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A. CLASSIFICATION OF SUBJECT MATTER
IPC(8) - AB1K 397385; AB1K 39/00; CO7K 16/00 (2012.01)
USPC - 424/141.1; 424/178.1; 530/388.1, 530/389.1
According to Intemational Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
IPC(8) - A6 1K 38/395; A61K 39/00; CO7K 16/00; GO1N 33/566; GO1N 33/543 (2012.01)
USPGC - 424/144.1; 4241178.1; 530/388 1, 530/389.1; 436/501; 436/518

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
IPC(B) - AB1K 39/395; AG1K 39/00; COTK 16/00; GOTN 33/566; GO1N 33543 (2012.01) - see keyword below
USPC - 424/141.1; 424/178.1; §30/368.1, 530/389.1; 436/501; 436/518 - see keyward below

Electronic data base consulted during the intemational search (name of data base and, where practicable, search terms used)
PUubWEST(USPT,PGPB,EPAB,JPAB); Medline, Google: sFit-1, soluble ims-like tyrosine kinase 1, Soluble VEGF Receptor sFit1, sSVEGF
-R1, sVEGFR, Pre-eclampsia, binds, domain, not black ligand binding, pregnancy-relatad, hypertensive, eclampsia, pre-eclampsia,
pragnant human, pestpartum, human

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Relevant to claim No.

1-3, 13-18/(1-3), 24-27

1-3, 13-18/1-3), 24-27

1-3, 13-18/(1-3), 24-27

1-3, 13-18/(1-3), 24-27

1-3, 13-184{1-3), 24-27

1-3, 13-18/(1-3), 24-27

1-3, 13-18K1-3), 24-27

1-3, 13-18/1-3), 24-27

Calegory* Citation of document, with indication, where appropriate, of the relevant pasgages

A US 200910286271 A1 {KARUMANCH] et al.) 19 Novambar 2009 (19.11.2009), Abstract, para
[0012], [0014], [0064], {D0SS], [DR9E], [0211], and [0213)

A US 2007/0231333 A1 (BOGHAERT et al.) 04 October 2007 (04.10.2007), Abstract, para[D008],
[0013], [0246], SEQ 1D NO: 78 (a.a 26-35), and SEQ ID NO: 6 (a.a §5-84)

A US 2003/0086524 A1 (Sliwkowski) 08 May 2003 (08.05.2003), para [0015], [0036), and SEQ ID
NO: 1 {a.a. 46-56)

A UniProt_A2ZN1 N1: B cell antigen receptor, Last modified: 20 February 2007 [online). [Retrieved
on 2012.04,19]. Retrieved from the Intemet: <URL: hitp:/fwww.uniprot.org/uniprot/ A2N1N 1>,
Protein names, and Sequsncs {a.a. 114-122)

A US 2008/0177045 A1 (LEE et al.) 24 July 2008 {24.07.2008), para [0002], [9010), and SEQ ID
NOQ: 37{10 a.5; a.a.2-10)

A US 2007/0202113 A1 (YOUNG et al.) 30 August 2007 (30.08.2007), para [0017], [D056], [0107].
and SEQ ID NO: 8 (a.a. 24-38)

A US 2009/0169547 A1 (SAHIN et al.) 02 July 2008 (02.07.2009), SEQ ID NO: 136(118 a.a.}),
which is the best prior art on racond and is only 87.1% to the claimed SEQ ID NO: 30 (118 a.8.)

A US 20070065425 A1 {BEHRENS et al.} 22 March 2007 {22.03.2007), SEQ ID NO: 4(143 a.a.}
comprising a ragion between amino acid residues 21-129, which is the bast prior art on record,
but only has the best local similarity of 84.5% to the claimed SEQ ID NO: 32 (109 a.a)

g Further documents are listed in the continuation of Box C.
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*  Special cat “T"  later de nt published after the internatianal filing date or priority
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to be of particular relevance the pringiple or thegry underlying the invention
“E" earlier application or patent but published on or after the inter | =y it of particular relevance; the claimed invention cannot be
filing date considered novel or canmot be considered to involve an inventive
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special reason (s specilied) ) . considered to involve an inventive step when the document is
“0O" document referring 10 an oral disclosure, use, exhibition or other combined with one or more other such documents, such combination
means being obvicus to a person skilled in the art
“P"  document published prior to the internetional filing date but later than g » P
the priority date claimed &" document member of the same patent family
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Date of mailing of the international search report
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Box Ne. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

