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A% [HbA1Cc]

(%) *
1 5. 6
2 5. 9
3 6. 2

[Hb A1 c] |#i#f*x %
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4 10. 7
5 11. 3
6 11. 6
7 12. 4
8 12. 5
9 12. 5
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14 13. 7
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16 15. 3
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(62)

INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

international Application No

PCT/NL 03/08501

C{Continyztion; DOCUMENTS CONSIDERED TO BE RELEVANT

Galegory ~ | Ciation of docimens, with indioation, whers appmpriate, of ihe ralevant passages

Relevant to elaim Na.

X KOROL“D L ET AL: “GLUCOSE. MEMORY, AND
AGING

AMERICAN JOURNAL OF CLINICAL NUTRITION,
BETHESDA,MD, US,

vol. 67, no. 6, April 1888 (1998-84),
pages 7645-771S, XP0OQ951458

1SSN: 0PO2-2185

abstract

page 7675, column I, paragraph 3

page 769S, column 2, paragraph 2 - page
7705, colum 1, paragraph 2

X US 5 624 988 A (BICHER HAIM I}

29 April 1997 (1997-04-29)

abstract

column 3, Tine 5% - columm 4, line 42
examples II,1V

X WO 98/06418 A (MCDANIEL H REGINALD
sMANNATECH INC (US); MOORE D ERIC {us):
VENKUM) 19 February 1998 (1998-82-19)
abstract

page L, line 1 ~ line 5

page 7, line 1 - Tine 3@

table 3

examples 2,5,8

page 22, line 4 - line 12

table 4

clajm 1

X BROMSVELD W ET AL: "Use of
glucose-insul in-potassium (GIK) in human
septic shock."”

CRITICAL CARE MEBICINE, (1985 JuL) 13 (7)
B66-70., XPODSOLLL34

ahstract

page 569, column 2, paragraph 2

X WASTERLAIN € G ET AL: "Status epilepticus
in jmmature rats. Protective effects of
glucose on survival and brain
development. "

ARCHIVES OF NEUROLOGY. UNITED STATES DEC
1976, '

vol. 33, no. 12, December 1976 (1976-12),
pages 831-837, XPEe8g11138

15SN: GOO3-9942

abstract

page 821, column 2, pavagraph 1 - column
3, paragraph 2

page 825, column 1, paragraph 2 - page
826, column 1, paragraph 1

page 827, column 1. paragraph 1

page 827, column 3, paragraph 1

_/--

1-4,26,
35

1-4,26,
35

1-4,26,
35

1-4,26,
35

1-4,26,
35

Form POTASAZIC foonlinuaiien of second sheat} {July 1962)
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C

(63)

INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

internagional Application Mo

PCT/NL 03700501

C.[Continumtion) DOCUMENTS CONSIDERED TG BE RELEVANT

Category *

Citation of cocument, with Indlcation, where appropriate, of the relevant passages

Aelevant to elaim Na.

X

J. REINROLD, OFTERSHEIM: ‘“Wenn der
nFucker" entgleist - Akuttherapie der
diabetischen Notfdlle"

NOTFALLMEDIZIN,

vol. 28, Fehruary 2092 (2002-0Z2), pages
82-84, XPOO8B1I1142

abstract

page 83, column 2, paragraph 2

WO 91/1861@ A (LJUNGQVIST OLLE MEBICAL AB]
12 December 1991 (1991-12-12)

page 4, line 5 - line 1l

page 5, line 24 - Tine 26

page 7, line 4 - line 15

claim 1

TESTA 1 ET AL: “The effect of different
glucose endovenous administrations on
amylin and insulin hlood concentration in
healthy subjects."”

BOLLETTINO - SOCIETA ITALJANA BIOLOGIA
SPERIMENTALE, (1998 MAR-APR) 72 (3-4)
163-8., XPOOBO11133

the whole document

JACKSON R L ET AL: "Blucose infusions
increase plasma levels of amylaid proteins
in high density Tipoproteins,"
BIOMEDICINE, (1980 DEC} 33 (8) 245.,
XPBOSO1L1135

the whole document

WO 96700099 A (UNIV WASHINGTON)

