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Differential expression of ABCA1 as determined by
RT- PCR analysis
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5 ABCA1RT-PCRTS A <7—® 6 BLHIES 1: &£ FABCA1 D7 3/ BEELS

ABCA 1 ¢ DNA ]
(GenBankZ£%& S : AF275948) & MEJ| £ 261 T2/ B

1 MACKPQLRLL LWKNLTFRRR QTCQLLLEVA WPLFIFLILI SVRLSYPPYE
51 QHECHFPNXA MPSAGTLPWV QGIICNANNP CFRYPTFGEA PGVVGNENKS
101 IVARLFSDAR RLLLYSQKDT SMKDMRKVLR TLQOIKKSSS NLKLODFLVD
151 NETFSGFLYH NLSLPKSTVD KMLRADVILE KVFLQGYQLH LTSLCNGSKS
1 TGTTGCATCCCCCTTAGRATGT 22 201 EEMIQLGDQE VSELCGLPRE KLAAAERVLR SNMDILKPIL RTLNSTSPFP
AR RN RN RN 251 SKELAEATKY LLHSLGTLAQ SLPSMRSWSD MRQEVMPLTN VNSSSSSTOT

10031 TETTGCCATCCCCCTTAGAATET 10052 301 YQAVSRIVCG EPEGGGLXIK SLNWYEDNNY KALFGGNGTE EDAETFYDNS
351 TTPYCNDLMK NLESSPTSRI IWKATKPTTV GKILYTPDTP ATRQVMARVN

401 KTFQELAVFH DLEGMWEELS PXTWTFMENS QSMDLVRMLI DSRDNDHFWE

451 QOLDGLOWTA QUIVAFLAKH PEDVQSSNGE VYTWREAFNE TNQAIRTISR

501 FMECVNLNKL EPTATEVWLI NKSMELLDER KFWAGIVFIG ITPGSIELPH

551 HVKYKIRMDI DNVERTNKIK DGYWDPGPRA DPFEDMRYVW GGFAYLQDVY

601 EQAITRVLTG TEKKTGVYMQ OMPYPCYVDD TFLRVMSRSM PLEMTLAWIY

21 CTTTGITCATCATTGGCCCTC 1 651 SVAVIIKGIV YEKEARLKET MRIMGLDNSI LWFSWFISSL IPLLVSAGLL
‘ | [ [ ] I | | l | | | | | 1 | ] I | [ | 701 VVILKLGNLL PYSDPSVVFV FLSVFAVVTI LQCFLISTLF SRANLAAACG
10124 CTTTGTTCATCATTGGCCCTC 10144 751 GIIYFTLYLP YVLCVAWQDY VGFTLKIFAS LLSPVAFGFQ CEYFALFEEQ

