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Claims

A multispecific antibody that comprises an antigen binding site that binds an
extracellulyr part of CD137 and an antigen binding site that binds an extracellular part of a
second membXane protein for use in a method of treatment of cancer in a subject in need
thereof, wherein\the multispecific antibody is administered in a dose of between 25-300 mg,

preferably betweenX5-150 mg or 25-100 mg, more preferably between 50-100 mg.

2. A method of trexting cancer in a subject in need thereof, the method comprising
administering between 25-300 mg, preferably between 25-150 mg or 25-100 mg, more
preferably between 50-100 mg\of a multispecific antibody that comprises an antigen
binding site that binds an extraceNular part of CD137 and an antigen binding site that

binds an extracellular part of a second membrane protein to the subject in need thereof.

3. The multispecific antibody for ukse according to claim 1 or method according to
claim 2, wherein the cancer is selected from:

any solid tumor harboring MSI-high altégations;

cervical cancer, in particular PD-L1 positive cervical cancer, more in particular
cervical cancer with high expression of PD-1.1;

endometrial cancer, in particular MSI-high endoxNetrial cancer;

lung cancer, in particular non-small cell lung canceN(NSCLC), more in particular
PD-L1 positive NSCLC, more in particular NSCLC with highxpression of PD-L.1;

brain cancer, in particular glioblastoma; and

breast cancer, in particular metastatic breast cancer and trigle negative breast
cancer (TNBC).

4. The multispecific antibody for use according to claim 1 or method
claim 2, wherein the cancer is selected from:

any solid tumor harboring MSI-high alterations;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particula

NSCLC with high expression of PD-L1; and
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breast cancer, in particular metastatic breast cancer and triple negative breast
cancer (TNBC).

5. A multispecific antibody that comprises an antigen binding site that binds an
extracgllular part of CD137 and an antigen binding site that binds an extracellular part of a
second membrane protein for use in a method of treatment of cancer in a subject in need
thereof, whéyein the cancer is selected from:

any soNd tumor harboring Microsatellite Instability-High (MSI-high) alterations;

cervical cancer, in particular PD-L1 positive cervical cancer, more in particular
cervical cancer with Xigh expression of PD-L1;

endometrial canser, in particular MSI-high endometrial cancer;

lung cancer, in parNcular non-small cell lung cancer (NSCLC), more in particular
PD-L1 positive NSCLC, more&\in particular NSCLC with high expression of PD-L.1;

brain cancer, in particulay glioblastoma; and

breast cancer, in particular Ypetastatic breast cancer and triple negative breast

cancer (TNBC), and

wherein the multispecific antibody is administered in a dose of between 10-1200 mg,
preferably between 25-600 or mg 25-300 m@\ more preferably between 25-150 mg or 25-100
mg or 25-75 mg, most preferably between 25-5Q mg or 50-100 mg.

6. The multispecific antibody for use according to claim 5, wherein the cancer is
selected from:

any solid tumor harboring Microsatellite Instabilidy-High (MSI-high) alterations;

endometrial cancer, in particular MSI-high endometriql cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular
NSCLC with high expression of PD-L1; and

breast cancer, in particular metastatic breast cancer and triplg negative breast

cancer (TNBC), and

wherein the multispecific antibody is administered in a dose of betwgen 10-1200 mg,
preferably between 25-600 or mg 25-300 mg, more preferably between 25-150Yag or 25-100
mg, most preferably between 50-100 mg.
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7. A method of treating cancer in a subject in need thereof, the method comprising
stering between 10-1200 mg, preferably between 25-600 or mg 25-300 mg, more
preferably between 25-150 mg or 25-100 mg or 25-75 mg, most preferably between 25-50 mg
or 50-100 my, of a multispecific antibody that comprises an antigen binding site that binds
an extracellulay part of CD137 and an antigen binding site that binds an extracellular part
of a second memDPyane protein to a subject having cancer, wherein the cancer is selected
from:

any solid tumorNarboring Microsatellite Instability-High (MSI-high) alterations;

cervical cancer, in particular PD-L.1 positive cervical cancer, more in particular
cervical cancer with high expxession of PD-L1;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular nyn-small cell lung cancer (NSCLC), more in particular
PD-L1 positive NSCLC, more in partigular NSCLC with high expression of PD-L.1;

brain cancer, in particular glioblagtoma; and

breast cancer, in particular metastaNc breast cancer or triple negative breast cancer

(TNBC).

8. The method according to claim 7, the metRgd comprising administering between
10-1200 mg, preferably between 25-600 or mg 25-300 Mg, more preferably between 25-150
mg or 25-100 mg, most preferably between 50-100 mg, of § multispecific antibody that
comprises an antigen binding site that binds an extracellulaxpart of CD137 and an antigen
binding site that binds an extracellular part of a second membrane protein to a subject
having cancer, wherein the cancer is selected from:

any solid tumor harboring Microsatellite Instability-High (MS{-high) alterations;

endometrial cancer, in particular MSI-high endometrial cancer;
lung cancer, in particular non-small cell lung cancer (NSCLC), mor&in particular
NSCLC with high expression of PD-L1; and
breast cancer, in particular metastatic breast cancer or triple negative bxeast

cancer (TNBCO).

9. The multispecific antibody for use or method according to any one of claims 1-8,

wherein the multispecific antibody is administered intravenously.
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0. The multispecific antibody for use or method according to any one of claims 1-9,

wherein said second membrane protein is not a member of the TNF receptor superfamily.

12. The multispéxific antibody for use or method according to any one of claims 1-11,

wherein said second membyane protein is a member of the B7 family.

13. The multispecific antiody for use or method according to any one of claims 1-12
wherein the second membrane protein is PD-L1 or PD-L2, preferably PD-L1.

