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ooooobOobOoOooooooooobObbooooooPHFOOOOODODDDOOOOOOOO
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ooooDao

BO O O 4E6G7

Oob04eG7r0 00 D0DOO0OO0OOO0OO0OOOODODDOOSEQ ID NO-QUCDROD O OO OOOADO

god
DIQMNQSPSS LSASLGDTIT ISCHASONIN VWLSWYQQKP GNIPKLLIFE

ASTLYTGVPS RFSGSGSGTG FTLTISSLQP EDIATYYCQQ GQSYPWTEFGG
GTKLEIKR

ooooao 10
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O004E6G70 00 000D0O00CDRIDOOOODOODOOODODOO
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DIQMNQSPSS LSASLGDTIT ISCHASQNIN VWLSWYQQKP GNIPKLLIFE
ASTLYTGVPS RESGSGSGTG FTLTISSLQP EDIATYYCQQ GQSYPWTEGG
GTKLEIKRss ggggsggggg gssrssVQLO OSGAELVQPG ASVKLSCTAS
GENIKDTSMH WVRORPEQGL EWIGRIAPAN GNTKYDPKEFQ GKATITTDTS
SNTAYLQLSS LTSEDTAVYY CSGSGNYDWG QGTTLTVS

000000 0o0DO0ob0DO0obDOoil0i1080 0 004E6G7YD O D O DO D ODOO SEQ ID NO:-9O
000000000000 D0O0O0011090 1260000 000SEQ ID NO:4O0 OO O OO
0000000000000 boooOonobDi1270 2380 00 046670 00 O OO0
OOSEQ ID NO:13 DO ODOoOooooooano
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OO0Oo0OoONODODODOODOoODoDooDooDooDooDooDooDocOoooooooooooonoaa
goobobobobooobobobcbooogooUooboUo bbb bbb uoooooao
OO0

(SEQ ID NO:19): AKTTPPSVTSGQAGQ

0 O O Hussein, A.H. et al. (2007) "Construction and Characterization of Single-C
hain Variable Fragment Antibodies Directed against the Bordetella pertussis Surf

Oo0oo0ood

ace Adhesins Filamentous Hemagglutinin and Pertactin,'” Infect. Immun. 75(11):547
6-54820 O His-Tagd O O O

(SEQ ID NO:5): HHHHHH

O00D0DDO0O00O00OO0OHA-Tagh O 0O O (SEQ ID NO:6): GAYPYDVPDYASO 0 0 O OO OO
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00000000000
(SEQ ID NO:20): AKTTPPSVTSGQAGQHHHHHEGAY PYDVPDYAS
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ATATAVALAG

(28)

SEQ ID NO:21 (SEQ ID NO:188 X T17om@mé&k):

FATVAQAADI

CHASONINVW
LTISSLQPED
SRSSVQLOQS
IGRIAPANGN
GSGNYDWGOQG

DIOMNQSPSS
ASTLYTGVPS
GTKLEIKRss
GEFNIKDTSMH
SNTAYLQLSS
AGQ

DIQMNQSPSS
ASTLYTGVPS
GTKLEIKRss
GEFNIKDTSMH
SNTAYLQLSS

DIQMNQSPSS
ASTLYTGVPS
GTKLEIKRsSs
GEFNIKDTSMH
SNTAYLQLSS

DIQMNQSPSS
ASTLYTGVPS
GTKLEIKRSS
GFNIKDTSMH
SNTAYLQLSS
AGQHHHHHHG

LSWYQOKPGN
IATYYCQQGO
GAELVQPGAS
TKYDPKFOQGK
TTLTVS

LSASLGDTIT
RFSGSGSGTG
9999sggggy
WVRQRPEQGL
LTSEDTAVYY

LSASLGDTIT
RFSGSGSGTG
9999gsggggy
WVRQRPEQGL
LTSEDTAVYY

LSASLGDTIT
RESGSGSGTG
g999s9gggqg
WVRQRPEQGL
LTSEDTAVYY

LSASLGDTIT
RFSGSGSGTG

gggdgsggggyg
WVRORPEQGL
LTSEDTAVYY
AYPYDVPDYA

IPKLLIFEAS
SYPWTEGGGT
VKLSCTASGF
ATITTDTSSN

SEQ ID NO:22 (SEQ ID NO:178 X T'190@t&4k):

ISCHASQNIN
FTLTISSLQP
gssrssvVQLQ
EWIGRIAPAN
CSGSGNYDWG

SEQ ID NO:23 (SEQ ID NO: 178 X Ubo@ék):

ISCHASQNIN
FTLTISSLQP
gssrssVQLQ
EWIGRIAPAN
CSGSGNYDWG

SEQ ID NO:24 (SEQ ID NO: 178 X U6 n@&#):

ISCHASQNIN
FTLTISSLQP
gssrssVQLQ
EWIGRIAPAN
CSGSGNYDWG

SEQ ID NO:25 (SEQ ID NO: 173 L U200 @A 14):

