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CDR L1: Arg Ser Ser Gln Ser Leu Ile Tyr Ser Asp Gly Asn Ala Tyr Leu His (B25|&5:4) ;
CDR L2: Lys Val Ser Asn Arg Phe Ser (B25|&5:5) ;

CDR L3: Ser Gln Ser Thr His Val Pro Trp Thr (E251%&%S:6);

CDR H1: Arg Tyr Ser Met Ser (BL51&S:7) ;

CDR H2: GlnIle Asn Ser Val Gly Asn Ser Thr Tyr Tyr Pro Asp Thr Val Lys (B251&S:8) ;
=Y

CDR H3: Gly Asp Tyr (B251&E5:9),
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Asp Xaa Val Met Thr Gln Xaa Pro Leu Ser Leu Pro Val Xaa Xaa Gly Gln Pro Ala Ser Ile Ser
Cys Arg Ser Ser Gln Ser Leu Xaa Tyr Ser Asp Gly Asn Ala Tyr Leu His Trp Phe Leu Gln
Lys Pro Gly Gln Ser Pro Xaa Leu Leu [le Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp
Xaa Gly Val Tyr Tyr Cys Ser Gln Ser Thr His Val Pro Trp Thr Phe Gly Xaa Gly Thr Xaa
Xaa Glu Ile Lys Arg (B251&5:10):
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Xaa Val GIn Leu Val Glu Xaa Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser
Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Ser Met Ser Trp Val Arg Gln Ala Pro Gly Lys
Gly Leu Xaa Leu Val Ala Gln Ile Asn Ser Val Gly Asn Ser Thr Tyr Tyr Pro Asp Xaa Val
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Xaa Xaa Asn Thr Leu Tyr Leu Gln Met Asn Ser
Leu Arg Ala Xaa Asp Thr Ala Val Tyr Tyr Cys Ala Ser Gly Asp Tyr Trp Gly Gln Gly Thr

Xaa Val Thr Val Ser Ser (E25&FS:11)
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Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Leu Gly Gln Pro Ala Ser Ile Ser
Cys Arg Ser Ser Gln Ser Leu Ile Tyr Ser Asp Gly Asn Ala Tyr Leu His Trp Phe Leu Gln Lys
Pro Gly Gln Ser Pro Arg Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val
Gly Val Tyr Tyr Cys Ser Gln Ser Thr His Val Pro Trp Thr Phe Gly Gln Gly Thr Lys Val Glu
Ile Lys Arg Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln Leu Lys Ser
Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys Val Gln Trp
Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys
Asp Ser Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val
Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser Phe Asn Arg Gly Glu
Cys (Bc51&ES:12)
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Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser
Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Ser Met Ser Trp Val Ary Gln Ala Pro Gly Lys
Gly Leu Glu Leu Val Ala Gln lle Asn Ser Val Gly Asn Ser Thr Tyr Tyr Pro Asp Thr Val Lys
Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr Leu GIln Met Asn Ser Leu
Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Ser Gly Asp Tyr Trp Gly Gln Gly Thr Leu
Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu Ala Pro Ser Ser Lys Ser
Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr
Val Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu Gln Ser Ser
Gly Leu Tyr Ser Leu Ser Ser Va Val Thr Val Pro Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile
Cys Asn Val Asn His Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu
Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His
Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu
Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Ary Glu Pro Gln Val Tyr
Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val Lys
Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp
Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn
His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys (E251%&5:13)
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Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gln Ala Ser Ile Ser
Cys Arg Ser Ser Gln Ser Leu Val His Ser Asp Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys
Pro Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Leu
Gly Val Tyr Phe Cys Ser Gln Ser Thr His Val Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile

Lys (E25I&5:14)
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Glu Val Lys Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser L.eu Lys Leu Ser
Cys Ala Ala Ser Gly Phe Thr Phe Ser Arg Tyr Ser Met Ser Trp Val Arg Gln Thr Pro Glu Lys
Arg Leu Glu Leu Val Ala Lys Ile Ser Asn Ser Gly Asp Asn Thr Tyr Tyr Pro Asp Thr Leu
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Gln Asn Thr Leu Tyr Leu Gln Met Ser Ser
Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys Ala Ser Gly Asp Tyr Trp Gly Gln Gly Thr
Thr Leu Thr Val Ser Ser (25)#&5:15)
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Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser Ile Ser

