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DEETIEBTAr hIGF—1RTCa—T 4 7 aNfc bt —XZxtd 2 K EMPLIE (%)
DiEEHE (%)
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MBI [ND DD D D D D ND
Aer |18 58 @ 100 100 g8 79
dR¥F |2 g7 © %5 115 97 76
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JEERFA (R1. cR1, hR1, 24—60. aIR—3, MAB391) OFETF
KBITArhIGF—1RTa—T 47 E&NEE—XICHTE5EEBRIE (%) OFS

% (%)
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A US 6,310,185 B1 (WALLAGE et al.) 30 October 2001 (30.10.2001), Abstract; col 15, Table 4; 36
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A US 2007/0072797 A1 (ROBINSON ot al.) 29 March 2007 (29.03.2007), Abstract, para [0396), | 36
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A .-;’WO 2006/069202 AZ (CALZONE et al.) 28 June 2006 {29.06.2008), teaches L1-CR-L2 reglon Is ( 1-24, 33-37, 48-50
betweon 152-288

Further documents are listed in the continuation of Box C.
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“P*  document published prior to the intemational filing date but laterthan  « g .
W, priotit)? e ciaimed ] & document member of the same patent family

Date of the actual completion of the international search
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Box No. 11 Observations where certain claims were found unsearchable (Continuation of item 2 of first sheef)

This intermational search report has not been established in respect of certain claims under Article 1 7(2)(z) for the following reasons:

I. D Claims Nos.:

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

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

3. D Claims Nos.;
because they are dependent claims and are not drafied in accordance with the d and third sent of Rule 6.4(a).

Box No. 111 Observations where unlty of lnvention is lacking (Continuation of item 3 of first sheet)

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

Group |: claims 1-24, 33-37, 48-50, drawn to an anti-IGF-1R antibody that binds to an epilope of IGF-IR comprising the first half of the
cysteine-rich domain of IGF-IR, batwean amino acid residues 151 and 222 of human IGF-IR, comprising heavy chain variable reglon:
CDA1 (SEQ ID NO: 1), CDR2 (SEQ ID NO: 2), CDR3 (SEQ 1D NO; 3), and light chain variable region: COR1 (SEQ ID NO: 4), CDR2

(SEQ ID NO: 5), COR3 (SEQ |0 NO: 8), and the antibody blocks binding to {GF-1R of an hR1 antibody comprising the variable region
sequences SEQ ID NO: @ and SEQ ID NO: 10, and methods of using the antibody for diagnosing or treating cancer.

Group Ik: claims 1, 25-33, 42-43, 45, 47, drawn to a fusion protein or multispacific antibody, comprising an anti-IGF-1R antibody that
binds fo an apitopa of IGF-IR comprising the first hall of the cysteine-rich domain of IGF-IR, between amino acid residues 151 and 222
of human IGF-IR, and & second antibody speclfic to a tumor associated anfigan.

--plaase see extra shoet---

1. 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 intemational search report covers
only those claims for which fees were paid, specifically claims Nos.! ’

4, E No required additional search fees were timely paid by the applicant. Consequently, this international search repart is
{eé*.:n%d 37lo f&w siéwention first mentioned in the claims; it is covered by claims Nos.:

Remurk 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 No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continvation of first sheet (2)) (July 2009)
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Continuation of:
Baox No. 1l Observations where unity of invention is lacking

Group Ill: claims 1, 33, 37-44, 46-47, drawn 10 a fusion protein as multispecific antibody, comprising an anti-IGF-1R antibody that binds
to an epitope of IGF-IR comprising the flrst half of the cysteine-rich demaln of IGF-IR, bx amino acid rasidues 151 and 222 of
human IGF-IR, and using the antibody for combination tharapy with another chemotherapy agent or immuncmaodulator, or conjugated
with non-antlbody agents for diagnosing or trealing cancers.

Group IV: claims 1, 51-55, drawn to an isolated nudleic acid comprising an antibody comprising an ani-IGF-1R antibody that binds to an
epitope of IGF-IR comprising the first half of the cysteine-rich domaln of IGF-IR, between aming acid resldues 151 and 222 of human
IGF-IR.

The inventions listed as Groups I-IV do not relate to a single general inventive concept under PCT Rule 13.1 bacause, under PCT Rule
13.2, they lack the same or coresponding $peacial technical features for tha following reasons:

Groups I Il do not include the inventive concapt of an Isolated nucleic acid, as required by Group IV.
@roups | and Il do not includs the Inventive concept of a fusien pretein or multispecific antibody, as required by Group L.

Groups ! and |l do not include the inventive concapt of a combination therapy using ancther chemotherapy agent or immunomodulators,
or conjugated with non-antlbady agents for diagnosing or treating cancers,as required by Group Il

Groups |l and Ill do not includa the inventive concept of an antl-IGF-1R antibody comprising heavy chain and light chain CDRs (SEQ ID
NOs: 1-8), &5 required by Group L.

The Inventions of Groups Il share the technical tsature of an anti-IGF-1R antibody that binds to an epitope of IGF-IR comprising the
first half of the cysteine-rich domain of IGF-IR, between amino acid residues 151 and 222 of human IGF-IR. However, this shared
tachnical feature does not rapresent a contribution over prior art. Specilically, US 2008/0291088 A1 to Hariharan ot al. discloses an antl-
IGF-) R antibody that binds to an epitope of IGF-IR comprising the first half of tha cystelne-rich domain o IGF-1R, betwean aming acid
residues 151 and 222 of human IGF-IR (para [0102] - ‘tha anlibody or antigen-binding fragment thareof ... binds to a human IGF-1R
petypeptide or fragment’; para (0264} - ‘peplide or polypeptide epltope recognized by IGF-1R antibodias contains a sequence of at least
4, at laast 5, at least 6, at least 7, more preferably at least 8, at least 9, ai least 10, at least 15, ai laast 20, at loast 25, or betwesn about
15 to about 30 contiguous ... amino acids of IGF-1R' covars all epitopes between residues 151-222; para [0189) - ‘The first three
domains correspending 10 1GF-1R ..1.e., L1-CR-L2; whereln CR ia the cysteine-rich region batween L1 and L2 of IGF-1R, that is
between 152-298 of human IGF-1R; please sae WO 2006/068202 A2 ta Calzone et aly. Hariharan further discloses a fusion protein that
is multispecific antibody {para [0350] - ‘an antibody that Is a blspacific IGF-1R antibody, ... fusion protain having binding specificity for
rmore than one epitope, 6.9., more than one antigen’; para [0055] - ‘antibodies or fragments thereof are rultispacific’); and combination
therapy with olher chemctherapy egents (para [0028] - 'combination therapy'; para [0475]) or by conjugation with othar therapeutic
agents {para [0068)). In addition, Harlharan also discloses a nucleic acid encoding the antibody (para [0102] - ‘the antibody or antigen-
binding fragment theraof compriging the polypeplide encoded by the nuclalc acid). Groups HV therefore lack unity under PCT Rule 13
because they do not share a same or comesponding special technical leatura.

Form PCT/ISA/210 (extra sheet) (Yuly 2009)
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