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57{12), 3421-6, XP001153618

*-Invention I-*

page 3423, column 1, paragraph 3
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RFelevant 1 ¢laim No.

HENDRIX, JULIA C. ET AL: "Studies related
to a convergent fragment-coupling approach
to peptide synthesis using the Kaiser
oxime resin®

JOURNAL OF ORGANIC CHEMISTRY (1992},
57(12), 3414-20, XP0O0115314

*~Invention I-*

page P3415; figure 1

HENDRIX, JULIA €. ET AL: "A novel solvent
system for solid-phase synthesis of
protected peptides: the disaggregation of
resin-bound antiparallel.beta.-shest”
JOURNAL OF QRGANIC CHEMISTRY (1890),
55(15), 4517-18, XP0O01153617

*-Invention I-*table 1

LANSBURY, PETER T., JR. ET AL: “A
practical method for the preparation of
protected peptide fragments using the
Kaiser oxime resin”

TETRAHEDRON LETTERS (1989), 30(37),
4915-18, XP109013542

*~Inventian I-*table 1

INUE, TATSUYA ET AL: "Synthesis of
amyloid.beta.—-peptides in solutian
employing chloroform-phanal mixed solvent
for facile segment condensation of
sparingly soluble protected peptides”
LETFERS IN PEPTIDE SCIENCE {2001), 8(6},
319-330, XPG09013540

*=Invention I-*figure 1

HENDRIX, JULIA C. ET AL: "A convergent
synthesis of the amylaid protein of
Alzheimer’s disease"

JOURNAL OF THE AMERICAN CHEMICAL SOCIETY
(1992), 114{20), 7930-1, XPQO1153616
#-Invention 1—*fiqure 1

US 4 666 829 A (WONG CAINE W ET AL}

19 May 1987 (1987-05-19)

#«—Invention I-*claim 24; examples VII,IX
WO 94/19692 A (GEN HOSPITAL CORP)

1 September 1994 (1994-09-01)

*~Invention I-*

page &, line 26
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BERGAMASCHINI LUIGI ET AL: “The region
1-11 of Alzheimer amyloid-beta is critical
for activation of contact-kinin system.”
NEUROBIOLOGY OF AGING,

val. 22, no. 1, January 2001 {2001-01),
pages 63-69, XP0011563615

ISSN: 0197-4580

page 64, column 1, paragraph 4

GIULTAN DANA ET AL: "THe HHOK domain of
heta-amyloid provides a structural basis
for the fmmunopathology of Alzheimer’s
disease.”

JOURNAL OF BIOLOGICAL CHEMISTRY,

vol. 273, no. 45,

6 November 1998 (1998-11-06}, pages
289719-29726, XP002247949

I[SSN: D0Z1-9258

#-Invention I-+figure 1

MESKE ¥ ET AL: "The effects of
heta/Ad-amyloid and its fragments on
calcium homeostasis, glial fibrillary
acidic protein and S100beta staining,
morphology and survival of cultured
hippocampal astrocytes.”

NEUROSCIENCE,

vol. 85, no. 4, August 1998 (1998-08),
pages 1151-1160, XPQO1153614

ISSH: 0306-4522

==Invention [-*

page 1153, column 2, Tine 12

AKSENOV, MICHAEL Y. ET AL: ™Oxfdative
modification of glutamine synthetase hy
amyloid beta peptide”

FREE RADICAL RESEARCH (1997), 27(3),
267-281, XPO09013538

*~Invention I-=

page 268, columm 2, line §

WO 92/03474 A (HARVARD COLLEGE)

5 March 1992 (1992-03-(5%)

#-Invention I—*

page 15, line 7 - line 10
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P.X

WANG RONG ET AL: "The profiie of soluble
amyloid beta pratein in cultured cell
media. Detection and guantification of
amyloid beta protein and variants by
fmmunoprecipitation-mass spectrometry.”
JOURNAL OF BIOLOGICAL CHEMLSTRY,
val. 271, no. B0, 1996, pages 31894-31902,
XP002247951
ISSN: 0021-9258
s-Invention I-xtable II
WO 96/28471 A (PHARM PEPTIDES INC)
19 September 1996 (1996-09-19)
s—Invention I—*
page 74; example 12; tabie VI
Us 5 876 948 A (YANKNER BRUCE A}
2 March 1999 (1999-03-02})
#-Invention I-#table 1
EP O 683 234 A (TAKEDA CHEMICAL INDUSTRIES
LTD} 22 Navember 1995 {1995-11-22)
*-Invention I-—*
page 9, line 51
WO 03/000719 A (SOLOMON BEKA :RAMOT AT TEL
AYTV UNIVERSITY L (IL); MCINNIS PATRICI)
3 January 2003 (2003-01-03)
*-Inyvention I-xtable 1
WO 02/096350 A (UNITED BIOMEDICAL INC)
& December 2002 (2002-12-08)
*-Invention I-+table 3
SERGEANT NICOLAS ET AL: "Truncated
beta-amyloid peptide species in
pre-clinical Alzheimer’s disease as new
targets for the vaccination appreach.”
JOURNAL OF NEURQCHEMISTRY,
vol. 85, no. 6, June 2003 (2003-06), pages
1581-1591, XPQ02257887
ISSN: 0022-3042
the whole document

“"Antibodies to Beta Amyloid Proteins”
THALZHEIMER RESEARCH FORUM
WWW . ALZFORUM. ORG, ‘Online! - 3 June 2002
(2002-06-03) XPO02257888
Retrieved from the Internet:
<URL:http://web.archive.org/web/2002062307
1147 /www. &1 zForum. org/mempers/resources/an
tibadies/Beta-Amyloid/page_set.htmi>
‘retrieved an 2003-10-15!
the whote document
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International application Na.