Cys Lys Ser Ser Gln Ser Leu Leu Asp Ser Asp Gly Lys Thr Tyr Leu Asn Trp Leu Leu Gln
Lys Pro Gly Gln Ser Pro Gln Arg Leu Ile Tyr Leu Val Ser Lys Leu Asp Ser Gly Val Pro Asp
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp
Val Gly Val Tyr Tyr Cys Trp Gln Gly Thr His Phe Pro Arg Thr Phe Gly Gln Gly Thr Lys
Val Glu Ile Lys (E25I&S:16)
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Glu Val GIn Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser Leu Arg Leu Ser
Cys Ala Ala Ser Gly Phe Thr Phe Ser Asn Tyr Gly Met Ser Trp Val Arg Gln Ala Pro Gly Lys
Gly Leu Glu Trp Val Ala Ser Ile Arg Ser Gly Gly Gly Arg Thr Tyr Tyr Ser Asp Asn Val Lys
Gly Arg Phe Thr lle Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln Met Asn Ser Leu
Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Val Arg Tyr Asp His Tyr Ser Gly Ser Ser Asp Tyr
Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser (E25|&=:17)

ooocooao
goooooooboogoobooobbobooobobooobbooobbooooboao
goooboooooobooooboooobobboooobbooooobobooooboooooan
ugoboboooobobooouooboooooboooooobod

goooooaon

goooboooobboooao

gooodadad

gogooan

Asp Val Leu Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu Gly Asp Gln Ala Ser Ile Ser
Cys Arg Ser Ser Gln Asn Ile lle His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys

Pro Gly Gln Ser Pro Lys Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Lys Lys Val Glu Ala Glu Asp Leu
Gly Ile Tyr Tyr Cys Phe Gln Gly Ser His Val Pro Leu Thr Phe Gly Ala Gly Thr Lys Leu Glu

Leu Glu (E251%&S:18)
ooooOooao
pgoooooooooooOoodd
Ooo0o0o0ooOoao

10

20

30

40



(31) JP 2015-526409 A 2015.9.10

goooao
Gln Ala Thr Leu Lys Glu Ser Gly Pro Gly Tle Leu Gln Ser Ser GIn Thr Leu Ser Leu Thr Cys
Ser Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Gly Val Ser Trp Ile Arg Gln Pro Ser Gly
Lys Gly Leu Glu Trp Leu Ala His Ile Tyr Trp Asp Asp Asp Lys Arg Tyr Asn Pro Ser Leu
Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Arg Lys Gln Val Phe Leu Lys Ile Thr Ser Val
Asp Pro Ala Asp Thr Ala Thr Tyr Tyr Cys Val Arg Arg Pro Ile Thr Pro Val Leu Val Asp Ala
Met Asp Tyr Trp Gly Gln Gly Thr Ser Val Thr Val Ser Ser (E251%&5:19)

10
gboooon
gooobobobobgobobgobobobobobobUobUobUobUobuoboboo
goooobobotbotbobobobobobobuobobuobuobuobuobobono
gooooooobooboogooboogobobobooooboboooobbooooboooooboao
goobobobobgobobobobobobOobUobUobUobUobuobuobobono
goooooboobotbgobobgobobobobobobobobobuobuobobono
gooooobboOooooooooobbbOoOoooUoooobobpboboopBUoUooboooDbOoO
goobobgobdobgobgobobobobobUobUobUobUobUobobuobobono
goooobobobotbgobgobobobobobobobobobuobuoboboo
goooooooboobooooboboogobbobooUooboooobboooobooooobao 20
goooooobobbooooboooobboood
gboooon
goodooobotbotbotbobuobobobobobobobobobuobuoboboo
goooooooboboooag
goooon
gobobobobuoboobooobodg
oooooag
goooao

