO:65)
EVQLVESGGGLVQPGGSLKLSCAASGFSFSDSAFHWARQASGKGLEWVGRIRSKG
NNYATAYAASVKGRFTVSRDDSKNTTYLQMNSLKTDDTAIYYCTRQGPSYGGINWG

LGTLVTVSS

NI-105.12E12 VK (SEQ ID NO:66)
DIVMTQSPDSLAVSLGERATINCKSSQTILYSSNNKNYLAWYQQKPGQPPKLLIYWAS

TRESGVPDRFSGSGSGTDFTLTISSLRAEDVAVYYCQQYYSSPQTFGQGTKVEIK

Fig. 7K

NI-105.60E7 VH (SEQ ID NO:67)
EVQLVESGGGFVRPGGSITLSCATSGFTETKAWMTWVRQAPVKGLEWIGHIKTRIEG
ATTDYAAPVEGRFTISRDDSKNMVYLQMNSLKTEDSGIYYCSTDFDYWGQGTLVIV

SS

MNI-105.80E7 VK (BEQ 1D NO:68)
DVVMTOSPLSLPVTLGOPASISCTSSQSLLYSDONTYLNWFQQRPGQSPRRLMYKY
SKRDPGVPDRFSGSGSGTDFTLSISRVEAEDVGVYYCMQGSLWPRYTFGQGTKVE!

K

Fig. 7L

NI-105.14E2 VH (SEQ ID NO:69)
EVQLVQSGAEVKKPGDSLRISCKASGYNFPNYWIGWVRQMPGKGLEWMGIIYPGDS
DIRYSPSFQGHVTISSDKSITTAYLQWTSLKVADSAMYYCARVERPDKGGWFGPWG

QGTLVTVSS

NI-105.14E2 VK (SEQ ID NO:70)
DIVMTQSPDSLAVSLGERATINCKSSQTLLYTSNNQNYLAWYQHKPGQPPKVLIYWA
STREYGVPDRFSGSGSGTDFTLTISSLOQPEDVAVYYCQQYYNSPYTFGQGTKLEIK
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Figure TM-O

Fig. M

NI-105.39E2 VH (SEQ ID NO:71)
EVQLVESGGGLVQPGGSLRLSCAASGFTFSAYGMNWVRQAPGKGLEWVAHITGSG
TPIFYADSVKGRFTISRDNAKSSLYLOMNSLRNDDTALYFCVRGTVDYWGQGTLVTV
§8

NI-105.39E2 VL. (SEQ ID NO:72)
QAGLTQPPSVSKDLRQTATLTCSGNSNNVGNQGAAWLQQFPGHPPKLLFYENINRP
SGISERFSASRSGNTASLTITGLQPEDEADYYCSAWDGHIL NAWVFGGGTKLTVL

Fig. 7N
NI-105.19C6 VH (SEQ ID NO:73)
EVQLVQSGAEVKKPGESLKISCKASGYSEISYWVGWVROMPGKGLEWMGIHYPGDS

DTRYSPSFEGQVSISADKSISTAYLOWTSLKASDTAMYYCARHWGPAAVTDSPWFG
PWGQGTLVTVSS

NI-105.19C6 VK (SEQ ID NO:74)
DIVMTQSPDSLAVSLGERATINCKSSQTVLYTSNNKNYLAWYQQKPGQPPKLLIYWA
STRESGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQHYYSTPETFGPGTKVDIK

Fig. 70

NI-105.9C4 VH (after primer-induced mutation corrections) (SEQ 1D NO:76)
QVQLVQSGAEVKKPGASVKVSCKASGYIFTAFFMHWVRQAPGQGLEWMGWINPDS
GATKYAHNFQGRVTMTRDTSISTAFMELSGLKSDDTGVYYCATGMAVTGNEFWGQG
TLVTVSS

NI-105.9C4 VL (after primer-induced mutation corrections) (SEQ 1D NO:78)
SYELTQPPSVSVSPGQTARITCSGDVLAETYARWFQQKPGQAPVI.VMYRDRERPAG
IPERFSGSESGNTVTLTISGAQAEDEAVYHCHSVADNNLDWVFGGGTKLTVL

RECTIFIED SHEET (RULE 91) ISA/EP



WO 2014/100600 11/19

Figure SA-B
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Figure 9
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Figure 13
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Figure 14
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Figure 15
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