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Boxll Observations where certain claims weta fouihd unsearchable {Confinuation of item 2 of first shest)

This Imarmational Search Report has not bean established in respact of aertain claims undar Articla 17{2)(a) for the following reasons:

v (K0 e et B0 80 B3 Bt ity ey
see FURTHER INFORMATION sheet PCT/ISA/210

2. [X] cloina Nos.: 8,23,36,46,56,69,72
D ottt s Toar Gl el Goatl S b6 oo ot oy | e (ESMeTS 5 5ch

see FURTHER INFORMATION sheet PCT/ISA/210

3. [_] claimaNos.:
bacause they are dependant claima and am nat drafted in accordance with the second and third sentences of Aule 6.4(a).

Box il Observations whers unlty of Invention Is lacking (Continuation of ftem 3 of first shest)

This Intemational Searching Authorlty found multiple Invartions in this intametional appiication, as follows:

see additional sheet

1. Az all required additional search faes were id by the ioant, this Intemational Search Repett covers all
3 reguk mely pald by the appl g port sovers

2. [ As all sasrchable dlaima coukd be searched without sflotjustiying an sckitionel e, this Authortty dii not invite payment
of mry addiional fee.

3. As only soma of the ulmdad:llﬂmufuudﬂnsmﬂmdypikibg‘{h‘m icant, this intamztional Search Report
D mﬂmﬂyﬂmechlr?rqniorwhhhfuempaﬂ.lpacmﬂanycm:m.: s

4, No raquived addliionsl search fese ware timely paid by the applicant. Consequently, this Intemational Search Report Is
mﬁu;undwﬂuimnﬂnnﬂmmmhﬂnnumﬂlscmmdbydrhﬁNm.: wo

1-5, 9-28, 24-33, 37-43, 47-53, 57-66, 70

Hamark on Protest D The additional ssarch faes were accompanied by the applicant's protest

D No protest sccompanied the payment of additional search fees.
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Continuation of Box I11.1

Although claims 1-78 could be directed to a diagnostic methed practised
on the human/animal body, the search has been carried out and based on
the alleged effects of the compound/composition. :

The dependencies of the claims are incorrect. For example claim 16
should be dependent upon cliam 15 and not claim 12. The same applies to
claims 18 and 19 analogously.

Continuation of Box 11.2
Claims Nos.: 8,23,36,46,56,6%,72

.

The definition of proteins found in these claims is not specific enough
to allow 2 search to be made because the molecular weight and
isoelectric points provided do not provide sufficient information to
characterise one protein uniquely. MW is not regarded as reliable data
when the method of calculating it is not priovided.

The appiicant’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 international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPD
policy when acting as an International Preliminary Examining Authority is
normal Iy not to car% out a ﬂrelirm' nary 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 11 procedure. If the application proceeds into the regional phase
before the EP0, 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 led to the Article 17(2) declaration be
overcome. .
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This International Searching Authority found multiple (groups of)

inventions in this international application, as follows:

1. claims: 1-5,9-26,24-33,37-43,47-53,57-6b,70

A method of diagnosing a neurodegenerative disoerder in a
subject wherein a biomarker is sought in a leukocyte
popuiation or lysate thereof. No specific biomarker is

suggested.

2. claims: 6 (part), 21 (part}, 34 (part), 44 (part)
. {part)

A method of. diagnosing a neurcdegenerative disorder in a
subject wherein an HSP6@ biomarker is sought in a Teukocyte

population or iysate thereof.

3. claims: 6 (part), 21 (part), 34 (part), 44 (part)
: (part)

A methed of diagnosing a neurcdegenerative disorder in a
subject wherein an dihydrolipoamide dehydrogenase biomarker
-is sought in a leukocyte population or lysate thereof:

4. claims: 6 {part), 21 (part), 34 (part), 44 (part)
{part}

A method of diagnosing a neurcdegenerative disorder in a
subject wherein an ER-6@ biomarker is sought in a Teukocyte

population or lysate thereof.

5. claims: 6 (part), 21 (part), 34 (part). 44 (part)
(part) .

