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Human TPP1 amino acid seauence {8EQ 1D NOLS),

MGLOACLLGLFALILSGRKCSYSPEPDORRTLPPGWVYSLGRADPEEELSLTFALRQONVER
LSELVQAVSDPSSPOYCGKYLTLENVADLVRPSPLTLHTVOKWLLAAGAQRCHSVITOQDE
LTCWLSIRQAELLLPGAEFHHYVGGPTETHVVRSPHPYQLPOALAPHVDFVGGLHENFPPT
SSLRQRPEPQVTIGTVGLHLGVTPSVIRKRYNLTSQDVGSGTSNNSQACAQFLEQYFHDSD
LAQFMRLFGONFAHQASVARVVGOQOGRORAGIEASLDVOYLMSAGANISTWVYSSPGR
HEGQEPFLOQWLMLLSNESALPHVHTVSYGDDEDSLSSAYIQRVNTELMKAAARGLTLLF
ASGDSGAGUWSVSGRHQEFRPTEPASSPYVTTVOGGTSFQEPFLITNEIVDYISGGGESNVER
RESYQEEAVTREFLSSSPHLPPSSYFNASGRAYPDVAALSDGY WVVSNRVPIPWVSGTSAD
TPVFGGILSLINEHRILSGRPPLOGFLNPRLYQOQHGAGLFDVTRGCHESCLDEEVEGQGFCS
GPOWDPYTOGWGTPNFPALLKTLLNP

{(SEQ I NO:S)

F1G.3
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Human TPPL nudeic acid sequence (SEQ 1D NO:6)

1 CECERABEER cagaatggga cteeaagoct geotectRgg gotetttgec createectet
61 ctpgeaaaty cagiiacage eggagoneg accageggag gacgeigece ceaggltgegs
121 tgtecetgeg cegigeggac colgaggasg agetgagtet caceiiigee clgagacage

181 agaatgigga aagacicteg gagciggtee aggctgtsgte ggateccage tetoctcaat

241 acggaanata cotgaccela gagaatglag crgatctggt gaggcratee geactgacee
301 tccacacggt graraaalgy ctettggeag ceggagoeca gaagigeoat tetgtgatea
361 cacaggactt teigactige tgacigages fecgacaage agageigelg cteectgege
421 cigagittea teactalgty gpagpaccta cgpaaaceea tatigtasgg teoccacate

481  cctaccaget foeacaggee tiggeereee atgiggactt tgtgEggsea ctgeaccaty

541 tlcececaac ateateeoty aggoaacgte ctgageegea ERtEacagRe actgtaggee
501 tgratitgeg ggtaacoece tetgtgatern gtaagegata caactiganc feacangacg
661  IZQECICigE cactagoaal aacagresag celgtgenca gtleciggag cagtatttcs

721 atgactcaga cotggoteag tieatgegee tetteggtes caactitged catcaggeat
781 cagtagereg tgtgetigea CRBCILEGLT SEEBCLRESS cgggatigag gecagtotag
841  atgigcagta cotgatgagt grtggtgeca acatctocae clgggictac sgtageoctg
801 geoggeatga gEgaraggag coettecige agiggcteat gctgcteagt aatgaglcag
961 cectgocscs tgtgeatact gtgagetatg gagatpatga gractocete ageagegoet
1021 acateeageg grtcaacact gagctcatga aggctgctan teggggtelc accetgetet

1081 togecteagg tgacagtese geegestatt gEtetgtote tggaagacac capticeglr

1141 ctacettece tRecicrage coctatgica cacagligar aggracatec ticcaggaac
1201 ctitecteat cacadatgaa attgttgact atatcagige teatggotic agoaatgigt
1261 teccacggoe tteataceag gaggaagoly taacgaagtt cetgagetet SECELCCACE

1321 tgecaccatc cagliactic aatgrcagte gregtgecia gccagatelg grtgoacttt
1381 ctgatggcta ctgepigate agoaacagag fgoccatice atggetgtee gpaaccieeg
1441 cetotacter agtptiigeg gegatoctat ceiigatcaa tgagcacagg atecttagly
1501 geegeeeeoc tetiggetty ctcaaccoaa gectctaces geageatges graggactet

1561  tigatgtasc ceptggctee catgagioct gtctegates agapgtagag  EEecagEstt

FIG4A
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tetgetetge
tgcigaagac
costgaaget
actattgact
setoccaace
cantaagalg
tttcaatca
treatteece
gacatecaga
atcatagiiy
ctigtitter
tiigtagatt
tacaaccatt
tgtaagatge
cregtitet
tettticace
tttaastata
ancttatceca
agaagtgice
atcaggocac
ceageceoca
trttectoct
ccttacoatc
agaagteace

tgaaanater

gagogagact

tectggetes
tctacicaae
ggcagttcag
getgeagaca
ctaceatgel
cigtaactag
gecttttcea
aattoactge
aacaatggee
ceeacteeet
teicteatea
Hitgetette
aceatetoag
gtgatactca
ctiggtanat
ceaccticaa
tetttatcag
ctiatatece
tracticety
tiggatgasa
atcatagete
cootocecaa
ccigatacaa
ttetttegty