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

1. I:] Claims Nos.:

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

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

3. E Claims Nos.: 32-33, 35-39
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

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

This International Searching Authority found multiple inventions in this intemational application, as follows:
This application contains the following inventions or groups of invantions which are not so linked as to form a single ganeral inventive
concept under PCT Rule 13.1. In ordar for all inventions o be examined, the appropriate additional examination fees must be paid.

Group 1+ claims 1-20, 24-31 drawn to a method of treating or preventing a pregnancy-related hypertensive disorder in a subject
comprising providing ex vivo te the subject an anti-sFit-1 antibody, or sFit-1 binding fragment thereof, which comprises heavy chain
CDRs and light chain CDRs. The first named invantion (claims 1-3, 13-18, 24-27) is limitad to the antibody comprises heavy chain
CDRs having SEQ ID NO:18, SEQ ID NO:20, and SEQ ID ND:22, as comprised by SEQ ID NO: 30, and light chain CDRs having SEQ
ID NO:24, SEQ ID NO:26, and SEQ ID NO:28, as comprisad by SEQ ID NO: 32, wme=tCpntinued in the axtra sheat* ™+ vt

1. D As all required additional search fies 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 intemational search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by ctaims Nos.:
1-3, 13-18/(1-3), 24-27, limited to an antibody comprises heavy chain CDRs having SEQ 1D NOs:18, 20, and 22, induding
SEQ ID NQ: 30, and light chain CDRs having SEQ ID NOs:24, 26, and 28, including SEQ 1D NO: 32.

Remark on Protest I:l 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 No protest accompanied the payment of additional search fees.
Form PCT/15A/210 {continuation of first sheet {2)) (July 2009}
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C {Continuation).  DOCUMENTS CONSIDERED TO BE RELEVANT

Category™* Citation of document, with indication, where appropriate, of the relevant passages Relevant 1o claim No.

A ZHOU et al. Anglotensin Il Induces Soluble fms-Like Tyrosina Kinase-1 Release via Calcineurin | 1-3, 13-18/(1-3), 24-27
Signallng Pathway In Pregnancy. Girc Res, 2007, Vol. 100{1), p. 88-95. Epub 2006 Dec 7. pg
88, col 2, top para; and pg 88, col 1, para 2

A BELGORE et al. Maasurement of frae and complexed soluble vascular endothelial growth 1-3, 13-18/(1-3), 24-27
factor recaptor, Fit-1, in fluid samples: development and application of ftwo new immunoassays.
Clin Sci {Lond). 2001, Vol. 100(5), p. 567-75. Entire docurnentation especially Abstract

Form PCT/ISA/210 (continuation of second sheet) (July 2009)



(50) JP 2014-511375 A 2014.5.15

INTERNATIONAL SEARCH REPORT International application No.
PCT/US 1224198

Continuation of;
Box No IH (unity of invention is lacking)

{Continuation of Group |+) Applicant is invited to elect an antibody that compatas with the antibody in the first named invention (clsims 7-
9}, orland an additional set of SEQ ID NOs such as SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, and 16 (slaims 4-6, 28-31), representing heavy
chain and light chaln CDR&1-3 and associated heavy chaln and light chain, respectivaly, for a second antibody, or an antibody that
competas with the sacond antibody (claims 10-12), erfand a specified SEQ 1D NO(s) for CDR(s) comprising (a) specified amine acid
substituion(s) at (a) specified pesition(s), orfand the method further comprising steps of (a) to (c) as indicated in claim 19 (daims 18-
20), to be searchad by paying additional fea for each election. The exact extra number of additional claims and the scope of each claim
will be searched will depsnd upon the election.

Note: Claims 4-12, 19-20, 28-31 are excluded from the search b they require a search of nonglected sequences.