A method of diagnosing a neurodegenerative disorder in a
subject wherein a Glucose-6-phosphate dehydrogenase
biomarker is sought in a leukocyte popuiation or lysate

thereof.

6. claims: 6 (part), 21 (part), 34 (part), 44 {part)
(part)

A method of diagnosing a neurodegenerative disorder in a
subject wherein an ATP synthase beta chain biomarker is
sought in a Teukocyte population or lysate thereof.

7. claims: 6 {part), 21 (part), 34 (part}), 44 (part)
(part)

. 54 (part}), 67

, 54 {part), 67

. 54 {part), 67

» 54 (part), 67

» 54 (part), 67

» 54 (part}, 67
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A method of diagnosing a neurodegenerative disorder in a
subject wherein an Annexin I bicmarker 1s sought in a
Teukocyte population or 1ysate thersof.

8. claims: 6 {part), 21 (pa?t),t§4 (part), 44 {part), 54 (part), &7
par

A method of diagnosing a neurodegenerative disorder in a
subject wherein a 14-3-3-epsilon biomarker is sought in a
Teukocyte population or lysate thereof.

9. claims: 6 (part), 21 {part), 34 (part), 44 (part), 54 (part), 67
(part} _ ‘

A method of diagnosing a meurodegenerative disorder in a
subject wherein a Prohibitin biomarker is sought in a
leukocyte population or lysate thereof.

10. claims: 6 (part}, 21 (part), 34 (part), 44 (part), 54 (part),
67 (part)

A method of diagnosing a neurodegenerative disorder in a
subject wherein a Phosphoglycerate mutase 1 bivmarker is
sought in a leukocyte population or Tysate thereof.

1l. claims: 6 (part), 21 (part}, 34 (part), 44 (part), 54 (part),
67 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein an Apo AL biomarker is sought in a leukocyte
population -or lysate thereof.

———

12, claims: 6 (part), 21 (part), 34 (part}, 44 (part), 54 (part),
67 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a superoxide dismutase biomarker is sought
in a leukocyte population or lysate thereof.

13. claims: 6 (part), 21 (part), 34 (part), 44 (part), 54 (part),
67 ( art§

A method of diagnosing a neurodegenerative disorder in a
subject wherein a2 RNA binding protein reg. subumit
haomar?er is sought in a Teukocyte population or lysate
thereo

14. claims: 6 {part), 21-(part). 34 (part), 44 (part). 54 (part),
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* Intecriational Applicstion No. PCT/ US2005/ 625491

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 219

67 (part)

A method of diagnosing a neurodegenerative disorder in a
subject wherein a Chain A thioredoxin peroxidase B
b;mnrger is sought in a leukocyte population or lysate
thereof. ’

15. claims: 6 (part), 21 (part), 34 (part), 44 (part), 54 (part),
67 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a RAS related protein biomarker is sought
in a Teukocyte popuiation or lysate thereof.

16. claims: 6 (part), 21 (part), 34 (part), 44 (part), 54 (part),
67 (parts)a

A method of diagnosing a neﬁrodegenerative disorder in a
subject wherein a tumour rejection antigen biomarker is
sought in a leukocyte population or lysate thereof.

17. claims: 6 {part), 21 (part), 34 (part), 44 (part), 54 (part),
67 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a Haptogiobin biomarker i1s sought in a
leukocyte population or lysate thereof,

18. c]aimé: & (part), 21 (part), 34.(part), 44 [part), 54 (part), -
67 (parts)a .

A method of-diagnosing a neurodegenerative disorder in a
subject wherein a Fibrin beta bijomarker is sought in a
Teukocyte population or Tysate thereof,

19. claims: 6 (part), 21 {parg%.(g:r£§art), a4 (part), 54 (part),

A method of diagnosing a neurodegenerative disorder in a
subject wherein all of the above are used in combination as
biomarkers and are sought in a leukocyte population or
lysate thereof.

-

20. claims: 7 (part), 22 (part), 35 (part), 45 {part), 55 (part),
68 (part?