4 March 1999 (1999-03-04)

abstract

page 1, line 6 - line 16
page 2, line 5 - page 3, lime 17
page 4, line 11 - line 33
page 6, Tine 7 - 1ine 10
page 6, line 23 - Tine 28
page 7, line 3 - Tine &
page 7, line 12 - line 25
page 14, Tine 22 - Yine 35
examples 3,5

page 28, line 1 - line 7
claims 1,4,14

1-4,26,
35

1-4,26,
35

1-4.26,
35

1-4,26,
35

1.4,
26-28,35
- 2-4

Form PGTASAR10 fcontinualion of second shesl) {Juty 1392}
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C

(64)

INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

international Application No

PCT/NL 03708501

C.{Continuation) DOCUMENTS CUNSIDERED TO BE RELEVANT

Category © | Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to slajm Ma.

X YUTANI KATSUHIDE ET AL: "The process of
amyloid-Tike fibril formation by
methionine aminopeptidase from a
hyperthermophile, Pyrococcus furiosus.®
BIDCHEMISTRY,

vol. 39, no. 18,

14 March 2008 {20080-83-14}, pages
2769-2777, XPODL128143

ISSN: 0006-2960

A abstract

page 2770, column 1, paragraph 1
page 2775, column 1, paragraph 2
page 2776, column 1, paragraph I -
paragraph [0604]

X US 6 136 548 A (ANDERSON STEPHEMN)
24 October 20080 (2000-10-24)

column 1, 1ine 16 - line 42

column 2, line 24 - line 40

colump 3, Tine 2 - line 13

column 3, line 57 - line 62

column 4, Tine 22 - column 5, Tine 28
column 7. 1ine 7 - Tine 20

column line 47 - line 52

colurm &, 1ine 47 - coelumn 9, line 58
cotumn 13, line 15 - coluwn 14, Tine 21
column 15, Tine 46 - Vine 57

colum L6, Tine 56 - column 17, Tine 16
X WO 96/39834 A (UNIV NEW YORK

19 December 1996 (1996-12-19

page 1, line 26 - 1ine 34

page 4, line 26 ~ 1ine 3%

page 5, line B - page 6, line 11

page B, line 19 - Tine 25

page 9, line 4 - line 11

figures 3,6A-B,14A~B,19

page 15, line 17 - line 23

page 18, line 3 - Tine 22

page 26, line 15 - page 22, line 1
page 26, line 24 - line 28

page 27, line 18 - line 29

page 31, Tine 20 - line 36

claims 1,2,4,5,12,13

~J
-

1-3

1,8,9,
13,

18221,
27-30,

33,35,
39,40

1,27-28,
35

Form FCTHSA/Z10 {continuation of second sheal) (uly 1892)
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(65)

INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

international Application No

PCT/NL ©3/00581

C(Continsation) POCUMENTS CONSIDERED TO BE RELEVANT

Category ©

Citation of decumsnt, with indication, where apprpriate, of the relsvan passages

Relevant fo daim Ma.

X

EP 1 130 831 A {UNI MEDISCH CT UTRECHT)
5 September 20601 (2001-69-05)

column 1, line 5 - Tine 9
column 2, Tine 18 - line 37
column 3, Tine 5 - line 37

column 4, Tine 2 - line 21

column 4, Tine 39 ~ line 57

column 6, line 10 - column 7, Tine 18
column 7, Tine 49 - line 53

claims 1,2,4,5,9-11,14

WO 01/012598 A {SCHWIDT ANN MARIE ;STERN
DAVID (US); UNIV COLUMBIA (US): YAN SHI D)
22 February 20601 (2081-82-22)
abstract

page 1, line 32 - page 2, line 5
page 2, line 27 - page 3, line 2
page 3, line 29 - page 4, Tine 13
page 6, line 1 - page 7, line 5
page 26, line 15 - line 30

page 34, line 11 - line 14

page 37, Tine 6 - line 13 ‘
page 3%, Tine 30 - page 41, line 25
page 55, Tine 5 - line 12

page 68, Tine 1 - Tine 22

page 76, Iine 12 - line 30

page 91, Tine 26 - page 93, line 19
page 106, line 20 ~ line 21

page 108, line 11 - line 28

page 116, line 30 - page 111, Tine 2
claims 1-4,6,15,17,22,23,27,31,32
WO 94761116 A (US HEALTH)

20 January 1994 (1994-01-28)
abstract

page 1, Tine 3 - line 15

page 2, line 16 - line 28

page 3, Tine 11 - page 4, line 27
page 5, Tine 16 - page 6, line 7
tahle 1

page 13, line 1 - page 14, line 3
claims 1-4,12,13,15

_/__

1,8-10,
27-30,
33,35

1,25,27,
28,35

Form PCTASA21 0 fconfinuation of second shesl) Jaly 1992}
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INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

Ftemational Application Ne

PCT/HL 03/00501

C.(Gontinuation) DOCUMENTS GONSIDERED TO BE RELEVANT

Camegory =

Gitation of dacument, with Indicatlon, whele: appropriats, of the relmvant paesages

Relavant to dajm Na.

