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CLAIMS

1. A combination comprising: (i) an antibody or antigen binding fragment thereof that binds
to CD70; and (ii) a BCL-2 inhibitor,
wherein the BCL-2 inhibitor is venetoclax or a pharmaceutically acceptable salt thereof,
and wherein the antibody or antigen binding fragment thereof that binds to CD70 comprises
a variable heavy chain domain (VH) and a variable light chain domain (VL) wherein the VH
and VL domains comprise the CDR sequences:

HCDRS3 comprising or consisting of SEQ ID NO: 3;

HCDR2 comprising or consisting of SEQ ID NO: 2;

HCDR1 comprising or consisting of SEQ ID NO: 1;

LCDRS3 comprising or consisting of SEQ ID NO: 7;

LCDR2 comprising or consisting of SEQ ID NO: 6; and

LCDR1 comprising or consisting of SEQ ID NO: 5.

2. The combination of claim 1, wherein the antibody or antigen binding fragment thereof
that binds to CD70 comprises a VH domain comprising an amino acid sequence at least
70% identical to SEQ ID NO: 4 and a VL domain comprising an amino acid sequence at
least 70% identical to SEQ ID NO: 8.

3. The combination of claim 2, wherein the antibody or antigen binding fragment thereof
that binds to CD70 comprises a VH domain comprising the amino acid sequence
represented by SEQ ID NO: 4 and a VL domain comprising the amino acid sequence
represented by SEQ ID NO: 8.

4. The combination of any one of claims 1-3, wherein the antibody is an IgG, and/or
wherein the antibody has ADCC activity, CDC activity or ADCP activity, and/or wherein the
antibody comprises a defucosylated antibody domain.

5. The combination of any one of claims 1-4, wherein the antibody is ARGX-110

(cusatuzumab).

6. The combination of any one of claims 1-5, wherein the antigen binding fragment is
selected from the group consisting of: an antibody light chain variable domain (VL); an
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antibody heavy chain variable domain (VH); a single chain antibody (scFv); a F(ab’)2
fragment; a Fab fragment; an Fd fragment; an Fv fragment; a one-armed (monovalent)
antibody; diabodies, triabodies, tetrabodies, and any antigen binding fragment formed by
combination, assembly or conjugation of such antigen binding fragments.

7. The combination of any one of claims 1-6, wherein the antibody or antigen binding
fragment thereof and the BCL-2 inhibitor are formulated as separate compositions.

8. The combination of any one of claims 1-7, wherein the combination comprises at least
one additional anti-cancer agent, preferably an agent for the treatment of a myeloid

malignancy, optionally wherein the anti-cancer agent is an agent for the treatment of acute
myeloid leukemia (AML).

9. The combination of any one of the preceding claims, wherein the combination
additionally comprises a hypomethylating agent, optionally wherein the hypomethylating
agent is azacitidine or decitabine.

10. The combination of any one of claims 1-7 consisting of (i) the antibody or antigen
binding fragment thereof that binds to CD70, and (ii) venetoclax or a pharmaceutically
acceptable salt thereof.

11. The combination of claim 9 consisting of (i) the antibody or antigen binding fragment
thereof that binds to CD70, (ii) venetoclax or a pharmaceutically acceptable salt thereof,
and (iii) the hypomethylating agent.

12. The combination of any one of the preceding claims for use in therapy.

13. Use of the combination of any one of the preceding claims in the manufacture of a
medicament for the treatment of a malignancy, preferably a myeloid malignancy, in a

human subject.

14. Use of an antibody or antigen binding fragment thereof that binds to CD70 in the
manufacture of a medicament for the treatment of a malignancy, preferably a myeloid
malignancy, in a human subject,

wherein the antibody or antigen binding fragment thereof is to be administered in

combination with venetoclax or a pharmaceutically acceptable salt thereof, and wherein the
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antibody or antigen binding fragment thereof that binds to CD70 comprises a variable
heavy chain domain (VH) and a variable light chain domain (VL) wherein the VH and VL
domains comprise the CDR sequences:

HCDRS3 comprising or consisting of SEQ ID NO: 3;

HCDR2 comprising or consisting of SEQ ID NO: 2;

HCDR1 comprising or consisting of SEQ ID NO: 1;

LCDR3 comprising or consisting of SEQ ID NO: 7;

LCDR2 comprising or consisting of SEQ ID NO: 6; and

LCDR1 comprising or consisting of SEQ ID NO: 5.

