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(57) Abstract: The instant disclosure provides antibodies that specifically bind to CD73 (e.g., human CD73) and antagonize CD73
function. Also provided are anti-CD73 antibodies that further comprise a TGFp-binding moiety or a VEGF-binding moiety. The instant
disclosure additionally provides pharmaceutical compositions comprising these antibodies, nucleic acids encoding these antibodies,
expression vectors and host cells for making these antibodies, and methods of treating a subject using these antibodies.
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According to International Patent Classification (IPC) or to both national classification and IPG
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CO7K A61P
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cited to establish the publication date of another citation or other
special reason (as specified)

"Q" document referring to an oral disclosure, use, exhibition or other
means

"P" document published prior to the international filing date but later than
the priority date claimed

"T" later document published after the international filing date or priority
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the principle or theory underlying the invention

"X" document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

"Y" document of particular relevance; the claimed invention cannot be
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Monoclonal Antibody Inhibits Metastasis 81-98,
Formation in Human Breast Cancer by 112-129,
Inducing Clustering and Internalization of 148-205
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Cells",
THE JOURNAL OF IMMUNOLOGY,
vol. 191, no. 8,
16 September 2013 (2013-09-16), pages
4165-4173, XP055245512,
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ISSN: 0022-1767, DOI:
10.4049/jimmunol.1301274
page 4166, left-hand column, paragraph 4
X WO 2016/131950 Al (INNATE PHARMA [FR]) 1-67,
25 August 2016 (2016-08-25) 81-98,
112-129,
148-205
page 3, lines 17-19
page 4, line 34 - page 5, line 13
page 4, line 20
page 76; table 2
claims 35-41
X WO 2017/064043 Al (INNATE PHARMA [FR]; 1-67,
CENTRE LEON BERARD [FR]) 81-98,
20 April 2017 (2017-04-20) 112-129,
148-205
page 65, lines 6-7
page 67, lines 7-11
page 67, line 331 - page 69, line 29;
example 6
page 71 - page 72; example 8
X WO 2016,/081748 A2 (SQUIBB BRISTOL MYERS CO 1-67,
[US]) 26 May 2016 (2016-05-26) 81-98,
112-129,
148-205
examples 1-9
page 2, paragraph 2
page 48, paragraph 2 - page 56, paragraph
4
X WO 2017/152085 Al (BRISTOL-MYERS SQUIBB 1-67,
COMPANY [US]) 81-98,
8 September 2017 (2017-09-08) 112-129,
148-205
examples 1-25
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19 May 2016 (2016-05-19) 81-98,
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paragraph [0492] - paragraph [0538];
examples 1-8
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examples 9-13
paragraph [0555] - paragraph [0562];
example 14
X WO 2017/100670 Al (CORVUS PHARMACEUTICALS 1-67,
INC [US]; BIOATLA LLC [US]) 81-98,
15 June 2017 (2017-06-15) 112-129,
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examples 1-2
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BoxNo.ll  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 claims under Article 17(2)(a) for the following reasons:

1. |:| Claims Nos.:
because they relate to subject matter not required to be searched by this Authority, namely:

2_[8] Claims Nos.: 112-129, 148-205(all partially)

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 carried out, specifically:

see FURTHER INFORMATION sheet PCT/ISA/210

3. |:| Claims Nos.:

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

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

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

see additional sheet

—_

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

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

3. 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. m 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 claims Nos.:

1-67, 81-98(completely); 112-129, 148-205(partially)

Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the

payment of a protest fee.

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.

|:| No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (April 2005)




International Application No. PCT/ US2019/021313

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

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

1. claims: 1-67, 81-98(completely); 112-129, 148-205(partially)

Claims 1-12: Anti-CD73 antibodies comprising the CDRs
referred to as SEQ ID NO. 13 (CDRH1), 14 (CDRH2), 7 (CDRH3),
16 (CDRL1), 10 (CDRL2), and 17 (CDRL3);

Claim 13: Anti-CD73 antibodies comprising the CDRH3 referred
to as SEQ ID NO. 7 or the CDRL3 referred to as SEQ ID NO. 12
or 11;

and subject-matter related thereto (claims 43-67, 81-98).

2. claims: 68-80(completely); 112-129, 148-205(partially)

An isolated antibody that specifically binds to huCD73 (not
being part of 1.), the antibody comprising a TGFbeta-binding
moiety and subject-matter related thereto.

3. claims: 99-111(completely); 112-129, 148-205(partially)

An isolated antibody that specifically binds to huCD73 (not
being part of 1.), the antibody comprising a VEGF-binding
moiety and subject-matter related thereto.

4-20. claims: 130-146(completely); 148-205(partially)

An isolated antibody that specifically binds huCD73 (not
being part of 1.), defined in claims 130-146 and
subject-matter related thereto.

