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INTERNATIONAL SEARCH REPORT

Imternational application No

PCT/US2015/021884

A. CLASSIFICATION OF SUBJECT MATTER

INV. CO7K16/44 AD1K67/00 C12N15/13
ADD.

Ancording to Inbternational Patent Classifieation (IPC) or to both netional olassifioation and IPC

B. AELDS SEARCHED
Minimum desumentation searshed (classfisation system followed by classifisation symbols)

CO7K ADIK

Documentation eearched other than minimum decumentation to the extent that such dorurnents are indluded in the fields searched

Electronio daia bhase consulted during the international search {name cof data base and, whera practicable, search terme ueed)

EPO-Internal, EMBASE, BIOSIS, Sequence Search, WPI Data

G, DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory” | Cilation of dogument, with indication, whers apprepriale, of the relevant passages Relevart o claim Na.

X MOSHE GAVISH ET AL: "“Comparison of the 1-3,19
fine specificity of
anti-dinitrophenyl-combining site composed
of either VL dimer or VL and VH of protein
315",

BIOCHEMISTRY,

vol. 16, no. 14, 1 July 1977 {1977-07-01),
pages 3154-3159, XP055197694,

ISSN: 0P06-2960, DOI: 10.1021/bi00633a018

Y page 3157 - page 3158; tables 1,2 3-10
abstract
- / -
Further decurnents are ligted in the oentinuation of Bex C. See patent family ennex.
* Speoial categories of oited dooumenta : . .
*T" later o rit published after the i ‘l tionalfiling date or prlontr
date and not In conflict with the n but cited to

"A" document defining the genaral state of the art which ie not coneidered
1o be of particular relevance
"E" earlier applisation or petent but published on or after the international X" document of particular relevance; the dalmad invention aannoi be
filing dete oonsidered novel or sannotbe i b imvol
N domﬂentwhlgr waﬁrhnﬂ doublsdm F:’r;onty :Ialm(s) orwhlchhls step when the document is taken alone
to establish the publication date of ancther citation or other ™" dooumsnt of partioular relevanae; the olaimed invention cannct ba
spacial raason (as apeeFiad) considered ko involve an inventive step when the dooument is

the principle or theory underlying the |nvent|un

"O" dooument referring ko an oral disclosure, use, exhibition or cther vombined with ohe ar mare cther such dosurments, sush sombination
means being obvious (o a person shilled in the at
"P" document published prior o the imMemational filing dabe but Eter than
the priority dato elairsd "&" documant member of the sama patant family
Date of the actual sompletion of the international search Date of mailing f the intemnational searsh report
30 September 2015 13710/2015
Name and mailing address of the IGAS Authorized offiear

European Patent Offios, P.B, 5818 Patentlaan 2
NL - 2280 HV Rlijawik

Tel. {+31-70) 340-2040, s
5 Fax: (+31-70) 340- 3018 Saame, Tina

Form PCT/SA/210 {aecond aheet) (April 2005)
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Intemnational application No.
INTERNATIONAL SEARCH REPORT PCT/US2015/021884
BoxNo.ll Observations where certaln claims were found unsearchable (Continuation of Item 2 of flret sheet)

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

1. I:l Claims Nos.:

becausa thay relate to subject matter not requirad to be searshad by this Authority, namely:

2. |:| Claims Nos..:

because they relate to parta of the international application that do net scomply with the prescnbed requirements to such
an extent that ne meaningiul imtemational search can be carried out, specifically:

a |:| Claims Nas.:

because they are dependent claims and are not dratted in accordance with the second and third sentences of Rule 5.4(a).

BoxNo.lll Observations where unity of Invention Is lacking (Gontinuation of Item 3 of first sheef)

Thie Internaticnal Ssarching Autherity found multiple inventions in thia internaticnal applieation, as follows:

see additional sheet

1. As all required addition al search teas were timely paid by the applicant, this intemational search report covers all ssarchable
claims.

2 |:| As all searchable claims oould be earched without effort justitying an additional fees, this Authority did not invite payment of
edditional faes.

