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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)
... _ CDR1------- FR2------m-mman 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----m-mmmmmmmmmmm - 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---=mm=m—mmmmmmomo- CDR1--~=--~ FR2-=====m===-=~ CDR2---FR3=----

GSSSGTVATLTISGAQVDDEADYYCYSTDISGDLRVFGGGTKLTVL
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Figure 2




WO 2014/100600 3/19 PCT/US2013/076952

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

NI-105.17C1 VH (SEQ ID NG44}
EVOLVOSGAEVKKPGESLKISCKAFGYSFTNFWIGWVYRQVPGKGLEWVGHYPGDSD
TRYSPSFOGQVTISADKSIDTAYLOWGHLKASDSAMYFCARRGEWTGSQIEYWGEQG

TAVIVSS

NI-105.17C1 VL (SEQ 1D NO:46)
QSALTOPPSASGSPGHSVTISCTGTSSDVGNYSEVEWYQGQYPGKAPKVIYDVSKRS
SGVPDRFFGSKSANTASLTVSGVYQEEDEADYFCSSYGGEKYPWYFGGGTKLTVL

Fig. 7B
MI~1058.8C5 VH (SEQ 1D NO:48)
OVOLVESGGGVVOPGRSLRYSCAASGETESSYDMHWVROAPGKGLEWVAVIWED
GSNEFYADSVKGRFTISRDNSKNTLFLOMNSLRAEDTAVYYCARDLGABVTTONAEN
FHHWGQGTLVTVES

MI-105.6C8 VL (SEQ 1D NO48)
SYELTQPPSVYSVSPGOTARITCSGDALPKRYVYWYQOKSGQAPVIVIYEDSKRPSGI
PETFSGSSSGTMATLTISGAQVEDEADYYCYSTDSNGHHWVFGGGTKLTVL

Fig. 7C

NI-105.29G10 VH (8EQ 1D NO:50)
EVOLVESGGDLVAPGGSLRLSCAASGEDFSGYSMAWVRQAPGKGLEWVSYISGTY
YSGOTGTMYYLDSYKGRFFISRODATSSLYLOMDSLRDEDTAVYYCARVYDYGEDW

GQGTLVIVSS

NI-105.29G10 VK (8EQ 1D NO:51}
DIVIMTQSPDSLAVSLGERATINCKSSRSEVLYSSHNSKNYLAWY QOKPGQPRKLLIYWA
STRESGVPDRFSGSGSGTEFTLTISSLOAEDVAVYYCQQYYGTPRTFGQGTKVEIK
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Figure Th-F
Fig. 7D

NI-105.6L8 VH (BEQ 1D NQ:B2)
EVOLVESGGGLVOPGGSLRLSCAGTRETFSTYAMGWYROAPGRGLEWVSAIGGSG
D5 TSYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKGYYDYLWGEYRLE
DYWGQGTLVTVSS

MNI-105.8L8 VL (SEQ 1D NO:E3)
SYVLTOPPSVSVAPGOTARFTCGGNNIASKSVHWY QOKPGQAPVLVWYDDEDRPS
RIPERFSGSNSGNTATLTISRVEAGDEADYYCQYWDSTSDHVWFGGGTKLTVL

Fig. 7E
NI-105.40E8 VH (SEQ 1D NO:54)
EVOLVESGGGLVOPGOSLRLSCAASGEIFPNYVMTWVROQAPGKGLEWVSGISGEG

GSTDYADSYKGRFTISRONSKNTLYLOMNSLRVEDTALYYCAKGSGGIRGQAGTMVT
VS8

MI-105.40E8 VL (SEQ ID NO:55)
OSALTOPRSVSGSPGOSVTISCTGTSSDVEEYNYVESWHQOHPGKAPKLLIYDVTKR
PSGVPDRFSGSKSGNTAALTISGLOAEDEADYYCHSYVGSYTLVFGGGTKLTVL

Fig. 7F
NI-105.48E5 VH (SEQ 1D NO:BG)
EVQLVESGGGLVQPGGSLKLSCAASGFTFSGSAMHWVRQASGKGLEWVGRERSKA
NSYATAYAASVKGRFTISRDDSKNTAYLOMNSLKTEDTAVYYCTSPTIVT TEVWGQAG
TLVTVES