ISCHASQNIN
FTLTISSLQP
gssrssVQLQ
EWIGRIAPAN
CSGSGNYDWG
S

JP

OMNQSPSSLS
TLYTGVPSREF
KLEIKRSSGG
NIKDTSMHWV
TAYLOLSSLT

VWLSWYQOQKP
EDIATYYCQQ
QSGAELVQPG
GNTKYDPKFQ
QGTTLTVSAK

2018-535921 A 2018.12.6

ASLGDTITIS
SGSGSGTGET
GGSGGGGGGES
RORPEQGLEW
SEDTAVYYCS

GNIPKLLIFE
GQSYPWTFGG
ASVKLSCTAS
GKATITTDTS
TTPPSVTSGQ

VWLSWYQQKP
EDIATYYCQQ
QSGAELVQPG
GNTKYDPKEQ
QGTTLTVSHH

GNIPKLLIFE
GOSYPWTEGG
ASVKLSCTAS
GKATITTDTS

HHHH

VWLSWYQQKP
EDIATYYCQQ
QSGAELVQPG
GNTKYDPKEQ
OGTTLTVSGA

VWLSWYQOQKP
EDIATYYCQQ
QSGAELVQPG
GNTKYDPKEFQ
QGTTLTVSAK

GNIPKLLIFE
GOSYPWTEGG
ASVKLSCTAS
GKATITTDTS
YPYDVPDYAS

GNIPKLLIFE
GQSYPWTFGG
ASVKLSCTAS
GKATITTDTS
TTPPSVTSGQ
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SEQ ID NO:26 (SEQ ID NO:18, 17. X TN90EAH#k):

IQEEFKMKKT

ATATAVALAG

FATVAQAADI QOMNQSPSSLS

CHASQNINVW
LTISSLQPED
SRSSVQLOQS
IGRIAPANGN
GSGNYDWGQG

LSWYQOKPGN
IATYYCQOQGQ
GAELVQPGAS
TKYDPKFQGK
TTLTVSAKTT

IPKLLIFEAS TLYTGVPSRF
SYPWTFGGGT KLEIKRSSGG
VKLSCTASGF NIKDTSMHWV
ATITTDTSSN TAYLQLSSLT
PPSVTSGQAG Q

SEQ ID NO:27 (SEQ ID NO:18, 17, ¥ X UbnaE& ),

IQEEFKMKKT

AIATAVALAG

FATVAQAADI OMNQSPSSLS

CHASONINVW
LTISSLQPED
SRSSVQLOQS
IGRIAPANGN
GSGNYDWGQG

LSWYQOKPGN
IATYYCQQGQ
GAELVQPGAS
TKYDPKFQGK

IPKLLIFEAS TLYTGVPSREFE
SYPWTFGGGT KLEIKRSSGG
VKLSCTASGEF NIKDTSMHWV
ATITTDTSSN TAYLQLSSLT

TTLTVSHHHH

HH

SEQ ID NO:28 (SEQ ID N0:18, 17, B X V6@ ik):

IQEEFKMKKT

ATATAVALAG

FATVAQAADI QOMNQSPSSLS

CHASQNINVW
LTISSLQPED
SRSSVQLQOQOS
IGRIAPANGN
GSGNYDWGQG

LSWYQOKPGN
IATYYCQQGQ
GAELVQPGAS
TKYDPKFOQGK
TTLTVSGAYP

IPKLLIFEAS TLYTGVPSRE
SYPWTEFGGGT KLEIKRSSGG
VKLSCTASGE NIKDTSMHWV
ATITTDTSSN TAYLQLSSLT
YDVPDYAS

SEQ ID NO:29 (SEQ ID NO:18, 17. ¥ X U200mA4k):

IQEEFKMKKT

ATATAVALAG

FATVAQAADT

CHASQNINVW
LTISSLQPED
SRSSVOLOQS
IGRIAPANGN
GSGNYDWGQG

LSWYQOKPGN
IATYYCQQGQ
GAELVQPGAS
TKYDPKFQGK
TTLTVSAKTT

IPKLLIFEAS
SYPWTFGGGT
VKLSCTASGF
ATITTDTSSN
PPSVTSGQAG

OMNQOSPSSLS
TLYTGVPSRFE
KLEIKRSSGG
NIKDTSMHWV
TAYLQLSSLT
QHHHHHHGAY
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ASLGDTITIS
SGSGSGTGET
GGSGGGGGGES
RORPEQGLEW
SEDTAVYYCS

ASLGDTITIS
SGSGSGTGET
GGSGGGGGEGES
RORPEQGLEW
SEDTAVYYCS

ASLGDTITIS
SGSGSGTGET
GGSGGGGGEGES
RORPEQGLEW
SEDTAVYYCS

ASLGDTITIS
SGSGSGTGET
GGSGGGGGEGES
RORPEQGLEW
SEDTAVYYCS
PYDVPDYAS
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PCT/US2016/046520 07.11.2016

INTERNATIONAL SEARCH REPORT International application No.
PCT/US 16/46520
Box No. 1 Nucleotide and/or amine acid sequence(s) (Continuation of item L.c of the first sheet)

1, With regard to any nucleotide andfor amino acid sequence disclosed in the intemnational applicaticon, the international search was
carried out on the basis of a sequence listing:

a m forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.
D on paper or in the form of an image file.

b. furnished together with the intemational application under PCT Rule 13ter. 1(a} for the purposes of intemnational search
only in the form of an Annex C/ST.25 text file.

