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(18) JP 2011-504360 A 2011.2.10

oodono

Asp Val Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Ser Leu
Gly Asp GIn Ala Ser Ile Ser Cys Arg Ser Gly Gln Ser Leu Val
His Ser Asn Gly Asn Thr Tyr Leu His Trp Tyr Leu Gln Lys Pro
Gly GIn Ser Pro Lys Leu Leu Ile Tyr Thr Val Ser Asn Arg Phe
Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Ser Asp
Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp Leu Gly Val
Tyr Phe Cys Ser Gln Asn Thr Phe Val Pro Trp Thr Phe Gly Gly
Gly Thr Lys Leu Glu Ile Lys Arg (B2H&ES : 5);

GATGTTGTGATGACCCAAACTCCACTCTCCCTGCCTGTCAGTCTTGGAGATCAAGCCTCC
ATCTCTTGCAGATCTGGTCAGAGCCTTGTACACAGTAATGGAAACACCTATTTACATTGG
TACCTGCAGAAGCCAGGCCAGTCTCCAAAGCTCCTGATCTATACAGTTTCCAACCGATTT
TCTGGGGTCCCGGACAGGTTCAGTGGCAGTGGATCAGGGTCAGATTTCACACTCAAGATC
AGCAGAGTGGAGGCTGAGGATCTGGGAGTTTATTTCTGCTCTCAAAATACATTTGTTCCT
TGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAACGG (FEE5I&ES: 6 )

Gln Val Gln Leu Gln GIn Ser Gly Pro Glu Leu Val Arg Pro Gly
Val Ser Val Lys Ile Ser Cys Lys Gly Ser Gly Tyr Thr Phe Thr
Asp Tyr Ala Met His Trp Val Lys Gln Ser His Ala Lys Ser Leu
Glu Trp lle Gly Val Ile Ser Thr Lys Tyr Gly Lys Thr Asn Tyr
Asn GIn Lys Phe Lys Gly Lys Ala Thr Met Thr Val Asp Lys Ser
Ser Ser Thr Ala Tyr Met Glu Leu Ala Arg Leu Thr Ser Glu Asp
Ser Ala Ile Tyr Tyr Cys Ala Arg Gly Asp Asp Gly Tyr Ser Trp
Gly Gln Gly Thr Ser Val Thr Val Ser Ser (Eg5&E=:7);

CAGGTCCAGCTGCAGCAGTCTGGGCCTGAGCTGGTGAGGCCTGGGGTCTCAGTGAAGATT
TCCTGCAAGGGTTCCGGCTACACATTCACTGATTATGCTATGCACTGGGTGAAGCAGAGT
CATGCAAAGAGTCTAGAGTGGATTGGAGTTATTAGTACTAAGTATGGTAAGACAAACTAC
AACCAGAAGTTTAAGGGCAAGGCCACAATGACTGTTGACAAATCCTCCAGCACAGCCTAT
ATGGAGCTTGCCAGATTGACATCTGAGGATTCTGCCATCTATTACTGTGCAAGAGGGGAC
GATGGTTATTCCTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCA (FRRAIFHFS:8)
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(19) JP 2011-504360 A 2011.2.10

ooono

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 Gly (E23&FES: 9);
Leu His Trp Tyr Leu GIn Lys Pro Gly Gln Ser Pro Lys Leu Leu
lle Tyr (BBHNES: 10);

Asn Arg Phe Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser
Gly Ser Asp Phe Thr Leu Lys Ile Ser Arg Val Glu Ala Glu Asp
Leu Gly Val Tyr Phe Cys (E2HI&ES: 11);

Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg (FE23I&ES: 12)

t od
ooooOboOoooooooobooboboboooooooobboooooooboooobao
gogooboooooboboooobbooooobooobboboooboboooobao
oogoobooooobooogodo

ud

O Ooo0ooogdg
O Oooo
O Ooo0ooogdg
O Ooooodg

Gln Ser Leu Val His Ser Asn Gly Asn Thr Tyr (BBHIZES: 13);

