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‘SEQUENCE LISTING

<11i0> Evotec NeuroSciences GmbH

(23)

<120> Diagnostic and therapeutic use of FORP-13
polynucleotides and polypeptides for neurodegenerative

disea
<130> 03198

<140>
<1l41>

<150> 020189
<151> 2002~

<160> 18
<170> Paten
<210> 1

<211> 320
<212> DHA

s5es

Swo ME/BM

281.1
08-28

tIn Ver. 2

.1

<213> Artificlal Segquence

<220>

<223> Description of Artificizl Sequence: cDiA fragment
of the foap-13 gene

<400> 1

tggttcctgg
asgaggagca
cttaggeotga
ttttggtgtt
gagtcaggoa
acagactatc
zaagaaaatt

<210> 2
<211> 491
<212> PRT
<213> Homo

<400> 2
Met Ala Gly
1.
Leu Leu Glu
Leu Val Phe
35

Pro Asp Ala
50

Ala Gln Asp
65

Asn Asn Fhe

ctocteoeatos
gacagggtte
cectggtotyg
gaaagttcett
accocaaggy
tttggagatg
teteteggga

saplens
Gln Gly D
5
Cys Leu G
20
Val Phe L
Gly Pro I

Glu Arg P

Met Thr P
85

agagtgcage
cotgggecea
gtcteoagaat
cctggagecag
ccatgggage
ttttcaagaa
ataattttat

ey Pro Leun

1y Phe Ala

¥s Asn Glu

cttggctaga
gtctecagece
cacttitecc
atgtcoctaga
cagotygaccet
gggatataag

His Val Ala
10

Gly Val Len
25

Asp Tyr Phe

le Gly Asn Ala Thr Gly

55

he Ser Leu
70

he FPro Thr

Ile Phe Thr
75

Gly Tyr Ile
g0

gaactcacag
agocactgat
atctgtaaaa
aggttttagg
gcttygaccga
ttatttactt

Thr Leu Leu
Phe Gly Trp
30

Lys Asp Leu
45

Gln BAla Asp
60

Leu Gly Ser

Fhe Asp Arg

JP 2005-536224 A 2005.12.2

ctetgggaana
gotggatgac
ttgagatgas
aatagtgaca
aggatttcty
tgggeattta

Thr &ly
15

Pre Ser
Cys Gly
Cys Lys
Phe Mel

80

Phe Lys
95

60
120
8¢
240
* 300
360
330
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C

Thr
Leu
BAla
Lz
145
Leu
Lys
Ile
FPro
Leu
225
His
Glu
‘I‘yr‘
Ile
Thr
305
Ala
Len
Thnr
Leau
Val
385

Ser

Phe

Thr

Tle

Met

130

Gln

Tyr

Leu

Sexr

Arg

210

Cys

Glu

Thr

Ala

Gln

280

Asn

Phe

Leu

Gly

Ala

370

Pro

Arg

Pro

Val
Ile
115
Fro
Ile
Asn
Leu
Val
185
Gly
Pro
Asn
Pro
Pha
275
Leu
Met
Ala
Met
Ser
355
Leu
ile

Ser

Ser

Ala
100

Ala

Met

Gly

Gly

Tyr

180

Cys

His

Gly

Arg

Gly

260

Ser

Trp

Ala

Phe

Asp

340

Ser

Thr

Leu

Phe

Glu

Arg
Phe
Leu
Asn
Ala
165
Glu
Ser
Ile
Asn
Glu
245
Ala
Arg
His
Gly
Thr
325
brg
Thr

Sexr

Pro

Leu
Thr
Thr
Leu
150
Phe
Lys
Thr
Pro
Gly
230
Leu
Gly
Arg
Tyr
Gly
310
Gin
Leu
Leu

Leu

Leu

330

Leu
405

His

Tyxr

Phe

Ile

Ser
Ile
135
Phe
Asp
Gly
Trp
Tyx
215
Thr
Gln
Gin
Phe
Leu
255
Asp
Phea
Lys
Ala
Leu
375
Gln

Gly

Gly

Bla

Ile

. 105

Ala
120
Giy
Gly
Ser
Ile
His
2900
Pro
Thr
Ser
Lys
Ala
280
Phe
Met
Gly
Gln
val
360
Cys
Tyx