3 As only some of the required additional aearch fees were timely paid by the applicant, this intemational search repart covers
enly theee claima for which feea were paid, specifically claims Nos.:

4. |:| No required additional search fees were timely paid by the applicant. Gonsequently, this intemational search report is
restricted to the invention first mentionad in the daime; it ie covered by daime Noe.:

Remark on Protest The additional search fees were accomparnied by the applicant’s protest and, whare applicable, the
paymert of a protest fee.

The additional search fees were accompanied by the applicant's pretest but the applieable protest
fee wae net paid within the time limit spacified in the invitation.

D Mo preteat accompanied the payment of additional search faes.

Form PCTASAR21D (continuation of firet ehest (2)) (April 2005)
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Category”

Cltation of with I whers approy of the relavant passages

Rekvant to ¢lalim No.

X

W0 2012/018764 Al (REGENERON PHARMA [US];
MACDONALD LYNN [US]; STEVENS SEAN [US]:
GURER C) 9 February 2012 (2012-02-09)
cited in the application

paragraphs [0011], [0020], [0077];
claims 1, 8, 11, 12, 15-18,; example &
abstract

CHANG C-H ET AL: "NOVEL ARRANGEMENT OF
IMMUNOGLOBULIN YARIABLE DOMAINS X-RAY
CRYSTALLOGRAPHIC ANALYSIS OF THE
LAMBDA-CHAIN DIMER BENCE-JONES PROTEIN
Loc",

BIOCHEMISTRY, AMERICAN CHEMICAL SOCIETY,
us,

vol. 24, no. 18,

1 January 1985 (1985-01-01), pages
4890-4897, XPOO9056415,

ISSN: 0006-2960, DOI: 10.1021/BI00335AB25
the whole document

JUAN C ALMAGRO: "Identification of
differences in the specificity-determining
residues of antibodies that recognize
antigens of different size: implications
for the rational design of antibody
repertoires",

JOURNAL OF MOLECULAR RECOGNITION, HEYDEN &
SON LTD., LONDON, GB,

vol. 17, no. 2, 1 March 2004 (2004-03-01),
pages 132-143, XP008147555,

ISSN: 0952-3499, DOI: DOI: 10,1002/JMR.659
[retrieved cn 2004-02-25]

figure 1

W0 2012/116927 Al (HOFFMANN LA ROCHE [CH];
BOSSENMAIER BIRGIT [DE]; KETTENBERGER
HUBERT [} 7 September 2012 (2012-09-07)
figure 1

WO 2012/116926 Al (HOFFMANN LA ROCHE [CH];
BOSSENMAIER BIRGIT [DE]; KETTENBERGER
HUBERT [} 7 September 2012 (2012-09-07)
figure 1

11-31
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International Application No. PCT/ US2015/ 021884

FURTHER INFORMATION CONTINUED FROM PCTASA/ 210

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

1. claims: 1-10

An antigen-binding protein comprising a first and a second
immuneglobulin 1ight chain variable domain wherein the first
and the second immunoglobulin light chain variable domains
are associated to form a binding pocket that specifically
binds a small molecule;

2. claims: 11-22

A method of producing a VL antigen binding protein that
specifically binds a small molecule comprising the step(s)
of (a) immunizing a genetically modified non-human animal
with the small molecule wherein the genetically medified
non-human animal comprises (i) unrearranged human
immunoglobulin VL and JL gene segments operably linked to a
non-human CH nucleic acid sequence and (ii) unrearranged
human immunoglobulin VL and JL gene segments operably linked
to a non-human CL nucleic acid sequence and (b) isolating a
cell or VL antigen binding protein from the animal;
hybridomas produced from such cells; nucleic acids encoding
variable domains of VL antigen binding proteins obtained by
such a method; the genetically modified non-human animal
used in said method;

3. claims: 23-31

A method of comparing the binding characteristics of
conventional antibodies with VL antigen binding proteins
wherein the VL antigen binding proteins comprise a hybrid
immunoglobulin chain comprising a variable domain derived
from one or more 1ight chain variable region gene segments
and a constant domain derived from one or more heavy chain
constant region gene segments;
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