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Figure 1 - p75NTR extracellular domain sequence, neurotrophin binding domains

highlighted in bold
1 MGAGATGRAM DGPRLLLLLL LGVSLGGAKE ACPTGLYTHS GECCKACNLG
51 EGVAQPCGAN QTVCEPCLDS VTFSDVVSAT EPCKPCTECV GLQSMSAPCV
101 EADDAVCRCA YGYYQDETTG RCEACRVCEA GSGLVFSCQD KONTVCEECP
151 DGTYSDEANH VDPCLPCTVC EDTERQLREC TRWADAECEE IPGRWITRST
201 PPEGSDSTAP STQEPEAPPE QDLIASTVAG VVTTVMGSSQ PVVTRGTTDN
251 LIPVYCSILA AVVVGLVAYI AFKRWNSCKQ NKQGANSRPV NQTPPPEGEK
301 LHSDSGISVD SQSLHDQQPH TQTASGQALK GDGGLYSSLP PAKREEVEKL
351 ILNGSAGDTWR HLAGELGYQP EHIDSFTHEA CPVRALLASW ATQDSATLDA
401 LLAALRRIQR ADLVESLCSE STATSPV
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Figure 2 [a] - Peptides identified by LCMS / MSofa p75NTR-Fc chimera, standard digest

[a] Detection of p75NTR extracellular domain standard
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Figure 2 [b] - Peptides identified by LCMS / MSof a p75NTR-Fc¢ chimera, standard digest

[b] Detection of p75 extracellular domain from total NGF assay using commercial human serum
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'ADAECEEIPGR peak shown in Figure 2.
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Figure 4 - p7SNTR(NBP) inhibits NGF function in U20S cell line expressing TrkA and in U20S cell

line co-expressing TrkA and p75NTR.

ran TRK A Cells
RSN
B \.(\\
\\\\ N SRS \\\\\“‘ \ R
Y \ N,
T \\\\\\\ \\\\\\\\\\\\\\\\\“\& \\\\\r SR
TR :

w TRK A+ PTE

YN



ip-temp
Rectangle

ip-temp
Rectangle


6/13

Figure 5 - Soluble p75NTR(NBP) inhibits BDNF function in U20S cell line expressing TrkA and in
U20S cell line co-expressing TrkA and p75NTR.
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Figure 6 - Biocore data demonstrating p7SNTR(NBP) binding to BDNF and competition between
anti-BDNF and p7SNTR(NBP)
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Figure 7- p75NTR(NBP) inhibition of NGF activity in PC12 cells
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Figure 8 - p75NTR(NBP) inhibits BDNF pain effect in a model of nerve excitability
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Figure 9 - Neurotrophin Binding Protein p75NTR(NBP) inhibits hyperalgesia in UVIH model
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Figure 10 — SEQ ID NO. 1 Human p75NTR full amino acid sequence
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Figure 11 - SEQ ID NO. 2 Human p75NTR extracellular domain including signal sequence
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Figure 12 - SEQ ID NO. 3 Human p75NTR extracellular domain without signal sequence
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Figure 13 SEQ ID NO. 4 Human p75SNTR(NBP) neurotrophin binding domain 1

CAYGYYQODETTGR

Figure 14 SEQ ID NO. 5 Human p75SNTR(NBP) neurotrophin binding domain 2
VCEAGSGLVFSCQOD KONTVCEECP

GGTYSDEANH

VDPCLPCTVCED

EDTER

Figure 15 SEQ ID NO.6 Human p7SNTR(NBP) neurotrophin binding domain 3

VCEAGSGLVESCQDK

Figure 16 SEQ ID NO. 7 Human p75SNTR(NBP) neurotrophin binding domain 4

WADAECEEIPGR

Figure 17 SEQ ID NO. 8 Human p75SNTR(NBP) neurotrophin binding domain 5
LDSVTSDVVSATEPCKP

Figure 18 SEQ ID NO. 9 Human Transferrin
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Figure 19 SEQ ID NO. 10 Human Albumin
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Figure 20. SEQ ID NO. 11 Human Fc IgG1

1 ggpsvilfpp kpkdtlmisr tpevtcvvvd
6l ydstyrvvsv ltvlhgdwln gkeykckvsn
121 eemtkngvsl tclvkgfyps diavewesng
181 rwgggnvisc svmhealhnh ytgkslslsp

Figure 21. SEQ ID NO. 12 Human Fc¢ IgG2
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Figure 22. SEQ ID NO. 13 Human Fc IgG3

1 cytllllttp swvlsgvtlk esgpvlvkpt
61 alewlahifs ndeksystsl ksrltiskdt
121 snyvlqgyyyy mdvwgkgttv tvssastkgp

Figure 23. SEQ ID NO. 14 Human Fc¢ IgG4
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Figure 24. SEQ ID NO. 15 Human Fe¢ Fragment Engineered For Extended Serum Half-Life
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Figure 25. SEQ ID NO. 16 Human Fc¢ Fragment Engineered For Lack Of Effector Functions

1 thtcppcpap efeggpsvil fppkpkdtlm isrtpevtcv vvdvshedpe vkfnwyvdgv
61 evhnaktkpr eeqynstyrv vsvltvlhgd wlngkeykck vsnkalpasi ektiskakgqg
121 prepgvytlp psreemtkng vsltclvkgf ypsdiavewe snggpennyk ttppvldsdg
181 sfflyskltv dksrwgggnv fscsvmheal hnhytgksls lspgk

Figure 26: SEQ ID NO. 17 p7SNTR(NBP)-Fc linker

(GGGGS)n (n=1to 4)

Figure 27: SEQ ID NO. 18 p75NTR(NBP}-Fc hnker

(EAAAKn (n=2 to 95)

Figure 28: SEQ ID NO. 19 p73NTR{(NBP)-Fc hnker

GGGGS
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