A method of diagnosing a neurodegenerative diserder in a
subject wherein a cyclin D1 transcript biomarker is sought
in a leukocyte population or lysate thereof.
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FURTHER INFORMATION CONTINUED FROM . PCTASA/ 216

21. claims: 7 (part}, 22 (part), 35 (part), 45 (part), 55 {part},
- 68 (par-ts) : )

A méthod of di agnosm? a neurodegenerai'.i ve disorder in a
subject wherein a cyclin B transcript biomarker is sought
in a Teukocyte population or lysate thereof.

22. claims: 7 (part}, 22 (part}, 35 {part), 45 (part), 55 (part),
68 (parts’

A method of di agnnsin? a neurodegenerative disorder in a
subject wherein a cyclin €1 transcript biomarker '1s sought
ina leukocyte population or lysate thereof.

23. claims: 7 (part), 22 (part), 35 (part}), 45 (part), 55 (pari:),
. 68 (par‘t?

A method of diagnosing a neurodegenerative disorder in a
subject wherein a weel transcript biomarker is sought in a
Teukocyte population or iysate thereof.

24. claims: 7 {part}, 22 (part), 35 (part), 45 {part), 55 (part),
68 (part?

A method of diagnosing a neurodegenerative disorder in a
subject wherein a hTR2 transcript biomarker is sought in a
leukocyte population or lysate thereof.

25. claims: 7 (part), 22 (part), 35 (part), 45 {part), 55 (part),
68 (par'tg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a CDC25b transcript biomarker is sought in
a leukocyte population or 1 ysate thereof.

26. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 (part),
68 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a GSK3 beta transcript biomarker is sought
in a leukocyte population or lysate thereof.

27. claims: 7 (part), 22 (part), 35 {part), 45 (part), 55 (part),
8 (part 9
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Imemational Application Ne. PCT/ US2065/ 925491
FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 ' '

. A method of diagnosing a neurodegenerative disorder in a
subject wherein a protein kinase C alpha transcript
-b:lmri;_er is sought in a leukocyte population or lysate
thereof.

28. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 (part),
68 (pav-t?a ] :

A method of diagnosing & neurodegenerative disorder in a
subject wherein a €5 transcript biomarker is sought in a
teukocyte population or lysate thereof. -

29. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 (par;t}.
| 68 (pqrtg .

A method of diagnosing a neurodegenerative disorder in a
subject wherein a C1 inhibitor transcript biomarker is.
sought in a leukocyte population or lysate thersof.

30. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 (part),
68 (part? '

A method of diagnosing a neurodegenerative diserder in a
subject wherein a IL-17r transcript biomarker is sought in
a leukocyte population or lysate thereef.

31. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 (part),
68 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a IL-8 transcript biomarker is sought in a
Teukecyte population or lysate thereof.

32. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 (part),
68 (partg

A method of diagnosing a neurodegener‘ative' disorder in a
subject wherein a LIF transcript biomarker is sought im a
leukocyte population or lysate thereof.

33. claims: 7 (part), 22 (part), 35 (part), 45 {part}, 55 (part),
68 (parts‘a

A methed of diagnosing a neumdegéner-ati ye disorder in a
subject wherein a TNF alpha transcript biomarker is sought
in a leukocyte population or lysate thereof.

34, claims: 7 (part), 22 (part), 35 (part), 45 (part}, 55 (part),
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68 {part)

A method of diagnosing a neurodegenerative disorder in a
subject wherein a IL-1@r transcript biomarker is sought in
a leukocyte poputation or lysate thereof.

35. claims: 7 (part), 22 {part), 35 {part), 45 (part), 55 (part),
‘ 68 { alr'ts| .

A method of diagnosing a neurodegenerative disorder in a
subject wherein a Alpha 1 antichymotrypsin transcript
b;umar¥er is sought in a Teukocyte population or lysate
thereof. i

36. claims: 7 {part}, 22 (part), 35 {part), 45 (part), 55 (part),
68 (parts’a

A method of diagnosing a neurodegenerative disorder in a
subject wherein a HSP 27 transcript blomarker is sought in
a leukocyte population or lysate thereof.

