CLAIMS

. Use of a pharmaceutical composition comprisimgrti-CD38 antibody in the
manufacture of a medicament for treating a patientng light chain amyloidosis
(AL),

. The use of claim 1, wherein the patient is tasisto treatment with a proteasome

inhibitor, cyclophosphamide and/ or a corticostgroi

. The use of claim 2, wherein the proteasome itdriis Velcade® (bortezomib).

. The use of claim 2, wherein the corticostersidexamethasone.

. The use of claim 1 or claim 2, wherein the &1i38 antibody is to be administered in

combination with a second therapeutic agent.

. The use of claim 5, wherein the second thera&pagent is a proteasome inhibitor,

cyclophosphamide or a corticosteroid.

. The use of claim 5, wherein the second therapagent is Velcade® (bortezomib),
NINLARO® (ixazomib), Kyprolis® (carfilzomib), Faryak® (panobinostat),
cyclophosphamide, Alkeran® (melphalan), Thalomi¢®alidomide), Revlimid®

(lenalidomide), Pomalyst® (pomalidomide), dexamastine or interferon alpha.

. The use of claim 1, wherein the anti-CD38 amibis to be administered in

combination with a proteasome inhibitor, cyclopHtampide and a corticosteroid.

. The use of claim 6 or claim 8, wherein the pesteme inhibitor is Velcade®
(bortezomib) or NINLARO® (ixazomib).

10. The use of claim 6 or claim 8, wherein theicodteroid is dexamethasone.
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11. The use of claim 8, wherein the proteasomeitdriis Velcade® (bortezomib) or
NINLARO® (ixazomib) and the corticosteroid is dexatfmsone.

12. The use of claim 5, wherein the anti-CD38 atipand the second therapeutic agent

are to be administered simultaneously, sequentalseparately.

13. The use of claim 8, wherein the proteasomeitdri cyclophosphamide and the

corticosteroid are to be administered simultangg@&lquentially or separately.

14. The use of claim 1, wherein AL is cardiac stagardiac stage Il, cardiac stage lll,

relapsed or refractory.

15. The use of claim 1, wherein the patient isntdargo hematopoietic stem cell
transplantation (HSCT).

16. The use of claim 15, wherein the HSCT is altmie, autologous or syngeneic.

17. The use of claim 16, wherein the HSCT comptissssplantation of blood stem

cells derived from bone marrow, blood or amniohigd.

18. The use of claim 17, wherein the anti-CD38kady is to be administered prior to,
during or after HSCT.

19. The use of claim 18, wherein the patient haspteted chemotherapy and/or

radiation therapy prior to HSCT.

20. The use of claim 1, wherein the patient ise¢dusther treated with radiotherapy.
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21. The use of claim 1, wherein the anti-CD38 axttibdoes not mediate killing of
CD34-positive hematopoietic progenitor cells by ptement dependent cytotoxicity
(CDC).

22. The use of claim 1, wherein the anti-CD38 artibinduces killing of CD38 positive
plasma cells by antibody -dependent cell-mediaygotaxicity (ADCC), antibody -
dependent cellular phagocytosis (ADCP), complerdependent cytotoxicity (CDC),

apoptosis, or modulation of CD38 enzymatic activity

23. The use of claim 1, wherein the anti-CD38 attibcompetes for binding to CD38
with an antibody comprising a heavy chain variakigion (VH) of SEQ ID NO: 4
and a light chain variable region (VL) of SEQ ID N®

24. The use of claim 23, wherein the anti-CD38laty binds at least to the region
SKRNIQFSCKNIYR (SEQ ID NO: 2) and the region EKVOQEAWVIHGG (SEQ
ID NO: 3) of human CD38 (SEQ ID NO: 1).

25. The use of claim 24, wherein the anti-CD38laty comprises a heavy chain
complementarity determining region 1 (HCDR1), a HEXand a HCDR3 amino
acid sequences of SEQ ID NOs: 6, 7 and 8, resdgtiand a light chain
complementarity determining region 1 (LCDR1), a lRDand a LCDR3 amino acid
sequences of SEQ ID NOs: 9, 10 and 11, respectively

26. The use of claim 25, wherein the anti-CD38lmty comprises the VH comprising
an amino acid sequence that is 95%, 96%, 97%, 98%,or 100% identical to that
of SEQ ID NO: 4 and the VL comprising an amino as@duence that is 95%, 96%,
97%, 98%, 99% or 100% identical to that of SEQ ID:%.