tagatitter

gegtcaagta

gatcctgtaa caggeigers
cecigacect ttectateag
teectatic tgoecigiig
gettatotce ctaacceiga
geateatact CagRIctece
catitittga atgeeteice
aagegtigta tacagactet
agggagacct ctactgiead
tecagtgeat acttcicast
cteettactt agettecagy
attictgott cttcatggaa
teagtttact cattgioeee
taaataagac ttctatees
acatticate glecacctic
gatgetatge ttttccaac
teaacaagic creaatcaac
tceacaagic citccaatia
cactgctact accttagitt
fcaatoenca agteatetie
aceeticaag galtacigga
acaaacette cttgotattt
accecaagga actoteacic
ctpocagptl aatticcaga
aatgiittga ttecctgags
ARICAIJALC igtttgaste
agcttatete cotgaggrlg
FIG.4B
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IRCACCCIRC tteceagett
gagagatgee ttiptececty
£IACOCtEe tgaaccoica
aatgeigtga gettgacttyg
tactectgec tagaticer
ctecgeatet catctitelc
gigeactatl teactigata
cgtttactet ttectaccet
ctitgettta tggectttce
tettaactic tetgactact
tgctgacctt catigeicea
tggaacaaat cactgacate
ataatgattg ataccicasa
cegacoeras acaattceat
caagoeagas acctgigica
aagtcetact pactgcacat
Lattioceaa glatatetag
agggetatat tetettgaaa
ragagtasaa tgcaaatone
Tagaattcag getttecect
gicttaagt agaaaatcst
ttgetcaage tgtteegtes
attctigcaa gactcagitc
ctactttait ttgetatgec
tggtictga tatggaciag
titectegte tgitaagigt
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3181 gaatatcast acctgcetit cataatcace agggaataaa giggaataat gtigataaca
3241 gtmcttggea cetggaagta ggtggcagat SITBaCECHT tectecett ECactgegce
3301 cocigtgeet acctctagea tigtaacgac cacatagtat tgaasiggen agtitactig
3361  teigecttee iccargac cgttgetgee tagaggacta gaatcgigte ctatttaact
3421 ugtgticee aggtcctage fcaggagtie graastasga attaastgic tectacaccs

3481 asacaas

(SEQ 1D NO:B)

F1G.4C

14/29



WO 2017/070678 PCT/US2016/058484

oy

[

g SRR A
Pen | ;;33 b h;
W Ry et

7
as
il
7
.
5

FIG.5

Macaca mulatta (Rbesus macague) TPP1 amino acid sequence (SEQ 1D NO

T G
BRECES el b

M = P

15/29



WO 2017/070678

83

id sequence (SEQ 1D NO

IBING AC

o)

R

tacaca fascicularis (Crab-eating macague) {Cvoomolgus monkev) TPPL

=
i‘\\

Litut

LEL

A

L
P4l

?“\
T
A3

yided b

&
o

e

5

16/29

FIG.6

PCT/US2016/058484



WO 2017/070678

o0

fas

s SRRERERERY
R

AN

&

o
Ao

Nannsas

o AT R R R
b

NEE RN R R e R SR
fddias

=

et

TR Y

1

Zmy//j«/w

145

Vo

]
* 8
Ny

hs

.

=N
™

N 4 4
y/MM,//mm,/mﬁw/»’/m»ﬂwwﬁz‘mj”m

17/29

days prstiniest

1%

1]

$

L

L.

i

.
Frovponnrsl
i

PCT/US2016/058484

D R R R R R R AR

SRR S
PR R RRIRR R KRR R

TR

.
el o iy

B ESES

it 1

T

%«\\\\«\\\\\w«i&

S
TENENER

Py
RS

%
el

3
§

/5

FIGS. 7A-TF



WO 2017/070678

A

anireated A&V CETEM

manae e

o

A

Reee

R

R

Rt Y
¥

-

Py rronithns ol

o

e 8

. ——

T

$ N -
¥ PR H—"
R S

«\\\‘i\\\w-

A oty ol

antrested AAWsETE™

18/29

Ry

e

4

&

o Lot o)

%
%
2

7

A Drvvorithy oded)

P Drevonihy o

2.

PCT/US2016/058484

B S
ESSR N

15,

3

prpillary Hght

. -
¥

3
ARRNNRRRRURRRRRRRNNNNN

#.

ERTSONN

propl

Ry
IR
it

&4
&

andreated A&V caTRM

ST rEspoTEe

ANNNNNRNNANNS
.\\\im\\
RS \\\&\\
s R
s

P

W

R & B R N g
unbreated AV QaTRMY

{

FIGS. 8A-8G



WO 2017/070678 PCT/US2016/058484

i
3

e SAV TP
e Untirested

ol
v
¥

#

#

#

Incorrect choicles
prior to reaching criterion

F1G.9

19/29



WO 2017/070678

PCT/US2016/058484

genclype  mycoph.

3 NG
45 - —
4
53.3'
g ..
:2.5’
C:L‘ n
=0
<>
5 15 -
'E-
05
¢

Ependyma

FIG. 10A

20/29
SUBSTITUTE SHEET (RULE 26)

HoF

i
af=

!
-f-

g

33d
4



WO 2017/070678 PCT/US2016/058484

Spi

Cerebelium

FIG. 10B

Medulla

Thalamus

audate

o
V]

H
o~ L o0 D b~ N L)
—_—

wiejosd B / | 441 owd

21/29
SUBSTITUTE SHEET (RULE 26)



WO 2017/070678 PCT/US2016/058484

FIG. 11A
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FIG. 11B
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