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INTERNATIONAL SEARCH REPORT International apphication No.
' PCTAJS13/55203

A, CLASSIFICATION OF SUBIECT MATTER
IPC(8) - ABIK 51/10; C12N 15413, 15/63 (2014.01)
USPC - 424/1.4%; 530/386.15, 387.5
According to International Patent Classification (IPC) or to both national classification and IPC

B.  FIELDS SEARCHED

Minimum documentation searched (classification system fellowed by classification symbols)
|IPC(8) Classification{s): AG1K 51/10; C12N 15/13, 1563, 1/21, 1/19, 5110
USPC Classification(s): 424/1.49; 530/386.15, 387.9, 387.3; 536/23.53; 435/320.1, 252.3
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Box No. I1 Observations where cc:;tnin claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been &stahllishsd in respect of certain ﬁlaims under Article 17(2){a) for the following reasons:

L. D Claims Nos.:

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

2. D Claims Nes.; . .
because they rclate to parts of the intemational application that do not comply with the prescribed requirements to such an
cxtent that no meaningtil intsmational search can be camied out, specifically:

3. ® Claims Nos.: §-8, 13-1'9. 25, 27-34, 40-70, 74-76, 79, B4, !'!?, a3
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. 11l  Obscrvations where unity of invention is lacking (Continustion of item 3 of first sheet)

This Internationat S¢arching Authority found multiple inventions in this international application, as follows:

-_Please See Supplemantal-?age.-';.

1. D As all required additional search fiees were timely paid by the applican, this international scarch report covers all scarchable
claims, ~ ’ :

2. E] As all searchatle claims could be searched without effort justifying additional fees, this Authority did not invite payment of
" additional fees. - ’ .

3. I:l 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, E Mo required additional search foes were timely paid by the applicant, Consequently, this intemational search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

1, 2,301, 32, 41, 472, 811, 12/3-11, 20, 21, 23/20, 23121, 26, 35, 36, 36/35, 36/36

Remark on Protest D The additional search fees weré 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 Na protest accompanied the payment of additional search fees.
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-**-Continuation of Box No. lll - Observations whera unity of invantlon is lacking:

This application contains tha following inventions or groups of inventions which ara not so linked as to form a single éeneral inventive
concept uncer PCT Rule 13.1. In order for all invantions to be examined, the appropriate additional examination feas must ba pald.

