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Rabbit Monoclonal Antibody - Purified;
Cat.No. 701054",

15 September 2011 (2011-09-15), novex,
XP055342152,

pages 1-2,

the whole document

Annymous: "Anti-phospho-Tau (pSerl99/202);
Data sheet; Cat.No. T6819"

In: "Anti-phospho-Tau (pSerl%9/202); Data
sheet; Cat.No. T6819",

1 January 2006 (2006-01-01), Sigma,
XP955342158,

the whole document

Anonymous: "Tau Phosphorylation
Site-Specific Antibody Sampler (Containing
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SHEET"

In: "Tau Phosphorylation Site-Specific
Antibody Sampler (Containing Tau pS199,
pT205, pT231, p5262, pS356, pS396, pS404,
pS409, pS422 Rabbit Polyclonal & Tau
[TAU-5] Monoclonal Antibodies,
Unconjugated) PRODUCT ANALYSIS SHEET",

1 January 2010 (2010-01-01), invitrogen,
XPRLR5342248,

the whole document

W0 02/27017 A2 (BIOSOURCE INTERNAT [US])

4 April 2002 (2002-04-04)

claims 1-11; sequence 1

MICHAEL A. BRISTER ET AL: "OGlcNAcylation
and Phosphorylation Have Opposing
Structural Effects in tau:
Phosphothreonine Induces Particular
Conformational Order",

JOURNAL OF THE AMERICAN CHEMICAL SOCIETY,
vol. 136, no. 10,

12 March 2014 (2014-03-12), pages
3803-3816, XP055308062,

us

ISSN: 0002-7863, DOI: 10.1021/jad407156m
abstract

_/__

19-22,
29,30,
32-50

19-22,
29,30,
32-50

19-22,
29,30,
34-50

19-22,
32:50,52
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PROCEEDINGS OF THE NATIONAL ACADEMY OF
Sg]ENCES, NATIONAL ACADEMY OF SCIENCES,
us,

vol, 79, 1 March 1982 (1982-03-01), pages
1979-1983, XP007901436,

ISSN: 0027-8424, DOI:
10.1073/PNAS.79.6.1979

the whole document

A YEE WAH WONG ET AL: "Structural 1-9,16,
Requirements for a Specificity Switch and 17,19-53
for Maintenance of Affinity Using
Mutational Analysis of a Phage-Displayed
Anti-Arsonate Antibody of Fab Heavy Chain
First Complementarity-Determining Region",
THE JOURNAL OF IMMUNOLOGY, THE AMERICAN
ASSOCIATION OF IMMUNOLOGISTS, US,

vol. 160, 1 January 1998 (1958-01-01),
pages 5990-5397, XP007916801,

ISSN: 0022-1767

the whole document

A JEFFEREY R JACKSON: "In Vitro Antibody 1-9,16,
Maturation Improvement of a High Affinity, 17,19-53
Neutralizing Antibody Against IL-1 beta",
THE JOURNAL OF IMMUNOLOGY,

vol. 154, 1 January 1995 (1955-01-01),
pages 3310-3319, XP55033979,

the whole document
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International application Na.
INTERNATIONAL SEARGH REPORT PCT/EP2016/066470
BoxNo.ll Observatlons where certaln claims were found unsearchable (Continuation of ltem 2 of first shest)

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

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| Claims Nos.:

bacausa thay relate to parts of the intaernational applicaticn that do not comply with the preseribed requiremants ta such
an extent that ne meaningful international search can be camied out, specifically:

3. I:l Claims Nos.:

bacausa they ara depandant claims and ara nat drafted in accardance with tha sacand and third sentences of Rula 6.4{a).

BoxNo. Il Observations where unlty of Invention Is lacking (Continuation of Hem 3 of flrst sheet)

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

see additional sheet

1. As all required aciditional search fees were timely paid by the applicant, this intemational search repott covers all searchable
claims.

2. |:| As all searchable claims could be searched without effort justifying an additional fees, this Authority did net invite payment of
additional fees.

3. As only some of the required additional search fees were timaly paid by the applicant, this intsrnational search report covers
only thass claims far which fess wara paid, spacifically claims Nos.:

1-11, 16-53(all partially)

4. |:| Ne required additional search fees were timely paid by the applicant. Genseguently, this international search repeort is
restricted te the invention first mentioned in the claims; it is covered by claims Nos.:

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

The additional search fees were accompanied by the applicant's pratest but the applicable protest
foe was not paid within the time limit specified in the invitation.

m No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first shaet (2)) (April 2005)
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International Applicatioh No. PCT/ EP2016/ 066470

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 7-9(completely); 1-6, 16, 17, 19-53(partially)

A monoclonal antibody, or an epitope-binding fragment
thereof, capable of immunospecifically binding to the
phosphorylated residue 396 of human tau, the CDRs of said
mAb being encoded by SeglD 1-6.

2. claims: 10, 1l{completely); 1-6, 16, 17, 19-53(partially)

A monoclonal antibody, or an epitope-binding fragment
thereof, capable of immunospecifically binding to the
phosphorylated residue 396 of human tau, the CDRs of said
mAb being encoded by SeqlD 9-14.

3. claims: 12, 13(completely); 1-6, 16, 17, 19-53(partially)

A monoclonal antibody, or an epitope-binding fragment
thereof, capable of immunospecifically binding to the
phosphorylated residue 396 of human tau, the CDRs of said
mAb being enccded by SeqlD 17-22.

4. claims: 14, 15(completely); 1-6, 16, 17, 19-53(partially)

A monoclonal antibody, or an epitope-binding fragment
thereof, capable of immunospecifically binding to the
phosphorylated residue 396 of human tau, the CDRs of said
mAb being encoded by SeqlD 25-30.

5. claims: 17-53({partially)

A mAb, or an epitope-binding fragment thereof, capable of
immunospecifically binding to the phosphorylated residue 396
of human tau, the CDRs of said mAb being encoded by SeqlID
3-6, 11-14, 19-22, 27-30, wherein said mAb is not covered by
inventions 1-4.

6. claims: 19-53(partially)

A monoclonal antibody, or an epitope-binding fragment
thereof, selective for an amino acid motif of
hyperphosphorylated tau comprising a phosphorylated Ser two
residues removed from Tyr residue, said invention excluding
subject matter of inventions 1-5.

7. claim: 53{partially)
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International Applicatioh No. PCT/ EP2016/ 066470

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

An antibody generated by a method for generating high
specificity, high affinity antibodies that are
immunospecific for pathogenic hyperphesphorylated tau
comprising residue a phosphorylated 5396, wherein said
method comprises the steps of:(A) injecting an immunogen
into a mammal, said immunogen comprising the
bi-phosphorylated peptide comprising 18-40, such as at
18-30, such as 20-30 amino consecutive acid residues
comprising TDHGAEIVYK{p1 SPVVSGDT{pl SPRHL (SEQ ID NO:37)
covering residues 386-410 of 2N4R tau, to thereby immunize
said mammal:(B) repeating said immunization of said mammal
two or more times;(C) screening a serum sample from said
repeatedly imunized mammal for the presence of high
specificity, high affinity antibodies capable of binding
pathogenic hyperphosphorylated tau comprising residue a
phosphorylated $396, but substantially less capable of
binding non-pathogenic tau; and(D) recovering said high
specificity, high affinity antibodies.

8. claims: 1-6, 16-53({all partially)

Further subject matter covered by the claims but not
inventions 1-7.

This group should safeguard the applicant's rights. In case
the applicants would select this invention to be searched
thy need to clearly define the subject matter to be
searched.
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