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KEACPTGLYTHSGECCKACNLGEGVAQPCGANQTVCEPCLDSVTFSDVVSATEPCKPCTECVGLQSMS
APCVEADDAVCRCAYGYYQDETTGRCEACRVCEAGSGLVFSCQDKOQNTVCEECPDGTYSDEANHVD
PCLPCTVCEDTERQLRECTRWADAECEEIPGRWITRSTPPEGSDSTAPSTQEPEAPPEQDLIASTVAGVV
TTVMGSSQPVVTRGTTDNDIEGRMDPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTC
VVVDVSHEDPEVKENWYVDGVEVHANAKTKPREEQYNSTYRVVSVLTVLHODWILNGKEYKCKVSNKALPAPIE
KTISKAKGQOPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALANHYTQKSLSLSPGK

Figure 6 — SEQ ID No. 1

MEWSW VFLFFLSVTTGVHSKEACPTGLYTHSGECCKACNLGEGVAQPCGANQTVCEPCLDSVTFSDV
VSATEPCKPCTECVGLQSMSAPCVEADDAVCRCAY GYYQDETTGRCEACRVCEAGSGLVFSCQDKOQN
TVCEECPDGTYSDEANHVDPCLPCTVCEDTERQLRECTRWADAECEEIPGRWITRSTPPEGSDSTAPST
QEPEAPPEQDLIASTVAGVVTTVMGGGGEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTP
EVICVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCK
VSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY
KTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPG

Figure 7 — SEQ ID No. 2

KEACPTGLYTHSGECCKACNLGEGVAQPCGANQTVCEPCLDSVTFSDVVSATEPCKPCTECVGLQSMS
APCVEADDAVCRCAYGYYQDETTGRCEACRVCEAGSGLVFSCQDKONTVCEECPDGTYSDEANHVD

PCLPCTVCEDTERQLRECTRWADAECEEIPGRWITRSTPPEGSDSTAPSTQEPEAPPEQDLIASTVAGVV

TTVMGGGGFEPKSSDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWY

VDGVEVANAKTKPREEQYNSTYRVVSVLTVLHOQDWILNGKEYKCKVSNKALPAPIEKTISKAKGQPREPOVYTL
PPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVES
CSVMHFALHNHYTQKSLSLSPG

Figure 8 — SEQ ID No. 3
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AAGCTTGCCGCCACCATGGAATGGTCCTGGGTGTTCCTGTTCTTCCTGTCCGTGACCACCGGCGTG
CACTCCAAAGAGGCTTGTCCCACCGGCCTGTACACCCACTCTGGCGAGTGTTGCAAGGCCTGTAAC
CTGGGAGAAGGCGTGGCCCAGCCTTGTGGCGCTAATCAGACAGTGTGCGAGCCCTGCCTGGACTC
CGTGACCTTCTCCGATGTGGTGTCCGCCACCGAGCCTTGCAAGCCCTGCACAGAGTGTGTGGGCCT
GCAGTCCATGTCCGCCCCTTGCGTGGAAGCCGACGACGCCGTGTGTAGATGCGCCTACGGCTACTA
CCAGGACGAGACAACCGGCAGATGCGAGGCCTGCAGAGTGTGCGAAGCTGGCTCTGGCCTGGTGT
TCAGTTGTCAAGACAAGCAGAACACCGTGTGCGAGGAATGCCCCGACGGCACCTACTCTGACGAG
GCCAATCACGTGGACCCCTGCCTGCCTTGCACCGTGTGTGAAGATACCGAGCGGCAGCTGCGCGA
GTGCACCAGATGGGCTGATGCCGAGTGCGAAGAGATCCCTGGCCGGTGGATCACCAGATCCACCC
CTCCAGAGGGCTCCGACTCTACCGCTCCCTCTACCCAGGAACCTGAGGCCCCTCCTGAGCAGGACC
TGATCGCTTCTACAGTGGCCGGCGTCGTGACCACAGTGATGGGCGGAGGCGGCGAGCCTAAGTCC
TCCGACAAGACCCACACCTGTCCCCCTTGTCCTGCCCCTGAACTGCTGGGCGGACCTTCCGTGTTTC
TGTTCCCCCCAAAGCCCAAGGACACCCTGATGATCTCCCGGACCCCCGAAGTGACCTGCGTGGTGG
TGGATGTGTCCCACGAGGACCCTGAAGTGAAGTTCAATTGGTACGTGGACGGCGTGGAAGTGCAC
AACGCCAAGACCAAGCCCAGAGAGGAACAGTACAACTCCACCTACCGGGTGGTGTCTGTGCTGAC
CGTGCTGCACCAGGACTGGCTGAACGGCAAAGAGTACAAGTGCAAGGTGTCCAACAAGGCCCTGC
CAGCCCCCATCGAAAAGACCATCTCCAAGGCCAAGGGCCAGCCCCGGGAACCCCAGGTGTACACA
CTGCCCCCTAGCAGGGACGAGCTGACCAAGAACCAGGTGTCCCTGACCTGTCTCGTGAAGGGCTTC
TACCCCTCCGATATCGCCGTGGAATGGGAGTCCAACGGCCAGCCTGAGAACAACTACAAGACCAC
CCCCCCTGTGCTGGACAGCGACGGCTCATTCTITTCTGTACTCCAAGCTGACAGTGGACAAGTCCCG
GTGGCAGCAGGGCAACGTGTTCTCCTGCAGCGTGATGCACGAGGCTCTGCACAACCACTACACCC
AGAAGTCCCTGTCCCTGAGCCCCGGCTGATGAATTC