14. The multispecific antibody for\use or method according to any one of claims 1-13,
wherein the multispecific antibody compriseg one antigen binding site that binds the PD-1

binding domain of PD-L1.

15. The multispecific antibody for use or method according to any one of claims 1-14,
wherein the multispecific antibody comprises one antiggn binding site that binds the
CD137L binding domain of CD137.

16. The multispecific antibody for use or method according to any one of claims 1-15,
wherein the multispecific antibody comprises one antigen binding jte that blocks the
binding of a ligand to CD137 or binds an extracellular ligand-blocking\binding site of
CD137, preferably a CD137L blocking binding site.

17. The multispecific antibody for use or method according to any one ofclaims 1-16,
wherein the variable domain that binds an extracellular part of CD137 is define
variable domain that, when in a bivalent monospecific antibody format that compri
of said variable domains that bind CD137, does not stimulate activity of CD137 on a cel or
does so at a reduced level in comparison to one of said variable domain as part of a bispeci
antibody having a second variable domain binding a tumor associated antigen, preferably a

member of the B7 family, more preferably PD-L1.
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18. The multispecific antibody for use or method according to any one of claims 1-17,
whereiN the variable domain that binds an extracellular part of CD137 is capable of
stimulating activity of CD137 on a cell when combined in a multispecific antibody with a
second variale domain which binds to PD-1.1, when the multispecific antibody is in the

presence of a firsg cell expressing CD137 and a second cell expressing PD-L1.

19. The multisgecific antibody for use or method according to any one of claims 1-18,
wherein the multispecifis antibody is capable of binding CD137 and PD-L1, preferably

simultaneously.

20. The multispecific antibody for use or method according to any one of claims 1-19,
wherein the multispecific antibody ouly induces or activates CD137 signaling in the

presence of PD-L1 expressing cells.

21. The multispecific antibody for use\or method according to any one of claims 1-20,
wherein the antigen binding sites of said multispecific antibody consist of one
immunoglobulin variable domain that binds CD13¥ and one immunoglobulin variable

domain that binds the extracellular part of a second nembrane protein.

22. The multispecific antibody for use or method acéQrding to any one of claims 1-21,

wherein said multispecific antibody is a full length antibody.

23. The multispecific antibody for use or method according t\any one of claims 1-22,

wherein said multispecific antibody is an IgG1 molecule without Fc effsctor function.

24, The multispecific antibody for use or method according to any ond\of claims 1-23,

wherein the second membrane protein is not to a significant extent expressed by a T-cell.

25. The multispecific antibody for use or method according to any one of claimy 1-24,
wherein said second membrane protein is present on the cell membrane as a part of a

multimeric membrane protein comprising two or more of said second membrane proteins.
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26. The multispecific antibody for use or method according to any one of claims 1-25,
wherein said second membrane protein is present on the cell membrane as a part of a

homoYimer or a homotrimer.

27. Yhe multispecific antibody for use or method according to any one of claims 1-26,
wherein the antibody comprises a heavy chain variable region that binds an extracellular
part of CD137 comaprising a CDR3 region having an amino acid sequence as set forth in SEQ
ID NO: 23; SEQ IDWO: 27; SEQ ID NO: 34 or SEQ ID NO: 52, or variants thereof.

28. The multispecic antibody for use or method according to any one of claims 1-27,
wherein the antibody compriges a heavy chain variable region that binds an extracellular
part of CD137 comprising a CDR2 region having an amino acid sequence as set forth in SEQ
ID NO: 22; SEQ ID NO: 26; SEQ NO: 33; or SEQ ID NO: 51, or variants thereof.

29. The multispecific antibody fox use or method according to any one of claims 1-27,
wherein the antibody comprises a heavy chin variable region that binds an extracellular
part of CD137 comprising a CDR1 region havipg an amino acid sequence as set forth in SEQ
ID NO: 21; SEQ ID NO: 25; SEQ 1D NO: 32; or S¥Q ID NO: 50, or variants thereof.

30. The multispecific antibody for use or methoy according to any one of claims 1-29,
wherein the antibody comprises a heavy chain variable rdgion that binds an extracellular
part of CD137 having an amino acid sequence as set forth iZNSEQ 1D NO: 1; SEQ ID NO: b;
SEQ ID NO: 9; SEQ ID NO: 13; SEQ ID NO: 17; SEQ ID NO: 2Q; SEQ ID NO: 24; SEQ ID
NO: 28; SEQ ID NO: 31; SEQ 1D NO: 35; SEQ 1D NO: 39; SEQ 1 0:43; SEQ ID NO: 46;
or SEQ 1D NO: 49, preferably SEQ 1D NO: 20; SEQ 1D NO: 24; SEQND NO: 31; or SEQ 1D
NO: 49, or variants thereof.

31. The multispecific antibody for use or method according to any one &f claims 1-30,
wherein the antibody comprises a heavy chain variable region that binds an extkacellular
part of PD-L1 comprising a CDR3 region having an amino acid sequence as set forth in SEQ
ID NO: 56; SEQ ID NO: 58; SEQ 1D NO: 61; SEQ ID NO: 84; SEQ ID NO: 88; SEQ 1
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EQ ID NO: 95; SEQ 1D NO: 102; or SEQ ID NO: 106, preferably SEQ 1D NO: 56; SEQ
ID NO\91; SEQ ID NO: 95; or SEQ ID NO: 102, or variants thereof.