Groups I+: Claims 1-4, 9-12, 20-24, 26, 35-39, 71-73 and SEQ ID NOs: 1 {antibody VL CDR1 amino acid gequance), 2 (antibody VL
CDR2 amina acid sequance), 3 (antibody VL CDR3 amino adid saquancs), 4 (VH CDR1 aminc acld sequence), 5 (VH CDR2 amino acid
sequence), 8 (antibody VH CDR3 amino acid sequence) are directed 10 an Isolated humanized monocional antibody, or a fragment
thereof, that specifically binds an apitops in an N-terminal region of a Tau polypeptide; an isclated antibody comprising a humanized
light chaln framework region; and a humanized heavy chain framework reglon, wherein the isclated entibudy compeles for binding te an
epliopa in an N-tarminal region of & Tau polypeptide with an antibody that comprises: a) a light chain region eomprising: i) a VL CDR1
comprising an amino acid sequence of SEQ ID NO:1 or SEQ ID NO:7; (i} a VL CDR2 comprising an aming acld sequence of SEQID
NO:2 or SEQ ID NO:8; And {jii) a VL GDR3 comprising an amine acid sequence of SEQ ID NO:3 or SEQ ID NO-8; And b) & heavy chain
region comprising: {1) a VH CDR1 comprising an amino acid sequence of SEQ 1D NO:4 or SEG ) NO; 10; (ii) 8 VH GDR2 comprising an
amino acid sequence of SEQ I NO:5 or SEQ ID NO:11; and (jii} a VH CDR3 comprising an amino acid sequence of SEQ 1D NO:& or
SEQ 1D NO:12; an Isclated antibody, wherein the antibocy Is a Fv, scFv, Fab, f{ab’)2, or Fab', and wherein the antibady compates for
binding to an epltope in an N-terminal region of a Tau polypsptide with an antibody that comgprises: a} a light chain region comprising:
and i} a VL CDR1 comprising an amino acid sequance of SEQ ID NO:1 ar SEQ ID NO:7; {ii) a VL CDRZ comprising an amino acid
saquanca of SEQ 1D NO:2 or SEQ ID NO:B; {iii}a VL. CDR3 comprising an amino acid saquenca of SEQ ID NO:3 or SEQ ID NO:f: b) a
heavy chain region comprising: (i) a VH CDR1 comprising an amine acid sequance of SEQ ID NO:4 or SEQ 1D NO: 10; (i} a VH CDR2
cempriaing an aming acid sequence of SEQ ID NC:5 or SEQ ID NO:11; and (i) a VH CDR3 comprising an amino acld sequance of SEQ
1D NO:6 or SEQ ID NO:12; an isolated entibody, whersin the lsolated antibody comprises a human light chain consfant region and a
human heavy chain constant region, ard wherein the Isalated antibody compatas for binding to an epitops in an N-tarminal region of a
Tau polypaptide with an anibody that camprises: a) a light chain region comprising: i) a VL CDR1 comprising an amino acid sequencs of
SEQ ID NO:1 or SEQ ID NO:7; (ji) a VL CDR2 compriging an amino acid sequence of SEQ ID NO:2 of SEQ D NO:8; and (i) a VL
CDR3 comnprising an amino acid sequence of SEQ ID NQ:3 or SEQ 1D NO:8; and b} a haavy chain region comprising: {i)a VH COR1
compriging an amino acid sequence of SEQ ID NO:4 or SEQ ID NO:10; (ii) a VH CDR2 comprising an amino acid ssquence of SEQ ID
NS ar SECHID NO: 11; and {iii) 8 VH CDR3 comprising an amino acid sequence of SEQ 10 NG:6 or SEQ ID NO: 12; a pharmaceutical
formulation comprising: a) an antibody that spadficaly binds an epitope within an N-tarminal portion of Tau, wherein the antibody
comprises: (i) a YL CDR1 compriging an amino acid sequence of SEQ ID NO:1 or SEGQ ID NO:7; (i) @ VL. €DR2 comprising an amine
acld sequence of SEQ [0 NO:2 or SEQ ID NC:8; (i) a VL CDR3 comprising an amino acid sequence of SEQ ID NO:3 or SEQ ID NO:D;
(v} a VH CDR1 comprising an amino acid sequence of SEQ ID NO:4 or SEQ 10 NO:10; (v} a VH CDR2 comprising an amino acd
sequence of SEQ ID MO:5 ar SEQ ID NO: 11; and (vi) a VH CDR3 somprising an amina acid seguence of SEQ 1D NI:6 or SEQ 1D
NO:12; and b) a pharmaceutically acceptable exciplent suitable for administralion to a human, wherein the formulation Is free of
endotoxing: and an in vitro method of detecting a Tau polypeptide in a biclogical sample obtained from an individual, tha method
camprising: a} contacting the blelogical sample with an antibody pates for binding to an epitcpe within the N-tsminal regicn of Tau
with an anlibody that comprises: i) ight chain complementarity-determining regions (CDRs} of an antibody depiciad In Figure 1B; and
heavy chain CDRs of an anfibody deplcted in Figure 1A; or ii} light chain CORs of an antibody dapicted [n Figure 2B; and haavy chain
CDRs of an antibody depicted in Figure 2A | and b) detecting binding of the antibody to Tau polypeptlide present in the sample.