801 GIGVQWDNLE ESPVEEDGFN LTTSVSMMLF DTFLYGVMIW YIEAVFPGQY
851 GIPRPWYFPC TKSYWFGEES DEKSHPGSNQ XRISEICMEE EPTHLKLGVS
901 IQNLVKVYRD GMKVAVDGLA LNFYEGQITS FLGENGAGKT TTMSILTGLF
951 PPTSGTAYIL GKDIRSEMST IRQNLGVCPQ HNVLFDMLTV EEHIWFYARL
1001 KGLSEKHVKA EMEQMALDVC LPSSKLKSKT SQLSCGMQRK LSVALAFVGE
1051 SKVVILDEPT AGVDPYSRRG IWELLLKYRQ GRTIILSTHH MDEADVLGDR
1101 TIAIISHGKLC CVGSSLFLKN QLGTGYYLTL VKKDVESSLS SCRNSSSTVS
1151 YLKXEDSVSQ SSSDAGLGSD HESDTLTIDV SAISNLIRKH VSEARLVEDI
1201 GEELTYVLPY EAAKEGAFVE LFHEIDDRLS DLGISSYGIS ETITLEZEIFLK
1251 VAEESGVDAE TSDGTLPARR NRRAFGDKQS CLRPFTEDDA ADPNDSDIDP
1301 ESRETDLLSG MDGKGSYQVK GWKLTQQQFV ALLWKRLLIA RRSRKGFFAQ
1351 IVIPAVFVCI ALVFSLIVPP FGXYPSLELQ PWMYNEQYTF VSNDAPEDTG
1401 TLELLNALTK DPGFGTRCME GNPIPDTPCY AGEEEWITAP VPQTIMDLFQ
1451 NGNWTMQONPS PACQCSSDKI KKMLPVCPPG AGGLPPPQRK QONTADILIQDL
1501 TGRNISDYLV KTYVQIIAKS LINKIWVNEF RYGGFSLGVS NTQALPPSQE
1551 VNDATKQMKK HLKXLAKDSSA DRFLNSLGRF MTGLDTRNNV KVWFNNKGWH
1601 AISSFLNVIN NAILRANLQK GENPSHYGIT AFNHPLNLTK QQLSEVAPMT
1651 TSVDVLVSIC VIFAMSrVPA SFVVFLIQER VSKAKHLOFI SGVKPVIYWL
1701 SKFVWDMCNY VVPATLVIII FICFQQKSYV SSTNLPVLAL LLLLYGWSIT
1751 PLMYPASFVF KIPSTAYVVL TSVNLFIGIN GSVATFVLEL FTDNXLNNIN
1801 DILKSVFLIF FHFCLGRGLLI DMVKNQAMAD ALERFGENRF VSPLSWDLVG
1851 RNLFAMAVEG VVFFLITVLI QYRFFIRPRP VNARLSPLND EDEDVRRERQ
1901 RILDGGGEQND ILEIKELTKI YRRKRKPAVD RICVGIPPGE CFGLLGVNGA
1951 GKSSTFKMLT GDTTVTRGDA FLNKNSILSN IKEVHQNMGY CPQFDAITEL
2001 LTGREEVEFF ALLRCVPEKE VGKVGEWAIR KLGLVKYGEK YAGNYSGGNK
2051 RKLSTAMALI GGPPVVFLDE PTTGMDPKAR RFLWNCALSV VAEGRSVVLT
2101 SHSMEECEAL CTRMAIMVNG RFRCLGSVQH LKNRFGDGYT IVVRIAGSNP
2151 DLKPVQDFFG LAFPGSVPKE KERNMLOYQL PSSLSSLARI FSILSQSKKR
22061 LHIEDYSVSQ TTLDQVFVNF AKDQSDDDHL KDLSLHKNQT VVDVAVLTISF
2251 LODEKVKESY V
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21 September 2000 (2000-09-21)
page 46 - page 51: claim 34

X US 2002 037843 Al (LAM FRED CHIU-LAI ET 1-8,

AL) 28 March 2002 {2002-03-28) 11-15,20
paragraph [9012} - paragraph [0019]

paragraph [0042

paragraph [0095] - paragraph [0100]
claim 8; example 1

X US 6 225 525 Bl (LEUNG WAI-PING ET AL) 8,11
1 May 2001 (2001-05-01)
abstract; figure 1
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vol. 108, no. 2, July 2081 (2001-07),
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vol. 76, no. 4, February 2001 (2001-02),
pages 1121-1128, XP0R2212665

15SN: 0022-3042
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C.(Continuation) DOCUMENTS CONSIDERED TQ BE RELEVANT

Category ©

Gitaton of document. with ind cation, where apprepriate, of the refevant passages

Relevant 1o claim No.

T

P,X

P,X

|
|

i

WOLLMER M AXEL ET AL: "ABCAl modulates
CSF cholesterol Tevels and influences the
age at onset of Alzheimer's disease.”
NEUROBIOLOGY OF AGING. UNITED STATES 2003
MAY-JUN,

vol. 24, no. 3, May 2003 (2003-05), pages
421-426, XPB02237201

ISSN: 0197-4580

the whole document

W0 02 D57496 A (FEDEROFF HOWARD J
;ZLOKOVIC BERISLAV v (US); SOCRATECH L L C
{(US);) 25 July 2082 (2002-07-25)

claim 1

W0 B2 101392 A (UNIV BRITISH COLUMBIA
sWELLINGTON CHERYL L (CA); BROOKS-WILSON
ANG) 19 December 2002 (2002-12-19)

claims 1-115

1-8,
11-15,20

1-8,
11-15,20

Farm FCTISA/21D {enatinualian of secand shast) {July 1952)
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Internaticnal applicalion Ne.

INTERNATIONAL SEARCH REPORT PCT/EP 03/04058

Box| Observations where certain claims were found unsearchable {Continuation of item 1 of first sheaet)

This nternational Search Report has not been established in respect of cerlain claims under Articte 17{2)(a) for the following reasons:

1, L)( I Claims Nos.: 9
" because they relale to subject matter not required to be searched by this Authority, namely:
Although claim 9 is directed to a method of treatment of the human/animal
body, the search has been carried ocut and based on the alleged effects of the
compound /compasition.

2. m Claims Nos - la

T because they relate to parts of the International Application that do not comply with the prescribed requirements to such
an extent that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/I1SA/210

3. ( ‘ Claims Nos.: :
kecause they are dependent claims and are not drafled in accordance with the second and thirg sentences of Rula 6.4(a).