Thr Val Ser (BE2H|&HF S : 14);
Ser GIn Asn Thr Phe Val Pro Trp Thr (25 Z&ES :15)

ooooDaOo
ooooobobooooooooooboobooooooooobboooooooooooood
ooooOoboOoooooooooboboboooooooobbbOoooooooobobooooo
ooooOboboooooooobObboboooooooobboooooooonnb
ooooDao

ooono

Gln Val Gln Leu GIn GIn Ser Gly Pro Glu Leu Val Arg Pro Gly
Val Ser Val Lys Ile Ser Cys Lys(E25I&FS:16);

Met His Trp Val Lys Gln Ser His Ala Lys Ser Leu Glu Trp lle

Gly Val (BBHNES:17);

Ala Thr Met Thr Val Asp Lys Ser Ser Ser Thr Ala Tyr Met Glu
Leu Ala Arg Leu Thr Ser Glu Asp Ser Ala Ile Tyr Tyr Cys Ala
Arg (BEHIZ&ES:18);

Trp Gly GIn Gly Thr Ser Val Thr Val Ser Ser (B3I &ES:19)

oooooao
ooobobobooooooooobobbtoooooooobbooboooooobbooood
gooobooooooboboooooboobooooobboooobbooooobooooobooogoano
ugogoboooooboboooobobooadd

oooooao

ggoao

Gly Ser Gly Tyr Thr Phe Thr Asp Tyr Ala (25 &E5:20);
Ile Ser Thr Lys Tyr Gly Lys Thr Asn Tyr Asn Gln Lys Phe Lys Gly Lys (B3I & S:21);
Gly Asp Asp Gly Tyr Ser (Fg3&FEE:22)
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T=Thr=kL #A=>: aK> ACA, ACC, ACG, ACU; V=Val=/\1J>: OK> GUA, GUC, GUG,
GUU; W=Trp=r)Tr27>: aF> UGG; Y=Tyr=F B> OK> UAC, UAU
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2% IEh-70 TAVEAT & LMW  PF  LE(PF/LMW)
1D1 BiE IgG1 Ravetch 23.2 1223 5.3
13C3 BiE IgG1 Ravetch 25 124.8 5.0
19A6 BaE IgG3 Ravetch
3D6 AfB 1-5 lgG2b Elan Pharmaceuticals 424.6 402.7 0.9
4G8 AB 17-22  1gG2b Senetek Inc. 228.6 340.3 1.5
6E10 ApB 3-8 lgG2b Senetek Inc. 400.1 541.1 1.4
82E1 AR 1-17 IgG1 IBL 69.9 68.4 1.0
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Asp Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His (E25|&ES: 23)
Ala Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His (B3I &HS: 24)
Glu Phe Arg His Asp Ser Gly Tyr Glu Val His His GIn (BBH&ES: 25)
Phe Arg His Asp Ser Gly Tyr Glu Val His His GIn Lys (F25|& S 26)
Arg His Asp Ser Gly Tyr Glu Val His His GIn Lys Leu (E2%|&S: 27)
His Asp Ser Gly Tyr Glu Val His His Gln Lys Leu Val (F25| & =:28)
Asp Ser Gly Tyr Glu Val His His GIn Lys Leu Val Phe (E25I|&S29)
Ser Gly Tyr Glu Val His His Gln Lys Leu Val Phe Phe (E231&S:30)
Gly Tyr Glu Val His His GIn Lys Leu Val Phe Phe Ala (B3| & S:31)
Tyr Glu Val His His GIn Lys Leu Val Phe Phe Ala Glu (E25| & S:32)
Glu Val His His Gln Lys Leu Val Phe Phe Ala Glu Asp (E23|&S:33)
Val His His GIn Lys Leu Val Phe Phe Ala Glu Asp Val (25 &5E:34)
His His Gln Lys Leu Val Phe Phe Ala Glu Asp Val Gly (B35 &5 :35)
His GIn Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser (E251Z&5:36)
Gln Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn (B2 3| &E=S:37)
Lys Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys (F2%|Z& 5:38)
Leu Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly (E23&5:39)
Val Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala (B2 51 &S :40)
Phe Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala lle (E25I&EFS:41)
Phe Ala Glu Asp Val Gly Ser Asn Lys Gly Ala lle lle (E25I&FS:42)
Ala Glu Asp Val Gly Ser Asn Lys Gly Ala lle lle Gly (B3I & S:43)
Glu Asp Val Gly Ser Asn Lys Gly Ala Ile lle Gly Leu (B2 5 & =:44)
Asp Val Gly Ser Asn Lys Gly Ala lle Ile Gly Leu Met (F2 3| &5 :45)
Val Gly Ser Asn Lys Gly Ala lle lle Gly Leu Met Val (F2%| &= :46)
Gly Ser Asn Lys Gly Ala Ile Ile Gly Leu Met Val Gly (F25| &S :47)
Ser Asn Lys Gly Ala Ile Ile Gly Leu Met Val Gly Gly (F2%|Z& 5 :48)
Asn Lys Gly Ala Ile Ile Gly Leu Met Val Gly Gly Val (F2%|Z&=:49)
Lys Gly Ala Ile Ile Gly Leu Met Val Gly Gly Val Val (251 &5 :50)
Gly Ala lle lle Gly Leu Met Val Gly Gly Val Val lle (E25|&ES:51)