X
A

WO 017050134 A4 (AMERICAN CYANAMID £o)
12 July 2001 (2801-07-12)
abstract )

page 1, line 6 - page 4, line 6

page 5, line 9 - line 1l

page 7, line 2% - line 31

page 11, Tine 15 - Tine 21

page 12, line 31 - page 13, line 14
page 14, line 14 - page 17, line 25
page 25, line 19 - page 26, line 24
page 31, lipe 11 - line 12

page 35, line 9 - tine 25

claims 1-4,11,13,14,16-18,25

WO 80/68263 A (NEUROCHEM INC ;GUPTA AJAY
{CA); CHALIFOUR ROBERT (CA); GERVAIS FRA)
16 Novemher 2086 (2060-11-18)

page 1. line 6 - page 2, Tine 28

page 4, line 1 - [ine 18

page 7, line 4 - line 27

page &, line 13 - line 31

page 9, line 22 - line 25

page 10, line 12 - Tine 16

page 14, Tine 8 - 1tne 18

page 17, line 11 - page 18, line 4
claims 1,18,22,29,34,35

Us 5 780 615 A (CERAMI ANTHONY ET AL)

14 July 1998 (1998-07-14)
cofumn 17, Tine 49 - column 18, line 37

claims 1,18

US 6 881 331 A (HAYS SHERYL 9 ET AL}
14 Decembar 1999 (1999-12-14)

column 1, 1ine 6 - column 2, Tine 10
column &, 1ine 4 - tine 21

column 13, Tine 7 - line 3@

columm 14, Tine 7 - line 22

column 15, Tine 5 - Tipe 38

—fm-

1,27-29,
35

1,27,28,
35
44

1,27,28,
35

Fonn PCTASAZ10 [oontinuation of second sheet} {Juby 19928

page & of 12
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INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

Iniernational Applicatian No

PCT/NL ©3/60501

C.{Continoation) COCUMENTS CONSHXERED TO BE RELEVANT

Category °

Cilation of document, with Indlication, whete appropriate, of the relevant passages

Felovant to claim No.

X

WO 00/59493 A (KBALIFAH RAJA ;HUDSON BILLY
(US}; KANSAS UNIVERSITY MEDICAL CENT {}
12 October 2000 (2008-10-12)

page 1, line 14 - tine 32

page 3, line 31 - page 4, Tine 12

page 5, line § - page 6, line 7

page 11, line 12 - page 12, line 25
page 14, line 7 - line 15

page 19, line 5 - Tine 9

page 27, line 21 - line 24

page 31. line 18 - line 14

page 38, Tine 6 - line 17

page 45, line 5 - Tine 7

example 7

page 56, line 7 - 1ine 26

claims §,12

WO 97/46547 A (TEXAS A & M UNIVERSITY
SYST) 11 December 1987 (1997-12-11)
page 1, line 4 - line 16

page 4, line & - line 16

page 8, line 8 - line 16

page 18, line 1 - }ine 28

page 28, Tine § - line 22

page 25, line 8 - Tine 25

page 30, line 1 -~ page 33, line 7
claims 208,33,34,37-40

PEPYS M B: "Pathogenesis, diagnosis and
treatment of systemic amyloidesis.”
PHILOSOPHICAL TRANSACTIONS OF THE ROYAL
SOCIETY OF LONDON B BIOLOGICAL,

vol. 356, no. 1408, 2001, pages 283-211,
XPOO3E11132

28 February, 2001

1SSN: B96Z-3436

abstract

page 263, column 2, paragraph 1

page 286, column 1, paragraph 2

page 207, column 2, paragraph 3

page 208, column L, paragraph 2 - column
2, paragraph 2

../..-

1,8,7,
27,28,
35,44

1,27,29,
32,35

1,27,28,
35

Form FCTASA/210 {continuation of seoond sheat) (luly 1932}

page 7 of 12
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(68)

INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

International Application No

PCT/NL 83/00501

C.{Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Cateqory *

Ghatien of document, with indication, where approprietz, of the relevant passagas

Relevant ta olairm MNo.