INTERNATIONAL SEARCH REPORT PCT/EP 03/07833

Box 1 Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This internationat Search Report has not been established in respect of certain claims under Article 17(2}{a] for the follcwing reasons:

1. IE Claims Nos.:

because they relate to subject matter not required 1o be searched by this Authorily, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2. D Claims Nos.:
because they relate to paris o the International Application that do not comply with the prescribed requirements 10 such
an extent that no meaningiul International Search can be carried out, spacifically:

2. [_] claims hos.:

because they are dependent claims and are not drafted in accordance with the second and third sentences of Ruie &.4(a).

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

This International Searching Authority found mulliple inventions in this inzernaticna application, as follows:

see additianal sheet

1. As all required additional search fees were timely paid by the applicant, his International Search Report covers atli
searchable claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment
of any additional fee.

3. As only some of the required additional search iees were timely paid by the appticant, this International Search Report
covers ohly those claims for which fees were paid, specifically ciaims Nos.:

&

No required additional search fees were timely paid by the applicant. Consequently, this International Search Repertis
restricted to the invention first mantioned In the ¢laims; it is covered by claims Nos.:

1-28 (partially)

Remark on Protest D The additional search fees were accompanied by the applicants protest.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/23 0 (continuation of first sheet (1)) (July 1998) page 1 of i
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International Application vo. PCTEP 03 H73833

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box I.1

Although claim 19 is directed teo a method of treatment of the
human/animal body, the search has been carrfed out and based on the
alleged effects of the compound/compositian.

Although claims 26-28 are directed to a diagnostic method practised an
the human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

The applicant’s atfention is 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 interpaticonal preliminary
examination (Rule 66.1(e} PCT). The applicant is advised that the EPQ
policy when acting as an Internatfonal 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 ar not the
claims are amended following receipt of the search report ar during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPQ, the applicant is reminded that a search may be carried
out during examination before the EPQO (see EPQ Guideline C-VI, 8.5},
should the problems which led to the Article 17{2) declaration be
overcome.

page 2 of 2
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Internaticnal Application No. PCT/EP 03 f07833

FURTHER INFORMATICN CONTINUED FROM  PCTISA/ 210

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

Invention 1: Claims 1-28 (partially)

Group 1: Subaect-matter relating to N- term1na1 fragments
with N- -terminal DAEF, i.e. Seq.Id.Nos.: 1-13

Invention 2-10: Claims 1-28 {partially}

As Invention 1 however relating to:

Group 2: Subject-matter relating to N-terminal fragments
with N-terminal AEFR, i.e. Seq.Id.Nos.: 14-26

Group 3: Subject-matter relating to N-terminal fragments
with N-terminal EFRH, i.e. Seq.ld.Nos.: 27-52

Group 4: SubJect -matter relating to N-terminal fragmenis
with N-terminal FRHD, j.e. Seq.ld.Nos.: 53-65

Group 5: Subject-matter re1ating to N-terminal fragments
with N-terminat RHDS, i.e. Seqg.Id.MNos.: 66-78

Group 6: Subject-matter relating to N-terminal fragments
with N-terminal HDSG, i.e. Seq.ld.Nos,: 79-91

Group 7: Subject-matter relating to N- terminal fragnents
with N-terminal DSGY, i.e. Seq.ld.Nos.: 92-104

Group 8: Subject-matter relating to N-terminal fragments
with N-terminal SGYE, i.e. Seq.ld.Nps.; 105-117

Group 9: Subject-matter relating to N-terminal fragments
with N-terminal GYEY, i.e. Seg.Ild.Nos.: 118-138

Group 16: Subject-matter relating to N terminal fragments
with N-terminal YEVH, i.e. Seq.Id.Nes.: 131- 143

Invention 11-32: Claims 1-28 (partially)

page 1 of 2
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International Applicatian No. PCTEP 03 §7833

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

Invention 11-32: Subject-matter relating to Seq.id.No.
144-165, respectively

Invention 33-41: Claims 1-28 (partially)

Group 33: Subject-matter relating to fragments with
C-terminal VKMD, j.e, Seq.ld.Nos.: 166-178

Group 34: Subject-matter reléting to fragments with
C-terminal KMDA, i.e. Seq.Id.Nos.: 179-191

Group 35: Subject-matter relating to fragments with
C-terminal MDAE, i.e. Seg.Id.Nos.: 192-204

Group 36: Subject-matter relating to fragmants with
C-terminal DAEF, i.e. Seq.id.Nos.: 205-216

Group 37: Subject-matter relating to fragments with
C-terminal AEFR, i.e. Seq.Id.Nos.: 217-227

Group 38: Subject-matter relating to fragments with
C-terminal EFRH, i.e. Seq.ld.Nos.: 228-237

Group 39: Subject-matter relating to fragments with
C-terminal FRHD, i.e. Seq.ld.Nes.: 238-246

Group 40: Subject-matter relating to fragments with
C-terminal RHDS, i.e. Seq.ld.Nos.: 247-254

Group 41: Subject-matter relating to fragments with
C-terminal HDSG, i.e. Seq.ld.Nos.: 255-261
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