Sex

Lys

Gly

Gly

Gln

Ser

Ser

185

val

Leun

Lys

Lys

Gln
265

Trp

ile

Ala

Val

Lys

345

Ala

Leu

Leu

Aszn

(24)

Phe

Ser

Ile

His

Ser

170

Leu

Ala

Pro

Elu

Glu

250

Glu

His

Gly

Axg

Leu

330

Tyr

Lesu

Gly

The

Ala

. 410

Leu

Phe

Fhe
Ala
Leu
Arg
155
ala
Arg
Arg
Pro
Glu
235
Fhe
Leu
Leu
Thr
Val
315
Cys
Gln
Cys
Phe
Phe
385

Ala

Gly

Tyr
val
Ehe
140
Ser
Val
Als
Thr
Asn
220
Lys
Leu
Arg
Val
Leu
300
Ser
Ala
Lys
Ser
Ala
380
Ile

FPhe

Leu

Thx

Lau

125-

Leu
Thr
Phe
Ser
Phe
205
Tyx
Glu
Ser
Ser
Trp
285
Asn
Thz
Pro
Glu
Thx
365
Len
Len

Leu

vVal

Thr

110

Len

Ile

Iile

Leu

Fhe

180

Leu

Ser

Thr

Ala

Phe

270

Leu

Ser

Tyr

Trp

Ala

350

Val

Cys

Gln

Thr

Met

JP 2005-536224 A 2005.12.2

Ala

Phe

Thr

Tle

Ile

175

Ile

Lezu

Tyr

Ala.

Lys
255
Tre
Ser
Len
Thr
Asn
335
Arg
Pro
Ala
Val
Leu

415

Ala

Thr
Leu
Asn
Thr
160
Tle
Phe
Met
Gly
Glu
240
Glu
Ser
Val
Leu
Asn
320
Gly
Lys
Ser
Ser
Ile
400

Ala

Leu

10

20

30



—m —m —m ~—@ ~@ @ ~@ ™~—@ @ @ @ @ @ @ @ @ ™@ o™@ ™@P & & & & /s /s /s /e /e /e /e /e e /e e e

O

Ser Ala Val Val Ser Leu Leu Gln. Phe
435

Gly Ser Leu Gln Asn Asp Pro

450

Ala Ile Leu Leu Thr Phe Phe

465

Brg Thr Trp Lys Glu Ser Pro

<Z10> 3
<211> 2630
<212> DNA

420

440

455

470

485

<213> Artificial Sequence

<220>

Ris Pxo

(25)

425

473

Ser Ala Ile Ala

490

430

445

4560

<223> Description of Artificial Sequence;-cDNA of the
human foap-13 gene

<400> 3

cggacgegtyg
gacggttaag
cLccogggga
aacaaccaga
teaaacgeea
tocactecac
actgggetge
tttgtéttea
ggcaatgeea
accetagggt
ttcaagacea
atagcecttea
attagggggaa
cgttegacea
attattaage
gtctgeagta
tacceoactge
gagaaggaas
zaggaagaga
tteteotegge
ctctteattg
gtcagoacct
aatggeetge
tcetecactt
ctgtgectgg
tteatectge
cttgetitec

gtggtgtetc.

ceattitacg
ctggtatatc

agcccteact

cgtgteceaa
aaataaagac
tgatatcaca
tetecttgea
gtgtgteaac
tgceacgggt

gacggacgocy
ctggggacgy
gotattggga
gagctacggg
ggcttacgge
tteotycteat
tggaatgeot
agaatgaaga
cagggeagge
cetteocatgaa
ceghtggcacy
cectotgeagy
teectgtitet
teatecactet
ttetttatga
cectggeatgt
cceoceaacta
cagcbtgagea
coccagygyge
getttgectyg
gcactcteas
acacaaatge
tcatggaccy
tggeggtyge
gettegoeet
aagtgatcag
cttecagagea
tgctecagtt
tgaatgtgat
gggaatgceg
ttteagecece
zagacttige
acacaaggac
cagactcaza
cttageettyg
tatttcttta
tazattttea