The isotated humanized monoclonal antibady, or a fragment thereof, that specifically binds to an apitopa In an N-terminal region of a Taw
polypeptide, comprising a humanized light chain framework region, and a humanized heavy chaln framework region: whenain the
isclated antibody compates for binding to an epitope in an N-leminal region of a Tau polypeptide with an antibody; whereln the antibody
a Fv, scFv, Fab, F{gb')2, or Fab'; wherein the isclated antbody comprises a human light chaln constant region and a human haavy
¢hain gonstant reglen; a pharmaceutical formulation comprising! a) an antibogy that specifically binds an epitope within an N-terminal  *
poriion of Tau; and an.in vitro method of detecting a Tau polypeptida in a biclogical sampls obtained from an individual, the method
comprising: a) ing the biclogical ple with an antibody competes for binding to an epitope within tha N-terminal reglan of Tau
will ba saarchad to the extent that they encompass SEQ 1D NOs: 1 (anfibody VL CDR1 amino acid sequence), 2 (anthody VL CDR2
amino acid sequence), 3 (antibody YL CDR3 amino acid seguenca), 4 {vH CDR1 aming acid sequenca), 5 (VH CDR2 aming acid
sequence), 6 (antibody YH CDR3 aminc acid sequence). Itis belleved that Clalms 1-4, 9-12, 20, 21, 23, 26, 35, 36 and 38 (In-part)
encompaes thig first named invention and thus thesa claims will be searched without fee to the extent that they encompass SEQ ID
NOs: 1 (antibody VL CDR1 amino acid sequence), 2 (antibody VL CDR2 aming acid sequence), 3 (antibody VL CDR3 amino acki
saquence), 4 (VH CDR1 amina acid sequenca), 5 (VH CDR2 amino acid sequence), 6 {antibody VH CDR3 amino acld saquenca).
Applicants must indicate, If applicable, the claims which encompass tha first named invention if diffarent than what was indicated above

| for this group. Failurs to clearly identify how any paid additional Invention fees ane to be applied 1o the "+* group(s) will result in only the
first claimed invention to be searched/examined. Additional SEQ ID NO3 can be searched upon the payrnent of additional fees. An
Exemplary Election woukd ba: SEQ 1D NOs: 13 {anlibody light chain COR amino acid sequence), 14 {antibody heavy chain CDR aminc
acid sequenca), 15 (antibody light chain CDR amino acid sequence}, 16 (antbody haavy chain CDR amino adid saquanca).

Group II: Claime 77 and 78 are directed toward a method of reducing tha lavel of Abeta40 and/or Abeta42 in e neurcnal call and/or
axtracellular fluid In an Individual, the method comprising adminlsterfng to the individual: a} an effect! of a humanized antibody
that binds an N-terminal region of a tau polypeptide; or b) a pharmaceutical composition comprising the humanized antibody.

=**.Continued Within the Next Supplemental Bax-***-
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Group |1 Claims 80-83, 85, 86, and 88-92 are directad toward a mathod of determining the amount of extracellular Tau (g Tau) unbound
to an ant-eTay antbody in a sample of cembrospinal fluid (CSF) or intersttial fuld (1SF) cbtalned from a subject undergoing therapy
with the antl-eTau antibody, the method comprising: a) contacting an Immobilized antibody with a sample of CSF or ISF obtained from
the subjact, whetein the immobilizad antibody competes for binding to eTau with the anti-eTau antibody administered to the subject, said
contacting baing under conditions. suitabls for binding of the unbound eTau to the immobilized entibody; and b} detarmining the amount
of aTau bound to the immobllized antibody, wherain the amount of eTau bound to the Immaobllized antibody Is an Indication of the
amount of ¢Tau unbaund 1o the anti-Tau antibody in the sample; and a method of determining the amaount of extracallutar Tau (eTau)
bound to a therapeutic anti-eTau antbody in a sample of carabroapinal Ruid (CSF) or interatitial fluid {|SF) obtalned from a subject
undergoing therapy with the therapeutic anti-aTau antibody, the method comprising: a} contacting an immobliized anthody with a
sample of CSF or ISF obtained from the subject, whersin the immabilized antibody does not compete for binding to aTau with the
anti-aTau antibody administerad to the subject, said contacting being under conditions suitable for binding of the therapeutic
antibody-bound eTau to the immobilized antibody; and b} determining the amount of therapeutic anti-eTau/eTau complex baund ta the
immaobilized antibody, wherein the amount of therapeutic anti-s TaweTau complax bound to tha Immobilized antibedy Is an Indication of
the amount of therapeutic antibody-bound eTau presant In the sampla.