Ala Ile lle Gly Leu Met Val Gly Gly Val Val lle Ala (B85 & S:52)
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INTERNATIONAL SEARCH REPORT International application No.

PCTAS 08/83659

A, CLASSIFICATION OF SUBJECT MATTER
IPC(B)- A61K 39/385; GO1N 33/53; GO1N 33/567 (2009.01)

USPC - 424/146.1; 435/7.2
According to Intemational Patent Classification (IPC) or to both natienal classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification systern followed by classification symbols)
USPC - 424/146.1; 435/7.2

Documentation searched other than minimuam documentation to the extent that such documents are included in the fields searched
USPC - 530/388.26 (fext search, see terms below)

Electranic data hase consulted during the international search (name of data base and, where practicable, search terms used)
PubWEST(PGPB,USPT,EPAB,JPAB); Google/Scholar; PubMed (lext search, see lerms below)

Search Terms: Epltcpe. protofibril, fibril, bata amyloid, amyloid beta, monomer, dimer, soluble, solution, suspension, conformation,
antibady, 1353, 1946, 101, Alzheimers.

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passapges Relevant to claim MNo.
X US 200670280733 A1 (KAYED at al.} 14 Dacember 2006 {14.12.2006); Abstract, paras [0013], | 1-6,8,9
—_— [0063H0064], [0079], [00B8], [0096], [[0104]-[-107]. ———
A 7, 1013, 24, 33, 34
X US 6,372,215 B1 (STARLING et al.) 18 April 2002 (16.04.2002); 24
A ‘ 7
A US 2004/0223970 A1 (AFAR et al.) 11 November 2004 {11.11 .2004); Abstract, (SEQ 1D NO:10, | 10,12, 34
aa 1-113).
A US 6,919,075 B1 (SOLOMON ot al.) 19 July 2005 (19.07.2006); (col 8, In 24-25), {¢019,In20- | 11,13,33
: 22), (SEQ 1D NO:G, aa 1-118).
A US 5,869,620 A (WHITLOW et al.) 9 February 1999 (09.02.1899); Abstract, SEQ ID NO:7.222-| 12
4.
A US 7,195,761 B2 (HOLTZMAN at al.} 27 March 2007 (27.03,2007); Abstract, SEQ 10 NO:3, aa 12
A US 2005/0255102 At (VIOLETTE st al.) 17 Navembar 2005 (17.11.2005); para [0057, claim 18, | 13
SEQ1D NO:21, ea 51-67.
A US 200240192750 A1 (FOX et al.) 18 Decembar 2002 (19.12,2002); para [0053], SEQ ID NO4, | 13
aa 480-485.

O

[] Further documents are listed in the sontinuation of Box C.