X

CHAUHAN VED P S ET AL: "Metal cations
defibrillize the amyleid beta-protein
fibrils."

REUROCHEMICAL RESEARCH,

val. 22, no. 7, 1997, pages 885-8069,
XPOABOL113Y

1558: 0364-3190

abstract

page 806, celumn 1, paragraph 2

page 808, column 1, paragraph 2 - cofumn
2, paragraph 2

CARDOSO 1 ET AL: "Aprotinin binding te
amyloid Fibrils."

EUROPEAN JOURNAL OF BIGCHEMISTRY / FEBS.
GERMANY APR 2000,

vol. 267, ne. &, April 2008 (2000-04},
pages 2307-2311, Xpo@l128718

ISSH: 0014-2956

abstract

page 2307, column 2, paragraph 2

page 2310, column 1, paragraphs 2,4
page 2318, column 2, paragraph 2
MAGGIO JOHN E ET AL: ‘'Brain amyloid: A
physicochemical perspective."

BRAIN PATHOLOGY,

vol. B, no. 2, 1996, pages 147-162,
XP0EBa11141

ISSN: 1015-6305

abstract

page 143, column 2, paragraph 1

figure 1

page 159, column 1, paragraph 2 - column
2, paragraph 1

EP @ 234 051 A (STECHTING CENTRAAL LAB)
2 Septemher 1987 (1987-09-02)

columm 1, 1ine 1 - Tine 10

column 7, line 48 - Tine 51

column 8, line 7 - 1ine 1@

column 9, line 8 - line 24

claim 1

1.4,27,
28,35

1,27,28,
3 .

1,39.40

Fonm PETASAGIG jesntinualon of second sheet} (luly 1892}

page 8 of 12
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INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

Internalional Application Na

PCT/NL 03/60501

C.(Conlinuation) DCCUMENTS COMSIDERED T BE RELEVANT

Category ©

Citation of documen, with indication, where appropriate, of ihe ralevant passages

Felevant o claim Ne.

"

WO 017058476 A (EUROP MOLECULAR BIOLOGY
{AB :DOTTI CARLOS G (DE); LEDESMA MARIA D)
16 August 2001 (2001-08-16)

page 1, Tine 4 - line 33

page 4, 1ine 6 - line 20

page 5, line 10 - line 17

page 7, line 16 - page &, line 26

page 18, line 3 - line 22

page 11, line 5 - Tine 9

page 23, line 6 - line 7

page 27, line 26 - page 28, line 3

page 37, line 23 - page 38, line 10
claims 1,2,7,20,22,30,34,36,43,44,43
WO 91719488 A (RATH MATTHIAS W ;PAULING
LIWUS € (us))

26 December 1991 (1991-12-26)

page 1, line 5 - Tine 9

page 3, line 33 - page 4, line 7

page 6, line 13 ~ page &, 1ine 19

page 15, line 28 - page 17, line 11
cliaims 14-16,19,20

WO BL/D07474 A (STOTT KELVIN)
1 February 2001 (2001-02-01)

page 1, line 4 - page 4, line 10
page 7, line 6 - line 22

page 8, line 11 - Tine 24

page 18, line 14 - line 28

page 11, Tine 11 - line 34

page 13, line 1 - line b

page 14, line 27 - line 32

page 15, line 13 - line 17

page 29, line 11 - line 24

page 34, line 11 - page 35, Tine 7
page 36, line 4 - line 27

page 42, Tine 1 - line 26

page 43, Tine 23 - line 29

page 45, Tine 13 - line 16
claims 1,23,24

EP 1 179 588 A (MATSUMOTO AKIRA)
13 February 2002 {2082-02-13)}
page 3, tine 2 - Tine Z1

page 4, line 1 - 1ine 15
page 5, line 37 - line 42
page 7, line 57 - line &8
page 8, line 19 - Tine 23
page @, line 45 - Tine 48
page 19, Tine 45 - Tine 54
claims 2,18-20

-!...