Group Il, claims 21-23, drawn {0 a mathod of treating or proventing a pregnancy-related hypertensive diserder in 2 subjact comprising
providing ex vive to the subject an anti-sFit-1 antibody, or sFit-1 binding fragment thareof, whereln the anti-sFit-1 antibedy, or sFit-1
binding fragrment thereof, depletes at least 70%, or at least 80%, or at least 80%, or at least 95%, or a1 least 99% of sFit-1 from human
plasma in an in vitro analysis.

Group I+, claims 34, 40-49, drawn to a systam comprising: (a) anti-sfIt antibodies, or sFit-1 binding fragments therecf, wherein tha anti
-sFit-l antibody or sFit- binding fragment thereof deplates at least 70%, or at least 80%, or at laast $0%, or at least 95%, or at lsast 99%
of sFlt-| from human plasma in an in vitro analysis, when the antibody is attached to a solld suppont, and the antibody:sFit-l molar ratio is
50; (b} firet means for conveying blood or a component therecf from a subject to the anti-sFitH antibodies, or sFitd binding fragments
therscf, bound to the selid support 50 as lo contact the blood or a component thereof with tha anti-sFit-1 antibodias, or sFI-1 binding
fragments thareof, and theraby remove sFlt-1 from the blood or a component thereof; and {c) second means for conveying the bloed or
a component thereof to the subject following contact of the blood or a component thereaf with the anti-sFii-1 antibodies, or sFit-1 binding
fragments thereof, or a column containing anti-sFit-1 antibodies, or sFit-1 binding fragments thereof, bound to a solid support, wherein
the anti-sFit-1 antibodies or sFlt-1 binding fragments therecf deplata at least 70%, or at least 80%, or at least 90%, or at least 85%, or at
least 99% of aFlt-1 frem human plasma In an In vitro analysis, when the antibody is atached te a solid support, and the antibody:aFR-|
molar ratie is 50, The first named invention (claims 34, 40, 49) is limited to wherein the anti-sFi--1 antibodies, or sFit-1 binding fragments
thereof, bind to one or more of domains 1-3 of human sFit-l. Note: if the first named invention in Group |Il+ is slectad, claims 41-45 will
also be searched based on the antibody comprising heavy chain CDRs having SEQ ID NC:18, SEQ ID NO:20, and SEQ 1D NO:22, and
light chain CDRs having SEQ ID NO:24, SEQ 1D NO:26, and SEQ ID NO:28 as in the first name invention of Group I+. Applicantis
Invited to alect an additonal set of SEQ ID NQs such as SEQ ID NOs: 2, 4, 6, 8, 10, 12, 14, and 16 {claims 45-48), represanting heavy
chain and light chain CDRs1-3 and associaled heavy chain and light chain, respectively, or a specified SEQ D NO(s) for CDR(s}
comprising (a) specified aminc acid substitution{s) at {a) specified position(s), to ba searched by paying additional fee for each election.
Note: In the cases thal claims 4-6, 28-31 are elected for Group |+, claims 45-48 will also be searched based on the same scope for each
SEQ ID NO if the first named invention of Group ll1+ is elected. The exact exira number of additional claims and the scope of each
claim will be searched will depend upon ths election.

The inventions listed as Groups H-11I+ do not relate to a single gensral inventive concept under PCT Rula 13.1 because, under PCT
Rule 13.2, they lack the same or comesponding special tachnical features for the following reasons:

Groups I+ do not include the inventive concept of anti-sFIt-1 antibedy, or sFit-1 binding fragment thereof, depletes at least 70%, or at
Isast B0%, or at laast 90%, cr at least 95%, or at least 99% of sFit-1 from human plasma in an in vitro analysis, as requirad by Greups I
and [li+. -

Groups l1i+ do not include the inventive concept of a method of freating or pi ing a pregnancy-related hypertensive disorder in a
subject comprising providing ex vivo fo the subject an anti-sFit-1 antlbody, or sFit-1 binding fragment thereof , as raquired by Groups I+
and Il

Group |l does not indude the inventive concept of an anti-sFit-1 antlbody, or sFlt-1 binding fragment thereof, which comprises heavy
chain CORs and light chain CDRs with specified SEQ ID NOs, as required by Group I+,