tgggcggacy
tattcagaat
tocagagaat
aazggaagyy
geetgtgatc
ggcgggecag
gggehtitget
ttackttaag
tgactgeaaa
caacttecatyg
ccteatagee
ctecageegtyg
catcaccaac
gtacaatgga
aaaaggcate
agcacgeact
cagetatgye
tgaaaacagyg
agggcagaag
geacotgghg
ctecttgetg
ctttgectte
gcttaaacag
cctetgeteg
ctgitgectea
ccgeteotte
cttitggeaag
ceocatotte
gtteatgett
tacttggaaa
gaggatggtt
ctatececage
gtetgogeag
gruazaggcat
gcagaccett
ggectgtttg
ggtgaagagt

cgtgggctot
tecgagegeag
caccegetga
cttggottge
cgtecoaggag
ggoectgecco
ggegtectet
gatctgtgtyg
goccaggatg
acattcecea
atatttttet
ctgctetteog

ctgoagattyg:

gcatttgact
agectoaggy
ttectectga
ctgtgeacty
gagctacagt
caggaactoo
tggetgtety
accaacatgg
actcagttcg
aagtaccaga
acggtgoctt
gtocecatee
ctectatggya
ctetttggge
accctecatca
gecatichte
gaaagtcacot
ttgttecatct
azaacacaca
caagaazaga
gtggaacttc
gactcecaggg
gctocegaage
gaggttgtca

gggagtgtga
gagetcoget
tggttttteo
cagaggaatt
gacaaaghtygyg
tgcacgtgge
ttggctggee
gaccagatge
agaggttcte
ctggctacat
acacecaccgc
tggecatgee
ggaacctatt
cttectegge
ceteoctteoat
tgeeccoygggg
ggaatggeac
caaaggagtt
gctocttetyg
tgatacaghtt
ccggtyggygga
gagtgctgtg
aggaagcaag
cgctggeceet
tecotcteca
gcaacgogge
tggtgatgge
aaggctecet
tgacattett
ctgcaattge
tccaccacet
cacacacaca
atctcagtty
tttatttcaa
gagatgaccht
ctatatgtgc
tggcoeteage

JP 2005-536224 A 2005.12.2

Pro Ile Phe Thr Leu Ile Lys
Phe Tyr Val Asn Val Met Phe Met Leu

Phe Leu Val Tyr Arg Glu Cys

480

aactgggaga
tctecacety
cocaggectga
ttoccaagtyge
gatttgaaga
cacactgctyg
ttecactagtg
tgggeogatt
actcatettc
ctttgacecgg
cacactcatc
aatgctcace
tggcoaacac
agtetteett
ctteatetet
goacatooca
czcaaaggaa
cctttecageg
gagctacgetk
gtggcactac
catggeacga
tgcceoectgy
azagacaggt
gacatceetg
gtaccteace
cttectcacc
cttgtegget
tcagaatgac
ccaccecttt
atagttcaga
ttgaggacet
cacacacaca
ccaageagat
zacagaagty
gggggaggasa
ctggatecte
tatgcttect

60
120
180
240
300
360
420
480
540
500
660
720
780
840
200
960
1020
1080
114¢
1200
1260
1320
1380
1440
15C0
1560
1820
1680
1740
1800
1860
isze
1980
2040
2100
2180
2220
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ggctctocet caagagtgea gecttggota gagazactcac agetetggge aasagaggay 22890
cagacagggt tcectgggec cagtctcage ccagoccactg atgetggatg accttggect 2340
gaceoctggtc tggtcecteaga atcactttic ccatctgtaa aattgagatg aattttggtg 2400
ttgaaagttc ttoctggage agatgtccta gaaggttita ggaatagtygzs cagagtcagg 2460
ceacoccaag ggceatggga gecagetgac ctgctigace gaaggattte tgacagacta 2520
tetttgggge tgttttcaag aagggatata agttatitac tttgggeatt taazagazaaa 2580
tttetetegg gaataatttt atagaazaat asagettetyg tgtctaagge 2630
<210> 4
<211> 13
<212> DNa
<213> Artificial Sequence
<220> :
<223> Pescription of Artificlal Seqguence: cne-base
anchor coligonucleotide
<400> 4
httttttttt tta 13
<210> &
<211> 13
<Z12> DNA
<213>» Artificial Sequence
<220>
<Z23» Description of Artificilal Sequence: one-base
anchor oligonuclectide
<400> B
httttetttt ttg i3
<210> 6
<211> 13
<Z1Z> DWA
<213> Artificial Seguence
<220>
<Z223> Description of Artificial Sequence: one-base
anchor oligonuclectide
<400> 6
hittttttit tie 13
<210> 7
<211> 23
<212> DNA
<213> Artificial Sequence
<220>
<223> Description of Artificial Sequence: primer Ffor the
foap-13 gene
<4Q0> 7
tcaggtgazyg agtgaggttg tca 23