Asp Val Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly Glu Pro Ala Ser Ile Ser
Cys Arg Ser Ser Gln Ser Ile Val His Ser Asn Gly Asn Thr Tyr Leu Glu Trp Tyr Leu Gln Lys %
Pro Gly Gln Ser Pro Gln Leu Leu Ile Tyr Lys Val Ser Asn Arg Phe Ser Gly Val Pro Asp Arg
Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Val
Gly Val Tyr Tyr Cys Phe Gln Ser Ser His Val Pro Leu Thr Phe Gly Gln Gly Thr Lys Leu Glu
Ile Lys (E251%&=:20)
goooon
oooooooboboooboboooobobao
gboooon
goooao 40

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg Ser Leu Arg Leu Ser
Cys Ala Phe Ser Gly Phe Ser Leu Ser Thr Ser Gly Met Ser Val Gly Trp Ile Arg Gln Ala Pro
Gly Lys Gly Leu Glu Trp Leu Ala His Ile Trp Trp Asp Asp Asp Lys Tyr Tyr Asn Pro Ser
Leu Lys Ser Arg Leu Thr Ile Ser Lys Asp Thr Ser Lys Asn Thr Val Tyr Leu Gln Met Asn Ser
Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg Thr Thr Thr Ala Asp Tyr Phe
Ala Tyr Trp Gly Gln Gly Thr Thr Val Thr Val Ser Ser (E251%&5:21)
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Box Ne. 11 Observations where certain claims were found unsearchable {Continuation of item 2 of first sheet)

This international search report has not been established in respect of cerigin claims under Article 17(2)(a) for the following reasons:

1. D Claims Nos.:

because they relave (o subject matter not required to be searched by this Authority, namely:

2. D Claims Nos.: . ,
because they relate to parts of the international application that do not comply with the prescribed requiremenis to such an
extent that no meaningful intemational search can be carried out, specifically:

A D Claims Nos.:

because Lhey are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. 111 Observations where unity of invention Is lacking {Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

see extra sheots

1. D As all required additional search fees were timely paid by the applicant, this intemetional search teport covers all scarchable
claims.

2. D As all searcheble claims could be searched without effort justifying edditional fees, this Authority did not invite payment of
additional fees, . 7

3 D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which Iees were paid, specifically claims Nos.: .

4, E No required additional search fees were. timely paid' by the applicant. Consequently, this intermational search report ig
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

daims 1-8, 14-23, 31-38, 46-54, 62-69, and 77-T9 and thus these claims will be searghed without fee to the extent that they
read on SEQ ID NOs:4, 5,6, 7, 8, 5, 10, and 11,

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
i payment of a protest fee.

I:I The additional search fees were accompanied by the applicant’s profest but the applicable protest
' fee was not paid within the time limil specified in the invitation.

D No protest accompanied the payment of additional search fees.”

Form PCT/ISA/210 (continuation of first sheet {2)) (July 2009)
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PCTAUS2013/046388

This application containg the following inventions or groups of invantions which are nol so finked as 1o form a single ganaral inventive
concept under PCT Rule 13.1. In order for all inventions 10 be examined, the appropriate additional examination fees need to be paid.

Groups I+: tlaims 1-79, 118, and (in part) 95-112 am drawn fo a method of treating a patient diagnosed with Alzheirmers disease,
comprising administering to the patient an effective regime of an antlbady that binds 1o a central or C-terminat epltope of Ap (resldues
12-43).

Group I clalms 80-94, 113-115, and (in part} 95-112 are drawn 10 a method of ireating a pelient diagnosed with Alzheimer's disease
comprising edministering to the patient an effective regime of an antibody with specificity for an N-lerminal epitope of AR (residues 1-11}).