Furthermore, among Groups |+ or lll+, an anfibody comprising heavy chain CDRs having SEQ 1D NO:18, SEQ ID NO:20, and SEQ ID
NO:22 and light chain CDRs having SEQ ID NO:24, SEQ ID NO:26, and SEQ ID NO:28, Is structurally differant from an antibody
comprising heavy chain CDRs having SEQ 1D NO:2, SEQ ID NO:4, and SEQ ID NO:6 and light ¢chain CDRs having SEQ 1D NO:8, SEQ
1D NO: 10, and SEQ ID NO:12 in CDR regions. Therefore, the antibodies are functionally different from each ather including binding
spacificity to different epitopes or binding affinities to the samea epitops. Furtherrnore, antibodies that competa with the antibody
comprising CORs with disclosed SEQ iD NOs, are read as different antibedies having diffarent structures. In addition, sach set of CDR
reglons with {an) amine acid substitution(s), will further alter the antibady structura in variable regions and influence the antibody binding
specificity and affinity to the specified antigen, without specifying the position(s) for amino acid substitution(s), the resulting antibody is
unpredictabla. ’

The inventions of Groups |+ through H share the tachnical featura of 2 method of treating or preventing a pregnancy-related

hypentensive disorder in a subject comprising providing ex vivo to the subject an anti-sFit-1 antibady, or sFit-1 binding fragment thereof;
the Group I+ and the claims 41-48 of Group lll+ further share the tachnical feature of an anti-sFlt-1 entibody, or sFk-1 binding fragment
theneaf, which comprises heavy chain CDRs and light ¢hain CDRs. However, this shared technical featura does not represent a
contribution over ptor art as being anticipated by US 2009/0286271 A1 to KARUMANCHI et al. {hereinafter 'Karumanchi’) as follows:

Framskhaibkeeee Continued in the next extra sheet
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Karumanchi discloses a mathod of treating or preventing a pregnancy-related hypertensive disorder in a subject (Abstract - 'methods for
treating a pregnancy related hypertansive disorder, such as pre-eclampsia and eclampsia, using combinations of compounds that alter
...5FlIt-1 expression lavels’) comprising

— pravkﬂng oX vivo to the subject an anti-sFit-1 antibady, or sFi-1 binding fragment thergef (para [0D14] - a compound capable of

ing sFIt-1 expression levels or biological activity Include a compound capable of specifically binding to sFt-1, such as a purified
sFlt-1 antlbody or an sFil-1 antigen-binding fragment’; para [0096] - ‘administration ... to the patient ... by an ax vivo approach, to a
patient suffering from pre-eclampsia’; para [0211] - 'a combination of antibodies against... sFit-1 may be used ... in an ex vivo approach
(e.g., using a column that is lined with anti-,.. sFi{-1 and circulating the patient's blood through the column’; para [0213] - 'using an ex
vivo approach during pregnancy for the treatmant or pravention of pre-eclampsia or eclampsia or after pregnancy to treat post-parturn
pre-aeclampsia or eclampsia'),
—which comprisas haavy chain CDRs and light chain CDRs {para [0064] - 'the antibody will contain both the light chain as well as at
least the variable domain of a heavy chain. ...The humanized antibody comprises ... a complementarity determining region (CDR)’; para
[00BS] - 'By "complementarity detarmining region (CDR)" is meant tha three hypervariable seguencaes in the variable regions within each
of the Immuneglobulin light and heavy chains'}, Without a shared special technical feature, the inventions lack unity with one another,

The inventions of Groups |l and |Il+ further share the technical feature of antl-sFit-l antbodles, or sFit-1 binding fragments thereof,
wherain the anti-sFIt-| antibody or sFit-| binding fragment thereof depletes at least 70%, or at least 80%, or at least 90%, or at least 95%,
or at least 99% of sFit- from human plasma in an in vitro analysis, when the antibody is attached to a solid support; and Group 1+
turther share the technical feature of a system/column comprising: anti-sFlt-l antibodies, or sFit-| binding fragments thereof, wherain the
anti-sFii-1

antibody or sFI binding fragment therecf depletas at laast 70%, or at least 80%, or at least 90% of sF1t-1 from human plasma in an in
vitrg analysis, when the antibody is attachad to a solid suppont, and tha antibody:sFit-l molar ratic is 5. However, this shared tachnical
faature does not raprasaent a contribution over prior art. Spedfically, Karumanchi further discloses a system (para {0211] - 'a column that
is fined with anti-.., sFlt-1', wherein the column and tha circulation of patient pfasma is the system see discussion that follows)
comprising:

