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. rnatianal application No.
INTERNATIONAL SEARCH REPORT PCT/US 00/34375

Box | Observations where certain claims were found unsearchahle (Continuation of item 1 of first shesti}

This Inmarnationat Search Repert has not been established in respect of certain claims under Articfe 17(2){a} for the following reasons:

1, D Claims Mosg.:
hecause they relate fo subject maiter not required to be searched by this Autharity, namely:

2. X Claims Naos.: 30:31 137949
because they relate to parts of the Internatienal Applicetion that do nol comply with the preseribad reuiremants 1 such
an extent that no meaningtul Intematianal Search can be carrigd oul, specitically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. D Claims Nos.:
hecause they are dependent claims and are net drafted in accordance with the second and third sentences of Rule B.4(a).

Box [| Cbservatlons where unity of invention is lacking (Centinuation of item 2 of first sheet)

This Inteenational Searching Autharity found multiple inventions in this international application, as Toilows:

seg additional sheet

1. D As all required additional search fees were timely paid by the appilicant, this Inlernational Search Repart covers afl
searchable claims.

2. E:—_[ As ali searchable claims coukl be searched without effort justifying an additinnal feg, this Authority did nat invite payment
of any additional fee.

3. D As only some of the required addilional search 1ees were Imely paid by 1he applicant, this Inernational Search Repart
govers only those claims for which fees were paid, spacifically ctaime Nos -

4. No renuired additional search fees were timely paid by the applicant, Consequently, this Interationai Search Report is
restricted ta the invention first mentioned in the claims; il is covered by claims hps.:

seg extra sheet "m\,enjn‘m 1.

Remark an Protest The edditional search fess were accompanisd by 1he applicant's pratest,
PP

D No protest accompanied the payment of additional search fees.

Form PCTASA216 [continuation of first sheet (1)) {July 1998)
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Intemationat Appfcation Na. PGT/US 00 /34375

FURTHER INFORMATION CONTINUED FROM  PCTASAS 210

This International Searching Authority found multiple {(groups of)

inventians in this international application, as follows:

1. Claims: 1-15,19-21,30-42.49

Claims 1-1%, 19-21, 30-42, 48 disclose a method for
identifying different protein conformers, based on
expressing the recombinant protein with different signal
sequences.

. Clatims: 16-18

Claims 16-18 disclase a method for ideniifying the presence
of a conformer in a sample, based on detecting altered
hinding of a biospecific binding member.

. Claims: 22-25

Claim 22-25 disclose methods of evaluating fndividual
rasponses to environemtnal changes associated with a disease
state and of screening individuals for susceptibility to a
disease associated with Ctm-PrP, based on detecting Ctm-PrP
Tevels in cells from said individuals.

. Claims: 26-28

Claims 26-28 disclose & method for screening compounds for
their effect on the relative amounts of different protein
conformers, hased on detecting altered amounts of the
different conformers in presence of the compound.

. Claim ; 29

Claim 29 discloses a method for determining the relative
amounts of the conformers of an endogenous protein,
comprising cowtacting a chimeric hest with said agent,
wherein said chimeric host is characterized by having a
foreign gene encoding said protein from a different species
or other than an endogencus gene processed by the same
translocational mechanism as said gene encoding said
protein; and determining the effect of said agent on said
foreign gene as a surrogate for said endegenous gene.

6. Claims: 43-45

Claims 43-45 disclose a method for identifying a change in
guantitative distribution of protein conformers, comprising
comparing the distribution of confermations in mutipie
biopsy samples ohtained from an animaTl.

page 1 of 2




(112) ugbobooobooboodabod

Iterational Appiication No. PCTIUS 680/34375

FURTHER INFORMATION CONTINUED FROM  PCT/ISA/ 210

7. Claims: 46-47

Claims 46-47 disclose an isolated cell ar a recombinant
non-human c¢ell comprising one or more canformers of a
disease-associated pratein other than Ctm~-PrP.

8. Claim : 48

Claim 48 discloses an isolated or purified conformer of a
disease-associated protein other than Ctm-Prp.

9. Clatms: 50-51

Claim B8-31 disclose a chimeric gene comprising an open
reading frame encoding a disease-associated protein and a
signal sequence other thanm the native signal sequence.

10, Claims: 52-5%

Claims 52-55 disclose an isofated cell or recombinant
rion-tuman cell comprising a nascent chain of a
disease-associated protein bound to a trans-acting factor or
a gena encoding a disease-associated protein wherein a
stgnal sequence of said gene is bound to a trans-acting
factor.

page 2 of 2
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international Application No. PGT/US 00 /34375

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box 1.2

Claims Nos.: 30,31,37.49

Claims 30,31,37 and 49 relate to proteins having an altered confermation,
defined hy reference to the method of identifying or preducing them,
namely employing two different signal sequences as claimed in claim 1.
The claims cover all proteins having this characteristic or property,
whereas the application provides suppert within the meaning of Article 6
PCT and/or disclasure within the meaning of Article 5 PCT only for the
different topological forms of prion proteins.

In the present case, the claims so Tack support, and the application so
lacks disclosure, that a complete search over the subject-matter for
which protection is sought in ctaims 38,31,37 and 49 is impassible.
Consequently, the search has been restricted to the different topological
forms assaciated with prion proteins..

The applicant's attemtion is drawn te the fact that claims, or parts of
¢laims, relating to inventions in respect of which no international
search report has been established need not be the subject of an
internatianal 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 to carry out a
preliminary examination on matter which has not been searched. This is
the case jrrespactive of whether or not the claims are amended following
receipt of the search report or during any Chapter II procedure.
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