1,28-22,
27-30,
33,35

17,27,
28.35.44

1,13~15,
27,28,35

Form PCTISAZIC {continuation of second sheet) {(July 1092)

page 9 of 12
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C

(70)

INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

International application No

PCT/NL 83/86501

C.[Cortinmtion) DOCUMENTS CONSIDERED TO BE RELEVANT

Categery ®

Citation of document, with Inglcation, where apprepriate, of ine rejevant passages

Relevant to claim No.

X

US 6 399 314 Bl (KRISHNAMURTHY GIRIJA)

4 June 2002 (2002-06-04)

columm 1, Tine 5 - Tine 55

column 2, line 49 - Tine 67

calumn 3, Tine 42 - line 53

colismn 8, 1ine 11 - column 2, line 48
colum 19, line 5@ - line 54

column 22, tine 4 - Tine 21

US 6 037 458 A (TANI NOBUTAKA ET AL}

14 March 2000 (2000-83-14)

column 1, line 1 - column 2, line 67
column 4, line 1 - line 19

column 5, line 44 - line 59

coluwn 13, line 45 - line 55

claims 1-3

EP 6 319 144 A (ASAHI CHEMICAL IND ;ASAHI
MEDICAL €0 (JP)} 7 dune 1989 (1989-86-07)

page 2, line 5 - line i@

page 2, line 38 - line 50

page 4, line 54 - line 58

page 9, 1ine 4 - line 8

claim 1

DE 197 35 902 A (IMTEC IMMUNDIAGNOSTIKA
GMBH} 25 February 1999 (1959-02-25)

the whole document

DS 5 958 883 A (SNOW ALAN D)

28 September 1999 (1999-P9-28)

cotum 1, Tine 18 - Tine 20

column &, line 61 - line 66

cotumn 15, Tine 60 - column 16, Tine 10
column 57, line 45 ~ column 58, line 39
column 59, line 5 - line 50

claims

EP 0 494 843 A [KAB! PHARMACIA AB)
15 July 1992 {1992-07-15)

page 3, line 6 - line 30

page 5, line 31 - page 6, line L7
claims 1,8,16,11

.../-_

1.6,7,
27,28,35

1,6,7,44

1,28,44

1,27-29,
31,35

1,13,16,
44

Form POTASAZ 10 {coniinuation of second sheot] Laly T562)

page 10 of iz
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INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

International Application No

PCT/NL 03/80501

.{Continuaticn) BQCUMENTS GONSIDERED TO BE RELEYANT

Calegory ©

Gitation of document, wih indication, whers appropriate, of the relevant passages

Relevant to claim Mo.

X

US 6 410 598 BL (CERAMI ANTHONY ET AL)
25 June 2002 (2002-06-25)

colum L, Tine 25 - line 29

coluymn 5, Tine B5 - column 7, line 50
calumn 9, Tine 36 - Tine 59

calumn 11, Tine 56 - cofumn 12, line 8
column 13, line 14 - Tine 19

column 14, line 28 - 1ine 28

column 17, line 45 - Tine 56

column 18, Tline 30 ~ line 44

claim 1

W0 99/02545 A (NOVOPHARM BIOTECH INC ;DAN
MICHAEL D {CA))

21 January 1999 (1999-81-21)

page 1, line 6 - Tine 14

page 43, line 6 - line L1

page 44, line 27 - line 31

WO 01/062284 A (MIELSEN KLAUS GREGORIUS
:BIRK PETER (DK): JENSEN MARTIN ROLAND
(DK) 30 August 2801 (2001-08-30})

page 1, line 3 - page 3, Tine 13

page 16, tine 5 - Tine 21

page 21, line 18 - Tine 28

page 75, line 13 - page 76, line 4
claim 1

WO 02/16333 A (MATHIS CHESTER A JR ; KLUNK
WILLIAM E (US); UNIV PITTSBURGH {us); W)
28 February 2002 (2002-82-28)

page 1, 1ine 5 - Tine 10

page 3, line 4 - 1ine 6

page 6, line & - Yine 17

page 20, Tine 13 - page 21, line 14

page 26, line 16 - line 23

page 39, line 24 - page 40, line 6

page 47, line 5 - line 19

page 48, line 12 - line 18

SOTO C ET AL: "BETA-SHEET BREAKER
PEPTIDES INHIBIT FIBRILLOGENESIS IN A RAT
BRAIN MODEL OF AMYLOIDOS1S: IMPLICATIONS
FOR ALZHEIMER'S THERAPY"