27. The use of claim 26, wherein the anti-CD38lmty comprises the VH of SEQ ID
NO: 4 and the VL of SEQ ID NO: 5.
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28. The use of claim 25, wherein the anti-CD38katty comprises a heavy chain
comprising an amino acid sequence that is 95%, 9%, 98%, 99% or 100%
identical to that of SEQ ID NO: 12 and a light ehaomprising an amino acid
sequence that is 95%, 96%, 97%, 98%, 99% or 10@%iiwhl to that of SEQ ID NO:
13.

29. The use of claim 28, wherein the anti-CD38lmty comprises the heavy chain of
SEQ ID NO: 12 and the light chain of SEQ ID NO: 13.

30. The use of claim 1, wherein the anti-CD38 axttipcomprises the HCDR1, the
HCDRZ2, the HCDR3, the LCDR1, the LCDR2 and the LGOR

a. the VH of SEQ ID NO: 14 and the VL of SEQ ID N{&;

b. the VH of SEQ ID NO: 16 and the VL of SEQ ID NL¥;

c. the VH of SEQ ID NO: 18 and the VL of SEQ ID NT®; or

d. the VH of SEQ ID NO: 20 and the VL of SEQ ID N£X, wherein the
HCDR1, the HCDR2, the HCDR3, the LCDR1, the LCDR® ¢he LCDR3
are defined by Kabat, Chothia, or IMGT.

31. The use of claim 30, wherein the anti-CD38katty comprises
a. the VH of SEQ ID NO: 14 and the VL of SEQ ID N{(%;
b. the VH of SEQ ID NO: 16 and the VL of SEQ ID NL¥;
c. the VH of SEQ ID NO: 18 and the VL of SEQ ID NT®; or
d. the VH of SEQ ID NO: 20 and the VL of SEQ IEDN21.

32. The use of claim 1 or 31, wherein the anti-C288body is to be-is administered

intravenously.

33. The use of claim 1, wherein the anti-CD38kandy is to be administered

subcutaneously and further comprises a hyaluroaidas

34. The use of claim 33, wherein the hyaluronidaseluPH20 of SEQ ID NO: 22.
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35. The use of claim 31, wherein the anti-CD38katy is to be administered

subcutaneously and which further comprises a hgaldase.

36. The use of claim 35, wherein the hyaluronidagseluPH20 of SEQ ID NO: 22.

37. Use of a pharmaceutical composition comprigimgnti-CD38 antibody in the
manufacture of a medicament for the treatmentpdtaent having a CD38-positive
hematological malignancy, wherein the patient isualbo undergo hematopoietic

stem cell transplantation (HSCT).

38. The use of claim 37, wherein the anti-CD38latty competes for binding to CD38
with an antibody comprising a heavy chain variakigion (VH) of SEQ ID NO: 4
and a light chain variable region (VL) of SEQ ID N®

39. The use of claim 38, wherein the CD38-positigeatological malignancy is light
chain amyloidosis (AL), multiple myeloma (MM), aeuymphoblastic leukemia
(ALL), non-Hodgkin's lymphoma (NHL), diffuse lardgcell lymphoma (DLBCL),
Burkitt's lymphoma (BL), follicular lymphoma (FLY anantle-cell lymphoma
(MCL).

40. The use of claim 38, wherein the CD38-positigenatological malignancy is a

plasma cell disease.

41. The use of claim 40, wherein the plasma cebale is light chain amyloidosis (AL),

multiple myeloma (MM) or Waldenstrom's macroglobelnia.

42. The use of claim 41, wherein the plasma cebale is AL or MM.

43. The use of claim 42, wherein AL is cardiac sthgardiac stage I, cardiac stage lll,

relapsed or refractory.
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44. The use of claim 37, wherein the HSCT is altmye autologous or syngeneic.

45. The use of claim 44, wherein the HSCT comptiisassplantation of blood stem cells

derived from bone marrow, blood or amniotic fluid.

46. The use of claim 45, wherein the anti-CD38kadty is to be administered prior to,
during or after HSCT.

47. The use of claim 46, wherein the patient haspteted chemotherapy and/or

radiation therapy prior to HSCT.

48. The use of claim 37, wherein the anti-CD38kady is to be administered in

combination with a second therapeutic agent.
49. The use of claim 48, wherein the second thettapagent is bortezomib, ixazomib,
carfilzomib, panobinostat, cyclophosphamide, mdgahalidomide, lenalidomide,

pomalidomide, dexamethasone or interferon alpha.

50. The use of claim 48, wherein the anti-CD38lmdy and the second therapeutic

agent are to be administered simultaneously, séi@llgror separately.
51. The use of claim 37, wherein the patient isgdurther treated with radiotherapy.
52. The use of claim 37, wherein the anti-CD38lady does not mediate killing of
CD34-positive hematopoietic progenitor cells by ptement dependent cytotoxicity

(CDC).