{a) anti-sFit antibedies, or sFli binding fragments thereof, wherein the anti-sFit-) antivedy or sFit- binding fragment thereof depletes
at least 70%, or at least 80%, or at least 90% of sFit-| from human plasma in an In vitro analysls, when the antibody is attached to a solld
support {para {0211] - 'antibodies against... sFi-1 may be used ... in an ex vive approach {e.g., using a column that is lined with anti-...
sFIt-1 and circulating the patient's blood through the calumn', wherein * a column that is lined with anti-... sFlit-1" is * the antibedy is
attached to a solid suppart', and 'using a colurmn that is lined with anti-... sFli-1 and circulating the patient's bicod through the column’ is
for depleting 'sFit-) fram human plagma In an in vitro analysis’; para [0012] - 'Preferrad compounds wilt decreass ... sFE-1 expression
levels or biological activity by at Ieast ... 70%, 80%, 90%, or more’, which inciudes ex vivo or in vitro deplsting sFit-1 level; para [0014] -
'a compound capabla of dacreasing sFit-1... lavels ... such as a purified sFit-1 antlbody or an sFit-1 antigen-binding fragment’; para
[0211] - 'antibodies against... sFit-1 may be used ... in an ex vivo approach’; Please also see ZHOU et al.: pg 89, col 1, para 2 7 To
deplete sFit-1 from CM, CM was first incubated with monoclonal anti?Flit-1 antibody (1:250 dilution)'; pg 88, col 2, top para - ‘conditionad
mediurn (CM) from human placental explants abtained from uncomplicated pregnancies')

(b} first means for convaying blood or a component thereof from a subject to the anti-sFit-1 antibedies, or sFit-1 binding fragments
thareof, bound to the solld support o as to contact the blood or a component thareof with tha anti-sFit-1 antibedies, or sFlt-1 binding
fragments thereof, and thereby remove sFIt-1 from the blood or a component thereof {para [0211] - 'antibodies against... sFli-1 may be
used ... in an ex vivo approach (e.g., using a column that is lined with anti-... sFit-1 and circulating the patient’s blood through the
column’, wherein ' using a column that is lined with anti-... sFIt-1 and circulating the patient's blead threugh the column' is 'for convaying
blcod or a component thereof from a subject to the anti-sFit-1 antibodies,... bound to the solid suppert so as to contact the blood or a
componant thareof with tha anti-sFit-1 antibodies, ...and theraby remove sFit-1 from tha blood or & component thergof, as discussed in
{a)); and

{c) second means for conveying the bloed or a component thereof (o the subject following contact of the blood or a component thareof
with the anti-sFit-1 antibodies, or sFit-1 binding fragments thereof {para [0211] - ‘antibodies against... sFit-1 may be used ... in an ex vivo
approach {e.g., using a column that is lined with anti-... sFlt-1 and cirgulating the patient's blood through the column', wherein * circulating
the patient's blood through the column'’ is * convaying the blcod or a compenent thereof to the sublect following conlact of the blood ora
componant thareof with the anti-sFt-1 antibodies, or sFit-1 binding fragments thereaf). Although Karumanchi does not specifically
teach the antibody:sFit-1 ratlo Is 50, one of ordinary skill in the art at the tima the invention was made would have known to use sufficient
amount of antibody to deplate sFit-1 including using 50X of extra volume of antibody to sFit-1 to obtain a desired effect, especially
Karumanchi teaches using the system for dapleting at least 80% of sFIt-l from human plasma (para [0012], [0014], [0211]). Please Note:
higher affinity of an antibody to sFit-1, the lower ratic of antibody:sFit-1 is required for achieving the same result. Without a shared
spacial tachnical feature, the inventiong lack unity with one anothar.