The first invention of Group |+ ia restricted o a method of treating a patient diagnosed with mid- or late-stage Alzhsimer's disease,
compiising administering to the patiant an effactive regime of an antibody thet binds to an epitope within residues 12-43 of AP and
prederentially binds compact plaques relative to difuse plaques, wherein the antibody is selected to be a 266 antibody, wherein the 266
has spedlicity for a central apitope of AR, wharein the 266 antibody binds to an epitope selecled 1o be Af residues 16-23, further
whergin tha 266 antibody comprises a heavy chain variable region wherein in the heaw chaln variable ragion s selected to ba SEQ ID
NO:1%; the heavy chaln further comprising heavy chain complemantary determining regions CDR1, CDR2, and CDR3, where CDR1 s
selected to be SEQ 1D NQ:7, CDR2 is salacted to be SEQ ID NO:8, and COR3 is selected o be SEQ 1D NO:9; and a light chain variable
region, wherein the light chain werisble region is selected to be SEQ 1D NC:10, the light chain further comprising light chain
complementary determining regions COR1, CDR2, and CDR3, where CDR1 s selected to be SEQ ID NO:4, CDR2 Is selected to be
SEQIDNO:5, and CDR3 Is selected to be SEQ ID NO:6. It is balisved that claims 1-6, 14-23, 31-38, 46-54, 62-89, and 77-79 read on
this first nemed Invanlion and thus these claims will be saarched without fea 1o the extent that they read on SEQ IDNOs4, 5,6,7,8, 8,
10, and 11.

Applicant is inviled to elect addilional antibodies with specified SEQ ID NO {or each methad to be searched In a specific combination by
paying addilional fee for each set of election. An exemplary election would be a8 melhod of treating a patient diagnosed with mid- or
late-stage Alzheimar's disease, comprising administering to the patient an efleclive regime of an antibody that binds to an epitope within
regidues 12-43 of AR and preferantially binds compact plaques relative to diffuse plagques, wherein the antibody is selected tobe a

15C 11 entibody, wherein the 16C11 has specificity for 8 central epitope of AR, wherein the 15G11 antibody binds to'an epitope selected
1o be AP residues 18-22, further wherein the 15C11 antibody comprises e heavy chain variable region wherein in the heavy chaln
variable ragion is selectad to ba SEQ ID NO:15, the heavy chain further comprising heavy chain complementary determining regions
CDR1, COR2, and CDR3, comasponding to residues 28 to 35, residues 50 fo 66, and résidues 89 to 101 of SEQ 1D NO: 15,
raspectively; and a light chain varlable ragion, wherein the light chain variable reglon Is selected to be SEQ ID NO:14, the light chain
further comprising light chain complementary determining regions CDR1, CDR2, and CDR3, correspending to residues 24 to 39,
residues 55 to 61, and residues 94 o 101 of SEQ ID NQ: 14, respectively, Additional antibodies will be searched upon the payment of
edditional fees. Applicants must specify the claims that read on any additionai elected inventions. Applicants must further indicate, if
applicable, the clalms which read on the first named invention If different than what was indicated above for this group. Failure to cleary
identify how any paid additionat invention fees are to be applied to the “+" group(s) will result Ini only the first cleimed irvention to be
searched/examined.

The inventions listed in Groups 1+ and Il do not relate te a single general inventive concept under PGT Rule 13.1, becausa under PCT
Rule 13.2 Ihey lack the same or corresponding special tachnical features far the follawing reasons;

The special technical features of Groups 1+, a method of reating a patient diagnosed with Alzheimers disease, comprising administering
to the patient an effectiva regima of an antibady that binds 10 a central or C-terminal epitope of AB (residuee 12-43), are not found in
Group II; the special technical features of Group I, 2 method of treating a patient diagnosad with Alzhelmer's disaase comprising
administering 1o the patient an efiectiva regima of an antibody with specificity for an N-terminal epltope of Afl {residues 1-11), are not
found in Groups I+.

Groups + and Il shere the technical features of a method of treating & patient disgnosed with Alzhelmer's disease, comprising
edmiinistering to the patient an effective regime of an antibody with specificity for an epitope of AB. However, these shared technical
Taatures do not represent a contribution over the prior art. Specifically, US 2010/0239570 A1 to Nitsch discloses a method of treating a
patient diagnosed with Alzheimer's disease {monoclonal antibody against beta-amyloid (ABeta) peptide ... such antibody and mimics
thereot in the treetmant of neurclogical disorders such as Alzhelmer's disease are described, Abstract; Iienls with pathologically
confirmed Alzheimer's disease, Pera. [0022]), comprising administering 1o the patient an effective regime of an antibody with speclﬂclly
for an apitepe of AR (composiions including the antlbody or active fragments thereof ...an effective amount of the compaosition is
administered Io a patient in need of such treatment, Pare. [0013]; antibody and equivatent binding maolecules which are spesific for
Abeta, Para. [0017]).