-3 [:] furmished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13/er. 1(a)).
D on paper or in the form of an image file (Rule 13ser.1(h) and Administrative Instructions, Section 713}.

2. In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required
statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:

Fotm PCT/ISA/210 (continuation of first sheet (1)) (January 2¢15)
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PCT/US2016/046520 07.11.2016

INTERNATIONAL SEARCH REPORT International application No.
PCT/US 16/46520

Box No. II 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 certain ¢laims under Article 17(2)(a) for the following reasons:

1 D 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 international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carvied out, specifically:

N
3. Claims Mos.: 7-20

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

Box No. III  Observations where unity of invention is lacking (Centinuation of item 3 of first sheef)

This Intemational Searching Authority found multiple inventions in this intemational application, as follows:

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

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

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 fees were paid, specifically claims Nos.:

4, D No required additional search fees were tu'nely paid by the applicant. Conssquently, this international search report is
restricted o the invention fitst mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied 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 Ne protest accompanied the payment of additional search fees,

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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PCT/US2016/046520 07.11.2016

INTERNATIONAL SEARCH REPORT International application No.
PCT/US 16/46520

A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - COTK 16/18 (2016.01)
CPC - AB1K 39/0007, AB1K 2039/505, AG1K 39/39556, GON 33/6896
According to Intemationa! Patent Classification (TPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched {classification system followed by classification symbals)
IPC(8): CO7K 16/18 (2016.01)
CPC: AGTK 39/0007, AB1K 2039/505, AB1K 39/2855, GOTN 33/6896

Documentation searched other than minimum documentation 1o the extent that such documents are included in the fields hed
USPC: 424/139.1, 42411411

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

PatBase, Google Patents, Google Scholar, Google Web, search tarms: antibody-based malecula, antibody, epitope Taw, T au 386-
AQB({P)Ser386/{P)Serd4), phospheorylated Tau, PHF, paired helical filaments, Alzheimer brain.filaments, humanized, spitope-binding
fragment, phosphoserine, Tau aggregate, isolated CDR, single domain antibody fragment,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2014/0302046 A1 (NEW YORK UNIVERSITY) 09 Oclobar 2014 (09.10.2014) para [0011], 18

[0050], [0062], [00B8], [0096), [0087], [3104], [0134), (0141], [0142), Tabla 1, Figs. 13,14, SEQ

1D NO: 13
A Congdon et al. Antibody Uptake into Neurons Occurs Primarily via Clathrin-dependent 1-6

Fegamma Receptor Endocytosis and Is a Prerequisite for Acute Tau Protein Clearance. J biol
Chem. (6 Decemnber 2013) vol 288, no 48, pp 35452-35465, pg 35452, col 1, para 4

D Further documents are listed in the continuation of Box C. I:l

*  Special categories of cited documents: *T"  later document published afier the international filing date orgiori:y

“A" document defining the peneral state of the art which is not considered date and not in conflict with the application but citéd to understand
to be of particular relevance the principle or theory underlying the invention

“E"  eatlier application or patent but pablished on or afler the international “x dg of particular relevance; the claimed invention cannot he
filing date congidered novel or cannot be considered to involve an inventive

qn dn&ment wmu;'h “tl?. u“glw d‘quh!ﬁ on Flgﬂﬁlyhl:'ﬂi“!(s). or whicl;‘ is step when the document is taken alone
cited 10 establi e publication date of anather citation or Other wyw go0uwment of particular relevance; the claimed invention cannot be
special reason (as specified) , - consigered top?:\rolve an inventive step when the document is

“0™ document teferring to an oral disclosure, use, exhibition or other combined with ane or more other such dot such combination
means being obvious to a persan skilled in the art

“P~  document published prior to the intermational filing date but later than g i
by pﬁnrilyp‘:lam Glﬂir[:lléﬂ ] &"  document member of the same patent Tamily

Date of the actual completion of the international search Date of mailing of the international search réport

21 October 2016 07 NOV 7016

Name and mailing address of the ISA/US Authorized officer;

Mail Stop PCT, Atin: 1SAJ/US, Commissioner for Patents Lee W, Young

P.O. ?mlt 1450, Alexandria, Virginia 22313-1450 P Halpdasi: 871.272.4300

Facsimile Ne. 571.273-8300 POT OSP: 871-272-TT74

Form PCT/ISA/210 (second sheet) (January 2015)
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https://share-analytics.zhihuiya.com/view/beeb8846-8b8b-49d0-b04e-53e66ac2e3bc
https://worldwide.espacenet.com/patent/search/family/057984105/publication/JP2018535921A?q=JP2018535921A