seikba bkt antin ad I the NeXt Bxtra Shagh i thircrig
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Furthermora, ¢laim 24 in Group i+ and claim 41 in Group lll+ further share the technical feature of an anti-sFit-1 antibody which
comprises one or more heavy chain CDRs having sequences that are substantially identical to SEQ 1D NO:18, SEQ 1D NO:20, and SEQ
ID NO:22 and one or more light chain CORs that are substantially identical to SEQ ID NO:24, SEQ ID NO:26, and SEQ ID NO:28; and
claim 28 in Group I+ ard claim 45 in Group I+ further share the technica! feature of an anti-sFlt- 1 antibody which comprises one or
more heavy chain CDRs having sequencaes that are substantially identical to SEQ ID NO: 2, SEQ ID NO:4, and SEQ D NO:6 and one or
more light chain CDRs that are substantially identical to SEQ 1D NO:8, SEQ ID NO:10, and SEQ ID NO:12. Howaver, without specifying
amino acid{s) for substitution at specified site{s), the resulted substitution sequences will share little homologies when substituting
different numbers of amino acids in the differant position of the sequence. Specifically, US 200710231333 A1 to BOGHAERT et al.
discloses an anti-5T4 antibody heavy chain (para {0015] - "an anti-5T4 antibody can comprise....(b) a heavy chain variable region
comprising an aming acid sequenca derived from residues 19-135 of SEQ ID NQ:6'), which comprises a region batwsan amino acid
residues 26-35 (COR1 region), that is 100% identlcal to the claimed SEQ ID NO: 18 {heavy chain CDR1), and a raglen batwegn aminc
acid residues 65-84 that is 5% identical to the claimed SEQ ID NO: 20 (heavy chain CDR2), the antibody is specific fo a different
antigen - 5T4 (Abstract; para [0006] - The 5T4 oncofetal anligen is a 72 kDa highly glycosylated transmembrane glycoprotein’).
Furthermars, US 2003/0088924 A1 to Sliwkowski discloses an antibody light chain sequence {para [0036] - 'the amino acid sequances
of the variable light {V.sub.L) ... ¢f murine monocional antibody 2C4 ...SEQ ID Nos. 1'), which comprises a region batween amino acid
residues 46-56, that is 100% idantical to the claimed SEC ID NO: 28, but the antibody is speclfically binds to ErbB recaptor (para [0015]
- 'the antibody used for therapy herein blocks ligand activation of an ErbB receptor andfor has a blological characteristic of monoclonal
antibody 2C4"). Moreaver, UniProt accession number AZN1N1 (hereinafter 'UniProt_A2N{N1" B cell antigen receptor, Last modified:
27 February 2007 [online]. [Retrieved on 2012.04.19]. Retrieved from the Intemmet: <URL: hitp:iAwww.uniprot.org/uniprot/AZN1N1>)
discloses an B cell antigen receptor comprising a region betwasen amino acid residuas 114-122 (Protain Name; Saquencas; Signal
peptide: 1-19; Chain: 20-134), which is 100% identical to the claimad SEQ ID NO: 28 (CDR3 of light chian). Since an antibody
comprising the sama CDR ragion with different combination of other CDR regions, can bind ta difarant antigens, without spacified
specific amino acid(s) for substitution(s) at specific site(s) for each CDR, the binding specificity of the rasulting antibodies are
unpredictable. Without a shared special technical feature, the inventions lack unity with one another. ’

Groups |+=lil+ thersfore lack unity under PCT Rule 13 because they do not share a same or corresponding speclal technical feature.

Note re Itet 4: Claims 32-33, 35-39 are not drafted in accordance with the second and third sentences of Rule 6.4 (a). These claims are
improper multiple dapendant claims.

Note: Claims 11 and 12, each is assumed to depend upon claim 10, bacause of SEQ ID NO: 14 comprising SEQ ID NOs: 2, 4, 6; and
SEQ ID NO: 16 comprising SEG ID NOs: 8, 10, 12 (Specification: para [0051] - Table 1}
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