wO 2008/100596 A3 |00 00 00O OO O

(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) World Intellectual Property Organization
International Bureau

(43) International Publication Date
21 August 2008 (21.08.2008)

(10) International Publication Number

WO 2008/100596 A3

(51) International Patent Classification:

GOIN 33/558 (2006.01) GOIN 33/557 (2006.01)
GOIN 33/561 (2006.01) AGIK 49/00 (2006.01)
GOIN 33/543 (2006.01) CO7H 21/04 (2006.01)

(21) International Application Number:
PCT/US2008/002035

(22) International Filing Date:
15 February 2008 (15.02.2008)

English
English

(25) Filing Language:
(26) Publication Language:

(30) Priority Data:
60/901,721 15 February 2007 (15.02.2007) US

(71) Applicant (for all designated States except US): BURN-
HAM INSTITUTE FOR MEDICAL RESEARCH
[US/US]; 10901 North Torrey Pines Road, La Jolla, CA
92037 (US).

(72) Inventors; and

(75) Inventors/Applicants (for US only): WANG, Rengang
[US/US]; 10901 North Torrey Pines Road, La Jolla, CA
92037 (US). ZHANG, Dongxian [US/US]; 10901 North
Torrey Pines Road, La Jolla, CA 92037 (US).

(74) Agents: DOW, Alan, E. et al.; BioTechnology Law Group,
c/o PortfoliolP, P.O. Box 52050, Minneapolis, MN 55402
US).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,
AOQ, AT, AU, AZ,BA, BB, BG, BH, BR, BW, BY, BZ, CA,
CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE,
EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID,
1L, IN, IS, JP, KE, KG, KM, KN, KP, KR, KZ, LA, LC,
LK, LR, LS, LT, LU, LY, MA, MD, ME, MG, MK, MN,
MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH,
PL, PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, SV,
SY, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN,
ZA, 7M, 7ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM,
ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM),
European (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB,GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MT, NL,
NO, PL, PT, RO, SE, SI, SK, TR), OAPI (BF, BJ, CF, CG,
CIL, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG).

[Continued on next page]

(54) Title: BIOMARKERS OF NEURODEGENERATIVE DISEASE

1 gagctggggg
gagcaagcag
61 ccagaagcag
aatggcctgg
121 gacctaaagg
taactccatg
181 acggtgtcag
tttccagecag
241 cgcctggccce
tctgggtctg
301 ggtcccagceca
gagcatcctg
361 gtgaggaacg
gactgtagac
421 acgcttaaga
gctgagctte
481 gagggaaggc
gccccecagtge
541 acagtgatca
ctaaggccce
601 catccagagc
ggacttttgg
661 gatagcattg
aaaaaaaaaa
721 aaaagctc

FIGURE 1

ggggcagggg

actccttaat
tgaagatgct
aactgaagaa
accaaactgc
gcacagtgat
aaaggggcca
agaaggtgtc
ccatggagga
agcatttgcg
cagtgttggt

gaaatgtaaa

ggggagagtc
tcecaggggac
ggggggtaac
gcagattgcc
agtgctccag
gctagtggta
cagcaacatc
cagcggaaca
caaggagctg
cctgaggggt
tataaaagat

cgaggaaaat

gatccagtct
ctagagctag
gatttcctgg
cagaagattg
gacggtctta
cagaactgca
tatgaggtct
agtcacgaag
ctgggggagt
9999929999

gatggggggg

acctaattag

ctgactgtga
agcctgcage
tgtccgtgac
gtgtgccgge
ccctttcecag
gcgagectct
ttctgacgca
accagttctg
atggcctaaa
accagtgtgce
ggggtatgga

aaaaaatatc

(57) Abstract: The present invention provides biomarkers and diagnostic methods employing such biomarkers based on the dis-
covery of genes that have a two-fold or greater difference in gene expression in the spinal cord of a pre-symptomatic mouse model of
amyotrophic lateral sclerosis. Such biomarkers and diagnostic methods are useful for early detection of neural cell injury and death

in acute and degenerative disease.
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