<210> §
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<211> 20
<212> DNA
<£13> Artificial Seguence

<220>

<223> Description of Artificial Sequence: primer for the

fecap-13 gene

<400> 8
ggctgeacte ttgagggaga

<210> 9

<Z1i1» Z0

<212> DNA

<Z13> Artificial Sequence

<Z20>

<223> Description of Artificial Sequence:

cyclophilin B gens

<400> 9
actgaagcac tacgggcctyg

<210> 10

<211> 19

<212> DNA

<213> Artificial Segquence

<220>

<223> Description of Artificial Sequence:

cyclophilin B gene

<400> 10
agcegttggt gtetttgece

<2L10> 11

<211» 20

<212> DNA

<213> Artificial Sequence

<Z20>

<223> Description of Artificial Segquence:

ribosomal protein S9

<400> 11 '
ggtcaaattt accctggeca

<219> 12

<21l> 22

<212> DNA

<213> Artificial Sequence

<Z20>

<223> Description of Artificial Seguence:

ribosomal preotein 59

<400> 12
tcteatcaag cgtcageoagt to

27)

primer for the

primer for the

primer for the

priner for the

JP 2005-536224 A 2005.12.2
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<210> 13

<211> 19

<212> DNA

<213> Artificial Sequence

<2z20> :
<223> Description of Artificial Sequence: primer for the
beta-actin gene

<400> 13
tygaacggty aaggtgaca

<210> 14

<Z11> 19

<213> DNA

<213> Artificizl Sequence

<2240>
<223> Description of Artificial Sequence: primer for the
beta-actin gene

<400> 14
ggcaagggac ttoctgtaa

<210> 15

<211> 20

<212> DNB

<213> Artificial Sequence

<220> .
<223> Description of Artificial Sequence: primer for the
GAFDH gene

<400> 15
cgtcatgggt ghygmacecatg -

<210> 16
<z2ll> 21
<212> DNA
<213> Artificial Sequence

<220> :
<223> Description of Artificial Sequence: primer for the
GAPDH gene

<£0Q0> 16
gotaagoagh tggtgghgea g

<210> 17

<211> 21

<212> DNA

<213> Artificial Sequence

220> ’
<223> Descripticn of Artificial Sequence: primer for the
transferrin receptor {TRR)

<400> 17
gtogetggte agtiogtgat t

<210> 18

<211> 23

<212> DNA

<213> Artificial Sequence

220> :
<223> Description of Artificial Seguence: primer for the
transferrin receptor (TRR)

<400> 18
agcagttggec tgttgtacct ctec

JP 2005-536224 A 2005.12.2
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e N H4 BRINES 1
=3
I <
14 +
= £&:390 bp
HIY
™
- 1 TGGTTICTCG CTCTCICTCA AGAGTGCAGC CTTGGCTAGA GAACTCACAG
IQ. 51 CTCTGGCAAA AAGAGGAGCA CGACAGGGTTC CCTGCCCCCA GTCTCAGCCC
g 101 AGCCACTGAT GCIGCATGAC CTTGGCCTGA CCCIGETCTG GTCTCAGAAT
"r, 151 CACTTTTCCC ATCTGTAAAA TTGAGATGAA TTTTGGTGTT GAAAGTTCTT
B 201 CCTGGAGCAG ATCTCCTAGA AGGTTTTAGG AATAGIC GARGTCAGGCC
{Hi 251 ACCCCAAGGG CCATGGGAGC CACCTGACCT GCTTGACCGA AGGATTTCTG
?‘5‘ 301 ACAGACTATC TTTGGGGATG TTTTCAAGAA GGGATATAAG TTATTTACTT
> 351 TGGGCATTTA AAAGAAAATT TCTCTCGGGA ATAATTTTAT
.1.6
U
“
R ;
14
om
o 8
[ ‘
(] ‘
v}
|
< * B M ¥ B
K6:ERFOAP-13 cDNAD#M2213—2602&
E5IES1DEFI