32. The multispecific antibody for use or method according to any one of claims 1-31,
wherein the antbody comprises a heavy chain variable region that binds an extracellular
part of PD-L.1 co
ID NO: 3; SEQ 1D N§; 55; SEQ 1D NO: 63; SEQ ID NO: 66; SEQ ID NO: 79; SEQ ID NO:
83; SEQ ID NO: 87; SEQ 1D NO: 94; SEQ ID NO: 101; or SEQ ID NO: 105, or variants
thereof.

rising a CDR2 region having an amino acid sequence as set forth in SEQ

33. The multispecific antihody for use or method according to any one of claims 1-32,
wherein the antibody comprises a Beavy chain variable region that binds an extracellular
part of PD-L1 comprising a CDR1 regign having an amino acid sequence as set forth in SEQ
ID NO: 54; SEQ ID NO: 60; SEQ 1D NO:®&5; SEQ ID NO: 68; SEQ ID NO: 74; SEQ 1D NO:

82; SEQ ID NO: 86; SEQ ID NO: 90; or SEGND NO: 93, or variants thereof.

34. The multispecific antibody for use or mgthod according to any one of claims 1-33,
wherein the antibody comprises a heavy chain variale region that binds an extracellular
part of PD-L1 having an amino acid sequence as set forsh in SEQ ID NO: 53; SEQ ID NO:
57 SEQ ID NO: 59; SEQ ID NO: 62; SEQ 1D NO: 64; SEQND NO: 67; SEQ 1D NO: 69; SEQ
ID NO: 73; SEQ ID NO: 77; SEQ 1D NO: 81; SEQ ID NO: 85;REQ ID NO: 89; SEQ 1D NO:
92; SEQ ID NO: 96; SEQ 1D NO: 97; SEQ ID NO: 100; SEQ 1D NQO: 103; SEQ 1D NO: 104;
SEQ ID NO: 107, preferably SEQ ID NO: 67, SEQ 1D NO: 89, SEQND NO: 92, or SEQ 1D
NO: 100, or variants thereof.

35. The multispecific antibody for use or method according to any ony of claims 1-34,
wherein the multispecific antibody comprises CDR 1, 2 and 3 of MF6797 and QDRs 1, 2 and
3 of MF7702, or variants thereof.

36. The multispecific antibody for use or method according to any one of claims\-
wherein the multispecific antibody comprises SEQ ID NO. 49 and SEQ 1D NO. 67, or

variants thereof.
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7. A multispecific antibody for use in a method of treatment of cancer in a subject in
need therdof, wherein the antibody comprises a binding domain that binds CD137
comprising;

a variabl domain that comprises a CDR1 having an amino acid sequence as set forth
CDR2 having an amino acid sequence as set forth in SEQ 1D NO: 51
and a CDR3 having ax amino acid sequence as set forth in SEQ 1D NO: 52; or

a variable domainthat comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 40, a CDR2\aaving an amino acid sequence as set forth in SEQ ID NO: 41
and a CDR3 having an amino scid sequence as set forth in SEQ 1D NO: 42; or

a variable domain that colyprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 21, a CDR2 having
and a CDR3 having an amino acid seqience as set forth in SEQ 1D NO: 23; or

amino acid sequence as set forth in SEQ ID NO: 22
a variable domain that comprises ACDR1 having an amino acid sequence as set forth
in SEQ ID NO: 32, a CDR2 having an amino\acid sequence as set forth in SEQ D NO: 33
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 34; and/or

wherein the antibody comprises a binding dgmain that binds PD-L.1, comprising:

a variable domain that comprises a CDR1 havwng an amino acid sequence as set forth
in SEQ ID NO: 68, a CDR2 having an amino acid sequenge as set forth in SEQ ID NO: 55
and a CDR3 having an amino acid sequence as set forth in REQ 1D NO: 56; or

a variable domain that comprises a CDR1 having an aino acid sequence as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as sei\forth in SEQ D NO: 94
and a CDR3 having an amino acid sequence as set forth in SEQ IDYO: 95; or

a variable domain that comprises a CDR1 having an amino acid\sequence as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth im\SEQ 1D NO: 101
and a CDR3 having an amino acid sequence as set forth in SEQ 1D NO: 102)\or

a variable domain that comprises a CDR1 having an amino acid sequendg as set forth
in SEQ ID NO: 90, a CDR2 having an amino acid sequence as set forth in SEQ ID\NO: 79
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 91,

each of the individual SEQ ID NOs having 0, 1, 2, 3, 4 or 5 amino acid insertions

deletions, or substitutions, or a combination thereof,
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wherein the multispecific antibody is administered in a dose of between 25-300 mg,
preferably between 25-150 or mg 25-100 mg or 25-75 mg, more preferably between 25-50 mg
or 50\L00 mg.

38. Yhe multispecific antibody for use according to claim 37, wherein the
multispecific Antibody is administered in a dose of between 25-300 mg, preferably between

25-150 or mg 25N00 mg, more preferably between 50-100 mg.

39. A method oRtreating cancer in a subject in need thereof, the method comprising
administering between 25:300 mg, preferably between 25-150 or mg 25-100 mg or 25-75 mg,
more preferably between 2550 mg or 50-100 mg, of a multispecific antibody that comprises
a binding domain that binds CN137, comprising:

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 50, a CDR2 having ak amino acid sequence as set forth in SEQ ID NO: 51
and a CDR3 having an amino acid sequynce as set forth in SEQ 1D NO: 52; or

a variable domain that comprises aN\CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 40, a CDR2 having an amino &¢id sequence as set forth in SEQ ID NO: 41
and a CDR3 having an amino acid sequence as Sgt forth in SEQ 1D NO: 42; or

a variable domain that comprises a CDR1 hyving an amino acid sequence as set forth
in SEQ ID NO: 21, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 22
and a CDR3 having an amino acid sequence as set forth i SEQ 1D NO: 23; or

a variable domain that comprises a CDR1 having an\amino acid sequence as set forth
in SEQ ID NO: 32, a CDR2 having an amino acid sequence as Set forth in SEQ 1D NO: 33
and a CDR3 having an amino acid sequence as set forth in SEQ IN NO: 34; and/or

wherein the antibody comprises a binding domain that binds\YD-L1, comprising:

a variable domain that comprises a CDR1 having an amino acid sequenge as set forth in
SEQ ID NO: 68, a CDR2 having an amino acid sequence as set forth in SEXQ ID NO: 55 and
a CDR3 having an amino acid sequence as set forth in SEQ 1D NO: 56; or

a variable domain that comprises a CDR1 having an amino acid sequency as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ 1D NO: 94
and a CDR3 having an amino acid sequence as set forth in SEQ 1D NO: 95; or



Sindhu.Prabhakaran
Line


10

15

20

25

30

WO 2022/128546 PCT/EP2021/084261

80

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SKQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ 1D NO: 101

in SEQ ID N&: 90, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 79
and a CDR3 hawng an amino acid sequence as set forth in SEQ 1D NO: 91,
each of the Idividual SEQ ID NOs having 0, 1, 2, 3, 4 or 5 amino acid insertions,

deletions, or substitutipns, or a combination thereof.