»
“p

Special categories of cited documents: “T"  later document published after the intemnational filing date

date and not in conflict with the application but cited

o uadersang

document defining the general state of the art which is not considered
0 be of particular relevance

“E” earlier apphi or patent but d on or after the international
filing date
“L” document which may throw doubts on priority claim(s) or which is

cited to establish ﬂ1e publication date of another citation or other
specinl reason (as specified)

document refering o an oral disclosurs, use, exhibition or ather
means

document published prior to the intemational filing date bt later than
the priority date claimed

ugyr

“pm

the principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
stép when the document is taken alone

document of pamoular rdcvan:: _the: claimed invention cannot be
step when the document is
combined wn.h oneor more other such documents, such combination
being obvious to a person skilled in the art

“&” document member of the same patent family

X"

“y

Date of the actual completion of the international search

07 May 2009 (07.05.2009)

Date of mailing of the international search report

22 MAY 2008

Name and mailing address of the ISA/US

Mail Stop PCT, Atn: ISA/US, Commissioner for Palents
P.0. Box 1450, Alaxandria, Virginia 22313-1450

Facsimile No. 571.273-3201

Authorized officer:
Laa W. Young

PCT Helpdesk: 571-272-4300
PCT OSP: $1-272.T1714

Form PCT/ISA/210 (second sheet) (April 2007}
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Box No.II  Qbservations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

L Ij Claims Nos.:

because they relate to subject matter not required to be searched by this Authority, namely:

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

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. II1  Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

Thuig Lernational Searching ARihanis fumd multiple invegpions {p this intermation) 2pplicaton &5 foloYS oie general inventive
concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must be pald.

Group |, claims 1-13, 24 and 33-24, drawn to an isolated antibody 13C3, its light and heavy chalns and 6 CDR regiens.
Group ll, claim 14, method of producing monoclonal antibody.
Group [I1, claims 15-18, method of quantifying the protofibril form of B-amyloid paptide In a sample and a kit.

Group IV, claims 19-23, drawn to a method of treating or preventing deposition of B-amylotd fiber plaques within a mammal.

Pleasa see Continuation Shegt—

L D As all required additional search fees were timely paid by the applicant, this intemational search report covers all searchable
claims.

2, D As 2l searchable claims could be searched without effort justifying additional fees, this Authority did not invite paymens of
additional fees.

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

4. E No required additional search fees were timely paid by the applicant. Consequently, this internationa] search report is
éfsim:t?diso tzlke i;awﬁion first mentioned in the claims; it is covered by ciaims Nos.:
aims 1-13, 24, 33,

Remark on Profest D The edditional search fees were aooompani-ed by the applicant’s protest and, where applicable, the
payment of a protest fee.
D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time Limit specified in the invitation.
D No protest accompanied the paymeat of additional search fees.
Form PCTASA/Z10 (continuation of first sheet (2)) (April 2007)
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Continuation of BOX NO. It
Group V, claims 25-28, drawn to a nucleic acld enceding SEQ D NO: 7, and having the sequence of SEQ ID NO: 8,

Group V1, dlaims 28-32, drawn ta a nucleic acld encoding SEQ ID NO: 5, and having the sequenca of SEQ ID NO: 6.

The technical feature shared among the inventions of Groups I-IV Is an isolated antibody that specifically interacts with a conformational
| epitope of a protofibril form of AB paptide. This shared technical feature fails to provide a contribution over the prior art, as evidenced by

US patent publication 2007/01 10760 A1 to Glabe, Glaba teaches antibodies spachic to conformational epliopes of AB-amyloid
prodofibrils. [Paragraph 0044 and abstract, in particular,] In the absence of a contribution over the prior art, the inventions do not share a
spacial technical feature. Without a shared special technical feature, the inventions lack unity with one another.

The invention of Group | and V-VI lack unity with one another bacause no signiflcant structural similaritias can readily be ascertained
among the products. The inventions of Groups 1=V lack unity with one another bacause they do not share a special technical feature
with ona anather. The special technical feature of the listed inventions Is the specific design of sald methods, which differs from one
method to the other, Without a shared special technical faature, the inventions lack unity with one another.

Accordingly, unity of invention is lacking under PCT Rule 13.1.

Form PCT/ISA/210 (extra sheet) (April 2007)
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