(GenBank Z§%%S AB028927)

1 CTTCCTGGCTCTCCCTCAAGAGTGCAGCCTTGGCTAGAGAACTCACAG 50

\.\1: PECCECVRECELEEEE PR R L LR L LR T AL
TG

2213 CTTCCTGGCTCTCCCTCAAGAGTGCAGCCTTSGCTAGAGAACTCACAG 2262

HAIEE 5
BLHIES 1

51 CTCTGGCGAAAAAGACGAGCAGACAGGCTTCCCTEGGCCCAGTCTCAGCCC 100

CELLEECAT T L T

2263 CTCTGGGARRAAGAGCGASCAGACAGCCTTCCCTGGGCCCAGTCTCAGCCC 2312

101 AGCCACTGATGCTGGATGACCTTECECCTGACCCTGETCTGGTCTCAGAAT 150

FELPEEER L PR LT LT

2313 AGCCACTGATGCTGGATGACCTTGGCCTGACCCTGGTCTGGTCTCAGRAT 2362

151 CAC TCCCATCTGTAARATTGAGATCAAT TTTGGTATTGAAAGTTCTT 200

PELL LT T PE VLR TR T T

2363 CACTTITTCCCATCTGTAARATTGAGATGAATTTTGGTGTTGARAGTICTT 2412

201 CCTGGAGCAGATGTCCTAGAAGETTTTAGGAATAGTGACAGAGTCAGGCC 250

PECUTELEPEEC PR A L AL

2413 CCTGCGAGCAGATGTCCTAGAAGGTTTTAGGAATAGTCACAGAGTCAGGCC 2462

251 ACCCCAAGGGCCATEGGAGCCAGCTGACCTGCITGACCGAAGGATTTCTG 300

PECEEEE e b L R T LT ELLT T

2463 ACCCCAAGGGCCATGGGAGCCAGCTGACCTGCTTGACTGAAGGATTTCTG 2512

301 ACAGACTATCTTTGGGGATGTTTTCAAGARAGGGATATAAGTTATTTACTT 350

FELLREE LT T LT PR LT

25123 ACAGACTATCTTTGGGGATGTTTTICAAGAAGGGATATAARCTTATTTACTT 2562

(GenBank &}%&% AB028927)

351 TGGGCATTTAARAGAARATTTCTCICCGGCGAATAALT

FEVCLPLLTEEEEE PR FELLEEE I ]

2563 TGGGCATTTAAAAGAAAATTTCTCTCGGGRATAATTTTAT 2602
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oad

7. ERINES 2;
ENFOAP-1342 OB DT /EEEHI

gooad

X8 E5ES 3
ERFOAP-13 cDNAD XZL A FREEFI

R& 1 2630bp

EX: 491 73R CGGACGCETG GGCEEACGEG TGEGCACA! GGCAGTGTCR
AACT3EGGAGA GACGGTTAAG CTGGGE, TATTCAG: TCGAGCGCAG
GAGCTCCGCT TCTCCACCTG CTCCCGGGGA GCTATTGIGA TCCAGAGAAT