40. The method accoxding to claim 39, wherein the multispecific antibody is
administered in a dose of betwgen 25-300 mg, preferably between 25-150 or mg 25-100 mg,
more preferably between 50-100 g.

41. The multispecific antibody fo¢ use or method according to any one of claims 37-
40, wherein the cancer is selected from:

any solid tumor harboring MSI-high aterations;

cervical cancer, in particular PD-L1 positve cervical cancer, more in particular
cervical cancer with high expression of PD-1.1;

endometrial cancer, in particular MSI-high enNometrial cancer;

lung cancer, in particular non-small cell lung canser (NSCLC), more in particular
PD-L1 positive NSCLC, more in particular NSCLC with high expression of PD-L1;

brain cancer, in particular glioblastoma; and

breast cancer, in particular metastatic breast cancer and\triple negative breast

cancer (TNBC).

42. The multispecific antibody for use or method according to any oge of claims 37-
40, wherein the cancer is selected from:

any solid tumor harboring MSI-high alterations;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particar
NSCLC with high expression of PD-L1; and



Sindhu.Prabhakaran
Line


10

15

20

25

30

WO 2022/128546 PCT/EP2021/084261

81

breast cancer, in particular metastatic breast cancer and triple negative breast
cancer (TNBC).

43NA multispecific antibody for use in a method of treatment of cancer in a subject in
need thereof \wherein the antibody comprises a binding domain that binds CD137
comprising:

a variable dgmain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 50, a SDR2 having an amino acid sequence as set forth in SEQ ID NO: 51
and a CDR3 having an axpino acid sequence as set forth in SEQ 1D NO: 52; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 40, a CDR2 hakxing an amino acid sequence as set forth in SEQ ID NO: 41
and a CDR3 having an amino acty sequence as set forth in SEQ 1D NO: 42; or

a variable domain that compXses a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 21, a CDR2 having an aynino acid sequence as set forth in SEQ ID NO: 22
and a CDR3 having an amino acid sequense as set forth in SEQ ID NO: 23; or

a variable domain that comprises a CRWR1 having an amino acid sequence as set forth
in SEQ ID NO: 32, a CDR2 having an amino acl] sequence as set forth in SEQ ID NO: 33
and a CDR3 having an amino acid sequence as setNorth in SEQ ID NO: 34; and/or

wherein the antibody comprises a binding dom\in that binds PD-L1, comprising:

a variable domain that comprises a CDR1 having\an amino acid sequence as set forth
in SEQ ID NO: 68, a CDR2 having an amino acid sequence\s set forth in SEQ ID NO: 55
and a CDR3 having an amino acid sequence as set forth in SEQ 1D NO: 56; or

a variable domain that comprises a CDR1 having an aming acid sequence as set forth

in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SBQ 1D NO: 101
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 102; or

a variable domain that comprises a CDR1 having an amino acid sequence &g set forth
in SEQ ID NO: 90, a CDR2 having an amino acid sequence as set forth in SEQ ID N 79
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 91,
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each of the individual SEQ 1D NOs having 0, 1, 2, 3, 4 or 5 amino acid insertions,
eletions, or substitutions, or a combination thereof,
wherein the cancer is selected from:
any solid tumor harboring MSI-high alterations;
ical cancer, in particular PD-L1 positive cervical cancer, more in particular
cervical canger with high expression of PD-1.1;
endomdgrial cancer, in particular MSI-high endometrial cancer;
lung cancyy, in particular non-small cell lung cancer (NSCLC), more in particular
PD-L1 positive NSQLC, more in particular NSCLC with high expression of PD-L.1;
brain cancer, im\particular glioblastoma; and
breast cancer, in pyrticular metastatic breast cancer or triple negative breast
cancer (TNBC), and
wherein the multispecifi¢ antibody is administered in a dose of between 10-1200 mg,
preferably between 25-600 or mg 25-300 mg, more preferably between 25-150 mg or 25-100
mg or 25-75 mg, most preferably between 25-50 mg or 50-100 mg.

44, The multispecific antibody for use according to claim 43, wherein the cancer is
selected from:

any solid tumor harboring MSI-high alterqtions;

endometrial cancer, in particular MSI-high dadometrial cancer;

lung cancer, in particular non-small cell lung chncer (NSCLC), more in particular
NSCLC with high expression of PD-L1; and

breast cancer, in particular metastatic breast cancen\ or triple negative breast
cancer (TNBC), and

wherein the multispecific antibody is administered in a dod¢ of between 10-1200 mg,
preferably between 25-600 or mg 25-300 mg, more preferably betweex 25-150 mg or 25-100
mg, most preferably between 50-100 mg.