NATURE MEDICINE, WATURE PUBLISHING, CO,
us,

vol. 4, na. 7, 1998, pages 822-825,
XPeongs14747

155N: 1078-8956

abstract

page 823, column 2, paragraph 3

page 824, column 2, paragraph 1

- =

1,6,7,
13,16,
27.28,35

1,28,29,

32,35.,42

1,21,23,
27,28,35

1,18,27,
28,35

1,6,7,
27,78,35

Form PCTASART O foontinuation of second shieet) {duly 1882]

page 11 of 12
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INTERNATIONAL SEARCH REPORT

JP 2005-537254 A 2005.12.8

Infernationmal Application Na

PCT/RL 63/66501

C.({Centinuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory ¢

Citation of document, with indication, where appropriate, of the relevan] passages

Relevant i claim Ne.

X

P.X

P.X

SUNDE M ET AL: “Common core structure of
amyloid fibrils by synchrotron X-ray
diffraction"

JOURNAL OF MOLECULAR BIOLOGY, LONDON, GB,
vol. 273, no. 3.

31 Octcher 1997 (1987-1p-31), pages
729-739, XP004453004

1SSN: DE22-2836

abstract

page 728, column 1, paragraph 1 - page
731, column 1, paragraph 1

table 1

figure 3

page 736, colum 1, paragraph 1 - page
737, colum 1, paragraph 1

WO §3/606893 A (RYDEL RUSSELL ;ELAN PHARM
INC (US); WRIGHT SARAH (US); PRENNER IRE)
23 January 2003 (2003-01-23)

paragraph [0012] - paragraph E0013]
paragraph [0016] - paragraph [0@30]
paragraph [0054]
paragraph [8135}
paragraph [0163
paragraph [0180]
paragraph 0190}
paragraph [024Q

KRANENBURG OMNO ET AL: "Tissue-type
plasminogen activator is a multiligand
cross-keta structure receptor.”
CURRENT BIOLOGY,

vol. 12, no. 21,

29 Qctober 2002 (2002-10-29), pages
1833-1839, XpPeOL172448

ISSN: 0960-0822 (15SN print)

cited in the application

the whale document

paragraph [0140]
paragraph [0170]
paragraph [D181]

1,28-22,
25,27,
28,35

1,8-10,

18-24,
57-31.
33-35
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(73) JP 2005-537254 A 2005.12.8

International application No.

INTERNATIONAL SEARCH REPORT PCT/NL 03/08501

Box| Obsetvations where certain clzims were found unsearchable (Gontinuation of item 1 of first sheet)

This International Search Report has not been established i respest of certain claims under Article 17{2)(2) for the following reasone:

1. m Glairms Nos.:
kocause ihey relate ta subject meitsr not requited to be searched by this Authority, namely;

Although claims 1-35 and 48-44 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition. .

2. m Clams Nos.: -
hecause they relate fo parts of the International Application that do not comply with the prescribed requirenvents to such
an exient that no meaningful International Search can be carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

2. D Claims Nos.:
becatise they are depsndent claime and are not drafied in accordance with #he second and third sentences of Aule &.4{a).

Box Il Observations where umity of invention is lacking (Continuation of item 2 of first shee)

This Intesnational Searching Authority found multiple Inventions in #his intermational application, as follows:

see additional sheet

i. D As all required additional ssarch fees were timely palki by the applicant, this Inlermational Search Report covers all
searchehle claims.

2. I:I As &l searchable claims could be searched withoit effort Justiiying an additional fee, this Autherity did not invite payment
of any additional fee.

a. As only some of the required additional search fees were limely paid by he aplicant, this Intematianal Search Report
cavars only those clalims forwhich fees were paid, specifically claims Nos.:

EX m Mo required additional search fees were timely paid by the applicant. Gonsequently, ihis Imtemationat Search Reportis
restricted fo the nvention first mentioned in the claims; it is covered by claims Nos.:

1-35, 3%, 40-44

Remark on Protest D The additional search fees were accompanied by the applicant’s protest,

D No protest aceornpanied the payment of additional search fees.