Tha inventions listed as Groupa 1+-1ll du not rulata toa uingla general inventive concept under PCT Rule 13.1 because, under PCT Ruls
13.2, thay 'ack the same or comasp for the fellewing reasons: tha special tachnical faatures of Groups |
+ include an isolatad humanized mnnoduna[ anhhudv ar a fragment thereof, that specifically binds an epitopa in an N-terminal region of
a Tau polypeplide; an isclated antibody cemprising a humanized light chain framework reglon; and a humanized heavy chaln framework
teglon, wherein the isclated enfibcdy competes for binding to an epitope in an N-terminal region of a Taw pelypeptide with an antibody
that comprises: a) a light chain region compriging: 1} 2 VL COR1 comprising an amine acid sequance; () a VL CDR2 comprising an
amine acld sequence; (ji) a VL CDR3 comprising an amino acid sequence; And b) a heavy chain region comprising: (i) a VH GDR1
compiising an amino acid sequanca; (il) a VH COR2 comprising an amine acid sequence;: and (I} 8 YH CDR3 comprising an amino acid
sequence; an isolated antibody, whareln the antibody is a Fv, scFv, Fab, f{ab’)2, or Fab', and whenein the antibody competes for binding
ta an epitope in an N-taminal region of a Tau polypeptide with an antibody that comprises: a) a light chain region comprising: and i} a VL
CDR1 comprising an amino acid sequence; (i} a VL CDR2 comprising an amina acid sequenca; (i} a VL CDR3 comprising an aming
acid sequance; b} 8 heavy chain region comprising: (1) 8 VH CDR1 comprising an amine acld sequenc: (i} a VH CDR2 comprising an
amine acid sequente: and (i) a VH CDR3 comprising an amino acid sequence; an isolated antbody, wherein the |sulabd anhbndy
comprisss @ human light chaln constant region and a human heavy chain canstant ragion, and wherein the i
for binding to an epitepe in an N-terminal region of a Tau palypapide with an antibody that comprises: a) a light chain roglun mmprsng
I} a VL GDR1 comprising an amino atid sequence; (i} a VL CDR2 comprising an amino acid sequence; and {ii} a VL. COR3 comprising
an amino edd sequence; and b) a heavy chain region comprising: (i} a VH CDR1 comprising an amino add sequence; (i} a VH CDR2
comprising an aming acld sequence; and (i) a VH CDR3 comprising an amino acid sequenca; a pharmaceutical formulation comprising:
&} an antibody that specifically binds an epitope within an N-terminal portion of Tau, whetsin the antibody comprises: (i) a ViL CDR1
comprising an emine acld sequencs; (I} & VL COR2 comprising an aminc acid sequence; (i) a VL COR3 comprising an amino acid
s8GuUence; (N') a ¥YH CDR1 comprising an amino acid sequence; (v) a VH CDRZ oompﬁslng an amino acld sequence; and (vi)a VH
CDR3 comprising an amino acid sequence; and b} a pharmacautically p t suitable for administration to a human,
wharein the formulation is free of endotoxins; and an in viiro msthod of detecting & Tou pelypeptide In a blolegleal gample obtained from
ah individual, the method comprising: a} contacting the blokglcal sample with an antibody competes for binding to an epitope within the
N-terminal region of Tau with an antibody that comprisas light chain complementarity-determining regicns {CDRs) of an antibody and
heavy chain CDRs of an antibody; and b) detecting binding of the antibady to Tau palypeptida presant in the sample, which are not
present in Greups | or I); the speclal technical faatures of Group Il including a method of reducing the level of Abetad0 and/or Abetad2
in @ ieurenal call andfor extraceliutar fluid in an individual, tha method comprising administering to the individual: a) an effective amaunt
of a humanized antibody that binds an N-terminal reglon of a tau polypeptids; or b} a pharmaceutical composition comprising the
humanized antibody, which are not present In Groups [+ or llI, the apedial technical features of Group Il including & method of