MI-105.48ES VK (BEQ 1D NOB7)
DIVMTOSPDSLAVSLGERATINCKSSQSVLYSSNNKDYLAWYQQKPGQPPKLLIYWA
STRESGVSDRFSGSGSGTDETLTISSLOAEDVAVYYCQQYYSTRPITFGQGTRLEIK
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Fig. 76

NI-105.6E3 VH (SEQ 1D NO:&8)
EVOLVESGGGLVOPGGSLRLSCIGSSGMTFSSYARNWVROTPOKGLEWVERIGREG
SWQYTDS\!RGRFT;SRQ@GQRSLYLQMNSLRVE@TAVWCVRSTAS{BSRS?G§§WG
QGTIVIVSES

MNI-105.8E3 VK (SEQ 1D NQO:BE)
DIOMTOSPSSLSASVGDRVTITCRASQGIVNNLAWFQQKPGKAPKELIYAASSLOGE
VRSKFSGSASCTDFSLTISNLOPEDFATYFCQQYNSYPWTFGQGTRVEIK

Fig. TH
NI-105.22E1 VH (SEQ 1D NO:BD)
EVQLVOSGAEVKKPGESLKISCKGSGYRFTTYWIGWVROMPGKGLEWMGHYPGDS

MODVWGOGQGTIVIVSS

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

Fig. 7§
H1-105.26B12 VH (BEQ 1D NO:B2)
OVOLVESGEGVVOPGRSLRLSCAASGETEFTRYGMHWVROQAPGKGLEWVAVIWYD
GTNKYYADSLOGRFTISRDTSTNTLYLOMNGLRVEDRAVYYCAREGFQGAIDYWGQ
GTLVTVES

NI-105.26812 VK (SEQ 1D NO:64)
DIVMTOSPDSLAVSLGERATINCKSSQNILYSSDNENYLAWY QOKPGOPPKLLIYYWA

STRESGVPDRESGSGSGTOFTLTISSLOAEDVAVYYCQQYYSIPRTFGQGTRVEIK
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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)
EVQLVESGGGFVRPGGSITLSCATSGFTFTKAWMTWVRQAPVKGLEWIGHIKTRIEG
ATTDYAAPVEGRFTISRDDSKNMVYLQMNSLKTEDSGIYYCSTDFDYWGQGTLVTV

SS

MNI-105.80E7 VK (BEQ ID NO:68)
DVVMTOSPLSLPVTLGOPASISCTSSQSLLY SDGNTYLNWFQQRPGQSPRRLMYKY
SKRDPGVPDRFSGSGSGTDFTLSISRVEAEDVGVYYCMQGSLWPRYTFGQGTKVE!

K

Fig. 7L

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

QGTLVTVSS

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

Fig. ™M

NI-105.39E2 VH (SEQ ID NO:71)
EVQLVESGGGLVQPGGSLRLSCAASGFTFSAYGMNWVRQAPGKGLEWVAHITGSG
TPIFYADSVKGRFTISRDNAKSSLYLOMNSLRNDDTALYFCVRGTVDYWGQGTLVTV
88

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

Fig. TN
NI-105.19C6 VH (SEQ ID NO:73)
EVOQLVQSGAEVKKPGESLKISCKASGYSFISYWVGWVRQOMPGKGLEWMGIYPGDS

DTRYSPSFEGQVSISADKSISTAYLQWTSLKASDTAMYYCARHWGPAAVTDSPWFG
PWGQGTLVTVSS

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

Fig. 70

NI-105.9C4 VH (after primer-induced mutation corrections) (SEQ ID NO:76)
QVQLVQSGAEVKKPGASVKVSCKASGYIFTAFFMHWVRQAPGQGLEWMGWINPDS
GATKYAHNFQGRVTMTRDTSISTAFMELSGLKSDDTGVYYCATGMAVTGNFWGQG
TLVTVSS

NI-105.9C4 VL (after primer-induced mutation corrections) (SEQ ID NO:78)
SYELTQPPSVSVSPGQTARITCSGDVLAETYARWFQQKPGQAPVLVMYRDRERPAG
IPERFSGSSSGNTVTLTISGAQAEDEAVYHCHSVADNNLDWVFGGGTKLTVL

RECTIFIED SHEET (RULE 91) ISA/EP
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Figure SA-B
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Figure 9

Absorbance (450 nm)
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Figure 12A-C
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Figure 13
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Figure 14
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Figure 15
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