CACCCGCTCGA TCGTTTTTCC CCAGGCOTEA AACBATCRCA CAGCTACGGS
205 ARAGGAAGGS CITGICTTGC CAGAGGAATT TTCCAAGTGC TCARACGCCA

- MAGQGLZLHV ATLLTGLLEC LGFAGVLFGW PSLVFVFPKNE DYFKDLCGPD

25. GGCTTACGOC GCCTIIGATC CGTCCAGGAG GACARAGICG GATTTGAACE
331 TCCACTCCAC TTCTECTCAT GGCCGGCCAG GECCTGCCICC TGCACGTGE!
51 AGPIGNATGQ ADCKAQDERF SLIFTLGSFM NNFMTFPTGY IFDRFKTTVA 351 CACACTGOTS ACTGEGCTGC TGGAATGOCT p—
231 TTGGITGSECC TTCACTAGTG TTTGTICTTCA 2 TLALT AAG
101 RLIAIFFYTT ATLIIAFTSA GSAVLLFLAM PMLTIGGILF LITNLQIGNL 451 GATCTSTETG TGGECCEA caceecasec
531 TCGACTGCARR AGBGGTTCIC “CCTGCCCT
151 FGQHRSTIIT LYNGAFDSSS AVFLIIKLLY EKGISLRASF IFISVCSTWH bl SO Dyt
CACACTCATC CCTCTGCAGGE CTGCTCTTCC
201 VARTFLLMPR GHIPYPLPPN YSYGLCPGNG TTKEEKETAZ HENRELOSKE TGGCCATSCT ATTGGCOGAR TCCTGTTICT CATCACCRAC
CTGCAZATTC GG TGGCCAACAC CGTTCCEACCA TCATCACTCT
251 FLSAKEETPG AGQKQELRSF WSYAFSRRFA WELVWLSVIQ LWHYLFIGTL 311 GTACAATGE CTTCCTCGGC AGTCTTCCST ATTATTAAGC
331 TTCTTITATG. AGCCTCACCC CCTCCTTCAT
301 NSLLTNMAGG DMARVSTYTN AFAFTQFGVI CAPWNGLLMD RLKQKYQXEA 231 SEfTi}i:~A ggg?zgg?gi -m“;;fg‘\f ég;ggééﬁT;
1001 GG SCAC GMNGANGGAAR TGARRACARGS
351 RKTGSSTLAV ALCSTVPSLA LTSLLCLGFA LCASVPILPL QYLTFILQVI 1051 GAGCIACAG C CCTTTCAGEE ceceazaace
1191 AGGGCAGAAG GCTCCTTCTG TTCTCTCGGC
401 SRSFLYGSNA AFLTLAFPSE HFGKLFGLVM ALEAVVSLLQ FPIFTLIKGS 1151 < TGGCTSICTG GIGECACTAC
1201 CUCl vy GCAITCTCAA CLCCLTGCTE CCBETEGEGA
451 LONDPFYVNV MFMLAILLTF FHPFLVYREC RTWKESPSAI A P S s
1351 AAGTACCRGA AAAGACAGGT TGECEETGGC
1401 CCTCTECTCH COCTCACCCT SACATCICTE CTGTSCCTGS
1451 CGCTTCECCCT GTCCCCATCC TCCCTCTCCA CTACCTCACC
1501 TTCATCITGC CCGCTCCTTC CTCTATGCGGA CGCAALGCEGC
1551  CTTCCTCACC CTTCAGAGCA CTTTGGCAAG CTCTLTCEGC
1601 TCGTCATGEGC TGGTGTCT TECTCCAGTT CCCCATCTTC
1651 ACCCTCATCA RAGGCTCCCT TCAGAATCAC CCATTTTACG TGAATGTGAT
1701 GTTCATESCTT GCCATTCTTC TGACATTCTT CCACCCITTT CTGETATATC
1751 GGGAATZCCG TACTTGGAAA GAAAGTCCCT CTGCAATTGC ATASTTCAGA
1801 AGCCCTCACT TTTCAGCCCC GAGGATGGTT TTGTTCAICT
TTGAGGACCY CCCAA ARGACTINGC CIATCCCAG
CACACTAL C. A T GAC ACACAAGGAC
CAAGAAAAGA ATCTCAGTTG CCAAGCACGAT TGATATCACA CAGATTCAAA
GCAAAGGECAT GTGGAACTTC TTTATTTCAA AACAGAAGTG TCTICTTGCA
CTTAGUCYTE GCAGACCCTT CACTCCAGGG GAGATGACCT COCGZAGGAA
GTGTGTCAAC TATTTCTTTA GGCCTGTTTC CCTCCGAAGC
CTGGATICTC TGCCACGGEGT TAAATTTTCA GUITCAAGAGT
TGGCCTCAGL TATGCTTCCT GECICTCCCT CAAGAGIGCA GCUTTCGCTA
GAGARCTCAC AGCTOTGGGA AAADGAGGAG CAGACAGGGT
CAGTCTCAGS CCAGCCACTG ATGCLGGALG ACCTTGGCCT
GGTCTCAGA ATCACTTTIC CCATCTGTAA AATTGAGATG
TTGARAGTTC TTCCTGGAGC AGATGTCCTA GARGGTTTTA
CAGH CCACTOCAAG CGCCATGGGA CCCACCTCAC
GAAGGA! TUITSGGEA TGTIITCAAG
AGTTATTTAC TTTGGGCATT TAAAAGRARA TTTCTCTCGG GAATAATTST
ATAGAAARAT AARGCTTCTG TCTCTAAGGC
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see FURTHER INFORMATION sheet PCT/ISA/Z210