15. Use of a BCL-2 inhibitor in the manufacture of a medicament for the treatment of a
malignancy, preferably a myeloid malignancy, in a human subject,

wherein the BCL-2 inhibitor is to be administered in combination with an antibody or
antigen binding fragment thereof that binds to CD70, wherein the BCL-2 inhibitor is
venetoclax or a pharmaceutically acceptable salt thereof, and wherein the antibody or
antigen binding fragment thereof that binds to CD70 comprises a variable heavy chain
domain (VH) and a variable light chain domain (VL) wherein the VH and VL domains
comprise the CDR sequences:

HCDR3 comprising or consisting of SEQ ID NO: 3;

HCDR2 comprising or consisting of SEQ ID NO: 2;

HCDR1 comprising or consisting of SEQ ID NO: 1;

LCDR3 comprising or consisting of SEQ ID NO: 7;

LCDR2 comprising or consisting of SEQ ID NO: 6; and

LCDR1 comprising or consisting of SEQ ID NO: 5.

16. The use according to claim 14 or claim 15, wherein the subject is additionally to be

administered azacitidine or decitabine.

17. Use of a combination as defined in any one of claims 1-11 in the manufacture of a
medicament for treating a malignancy, preferably a myeloid malignancy, in a human
subject, wherein an effective amount of said combination is to be administered to the

subject.

18. The use according to any one of claims 14, 15, and 17, wherein the myeloid
malignancy is selected from newly-diagnosed or relapsed/refractory myeloid malignancies,
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and/or wherein the myeloid malignancy is selected from: acute myeloid leukemia
(AML); myelodysplastic syndromes (MDS); myeloproliferative neoplasms (MPN); chronic
myeloid leukemia (CML); and chronic myelomonocytic leukemia (CMML),

optionally wherein the myeloid malignancy is acute myeloid leukemia (AML).

19. The use according to claim 18, wherein the subject is a newly-diagnosed AML patient
who is ineligible for standard intensive chemotherapy,

optionally wherein the subject is a newly-diagnosed AML patient aged 75 years or
older or a newly-diagnosed AML patient having a comorbidity that precludes use of

standard intensive chemotherapy.

20. The use according to any one of claims 17-19, wherein the CD70 antibody or antigen
binding fragment thereof is to be administered at a dose in the range of 0.1-25 mg/kg,
preferably 10 mg/kg,

and/or wherein the BCL-2 inhibitor is to be administered at a dose in the range of
100 mg - 600 mg.

21. The use according to any one of claims 17-20, wherein the combination additionally
comprises azacitidine or the use comprises an additional step wherein the subject is to be
administered azacitidine, optionally wherein the azacitidine is to be administered at a dose
of 70-80 mg/m?, preferably 75 mg/m?,

or wherein the combination additionally comprises decitabine or the use comprises
an additional step wherein the subject is to be administered decitabine, optionally wherein
the decitabine is to be administered at a dose of 15-25 mg/m?, preferably 20 mg/m?.

22. The use according to any one of claims 17-21, further comprising subjecting the subject

to a bone marrow transplantation.

23. The use according to any one of claims 17-22, further comprising one or more
additional anti-cancer agents suitable for the treatment of malignancies to be administered,
preferably myeloid malignancies, optionally AML,

optionally wherein the one or more additional anti-cancer agents are selected from:
selectin inhibitors (e.g. GMI-1271); FMS-like tyrosine kinase receptor 3 (FLT3) inhibitors
(e.g. midostaurin or gilteritinib); cyclin-dependent kinase inhibitors; aminopeptidase
inhibitors; JAK/STAT inhibitors; cytarabine; fludarabine; anthracycline compounds (e.g.
daunorubicin, idarubicin); doxorubicin; hydroxyurea; Vyxeos; IDH1 or IDH2 inhibitors such
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as Idhifa (or Enasidenib) or Tibsovo (or ivosidenib); Smoothened inhibitors such as
Glasdegib; BET bromodomain inhibitors; CD123 or CD33 targeting agents; HDAC
inhibitors; LSC targeting agents; AML bone marrow niche targeting agents; NEDD8-
activating enzyme inhibitors such as Pevonedistat; G-CSF, and topoisomerase inhibitors
such as mitoxantrone, selinexor and etoposide.
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