- detarmining the amount of extracatiular Tau {Tau) unbeund to an anti-eTau antibady in a sample of cerebrospinal fluid {CSF) or
intarstitiat fiuld {15F) ebtained from.a subject undargoing tharapy with tha anti-eTau antibody, the mathod comprising: a) contacting an
immobilized antibedy with a sample of CSF or ISF obtalned from the subject, wherein the immobilized antibody competes for binding to
eTau with the anti-eTau antibody ndministered to the subject, said contacting being under conditions suitable for binding of the unbound
eTau to the immobilized antibody; and b) datarmining the amourt of e Tau bound to the immobilized antibody, whersin the amount of
aTau bound ta the immotilized antibody Is an indication of the amount of 8Tau unbound to the anti-Tau antibody in the sample; and &
methad of datarmining the amount of extraceliular Tau (aTaw} bound te a therapeutic anti-eTau antibody in a sample ¢f cerebrospinal
fluid {CSF) or interstitial fluid (ISF) abtained from a subject undergoing therapy with the therapeutic anti-eTau antibody, the method
comprising: a) contacting an immobllized antibody with a sample of CSF or ISF obtained from the sublect, wherein the immobilized
antibody doeas not compete for binding to aTau with the anti-aTau entibody administered lo the subject, said contacting being under
conditions sultable for binding of the therapeutic aniibady-bound aTau to the immobilized antibody; and b) detarminig the amount of
therapeutic anti-eTauweTau complex bound to the immobllized antibody, whersin the amount of therapsutic anti-eTauweTau complex
bound to the immabillzed antibedy is an indication ¢f the amount of tharapeutic antibody-bound eTau presant In the sampla.

Groups I+-Ill share the tachnical features Including an antibody to an N-tenminal {eTau) portion of Tau. Groups I+ and || share the
technical features of 2 humanized antibody that binds an N-terminal region of a Tau pelypaptide, and a phasmaceutical composition
comprising sald antibody. Groups Il and N share tha technical featutes of a therapy with an anti-Tau antibody and extracellular
[cerabrospinal or inferstitial) fuids. Groups I+ and 1l share the technicsl features including an in vitre method of detecting 3 Tau
polypeptide in a biological sample comprising an antibody that competas for binding fo Tau with an anti-Tau antibody and datecting
binding of the antibody to a Tau palypeptide present in a sampla. .. Continued on Next Supplemeontal Page ..,
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w Gonfinued from Previous Supplemental Page ... Groups 1 shara the technical feah including an isclated humanized monocional
antibody, or a fragment thareof, that specifically binds an epitope In an N-terminal region of a Tau polypeptide; an isalated antibody
comprising @ humanizad light chain framework region; and a humanized heavy chain framework region, wherein the isolated antibody
sompetes for binding to an apitope in an N-terminal region of a Tau polypeptide with an antibody that comprises: a) a light chain region
comprising: i) a VL CDR1-comprising an amine acld saquanes; (li) a VL. CDR2 eomprizing an amino acld sequenca: {iii) a VL. CDR3
camprising an amino acld sequence; And by a heavy chain region comprising: (i} a VH CDR1 comprising an amino acid sequence; {il) a
VH CDR2 comprising an amino atid sequence; and {iii} a VH CDR3 comprising an amino acic sequence; an isolated antibady, wherein
the antibody is a Fv, scFv, Fab, f{ab')2, or Fab', and wherein the antibody competes for binding to an epltope In an N-terminal region of a
Tau polypeptide with an antibody that comprises: a) a light chain region comprising: and i) a VL CDR1 comprising an amino acid
sequence; {ii) a VL CDR2 comprising an amine ackd sequence; (jii) a VL CDR3 comprising an amino acld sequence; b) a heavy chain
region comprising: {) & ¥H CDR1 comprising an amine acld ssquence; (i) a VH CDR2 comprising an amine acid ssguance; and (i) &
VH CDRA compising an amine acid sequence; an [solated antibody, wherein the isclated antibody comprises a human Bght chaln
tonstant region and a human heavy chain constant region, and wherain the isolsted antibody competes for binding to an epitopa in an
N-terminal reglon of & Tau polypeptide with an antibody that comprises: B) a light chain region eomprising: i) a VL COR1 comprising an
amino acid sequence; (i) a YL CDR2 comprising an amino acid sequence; and (i} a VL CDR3 comprising an amino acid saquenca; and
b} a haavy chain region comprising: i} @ VH CCR1 semprising an amino acid sequancs; {ii) a VH CDR2 comprising an amine acid
saquence; and (lll) a VH CDR3 comprising an amine acid sequence; @ pharmaceutical formulation comprising: a) an antibody that
specifically binds an epitopa within an N-tarminal portion of Tau, wharain tha antibody comprises: (i} a VYL COR1 comprising an aming
acid sequence; (ii) a VL CDR2 comprising an amino acid sequencs; (jii) 8 VL. CDR3 comprising an amino ackl sequence; (iv) a VH
CDR1 comprising an amino acid saquence; (v) a VH CDR2 comprising an amino ackd sequence; and (vi) a VH CDR3 comprising an
amino acid sequance; and b) a phamaceutically acceptabla axcipl i for inistration to a human, whersin the formulation is
free of endotoxing; and an in vito method of detecting a Tau polypeptids in a biological sample obtained from an individual, the method
comprising: a) contacting the biological sample with an antibedy competes for binding to an epitopa within the N-tamminal region of Tau
with an antibady that comprises light chain complemantarity-determining regions (CDRs) of an antibody and heavy chain CORs of an
antibocy; and b) detecting binding of the antitody 16 Tau polypeptide present in the sample.