45. A method of treating cancer in a subject in need thereof, wherein the cancer is
selected from:

any solid tumor harboring MSI-high alterations;
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cervical cancer, in particular PD-L1 positive cervical cancer, more in particular
rvical cancer with high expression of PD-1.1;
endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

breast dancer, in particular metastatic breast cancer or triple negative breast
cancer (TNBOC),

the method edmprising administering between 10-1200 mg, preferably between 25-
600 or mg 25-300 mg, more preferably between 25-150 mg or 25-100 mg or 25-75 mg, most
preferably between 25-50 g or 50-100 mg, of a multispecific antibody that comprises a
binding domain that binds 137, comprising:

a variable domain that cdmprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 50, a CDR2 having\an amino acid sequence as set forth in SEQ ID NO: 51
and a CDR3 having an amino acid seduence as set forth in SEQ 1D NO: 52; or

a variable domain that comprises\a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 40, a CDR2 having an aming acid sequence as set forth in SEQ ID NO: 41
and a CDR3 having an amino acid sequence as\set forth in SEQ 1D NO: 42; or

a variable domain that comprises a CDRINiaving an amino acid sequence as set forth
in SEQ ID NO: 21, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 22
and a CDR3 having an amino acid sequence as set forth in SEQ 1D NO: 23; or

a variable domain that comprises a CDR1 having &n amino acid sequence as set forth
in SEQ ID NO: 32, a CDR2 having an amino acid sequence ax set forth in SEQ ID NO: 33
and a CDR3 having an amino acid sequence as set forth in SEQNID NO: 34; and/or

wherein the antibody comprises a binding domain that bindg PD-L1, comprising:

a variable domain that comprises a CDR1 having an amino acil sequence as set forth
in SEQ ID NO: 68, a CDR2 having an amino acid sequence as set forth iq SEQ 1D NO: 55
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 56)\or

a variable domain that comprises a CDR1 having an amino acid sequeNge as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ IN NO: 94
and a CDR3 having an amino acid sequence as set forth in SEQ 1D NO: 95; or
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a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQND NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 101
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 102; or

a varmable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 90, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 79
and a CDR3 haviny an amino acid sequence as set forth in SEQ 1D NO: 91,

each of the indyyidual SEQ ID NOs having 0, 1, 2, 3, 4 or 5 amino acid insertions,
deletions, or substitutions, or a combination thereof.
46. The method accordixg to claim 45, wherein the cancer is selected from:
any solid tumor harborind\MSI-high alterations;
endometrial cancer, in particylar MSI-high endometrial cancer;

lung cancer, in particular non-sxall cell lung cancer (NSCLC), more in particular
NSCLC with high expression of PD-L1; a

breast cancer, in particular metastati¢ breast cancer or triple negative breast
cancer (TNBC), and

wherein the multispecific antibody is admiNistered in a dose of between 10-1200 mg,
preferably between 25-600 or mg 25-300 mg, more praferably between 25-150 mg or 25-100

mg, most preferably between 50-100 mg.

47. The multispecific antibody for use or method acspording to any one of claims

37-46, wherein the multispecific antibody is administered intravynously.

48. The multispecific antibody for use or method according to aqy one of claims 37-

47, wherein the multispecific antibody is administered once every two waeks.

49. The multispecific antibody for use or method according to any one of claims 37-
48, wherein the multispecific antibody comprises CDR 1, 2 and 3 of MF6797 and\(DRs 1, 2
and 3 of MF7702, or variants thereof.

50. The multispecific antibody for use or method according to claim 49, wherein t

multispecific antibody comprises SEQ 1D NO. 49 and SEQ 1D NO. 67, or variants thereof.
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51. The multispecific antibody for use or method according to any one of claims 37-
48, wherein the multispecific antibody comprises CDR 1, 2 and 3 of MF6783 and CDRs 1, 2
d 3 of MIF5542, or variants thereof.

2. The multispecific antibody for use or method according to claim 51, wherein the

multispecific antibody comprises SEQ 1D NO. 20 and SEQ ID NO. 100, or variants thereof.,

for use or method according to any one of claims 37-
omprises CDR 1, 2 and 3 of MF6785 and CDRs 1, 2

55. The multispecific antibo
48, wherein the multispecific antibod
and 3 of MF5439, or variants thereof.

56. The multispecific antibody for use oh\method according to claim 55, wherein the
multispecific antibody comprises SEQ 1D NO. 31 dnd SEQ ID NO. 89, or variants thereof.
ccording to any one of claims 37-
nd 3 of MF6795 and CDRs 1, 2

57. The multispecific antibody for use or metho
48, wherein the multispecific antibody comprises CDR 1,
and 3 of MF5442, or variants thereof.

58. The multispecific antibody for use or method according tQ claim 57, wherein the
multispecific antibody comprises SEQ 1D NO. 9 and SEQ ID NO. 92, 0¢ variants thereof.

59. The multispecific antibody for use or method according to any ony of claims 1-58,
wherein the antibody comprises a common light chain variable domain having\an amino
acid sequence as set forth in SEQ ID NO: 110, or a common light chain having a

acid sequence as set forth in SEQ 1D NO: 109, or variants thereof.
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60. The multispecific antibody for use or method according to any one of claims 1-59,

whyrein the antibody comprises a heavy chain constant domain 1 (CH1) having an amino

heavy chain coystant domain 3 (CH3) having an amino acid sequence as set forth in SEQ 1D

NO: 116, or variangs thereof.