53. The use of claim 37, wherein the anti-CD38lkady induces killing of CD38
expressing plasma cells by antibody -dependentoedliiated cytotoxicity (ADCC),
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54.

55.

56.

57.

58.

59.

antibody -dependent cellular phagocytosis (ADCBinplement dependent
cytotoxicity (CDC), apoptosis, or modulation of C®8nzymatic activity.

The use of claim 37, wherein the anti-CD38kantty competes for binding to CD38
with an antibody comprising a heavy chain variakligion (VH) of SEQ ID NO: 4
and a light chain variable region (VL) of SEQ ID N®

The use of claim 54, wherein the anti-CD38katdy binds at least to the region
SKRNIQFSCKNIYR (SEQ ID NO: 2) and the region EKVOQERWVIHGG (SEQ
ID NO: 3) of human CD38 (SEQ ID NO: 1).

The use of claim 55, wherein the anti-CD38kantty comprises a heavy chain
complementarity determining region 1 (HCDR1), a HEXand a HCDR3 amino
acid sequences of SEQ ID NOs: 6, 7 and 8, respdgtiand a light chain
complementarity determining region 1 (LCDR1), a lRDand a LCDR3 amino acid
sequences of SEQ ID NOs: 9, 10 and 11, respectively

The use of claim 56 wherein the anti-CD38 andibcomprises the VH comprising
an amino acid sequence that is 95%, 96%, 97%, 98%,or 100% identical to that
of SEQ ID NO: 4 and the VL comprising an amino asegduence that is 95%, 96%,
97%, 98%, 99% or 100% identical to that of SEQ ID:.

The use of claim 57, wherein the anti-CD38kantty comprises the VH of SEQ ID
NO: 4 and the VL of SEQ ID NO: 5.

The use of claim 56, wherein the anti-CD38katty comprises a heavy chain
comprising an amino acid sequence that is 95%, 9%, 98%, 99% or 100%
identical to that of SEQ ID NO: 12 and a light dhaomprising an amino acid
sequence that is 95%, 96%, 97%, 98%, 99% or 10@%iiwhl to that of SEQ ID NO:
13.
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60. The use of claim 59, wherein the anti-CD38laty comprises the heavy chain of
SEQ ID NO: 12 and the light chain of SEQ ID NO: 13.

61. The use of claim 37, wherein the anti-CD38katy comprises the HCDR1, the
HCDRZ2, the HCDR3, the LCDR1, the LCDR2 and the LGOR

a. the VH of SEQ ID NO: 14 and the VL of SEQ ID N{(%;

b. the VH of SEQ ID NO: 16 and the VL of SEQ ID NT¥;

c. the VH of SEQ ID NO: 18 and the VL of SEQ ID NT®; or d. the VH of SEQ
ID NO: 20 and the VL of SEQ ID NO: 21, wherein tHEDR1, the HCDR2,
the HCDR3, the LCDR1, the LCDR2 and the LCDR3 afngd by Kabat,
Chothia, or IMGT.

62. The use of claim 61, wherein the anti-CD38katty comprises
a. the VH of SEQ ID NO: 14 and the VL of SEQ ID N{&;
b. the VH of SEQ ID NO: 16 and the VL of SEQ ID NL¥;
c. the VH of SEQ ID NO: 18 and the VL of SEQ ID NT®; or d. the VH of SEQ
ID NO: 20 and the VL of SEQ ID NO: 21.

63. The use of claim 37, wherein the anti-CD38katy is humanized or human.

64. The use of claim 63, wherein the anti-CD38kay is of IgGl, 19G2, IgG3 or 1gG4
isotype.

65. The use of claim 1 or claim 30 or claim 61, veethe anti-CD38 antibody is

humanized or human.

66. The use of claim 65, wherein the anti-CD38kady is of IgGl, I1gG2, IgG3 or IgG4
isotype.

67. The use of claim 37 or 62, wherein the anti-8R8tibody is to be administered

intravenously.
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68. The use of claim 37, wherein the anti-CD38katy is to be administered
subcutaneously and further comprises a hyaluroaidas

69. The use of claim 68, wherein the hyaluronidagseluPH20 of SEQ ID NO: 22.

70. The use of claim 62, wherein the anti-CD38katy is to be administered
subcutaneously and further comprises a hyaluroaidas

71. The use of claim 70, wherein the hyaluronidaseluPH20 of SEQ ID NO: 22.

72. A pharmaceutical composition comprising an-&RB38 antibody for use in the
treatment of a patient having light chain amyloidd@gL),

73. A pharmaceutical composition for use in thattreent of a patient having a CD38-

positive hematological malignancy, comprising ati-&D38 antibody wherein the
patient is undergoing hematopoietic stem cell {pardation (HSCT).
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