Forrs PCTASA/ZAC {continuation of first sheet {1}) (uly 1998) page 1of 3
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Continuation of Box I.2

Claims Nos.: -

1. Claims 1-35 and 41-44 relate to the modulation
{increasing/decreasing) of extracellular protein degradation and/or
protein clearance {claims 1-25}, diminishing plagues involved in &
conformational disease, removal of cross-beta structures {ciaims 26-34),
inhibiting cross-beta structure mediated effects (claim 41}, locally
increasing cytotoxicity and proteclysis comprising locally increasing
cross-beta structure mediated effects (claims 42-43). Such
pharmacological effects cannot in itself be considered therapeutic
applications.

The discevery on which the invention is based, even if representing an
important piece of scientific knowledge, stil] needs to find practical
application in the form of a defined, real treatment of any pathelogical
condition in crder to make a techinical contribution to the art and be
considered an invention eligible for patent protection.

The use of the above-mentioned definitions in the present context is
considered to Tead to a Tack of clarity within the meaning of Article 6
PCT. 1t is not fully possible to determine the diseases for which
protection might Tegitimately be sought. The Tack of clarity is such as
to render a meaningful complete search impossible. The only diseases
which appear to be clear with respect to invention I are the diseases
specifically mentioned in claims 35, 38 and 40 and the use in dialysis
(claim 44). \

However, the use of the expressions "an amyloidosis type disease" and
tother neuronal diseases” in claim 35 in the present context is
considered to lead to a lack of clarity within the meaning of Article 6
PCT. It is not fully possible to determine the diseases for which
protection might legitimately be sought. The lack of clarity is such as
to render a meaningful complete search impossibie.

2. Claims 1, 2, 5, 6, 8, 18, 25 and 42 do not defing the means with
which the intended result should be achieved. The skilled artjsan
cansequently would not knew hew to achieve such result. Therefore, these
claims have only partiaily heen searched.

3. {a} Claims 3, 7, 9-14, 19-20, 24-28, 30-31, 33-35, 3%-41 encompass a
genus of compounds defined by their function wherein the refationship
between the structural features of the members of the genus and said
function have not been defined. In the absence of such a relationship
sither disclosed in the as-filed application or which would have heen
recognised hased upon information readily available to one skilled in
the art, the skilled artisan would not know how to make and use
compounds that tack structural definition. The fact that one could have
assayed a compound of interest does not overcome this defect since one

page 2 of 3
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would have no knowledge beforehand as to whether or not any given
compound {other than those that might be particularly disclosed in an
application) would fall within the scope of what is ciaimed. 1t wouid
require undue experimentation (be an undue burden} te randomly screen
undefined compounds for the claimed activity.

(b) The definition of the compounds in claims 14, 21-23 and 29-32 is
insufficient for a structural identification.

{c) The only compounds which appear to be clear, supported and disclosed
with respect to invention I are the following ones:

for clajms 2-4 and 26: glucose, urea and Zn2+ (description, p. 8, par.
2): for claims 6-7: Congo Red, heparin, amino-guanidine and laminin (p.
8, par. 4 - p. 9, par. 1}; for claim 13: neurcserpin, PAOI-1 or
tPA-Pevahlock (p. 18, par. 3}, as well as the compounds of claims 16 and
i7; for claims 14-15: carboxypeptidase B, TAF1 (= CpU or CpR} (p. 9,
par. 3 - p. 18, par. 1); for claim 18: Congo Red and Thioflavin (p. 12,
Tine 1): for claims 19-22: fibronectin, Hageman factor (=FXII), HGFa,
tPA (p. 12, lines 18-11}; for claims 27-31: tPA or finger domains of
tPA, HGFa, FXII and fibronectin (p. 13, par. 3; p. 14, par. 2; p. 15, |
par. 2 ); for claim 32: 4B5 or 3H7 (p. 14, par. 2); for claim 39-40: a
recombinant tPA

(d) Of these compounds, only the ones of claims 4 (see claim 26), 27-32
and 9-12 (see claim 33} appear to be associated with the diseases
mentioned in claim 35, which refers to claims 26-34. Ne specific
compounds appear to be associated with claim 34. The compounds of clafms
2.4, 6-7, 13-22 and 48 are associated with dialysis (see ciaim 44). -

Consequently, the search for the first invention has been restricted to
the use of glucose, urea, Zn2+, tPA or finger domains of tPA, HGFa,
EX11 and fibronectin or 4B5 or 3H7 in relation to the treatment of the
diseases specified in claim 35, namely atherosclerosis, diabetes,
bleeding, thrombesis, cancer, sepsis, Multipte Sclerosfis, diseases
associated with Toss of memory, Parkinson's disease and epilepsy; the
use of a recombinant tPA for the treatment of thrembolysis; the use of
the compounds of claims 1-25 and 4@-43 (as mentioned above) in dialysis.