3. D Claims Nos.:

because they are dependent ckims and are not drafied in accordance with the second and third sentences of Rule 6.4(z).

Box i Ohservations where unity of invention is lacking (Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see additional sheet

1. El As all required edditional search fees were timely paid by the applicant, this International Search Report covers all
searchable claims.
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3. D As pnly some of the required asdditional search fees were timely paid by the applicant, this International Search Report
covers only thase claims for which fees were peid, specifically claims Nos.:

4. E No requlired addifional search faes wers limely paid by 1he applicant. Goneequently, this Intermational Ssarch Report is
resirioted 10 the invention first mentioned in the claims; it is covered by claims Nos.:

1-8, 18-13 (a1l campletely}

Remark on Protest D The additional search fees were accompanied by the applicant's protest.

D Mo protest accompanied the payment of eddiiionel szarch fees.

Form PCTHSA/210 (continuation of first sheet (1)) (uly 1998) page 1 of 2
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International Application No. PCT/ EP 93/ 09437

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

Continuation of Box I.1

Claims Nos.: 7,8

Rule 39.1(iv}) PCT - Method for treatment of the human or animal body by
therapy

Continuation of Box I.2

Claims Hos.: 4

Present ciaim 4 relates to a product defined by reference to a desirable
characteristic or property., namely being a modulator of an activity or a
Tevel of at Teast one substance selected from the group listed in claim
4 under (i)-(iv}. The claim covers all products having this
characteristic or property, whereas the application does not provide any
support within the meaning of Article & PCT and/or disclosure within the
meaning of Article 5 PCT for such products. In the present case, the
claim so lacks support, and the application so lTacks disclosure, that a
meaningful search over the whole of the claimed scope is impossibie,
Independent of the above reasoming, the claim also lacks clarity
(Article 6 PCT). An attempt is made to define the product by reference
to a result to be achieved. Again, this lack of clarity in the present
case is such as to render & meaningful search impossibhle. Conseguentiy,
no search has heen carried out for claim 4.

The applicant's attention is drawn to the fact that claims relating te
inventions in respect of which no international search report has been
established need not be the subject of an internaticnal preliminary
examination (Rule 66.1(e} PCT}. The applicant is advised that the EPD
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
clajms are amended following receipt of the search report or during any
Chapter 11 procedure. I the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Bujdeline C-VI, 8.5},
should the problems which led to the Article 17(2} declaration be
overcome.
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International Applicstion No. PCT/ EP 83/ 8%437

FURTHER NFORMATION CONTINUED FROM  PCT/SA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

L. claims: 1-8,10-13 (all completely)

Methods of diagnosing or prognosticating a neurodegenerative
disease comprising determining the level and/or activity of
a transcription/translation product of the foap-13 gene in a
sample; a kit for diagnosing or prognosticating a
neurodegenerative disease comprising at least one reagent
that selectively detects a transcription/translation product
of the foap-13 gere; a recombinant non-human animal
comprising a non-native gene sequence coding for foap-13; an
assay for screening for a modulator of a neurcdegenerative
disease using the foap-13 gene or a transcription/
transtation product of the foap-13 gene; a protein molecule
being a translation product of the foap-13 gene; an antihody
specifically immunoreactive with such a transiation product;
use of an antibody specifically immunoreactive with an
immunogen, wherein said immunogen is a translation product
of the foap-13 gene, for detecting the pathelogical state of
a cell in a sample from a subject.

2. claim: 9 {al1 completely)

An assay for testing a compound, preferalkly for screening a
plurality of compounds to determine the degree of binding of
said compounds to foap-13 protein.
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