Figure 9 — SEQ ID No. 4

P75NTR |IASTVAGVVTTVMQSSQPVV RGTTDNLIPVYCSILAAVVVGLVAYIAFKR (SEQ ID 6)

Commercial p75-Fc |IASTVAGVVTTVMQIPKVDKKV—EPKSCDKTHTCPPCPAPELLGGPSVFLF (SEQ ID 7)

p75-Fc |IASTVAGVVTTVMQIPKVDKKV—EPKSCDKTHTCPPCPAPELLGGPSVFLF (SEQ ID 8)
p75-Fc C2228 |IASTVAGVVTTVMQIPKVDKKV—EPKS§DKTHTCPPCPAPELLGGPSVFLF (SEQ ID 9)
p75-Fc G4xl1l |IASTVAGVVTTVMQGGG —————— EPKSSDKTHTCPPCPAPELLGGPSVELFE (SEQ ID 10)
p75-Fc G4Sx1 |IASTVAGVVTTVMQGGGS ————— EPKSSDKTHTCPPCPAPELLGGPSVELE (SEQ ID 11)
p75-Fc G4Sx2 |IASTVAGVVTTVMQGGGSGGGGSEPKS§DKTHTCPPCPAPELLGGPSVFLF (SEQ ID 12)
Lonza IgGlza =  ——————————————— NTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLE (SEQ ID 13)

Figure 10 — SEQ ID Nos. 6 to 13



WO 2016/009222

1
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121
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241
301
361

mgagatgram
gtvcepclds
rceacrvcea
trwadaecee
pvvtrgttdn
lhsdsgisvd

hlagelgyagp

dgprllllll
vtfsdvvsat
gsglvifscqgd
ipgrwitrst
lipvycsila
sgslhdggph
ehidsfthea
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lgvslggake
epckpctecv
kgntvceecp
ppegsdstap
avvvglvayi
tgtasggalk
cpvrallasw

acptglyths
glgsmsapcv
dgtysdeanh
stgepeappe
afkrwnsckqg
gdgglysslp
atgdsatlda

gecckacnlg
eaddavcrca
vdpclpctve
gdliastvag
nkggansrpv
pakreevekl
llaalrrigr
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egvagpcgan
ygyyadettg
edterqglrec
vvttvmgssqg
ngtpppegek
lngsagdtwr
adlveslcse

421 statspv
Figure 11 - SEQ ID NO. 14 Human p7Z5NTR full amino acid sequence

1 mgagatgram
61l gtvcepclds
121 rceacrvcea
181 trwadaecee
241 pvvtrgttdn
Figure 12: SEQ ID NO. 15 Human p75NTR extracellular domain including signal

sequence

dgprllll1l lgvslggake acptglyths gecckacnlg
vtfsdvvsat epckpctecv glgsmsapcv eaddavcrca
gsglvifscgd kgntvceecp dgtysdeanh vdpclpctve
ipgrwitrst ppegsdstap stgepeappe gdliastvag

egvagpcgan
ygyyadettg
edterqglrec
vvttvmgssqg

ke acptglyths gecckacnlg egvagpcgan gtvcepclds vtfsdvvsat epckpctecv
glgsmsapcv eaddavcreca ygyygdettg rceacrvcea gsglvfscqgd kgntvceecp gtysdeanh
vdpeclpctve edterglrec trwadaecee ipgrwitrst ppegsdstap stgepeappe
gdliastvag vvttvmgssqg pvvtrgttdn