37. claims: 7 (part}, 22 (part), 35 (part), 45 (part}, 55 (pari),
: . 68 (pm?

A method of diagnosing a neurodeﬁeneratlve disorder in a
subject wherein a HSP98 transcript biomarker is sought ina
leukocyte population or lysate thereof

38. claims: 7 (part), 22 (part), 35 (part), 45 (part), 55 {part),
68 (partg

A method of diagnosing a neurodegenerative disorder in a
subject wherein a crystalline transcript biomarker is
sought in a leukocyte population or lysate thereof.

39. claims: 7 (part}), 22 (part), 35 (part), 45 (part}, 55 (part),
68 (partg-

A method of diagnosing a neurodegenerative disorder in a
subject wherein a GADPH transcript biomarker is sought in a
Teukocyte population or 1ysate thereof.

4Q. claims: 7 (part), 22 (part), 35 (gart). 45 (part), 55 (part),
68 (part

A method of diagnosing a netirodegenerative disorder in a
subject wherein a ferritin H transcript biomarker is sought
in a Teukocyte population or lysate thereof.

L L]
r
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. 41. claims: 7 (part), 22 (part), 35 '(gm), 45 (part), 55 (part),
68 (part

A method of diagnosing a neurodegenerative disorder in a
subject wherein a Ferritin L transcript biomarker 1s sought
in a leukocyte populat'jon or lysate thereof.

42, claims: 7 (part), 22 (pari), 35 (part), 45 {part), 55 '(part),'
68 ( art?

A method of diagnosing a neurodegenerativé di sorder in a
subject wherein a cox 1 transcnﬁt biomarker is sought in a
teukocyte population or lysate thereof.

N -

43. claims: 7 (par't).-22 (part), 35 (part), 45 (part), 55 (part),
68 (part)

A method of diagnosing a neurodegenerative disorder in a
subject wherein a cox 2 transcript biomarker is sought in a
Teukocyte population or lysate thereof.

44, claims: 7 (part), 22 (part), 35 (part), 45 (part}, 55 (part}),
68 (Par‘tsl

A method of diagnosing a neurodegenerative disorder in a -
subject wherein a transferrin transcript biomarker is
sought in a leukocyte population or lysate thereof.

45. claims: 7 (part), 22 {part), 35 (part), 45 (part), 55 (part),
68 (partg _

A method of diagnosing 2 neurodegenerative disorder in a

subject wherein combinations of the above transcripts are

:zughtfas biomarkers in a leukocyte popuiation or Tysate :
ereg

46. claims: B (part), 23 (part), 36 (part), 46 (part), 56 (part),
69 (parts' :

A method of diagnosing a neurodegenerative disorder in a
subject wherein a protein of MW 27,180 biomarker is sought
in a leukocyte population or 1 ysate thereof.

47. claims: 8 (part), 23 (part), 36 (part), 46 (part), 56 (part),
: 69 {part)
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"A method of diagnosing a neurodegenerative disoi*dér in a
subject wherein a protein of MW 25,400 biomarker is sought
in a leukocyte population or lysate thereof. :

48. claims: 8 (part), 23 (part), 36 (part), 46 (part), 56 (part),
69 (partsl

1

A method of diagnesing a neurodegenerative dis;order ina
subject wherein a ?rotien of MW 27,600 biomarker is sought
in a leukocyte population or lysate theréof.

49. claims: 8 (part), 23 (part), 36 (part). 46 (part), 56 (part),
69 (partg :

A method of diagnosing a neurcdegenerative disorder in a
subject wherein 2 combination of the above MW proteins are
uged a;s__ biomarkers in & leukocyte population or lysate
thereof. .

50. claims: 71-74

Solid supports comprising any one of the above
proteins/transcripts or combinations thereof. Effectively a
gene chip or a microtitre plate is covered and these need
not be used exclusively for neurodegenerative disorder
screening.

-
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