21. claim: 147

A compound/molecule comprising a CD73-binding moiety (not
being part of 1., 2.) (not Timited to human CD73) and a
TGFbeta-binding moiety and subject-matter related thereto.
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

Continuation of Box II.2

Claims Nos.: 112-129, 148-205(all partially)

The application comprises 24 independent product claims referring to
CD73-binding compounds/molecules, 22 of which are anti-CD73 antibodies
defined by various technical features.

1. Claim 1: Anti-CD73 antibody

comprising the CDRs referred to as SEQ ID NO. 13 (CDRH1), 14 (CDRH2), 7
(CDRH3), 16 (CDRL1), 10 (CDRL2), and 17 (CDRL3).

2. Claim 13: Anti-CD73
antibodies comprising the CDRH3 referred to as SEQ ID NO. 7 or the CDRL3
referred to as SEQ ID NO. 12 or 11.

3. Claim 43: Anti-CD73 antibody
binding the same epitope of huCD73 as the antibody of claims 1-42.

4,

Claim 68: Antibody that binds to huCD73 and comprises a TGFbeta-binding
moiety.

5. Claim 99: Antibody that binds to huCD73 and comprises a
VEGF-binding moiety.

6. Claim 130: Anti-huCD73 antibody defined by bound
epitope (SEQ ID NO. 90 (aald4-170: 27mer peptide) or SEQ ID NO. 91
(aal95-213: 19mer peptide))

7. Claim 131: Anti-huCD73 antibody binding

to at least one residue of the peptides referred to as SEQ ID NO. 90/91.
8. Claim 132: Anti-huCD73 antibody binding to at Teast one residue of
Y158, Y161, P165, D168.

9. Claim 133: Anti-huCD73 antibody defined by

relative binding affinity to sequence referred to as SEQ ID NO. 133/141.
10. Claim 134: Anti-huCD73 antibody defined by relative binding affinity
to sequence referred to as SEQ ID NO. 134/141.

11. Claim 135:
Anti-huCD73 antibody binding to the residue Y158.

12. Claim 136:
Anti-huCD73 antibody defined by relative binding affinity to sequences
referred to as SEQ ID NO. 59/141.

13. Claim 137: Anti-huCD73 antibody
binding to the residue Y161.

14. Claim 138: Anti-huCD73 antibody defined
by relative binding affinity to sequences referred to as SEQ ID NO.
60/141.

15. Claim 139: Anti-huCD73 antibody binding to the residue

Y165.

16. Claim 140: Anti-huCD73 antibody defined by relative binding
affinity to sequences referred to as SEQ ID NO. 139/141.

17. Claim 141:
Anti-huCD73 antibody binding to the residue Y168.

18. Claim 142:
Anti-huCD73 antibody defined by relative binding affinity to sequences
referred to as SEQ ID NO. 140/141.

19. Claim 143: Anti-huCD73 antibody
defined by relative binding affinity to sequences referred to as SEQ ID
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210

NO. 135/141.

20. Claim 144: Anti-huCD73 antibody defined by relative

binding affinity to sequences referred to as SEQ ID NO. 136/141.

22.

Claim 145: Anti-huCD73 antibody defined by relative binding affinity to
sequences referred to as SEQ ID NO. 142/141 and SEQ ID NO. 137/141.

23.

Claim 146: Anti-huCD73 antibody defined by relative binding affinity to
sequences referred to as SEQ ID NO. 142/141 and SEQ ID NO. 138/141.

24.

Claim 147: A compound or molecule comprising a CD73(not limited to human
CD73)-binding moiety and a TGFbeta-binding moiety.

According to Rule

6.1(a) PCT, the number of claims shall be reasonable in consideration of
the nature of the invention claimed, which is not the case here. The
functional features claimed in claims 130-146 cannot be searched without
undue burden.

The subject-matter referring to the subject-matter of

claims 1 and 13 (and subject-matter related thereto, e.g. claims 1-67,
81-98, 112-129, 148-205) is clear and sufficiently disclosed in the
application as filed. Hence the subject-matter of claims 1-67, 81-98,
112-129, and 148-205 is searchable.

The applicant's attention is drawn to the fact that claims relating to
inventions in respect of which no international search report has been
established need not be the subject of an international preliminary
examination (Rule 66.1(e) PCT). The applicant is advised that the EPO
policy when acting as an International Preliminary Examining Authority is
normally not to carry out a preliminary examination on matter which has
not been searched. This is the case irrespective of whether or not the
claims are amended following receipt of the search report or during any
Chapter II procedure. If the application proceeds into the regional phase
before the EPO, the applicant is reminded that a search may be carried
out during examination before the EPO (see EPO Guidelines C-1V, 7.2),
should the problems which led to the Article 17(2) declaration be
overcome.
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