Figure 13: SEQ ID NO. 16 Human p75NTR extracellular domain without signal

sequence

CAYGYYQDETTGR
Figure 14 SEQ ID NO. 17 Human p75NTR(NBP) neurotrophin binding domain 1

VCEAGSGLVESCQOD KONTVCEECP GGTYSDEANH VDPCLPCTVCEDTER

Figure 15 SEQ ID NO. 18 Human p75NTR(NBP) neurotrophin binding domain 2

VCEAGSGLVFSCQDK
Figure 16 SEQ ID NO.19 Human pZ5NTR(NBP) neurotrophin binding domain 3

WADAECEEIPGR
Figure 17 SEQ ID NO. 20 Human p75NTR(NBP) neurotrophin binding domain 4

LDSVTSDVVSATEPCK

Figure 18 SEQ ID NO. 21 Human p75NTR(NBP) neurotrophin binding domain 5
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1 mrlavgallv cavlglclav

61 kasyldcira iaaneadavt
121 kkdsgfgmng lrgkkschtg
181 adgtdfpglc glcpgcgest
241 gyellcldnt rkpvdeykdc
301 fglfssphgk dllfkdsahg
361 vkwcalshhe rlkcdewswvn
421 cglvpvlaen ynksdncedt
481 ipmgllynki nhcrfdeffs
541 rclvekgdva fvkhgtvpgn
601 apnhavvtrk dkeacvhkil
661 hdrntyekyl geeyvkavgn
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pdktvrwcav
ldaglvyday
lgrsagwnip
Ingyfgysga
hlagvpshtv
flkvpprmda
svgkiecvsa
peagyfavav
egcapgskkd
tggknpdpwa
rgqghlfgsn
lrkecstssll

Figure 19 SEQ ID NO. 22 Human Transferrin

1 mkwvtfisll flfssaysrg

61 edhvklvnev tefaktcvad
121 ernecflghk ddnpnlprlv
181 fakrykaaft eccgaadkaa
241 arlsqgrfpka efaevsklvt
301 eccekpllek shciaevend
361 rhpdysvvll lrlaktyett
421 glgeykfgna llvrytkkvp
481 1lnglcvlhek tpvsdrvtkc
541 sekergikkg talvelvkhk
601 aasgaalgl

virrdahkse
esaencdksl
rpevdvmcta
cllpkldelr
dltkvhtecc
empadlpsla
lekccaaadp
gvstptlvev
cteslvnrrp
pkatkeglka

Figure 20 SEQ ID NO. 23 Human Albumin

1 ggpsvilfpp kpkdtlmisr tpevtcvvvd

61l ydstyrvvsv ltvlhgdwln
121 eemtkngvsl tclvkgfyps
181 rwgggnvisc svmhealhnh

gkeykckvsn
diavewesng
ytgkslslsp

Figure 21. SEQ ID NO. 24 Human Fc IgG1

1 astkgpsvip lapcsrstse
61l glyslssvvt vtssnfgtgt
121 1fppkpkdtl misrtpevtc
181 vvsvltvvhg dwlngkeykc
241 gvsltclvkg fypsdiavew
301 vfscsvmhea lhnhytgksl

staalgclvk
ytcnvdhkps
vvvdvshedp
kvsnkglpap
esnggpenny
slspgk

Figure 22. SEQ ID NO. 25 Human Fc IgG2

1 cytllllttp swvlsgvtlk
61l alewlahifs ndeksystsl
121 snyvlqyyyy mdvwgkgttv

esgpvlvkpt
ksrltiskdt
tvssastkgp

Figure 23. SEQ ID NO. 26 Human Fc IgG3

seheatkecqgs
lapnnlkpvv
igllycdlpe
fkeclkdgagd
varsmggked
kmylgyeyvt
ettedciaki
vkksasdltw
sslcklcmgs
knlnekdyel
vtdesgnfcl
eactfrrp

vahrfkdlge
htlfgdklct
fhdneetflk
degkassakqg
hgdllecadd
adfveskdvc
hecyakvfde
srnlgkvgsk
cfsalevdet
vmddfaafve