However, thesa shared technica! features are previously disclosed by US 2012/0087861 A1 o Nitseh, et al. (hereinafiar "Nitsch?) In view
of the articls entitted ‘Mapping Of The Alz 50 Epitope ln Misrotubule-Associated Proteins Tau' by Ksiezak-Reding, ef al. (hereinafter
'Ksiezak-Reding'). Nitsch discioses a humanized antibody (humanized antibedy; paragraph [0066]) that binds a Tau polypeptide {that
binds a Tau polypeptide; paragraph [0008]) and a pharmacautical composition comprising said antibody (a composition comprising the
antbody for therapy (@ pharmaceutical compesition comprising said antibody); paragraph [0012]), for therapy with an anti-tau antibody
(immunctherapy with an anti-tau anfibody; abstract); an In vitro method of delecting a Tau polypeptide in a biclogicai sample (an In vitro
methed of detecting a Tau polypeptide in a biological sample; paragraph [0248}) comprising an extracellular fluid (comprising
cerebrospinal fluid (comprising an extracaellular fluid); paragraph [0098]), an antibody (comprising an antibody; paragraph [0248]) and
* detecting binding of the antibody te a Tau polypaptda present in a sample (detecting binding of the antibody to a Tau polypeptide
present in a sample; paragraph [0248]), an isolated humanized monoclonal antibody {(a humanized antibody (an isolated humanized
menoclonal antlbody); paragraph [0088], or a fragment thereof, that specifically binds an epitope in a Tew polypeptida (thet specifically
binds an epitope in a Tau polypeptide; paragraph [0041)); an isclated antibody compriging a humanized (an isolatad antibody comprising
8 humanized; paragragh [0055]} light chaln (ight chaln; paragraph [00:57]) framework regions (framework regiens; paregraph [0062]);
and a humanized {wmanized; paragraph [0065]} heavy chain.(heavy chain; paragraph [00571} framework region (framework region;
paragraph [0062]), wherein the isoleted antibody competes for binding o an apitoge (wherain the antibody competes for binding to an
| epitope; paragraph [0QB7]) in a Tau palypeptide with an antibody (of a referance antibody to a given epitope (In a Tau polypaptide with
an antbody); paragraph [0087]); an isolated antibedy (isclated antibody; paragraph [0DOB)), wherein the antibody is a Fv, scFv, Fab, 1
(abl2, or Fab', (wherein the antibody is a scFv; paragraph [D076]); an Isolated antibody {|sclatad antbody; paragraph [0008]), wherain
the isclated antibody compriges & human (whersin the isolated antibody comprises & human; paragraph [0069]} ight chain constant
tegion (light chain constant region; paragraph [0D60]) and a human (and a human; paragraph [0069]) haavy chain constant region
(heavy chain constant reglon; paragraph [0060]), and wherain tha isolated antibody competas for binding to an apitope of a Tau
polypepiide with an anlibody (wherein the antibedy competes for binding to an epltope of a refarence antibocy to a given epliope
(whargin the isclated antibody competes for binding to an epitope of a Tau polypeptids with an antibody); paragraph [0087]); &
pharmaceutical formulation comprising: a) an antibody (a composition comprising the antibody for therapy {a pharmaceutical formulation
comprising said antibady); paragraph [0012)), that specifically binds an epltope within a portion of Tau {that spacifcally binds an epitope
within a portion of Tau; paragraph [0041)), wherain the antibody comprises: (i} a YL CDR1 comprising an amino acid sequence; (i) a VL
CDR2 comprising an amino acid sequence; (i) a VL COR3 comprising an amino acid sequence; (iv) a VH GOR1 camprising an amino
acid sequence; (v} a VH CDR2 comprising an amine adld sequence; and (vi) a VH CDR3 comprising an aming acid sequence {whereln
the antibody comprisas: {i} a VL CDR1 comprising an amino acid saquence; {ii} a VL CDR2 comprising an amine acid sequence; (i) a
VL CDRA comprising an amine ackl sequence; (Iv) a VH COR1 comprising an amino acid saguence; (v) a VH CDR2 comprising an
amino acid sequence; and {vi) 8 VH COR3 comprising an armino acid Sequence: paragraph [0061]): and b} a pharmaceutically
actep excipignt suitabla for agministration to @ human (and a pharmaceutically acceptabla carrier (a pharmasautizally acceptable
excipiant suitable for administration to a human); Claim 12), whenein tha formulation Is free of endotexing (wherein the endotoxin levels
wars balow 1 ELmg (wherein the formulaticn Is free of endotexins); paragraph [0305]); and an In vitro method of detecting a Tau
polypeptide in a biological sample obtained from an individual (an in vitre method of detecting a Tau polypeptide in a biological sample
oblained from an individual; paragraph [0244]), the method comprising: a} contacting the biological sample with an antibody (comprising
contacting the sample with an antibody; paragraph [0248)) that competes for binding to an epitopa’(that compatas for binding to an
epltope; paragraph [0087]) within & ragion of Tau with an antibody (of a reference antibody ¢ a given epitope (within a region of Tau with
an antibody); paragraph [0087]); and b} detecting binding of tha antibody to Tau polypeptide present in the sample {detacting binding of
the antibody to Tau polypeptide present in the sample; paragraph [0248)). Nitsch does not disclose an antibody to an N-terminal {(eTau)
portion of Tau, that specifically binds an apitopa In an N-terminal ragion of a Tau polypeplids; an antibody that compaetes for binding to
Tau with an antl-Tau antibady. or competas for binding 16 an epitope i an N-terminal region of a Tau polypeplide with an antibody that
comprises: a) a light chain region comptising: i) @ VL COR1 comprising an amino acid sequencs; (i) a VL CDR2 comprising an amino
4cid sequence; (i) a VL CDR3 comprising en amino acid saguence; And b} & heavy chaln region comprising: (i) a VH CDR1 comprising
an amino acid sequence; (I} a VH CDR2 comprising an aming add sequence; and (li) a VH CDR3 comprising an amino acid seguence.