61. A kit of partd\comprising a multispecific antibody as defined in any one of the
preceding claims and instictions for use of the multispecific antibody at a dose, or flat dose,
of between 25-75 mg or betwden 25-50 mg or between 25-40 mg or between 25-30 mg, or at
25 mg or 30 mg or 40 mg or 50 or 60 mg or 70 mg or 75 mg.
62. The kit of parts according tq claim 61, wherein the kit comprises instructions for
use of the multispecific antibody in any due the indications selected from the group
consisting of’

any solid tumor harboring MSI-high alderations;

cervical cancer, in particular PD-L1 positixe cervical cancer, more in particular
cervical cancer with high expression of PD-1.1;

endometrial cancer, in particular MSI-high enddmetrial cancer;

lung cancer, in particular non-small cell lung cancd¢ (NSCLC), more in particular
PD-L1 positive NSCLC, more in particular NSCLC with high\expression of PD-L.1;

brain cancer, in particular glioblastoma; and

breast cancer, in particular metastatic breast cancer and txiple negative breast

cancer (TNBC).
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Claims

1. Use of a multispecific antibody that comprises an antigen binding site that binds

an extracellular part of CD137 and an antigen binding site that binds an extracellular part

of a second membrane protein in the manufacture of a medicament for the treatment of

cancer in a subject in need thereof, wherein the multispecific antibody is formulated for

administration in a dose of between 25-300 mg, preferably between 25-150 mg or 25-100 mg,
more preferably between 50-100 mg.

2. The use according to claim 1, wherein the cancer is selected from:
any solid tumor harboring MSI-high alterations;

cervical cancer, in particular PD-L1 positive cervical cancer, more in particular

cervical cancer with high expression of PD-1.1;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

PD-L1 positive NSCLC, more in particular NSCLC with high expression of PD-L1;

brain cancer, in particular glioblastoma; and

breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBOQ).

3. The use according to claim 1, wherein the cancer is selected from:
any solid tumor harboring MSI-high alterations;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

NSCLC with high expression of PD-L1; and

breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBOQ).

4. Use of a multispecific antibody that comprises an antigen binding site that binds

an extracellular part of CD137 and an antigen binding site that binds an extracellular part

of a second membrane protein in the manufacture of a medicament for the treatment of

cancer in a subject in need thereof, wherein the cancer is selected from:

any solid tumor harboring Microsatellite Instability-High (MSI-high) alterations;
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cervical cancer, in particular PD-L1 positive cervical cancer, more in particular

cervical cancer with high expression of PD-1.1;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

PD-L1 positive NSCLC, more in particular NSCLC with high expression of PD-L1;

brain cancer, in particular glioblastoma; and

breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBC), and

wherein the multispecific antibody is formulated for administration in a dose of
between 10-1200 mg, preferably between 25-600 or mg 25-300 mg, more preferably between

25-150 mg or 25-100 mg or 25-75 mg, most preferably between 25-50 mg or 50-100 mg.

5. The use according to claim 4, wherein the cancer is selected from:
any solid tumor harboring Microsatellite Instability-High (MSI-high) alterations;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular
NSCLC with high expression of PD-L1; and
breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBC), and

wherein the multispecific antibody is formulated for administration in a dose of
between 10-1200 mg, preferably between 25-600 or mg 25-300 mg, more preferably between

25-150 mg or 25-100 mg, most preferably between 50-100 mg.

6. The use according to any one of claims 1-5, wherein the multispecific antibody is

formulated for administration intravenously.

7. The use according to any one of claims 1-6, wherein the multispecific antibody is
formulated for administration once every two weeks.

8. The use according to any one of claims 1-7, wherein said second membrane protein

1s not a member of the TNF receptor superfamily.
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9. The use according to any one of claims 1-8, wherein said second membrane protein

1s a member of the B7 family.

10. The use according to any one of claims 1-9 wherein the second membrane protein

1s PD-L1 or PD-L2. preferably PD-L1.

11. The use according to any one of claims 1-10, wherein the multispecific antibody

comprises one antigen binding site that binds the PD-1 binding domain of PD-L.1.

12. The use according to any one of claims 1-11, wherein the multispecific antibody
comprises one antigen binding site that binds the CD137L binding domain of CD137.

13. The use according to any one of claims 1-12, wherein the multispecific antibody
comprises one antigen binding site that blocks the binding of a ligand to CD137 or binds an
extracellular ligand-blocking binding site of CD137, preferably a CD137L blocking binding

site.

14. The use according to any one of claims 1-13, wherein the variable domain that

binds an extracellular part of CD137 is defined as a variable domain that, when in a

bivalent monospecific antibody format that comprises two of said variable domains that

bind CD137, does not stimulate activity of CD137 on a cell or does so at a reduced level in

comparison to one of said variable domain as part of a bispecific antibody having a second

variable domain binding a tumor associated antigen, preferably a member of the B7 family,
more preferably PD-L1.

15. The use according to any one of claims 1-14, wherein the variable domain that

binds an extracellular part of CD137 is capable of stimulating activity of CD137 on a cell

when combined in a multispecific antibody with a second variable domain which binds to

PD-L1, when the multispecific antibody is in the presence of a first cell expressing CD137

and a second cell expressing PD-L1.

16. The use according to any one of claims 1-15, wherein the multispecific antibody is

capable of binding CD137 and PD-L1, preferably simultaneously.
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17. The use according to any one of claims 1-16, wherein the multispecific antibody
only induces or activates CD137 signaling in the presence of PD-L.1 expressing cells.

18. The use according to any one of claims 1-17, wherein the antigen binding sites of
said multispecific antibody consist of one immunoglobulin variable domain that binds
CD137 and one immunoglobulin variable domain that binds the extracellular part of a

second membrane protein.

19. The use according to any one of claims 1-18, wherein said multispecific antibody
is a full length antibody.

20. The use according to any one of claims 1-19, wherein said multispecific antibody

is an IgG1 molecule without Fc effector function.

21. The use according to any one of claims 1-20, wherein the second membrane
protein is not to a significant extent expressed by a T-cell.

22. The use according to any one of claims 1-21, wherein said second membrane

protein is present on the cell membrane as a part of a multimeric membrane protein

comprising two or more of said second membrane proteins.

23. The use according to any one of claims 1-22, wherein said second membrane

protein is present on the cell membrane as a part of a homodimer or a homotrimer.

24. The use according to any one of claims 1-23, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of CD137 comprising a CDR3

region having an amino acid sequence as set forth in SEQ ID NO: 23;: SEQ ID NO: 27; SEQ
ID NO: 34 or SEQ ID NO: 52, or variants thereof.