vshedpevkf
kalpapiekt
gpennykttp
gk

dyfpepvtvs
ntkvdktver
evgfnwyvdg
iektisktkg
kttppmldsd

etltltctvs
sksgvvltmt
sviplapcsr
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frdhmksvip
aefygskedp
prkplekava
vafvkhstif
liwellngagqg
airnlregtc
mngeadamsl
dnlkgkksch
glnlcepnnk
lcldgtrkpv
frsetkdllt

enfkalvlia
vatlretyge
kylyeiarrh
rlkcaslqgktf
radlakyice
knyaeakdvt
fkplveepgn
cckhpeakrm
yvpkefnaet
kcckaddket

nwyvdgvevh
iskakggpre
pvldsdgsff

wnsgaltsgv
kccvecppcp
mevhnaktkp
gprepgvytl
gsfflysklt

gfslsnakmg
nmdpvdtaty
stsgg

sdgpsvacvk
gtfyyavavv
nffsgscapc
enlankadrd
ehfgkdkske
peaptdeckp
dggfvyiagk
tavgrtagwn
egyygytgat
eeyanchlar
rddtvclakl

fagylggept
madccakgep
pyfyapellf
geratkawav
ngdsissklk
lgmflyeyar
likgncelfe
pcaedylsvv
ftfhadictl
cfaeegkklv

naktkpreeq

pavytlppsr
lyskltvdks

htfpavlgss
appvagpsvt
reegfnstfr
ppsreemtkn
vdksrwgggn

vswirgppgk
ycariftity
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1
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121
181

Figure 24.

1
6l
121
181

Figure 25.
Half-Life

1
6l
121
181

14/26

apeflggpsv flfppkpkdt lmisrtpevt
preegfnsty rvvsvltvlh gdwlngkeyk
lppsgeemtk nqgvsltclvk gfypsdiave
tvdksrwgeg nviscsvmhe alhnhytgks

SEQ ID NO. 27 Human Fc IgG4

ggpsvilfpp kpkdtlyitr epevtcvvvd
ynstyrvvsv ltvlhgdwln gkeykckvsn
deltkngvsl tclvkgfyps diavewesng
rwgggnvisc svmhealhnh ytgkslsls

cvvvdvsged
ckvsnkglps
wesnggpenn
1slslgk

vshedpevkf
kalpapiekt
gpennykttp

PCT/GB2015/052083

pevginwyvd
siektiskak
ykttppvlds

nwyvdgvevh
iskakggpre
pvldsdgsff

gvevhnaktk

ggprepgvyt
dgsfflyskl

naktkpreeq

pavytlppsr
lyskltvdks

SEQ ID NO. 28 Human Fc Fragment Engineered For Extended Serum

thtcppcpap efeggpsvil fppkpkdtlm isrtpevtcvy

evhnaktkpr eeqynstyrv vsvltvlhgd
prepgvytlp psreemtknqg vsltclvkgf
sfflyskltv dksrwgggnv fscsvmheal

wlngkevykck
ypsdiavewe
hnhytgksls

vvdvshedpe
vsnkalpasi
snggpennyk
lspgk

vkfnwyvdgv
ektiskakgqg
ttppvldsdg

Figure 26. SEQ ID NO. 29 Human Fc Fragment Engineered For Lack Of Effector

Functions

(GGGGSn (n=1to 4)

Figure 27: SEQ ID NO. 30 pZ5NTR(NBP)-Fc linker

(EAAAKn (n=2 to 5)

Figure 28: SEQ ID NO. 31 pZ5NTR(NBP)-Fc linker

GGGGS

Figure 29: SEQ ID NO. 32 pZ5NTR(NBP)-Fc linker
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Tregment Group
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Figure 30
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Figure 31
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Figure 32

Treatment group

Grolup1 GrolupZ Grolup?: Grolup4 Grolups GrolupB Grolup7
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Proportion of weight on treated limb

Proportion of weight on treated limb
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MIA7 -incapacitance d35
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Proportion of weight on treated limb

Proportion of weight on treated limb
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- Day 56
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Figure 35
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Left Knee

Figure 38
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MIAT: cartiiage pathology grade
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Figure 39

MIAT: sub-chondral bone grades
B

Fov
%
=
»

Pathwlogy Grade
4
|
» .
& »
»
- A
*
-

Treatment Groups fmgikgl

Figure 40
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RHAT: stromal cavily grades
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Figure 41

MIAT: cancelicus bone grades
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Figure 43

Figure 44

RHAT: bone marrow hyper-cellularity
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MIAT: osteoblast hyperplasia
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