=-Continued on Next Supplemertal Page-***-
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Kelozak-Reding discloses a monodanal antibody that spacifically binds to an epitope in an N-terminal region of Tau {abstraet).

It would have been obvicus to & person of ordinary skill in the art, at the time of the invention, to have medifiad the previous disclcsure of
Nitach, in order to have included the monoclonal antibody of Kaiezak-Reding, including compatitive antibodies, as previously disclosed
by Nitach, whereln the antibody that competes for binding to Tau with an anti-Tau antibody, or competes for binding to an epitopa in an
N-terminat reglon of a Tau polypeptide with &n antibody that comprisas: a) a light chain-region comprising: i) 8 YL GDR1 comprising an
&mino acid sequence;, (i} a VL CDR2 comprising an amino acid sequence; (i) a Vi, COR3 comprising an amino acid saquence; and b} a
heavy chain region compriging: (i) a VH CDR1 ecomprising an aminc acid sequence; (i} @ VH CDR2 comprising an aming acid sequence;
and {ili} a VH CDR3 comprising an amino acid sequance, based on the structure of monoclonal antlbodles, which was common and
wall-known in the an, at tha timae of tha invention. Additionally, @ woulkd have been obvious 1o a parson of ordinary skill in the art to have
utilized more than one antibody to tau for therapy or detection, as previously disciosed by Nitsch, for enabling the detection of proteciytic
fragments of the protein, without undue experimentation or testing.

Since none of the spacial tachnical eaturas of the Groups |+l invantions Is found In more than one of the inventians, and since all of
Ithtla shared technical features ara previously disclosed by a combination of the Nitsch and Ksiezak-Reding references, unity of Invention
3 lacking.
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