25. The use according to any one of claims 1-24, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of CD137 comprising a CDR2




10

15

20

25

30

75

region having an amino acid sequence as set forth in SEQ ID NO: 22: SEQ ID NO: 26: SE

ID NO: 33: or SEQ ID NO: 51, or variants thereof.

26. The use according to any one of claims 1-24, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of CD137 comprising a CDR1

region having an amino acid sequence as set forth in SEQ ID NO: 21; SEQ ID NO: 25; SEQ
ID NO: 32; or SEQ ID NO: 50, or variants thereof.

27. The use according to any one of claims 1-26, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of CD137 having an amino acid
sequence as set forth in SEQ ID NO: 1; SEQ ID NO: 5; SEQ ID NO: 9; SEQ ID NO: 13; SEQ

ID NO: 17; SEQ ID NO: 20; SEQ ID NO: 24; SEQ ID NO: 28; SEQ ID NO: 31; SEQ ID NO:
35: SEQ ID NO: 39; SEQ ID NO: 43; SEQ ID NO: 46; or SEQ ID NO: 49, preferably SEQ ID
NO: 20: SEQ ID NO: 24: SEQ ID NO: 31;: or SEQ ID NO: 49, or variants thereof.

28. The use according to any one of claims 1-27, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of PD-L.1 comprising a CDR3
region having an amino acid sequence as set forth in SEQ ID NO: 56; SEQ ID NO: 58; SEQ
ID NO: 61; SEQ ID NO: 84; SEQ ID NO: 88; SEQ ID NO: 91; SEQ ID NO: 95; SEQ ID NO:
102; or SEQ ID NO: 106, preferably SEQ ID NO: 56; SEQ ID NO: 91; SEQ ID NO: 95; or
SEQ ID NO: 102, or variants thereof.

29. The use according to any one of claims 1-28, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of PD-L.1 comprising a CDR2
region having an amino acid sequence as set forth in SEQ ID NO: 3; SEQ ID NO: 55; SEQ
ID NO: 63; SEQ ID NO: 66; SEQ ID NO: 79; SEQ ID NO: 83; SEQ ID NO: 87; SEQ ID NO:
94; SEQ ID NO: 101; or SEQ ID NO: 105, or variants thereof.

30. The use according to any one of claims 1-29, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of PD-1.1 comprising a CDR1
region having an amino acid sequence as set forth in SEQ ID NO: 54; SEQ ID NO: 60; SEQ
ID NO: 65; SEQ ID NO: 68; SEQ ID NO: 74; SEQ ID NO: 82; SEQ ID NO: 86; SEQ ID NO:
90; or SEQ ID NO: 93, or variants thereof.
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31. The use according to any one of claims 1-30, wherein the antibody comprises a

heavy chain variable region that binds an extracellular part of PD-I.1 having an amino acid
sequence as set forth in SEQ ID NO: 53; SEQ ID NO: 57;: SEQ ID NO: 59; SEQ ID NO: 62;

SEQ ID NO: 64; SEQ ID NO: 67; SEQ ID NO: 69; SEQ ID NO: 73; SEQ ID NO: 77; SEQ ID
NO: 81; SEQ ID NO: 85; SEQ ID NO: 89; SEQ ID NO: 92; SEQ ID NO: 96; SEQ ID NO: 97;
SEQ ID NO: 100; SEQ ID NO: 103; SEQ ID NO: 104; SEQ ID NO: 107, preferably SEQ ID

NO: 67, SEQ ID NO: 89, SEQ ID NO: 92, or SEQ ID NO: 100, or variants thereof.

32. The use according to any one of claims 1-31, wherein the multispecific antibody
comprises CDR 1, 2 and 3 of MF6797 and CDRs 1, 2 and 3 of MF7702, or variants thereof.

33. The use according to any one of claims 1-31, wherein the multispecific antibody
comprises SEQ ID NO. 49 and SEQ ID NO. 67, or variants thereof.

34. Use of a multispecific antibody in the manufacture of a medicament for the

treatment of cancer in a subject in need thereof, wherein the antibody comprises a binding
domain that binds CD137 comprising:

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 50, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 51
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 52; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 40, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 41
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 42; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 21, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 22
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 23; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 32, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 33
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 34; and/or

wherein the antibody comprises a binding domain that binds PD-L.1, comprising:
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a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 68, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 55
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 56; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 94
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 95; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 101
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 102; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 90, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 79
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 91,

each of the individual SEQ ID NOs having 0, 1, 2, 3, 4 or 5 amino acid insertions,

deletions, or substitutions, or a combination thereof,

wherein the multispecific antibody is administered in a dose of between 25-300 mg,
preferably between 25-150 or mg 25-100 mg or 25-75 mg, more preferably between 25-50 mg

or 50-100 mg.

35. The use according to claim 34, wherein the multispecific antibody is formulated

for administration in a dose of between 25-300 mg, preferably between 25-150 or mg 25-100
mg, more preferably between 50-100 mg.

36. The use according to claim 34 or claim 35, wherein the cancer is selected from:

any solid tumor harboring MSI-high alterations;

cervical cancer, in particular PD-L1 positive cervical cancer, more in particular

cervical cancer with high expression of PD-L1;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

PD-L1 positive NSCLC, more in particular NSCLC with high expression of PD-11;

brain cancer, in particular glioblastoma: and

breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBCQC).
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37. The use according to claim 34 or claim 35, wherein the cancer is selected from:

any solid tumor harboring MSI-high alterations;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

NSCLC with high expression of PD-L1; and

breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBCQC).