Box Il Observatlons where unity of invention is lacking (Continuation of item 2 of first sheet)

This Intarnational Searching Authority found mulliple inventions in this international application, as follows:

see additional sheet

1. As zll renuired additiona! search fees were timely pald by the applicant, this International Search Report covers all
—— searchable claims.

2. I As all searchable clalms could be searched without effart justifying an additional {ee, this Authority did not invite payment
of any additional fes.

3. As only some of the required additional search fees were limely paid by the applicant, this Inlernationat Ssarch Report
covers only those claims for which foes were paid, specifically claims Nos.:

4. ¥ No required additional search fees were timely paid by the applicant. Gonseguently, this International Search Heport is
restricted to the invention first mentianed in the claims; it is covered by claims Mos.:

1-8, 11-15, 26

Remark on Protest [7] The additienal search tees were accompanied by the applicant's protasl,

E } No protest accompanied the payment of additional seaich fees.

Form PCT/ISA/210 (continuation of first sheet (13) (July 1998)
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International Application No. PCT/EP 03 /04058

FURTHER INFORMATION CONTINUED FROM  PCT/SA/ 21p

Continuation of Box 1.2

Claims Nos.: 10

Present claim 10 relates to a product defined by reference to a
desirable characteristic or property, namely, that it is able to act as
a "modulater" of an activity and/or level of an ABCAl gene product. The
claim covers all products having this characteristic or property,
whereas the application does not provide any support within the meaning
of EPC Article 6 and/or disclosure within the meaning of EPC Article 5
for any of such products. In the present case, the claim so lacks
support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope s impossible.

Independent of the above reasoning, the claim also lacks clarity
(Article 6 EPC). An attempt is made to define the products by reference
to a result to be achieved. Again, this lack of clarity in the present
case is such as to render a meaningful search over the whole of the
claimed scope impossible.

Consequently, no search has been carried out for claim 10.

The applicant's attention i5 drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT}. The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not te carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter I1 procedure. if 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 Guideline C-VI, 8.5),
should the problems which Ted to the Article 17(2} declaration be
overcome.
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Intarnational Application No. PCT/EP 03/04058

FURTHER INFORMATION CONTINUED FROM  PCT/ISA! 210

This Internaticnal Searching Authority found multiple (groups of)
inventions in this internationai applicaticon, as follows:

1. ¢laims: 1-8, 11-15, 20

Methods for diagnosing or prognosing a neurodegenerative
disease, and methods for screening for modulators of said
diseases, which comprise determining a level and/or an
activity of an ABCAl gene product; recombinant non-human
animals comprising a non-native sequence of said gene for
use in the development of diagnostics and therapeutics of
said diseases.

2. claim: 16

Method for testing a compound for inhibition of binding
between a ligand and an ABCAl translation product.

3. claim: 17
Method for testing a compound to determine the degree of
binding to an ABCAl translation product.

4, claim: 18 and 19

ABCAL protein molecules
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Informatlon on paten family members

JP 2005-522222 A 2005.7.28

International Application No

PCT/EP Q3704058

F Patent oocurnsnt ( Puhlication J Patenit family { Publication

cited in search report date member(s) date

W0 0055318 A 21-09-2080 AU 3832700 A 04-10-2006
CA 2367955 Al 21-09-2000
DE 11600895 T1 06-02-2001
EP 1100895 A2 23-05-2001
WO 0055318 AZ 21-09-2000
JP 2003513611 T 15-04-2003
AU 1291901 A 26~03-2001
CA 2382562 Al 08-03-2001
EP 1239848 A2 18-09-2002
W0 0115676 A2 068-03-2061
JP 2003520780 T 08-07-2003

Us 2002037843 Al 28-03-2002 AU 762593 B2 26-06-2003
AU 11128600 A 15-05-2000
CA 2348019 Al 04-05-2000
EP 1123090 Al 16-08-2D01
JP 2002528411 T 03-09-2002
W0 0024390 Al 04-05-2000
AU 7260398 A 24-11-1998
EP 0979086 A2 16-02-2000
JP 2002504895 T 12-02-2002
W0 9848784 AZ 05-11-1998

US 6225525 Bl 01-05-20081 AU 7871300 A 23-04-2001
CA 2385154 Al 19-04-2001
Ep 1237405 Al 11-09-2002
TR 200200975 T2 23-99-2002
WO 0126453 Al 19-04-2001

EP 1189060 A 20-03-2002 EP 11890860 Al 20-03-2002

WO 02857496 A 25-07-2002 WO 02057496 A2 25-07-2002

W0 02101392 A 19-12-2002 WO 02101392 A2 19-12-26802
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