The Groups I+ formulas da not share a significant structural elemant responsible for binding to an epitope within residues 12-43 of AB,
requiring the selection of altematives for the cell adhasion protein “wherein the antibody is a 266 antibody or a chimaric, humanized or
veneared form thereof, a 15CI antibody or a chimeric, humanized or venesred form thereef, ora 22D12 antibody or & chimerle,
humanized or veneered form thereof”.

The Groups I+ share the technical feetures of 8 methad of treating a patient diegnased with Alxheimer's cisease, a patlent diagnosed
with Alzhelmer's disease and having a greater proporlion of compect plaques than diffuse plagues relstive to total plagues, a patient
diagnosed with Alzhelmer's disease and having symptoms of epileptic selzures, comprising administering to the patient an effectiva
regime of 2n antibody that binds to an epitope within residuss 12-43 of AB end preferentially binds compact plagues reletive 1o diffuse
plaques, and manitoring one or more attributes of compact plaquas In the patignt's brain using PET scanning. However, these shered
technical features do not represent @ contribution over the prior art.




(64) JP 2015-526409 A 2015.9.10

INTERNATIONAL SEARCH REPORT International i'pﬁ ication No. -

PCT/US2013/046399

Specifically, WO 20056/018424 A2 to Miller ct al. discloses a method of treeting e patient disgnosed with Alzheimer's disease (detecting
fibrillar §-amyloid comprising one or mere of the antibadies, or antibody fragments, of the invention, for the diagnosis, study or treatment
of Alzheimer's diseass, Para. [0013]), a patient dizgnosed with Alzheimer's disease and having a grester proportion of compact plagues

“than diffuse ptaques relative to total plagues {antibodlies, and antibody fragments, that bind with a high degree of afiinity and specificity
to fibrillar amyiold (compact plaques), but not to tha nen-fibrillar peptide (diffuse plaques), Para. [0005]), comprising administering to the
patient an sffective regime of an antibody that binds to an apitope within residues 12-43 af AR (antibedies ...R321 and R166 specific for
the carbaxyl larminus of AR1-42, residuss 35-42; anc R287 to AP residues 27-37, Para. [0058]} and preferentially binds compact .
plagues relative to diffuse plagues (antibodios, and antibody fragments, that bind with a high dagree of affinity and specificity to fibrilar
amylold {compact plagues), but not to the non-fibrillar peptide (diffuse plaques), Para. [0005]).

Further US 2010402393570 A1 to Nitsch discloses a method of treating a patient dlagnosed with Alzheimer's disease and having
symptoms of epileptic seizures (pharmaceutical composttions In accordance with the present invention can preferably be used for the
treatment of neurological disorders Including but not limited to Alzheimer's disease ... epllepsy, Para. [0097); the binding molecule of the
present invention, in particular an antibody ...is capable of ... decreasing Abeta toxicity and associated vulnerablity of neurons to
excitotoxic events produced by seizures, Para. [0050]) and monitaring one or more atiribules of compact plaques in the patient's brain
using PET scanning (the present invention relates to in vive imaging techniques employing any one of the binding molecules of the
present invention. For example, the medical imaging technique Positron emission tomography (PET) ... an antibody is admin/stered to a
eubjact and detection of the binding molecule and thus Abeta peptide is performed by placing the subject in an imaging scanner and-
detacting the emission of positrons, Para. [0088}; antibody ...which has unique immunclogical binding characteristics such as binding
monomeric and fiorlilat Abeled2 peptide as well as binding to a C-terminal epitope present in Abetad0 and Abeta42, Pama, [0113]}.

" It would have been obvious to one of ordinary skill in the art a1 the time of the Invention to medify the method of Miller et &l. to include
treating a patient diegnosed with Alzhelmer's disease and having symptoms of epileptic seizures and monitoring a patient's brain using -
PET scanning as taught by Nitsch as seizures are caused by Abeta toxicity (Nitsch, Para, [0050]) and PET scanning is well known in the
ant as a non-Invasivea means for manitoring peptide formation in the brain.

The inventions llsted in Groups |+ and |l therefore lack unity under Rule 13 because they do not share a same or corresponding speclal
technical features. : ‘
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