38. Use of a multispecific antibody in the manufacture of a medicament for the

treatment of cancer in a subject in need thereof, wherein the antibody comprises a binding
domain that binds CD137 comprising:

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 50, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 51
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 52; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 40, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 41
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 42; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 21, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 22
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 23; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 32, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 33
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 34; and/or

wherein the antibody comprises a binding domain that binds PD-L1. comprising:

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 68, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 55
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 56; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 94
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 95; or

a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 93, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 101

and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 102; or
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a variable domain that comprises a CDR1 having an amino acid sequence as set forth
in SEQ ID NO: 90, a CDR2 having an amino acid sequence as set forth in SEQ ID NO: 79
and a CDR3 having an amino acid sequence as set forth in SEQ ID NO: 91,

each of the individual SEQ ID NOs having 0, 1, 2, 3, 4 or 5 amino acid insertions,

deletions, or substitutions, or a combination thereof,

wherein the cancer is selected from:

any solid tumor harboring MSI-high alterations;

cervical cancer, in particular PD-L1 positive cervical cancer, more in particular

cervical cancer with high expression of PD-L1;

endometrial cancer, in particular MSI-high endometrial cancer:

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

PD-L1 positive NSCLC, more in particular NSCLC with high expression of PD-1.1;

brain cancer, in particular glioblastoma: and

breast cancer, in particular metastatic breast cancer or triple negative breast

cancer (TNBC), and

wherein the multispecific antibody is formulated for administration in a dose of
between 10-1200 mg, preferably between 25-600 or mg 25-300 mg, more preferably between

25-150 mg or 25-100 mg or 25-75 mg, most preferably between 25-50 mg or 50-100 mg.

39. The use according to claim 38, wherein the cancer is selected from:

any solid tumor harboring MSI-high alterations;

endometrial cancer, in particular MSI-high endometrial cancer:

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

NSCLC with high expression of PD-L1; and

breast cancer, in particular metastatic breast cancer or triple negative breast

cancer (TNBC), and

wherein the multispecific antibody is formulated for administration in a dose of
between 10-1200 mg, preferably between 25-600 or mg 25-300 mg, more preferably between

25-150 mg or 25-100 mg, most preferably between 50-100 mg.

40. The use according to claim 34-39, wherein the multispecific antibody is

formulated for administration intravenously.
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41. The use according to any one of claims 34-40, wherein the multispecific antibody

1s formulated for administration once every two weeks.

42. The use according to any one of claims 37-41, wherein the multispecific antibody

comprises CDR 1, 2 and 3 of MF6797 and CDRs 1, 2 and 3 of MF7702, or variants thereof.

43. The use according to claim 42, wherein the multispecific antibody comprises

SEQ ID NO. 49 and SEQ ID NO. 67, or variants thereof.

44. The use according to any one of claims 34-41, wherein the multispecific antibody
comprises CDR 1, 2 and 3 of MF6783 and CDRs 1, 2 and 3 of MF5542, or variants thereof.

45. The use according to claim 44, wherein the multispecific antibody comprises SEQ
ID NO. 1 and SEQ ID NO. 92, or variants thereof.

46. The use according to any one of claims 34-41, wherein the multispecific antibody
comprises CDR 1, 2 and 3 of MF6754 and CDRs 1, 2 and 3 of MF5561, or variants thereof.

47. The use according to claim 46, wherein the multispecific antibody comprises SEQ
ID NO. 20 and SEQ ID NO. 100, or variants thereof.

48. The use according to any one of claims 34-41, wherein the multispecific antibody
comprises CDR 1, 2 and 3 of MF6785 and CDRs 1, 2 and 3 of MF5439, or variants thereof.

49. The use according to claim 48, wherein the multispecific antibody comprises SEQ
ID NO. 31 and SEQ ID NO. 89, or variants thereof.

50. The use according to any one of claims 34-41, wherein the multispecific antibody
comprises CDR 1, 2 and 3 of MF6795 and CDRs 1, 2 and 3 of MF5442, or variants thereof.

51. The use according to claim 50, wherein the multispecific antibody comprises SEQ
ID NO. 9 and SEQ ID NO. 92, or variants thereof.
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52. The use according to any one of claims 1-51, wherein the antibody comprises a

common light chain variable domain having an amino acid sequence as set forth in SEQ 1D

NO: 110, or a common light chain having an amino acid sequence as set forth in SEQ ID
NO: 109, or variants thereof.

53. The use according to any one of claims 1-52, wherein the antibody comprises a

heavy chain constant domain 1 (CH1) having an amino acid sequence as set forth in SEQ ID

NO: 112, a heavy chain constant domain 2 (CH2) having an amino acid sequence as set
forth in SEQ ID NO: 114, a heavy chain constant domain 3 (CH3) having an amino acid

sequence as set forth in SEQ ID NO: 115, and a heavy chain constant domain 3 (CH3)

having an amino acid sequence as set forth in SEQ ID NO: 116, or variants thereof.

54. A kit of parts comprising a multispecific antibody as defined in any one of the

preceding claims and instructions for use of the multispecific antibody at a dose, or flat dose,
of between 25-75 mg or between 25-50 mg or between 25-40 mg or between 25-30 mg, or at

25 mg or 30 mg or 40 mg or 50 mg or 60 mg or 70 mg or 75 mg.

55. The kit of parts according to claim 54, wherein the kit comprises instructions for

use of the multispecific antibody in any one the indications selected from the group

consisting of:
any solid tumor harboring MSI-high alterations;

cervical cancer, in particular PD-L.1 positive cervical cancer, more in particular

cervical cancer with high expression of PD-L1;

endometrial cancer, in particular MSI-high endometrial cancer;

lung cancer, in particular non-small cell lung cancer (NSCLC), more in particular

PD-L1 positive NSCLC, more in particular NSCLC with high expression of PD-1.1;

brain cancer, in particular glioblastoma; and

breast cancer, in particular metastatic breast cancer and triple negative breast

cancer (TNBCQC).