The applicant's attention 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 internaticonal 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
claims are amended follewing receipt of the search repert or during any
Chapter 11 procedure. IT the application proceeds into the regiomal phase
before the EPO, the applicant is reminded that a search mey be carried
out during examination before the EPO (see EP0 Guldeline C-VI, 8.5),
should the problems which led to the Articie 17(2) declaration be
OVETCOme.

page 3 of 3
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This International Searching Authority found multiple (groups of]
inventions in this international applicatien, as follows:

1. claims: 1-35, 39, 40-44

A method for modulating extracellular protein degradation
andfor protein clearance and its use in therapy and/or
dialysis.

1.1. claims: i{partially}, 2-5 (entirely), 26 (entirely), 35
{partially). 44 (partial]y{

A method for moduiating, which is increasing, extraceliular
protein degradation and/or protein clearance and 1ts use in
therapy or dialysis, camprising providing a compound capable
of increasing cross-beta structure formation or a compound
which is capable of stabilising cross-beta structure of said
protein present in the circulation.

1.2. claims: 1 (partially)}. 8 {partially), 9-12 (entirely}, 27-34
{entirely), 35 (partially), 39-40
{entirely), 42-43 (entirely), 44
{partially)

A method for modulating, which is increasing, extracellular
protein degradation and/or protein clearance and 1ts use in.
therapy or dialysis, comprising providing a compound capzhle
of increasing tPA-Tike activity or a compound capable of
binding to a cross-beta structure or a cempound capable of
increasing or stabilising an interaction of a compound
comprising a cross-beta structure and a compound comprising
tPA-1ike activity.

1.3. claims: 1 {partially). 24 (entirely). 44 {partially)

A wethod for modulating extracellular protein degradation
and/or protein clearance and its use in dialysis, comprising
modulating an interaction of a campound comprising tPA-like
activity and the substrate of said activity.

1.4. claims: 1 (partiatly}, 25 (entirely), 4% (partially)

A method for modulating extracellular protein degradation
and/or protein clearance and its use in dialysis, comprising
modulating the activity of a recepter for cross-beta forming
proteins.

1.5. claims: 1 (partially), 6-7 (entirely}. 44 (partially)

A method for modulating, which is decreasing. extracellutar
protein degradation and/or protein clearance and its use in
dialysis, comprising providing a compound capahle of
decreasing cross-heta structure formation of said protein
present in the circulation.

page 1 of 2




—
—m —m —m ~—= @ @ @ @ @ @ @ ™@ ™&@ & /& & /& /s /s o/ /e /e, /e e/ /e e /e e e e e e e e e e e e e e e e

C

(77) JP 2005-537254 A 2005.12.8

Internations Application No. PCTHL 03 0501

FURTHER INFORMATION CONTINUED FROM  PCT/SA/ 210

1.6. claims: 1 (partially), & (partially}, 13-17 (entirely}, 41
. {entirely}, 44 (partially)

A method for modulating, which is decreasing, extracellular
protein degradation and/or protein clearance and its use in
dialysis, comprising providing a compound capable of
decreasing tPA-1ike activity.

1.7. claims: 1 {partially), 18-23 {entirely), 44 {partially)

A method for modulating, which is decreasing, extracellular
protein degradation and/or protein clearance and its use in
dialysis, comprising providing a compound capable of
decreasing an interaction of a compound comprising a
cross~heta struciure and a compound comprising tPA-Tike
activity.

2. claims: 36-38, 48-52

Use of a compound capable of recognising a cress-beta
structure epitope or of a cross-heta structure binding
domain or of a compound capable of binding cross-beta
strcutures for the detection of cross-beta structures and
diseases associated therewith.

3. claims: 45-47

A separation device for carrying out a method according to
any of the claims 1-25 or 40-44.

4. claims: 53-55

A diagnastic device for carrying out a methed according te
any of the claims 48-52.
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