CLAIMS

1.—— A= Use of an anti-CD38 antibody in the manufacture of a medicament for use-in-treating

an-multiple myeloma in a human individual-in-need-thereof, wherein at least a first, a second, and a

third intravenous infusion of the anti-CD38 antibody is to be administered to the individual, wherein

the anti-CD38 antibody is to be administered at a dose of atteast+0-mefke wherein-the-dose-ofthe

>—a

amino-acid-sequence-QQHYSPPYT(SEQIDNO:-6)-10 mg/kg, wherein the dose of the anti-CD38

antibody is in a volume of 250 ml,




first intravenous infusion of the anti-CD38 antibody is to be administered to the individual at an

infusion rate of 25 mL/hour for a first hour, and wherein the infusion rate is increased by 25

mL/hour every 30 minutes after the first hour to a maximum infusion rate of 150 mL/hour until

the 250 ml volume is infused-,

infusion-of the-anti-CP38-is-to-be wherein the second intravenous infusion of anti-CD38

antibody is to be administered to the individual at an infusion rate of 50 mL/hour for a first 30

minutes, wherein the infusion rate is increased by 50 ml/krhour a second 30 minutes, and wherein
the infusion rate is increased by 100 mL/hour every 30 minutes after the second 30 minutes to a

maximum infusion rate of 200 mL/hour until the 250 ml volume is infused-,

9 The-anti-CD38-antibody-foruse-or-the-use-of elaim-7-__ wherein the seeendthird intravenous
infusion of the anti-CD38 antibody is to be administered to the individual at an infusion rate of 56

mE200 ml/hour
minutes-and300-mL/hourafter the third 30-minutes-until the 250 ml volume is infused-—, and

H wherein the anti-CD38 antibody comprises (a) a heavy chain variable domain (VH) that

comprises: a CDR-H1 comprising the amino acid sequence DYWMOQO (SEQ ID NO: 1), a CDR-H2
comprising the amino acid sequence TIYPGDGDTGYAQKFQG (SEQ ID NO: 2), and a CDR-H3
comprising the amino acid sequence GDYYGSNSLDY (SEQ ID NO: 3), and (b) a light chain
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variable domain (VL) that comprises: a CDR-L1 comprising the amino acid sequence
KASODVSTVVA (SEQ ID NO: 4), a CDR-L2 comprising the amino acid sequence SASYRYI (SEQ
ID NO: 5), and a CDR-L3 comprising the amino acid sequence QQHYSPPYT (SEQ ID NO: 6).

2. The anti-EP38-antibedyforuse-or-the-use of any-one-ofelatms71+0;claim | wherein atleast
a-third-intravenousinfusion-of-the anti-CD38 antibody is te-be-administered-to-the-individual~wherein

H—TFheanti-Cb38-antibodyforuse-or-the use-ofany-one-ofelaimsH-133. The use of claim |

or 2, comprising a fourth intravenous infusion of the anti-CD38 antibody that is to be administered to

the individual, wherein the anti-CD38 antibody is to be administered at a dose of atteast-10 mg/kg in
a volume of 250 ml.

454.  The anti-ED38-antibodyforuse-orthe-use of claim 443, wherein the fourth intravenous

infusion of the anti-CD38 antibody is to be administered to the individual at an infusion rate of 200

ml/hour until the 250 ml volume infused.

+65.  The anti-ED38-antibodyforuse-orthe-use of claim 443, wherein the fourth intravenous

infusion of the anti-CD38 antibody is to be administered to the individual at an infusion rate of 100
ml/hour for a first 30 minutes, and wherein the infusion rate is increased by 50 mL/hour every 30

minutes after the first 30 minutes until the 250 ml volume is infused.

+76.  The anti-ED38-antibedyforuse-or-the-use of any one of claims +4-163-5, wherein the anti-

CD38 antibody is to be administered in a first 28-day cycle, wherein the first intravenous infusion of
the anti-CD38 antibody is to be administered on Day 1, the second intravenous infusion of the anti-
CD38 antibody is to be administered on Day 8, the third intravenous infusion of the anti-CD38

antibody is to be administered on Day 15, and the fourth intravenous infusion of the anti-CD38
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antibody is to be administered on Day 22 the first 28-day cycle.

+87.  The anti-ED38-antibodyforuse-orthe-use of any one of claims +41+73-6, wherein one or

more subsequent intravenous infusions of the anti-CD38 antibody are to be administered to the
individual following the fourth intravenous infusion, wherein the anti-CD38 antibody is to be
administered at a dose of atdeast-10 mg/kg in a volume of 250 ml for each of the one or more

subsequent intravenous infusions.

198.  The anti-ED38-antibodyforuse-orthe-use of claim 487, wherein each of the one or more

subsequent intravenous infusions of the anti-CD38 antibody following the fourth intravenous infusion
is to be administered to the individual at an infusion rate of 200 ml/hour until the 250 ml volume

infused.

209.  The anti-CEDb38-antibedyforuse-or-the-use of claim 487, wherein each of the one or more

subsequent intravenous infusions of the anti-CD38 antibody following the fourth intravenous infusion
is to be administered to the individual at an infusion rate of 100 ml/hour for a first 30 minutes, and
wherein the infusion rate is increased by 50 mL/hour every 30 minutes after the first 30 minutes until

the 250 ml volume is infused.

2+10. The anti-ED38-antibedyforuse-or-the-use of any one of claims +8-207-9, wherein the anti-

CD38 antibody is to be administered in one or more subsequent 28-day cycles following the first 28-
day cycle, wherein each of the one or more subsequent intravenous infusions of the anti-CD38
antibody following the fourth intravenous infusion is to be administered on Days 1 and 15 of each of

the one or more subsequent 28-day cycles following the first 28-day cycle.

22—An-11. Use of an anti-CD38 antibody in the manufacture of a medicament for use-a-treating

an-multiple myeloma in a human individual4n-need-thereof, wherein at least three intravenous

infusions of the anti-CD38 antibody are to be administered to the individual, wherein the anti-CD38
antibody is to be administered at a dose of atteast-10 mg/kg, wherein the dose of the anti-CD38
antibody is in a volume of 250 ml, and wherein the anti-CD38 antibody comprises (a) a heavy chain
variable domain (VH) that comprises: a CDR-H1 comprising the amino acid sequence DYWMQ
(SEQ ID NO: 1), a CDR-H2 comprising the amino acid sequence TTYPGDGDTGYAQKFQG (SEQ
ID NO: 2), and a CDR-H3 comprising the amino acid sequence GDYYGSNSLDY (SEQ ID NO: 3),
and (b) a light chain variable domain (VL) that comprises: a CDR-L1 comprising the amino acid
sequence KASQDVSTVVA (SEQ ID NO: 4), a CDR-L2 comprising the amino acid sequence
SASYRYI (SEQ ID NO: 5), and a CDR-L3 comprising the amino acid sequence QQHYSPPYT
(SEQID NO: 6%) :
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wherein the first intravenous infusion of the anti-CD38 antibody is to be administered to the
individual at an infusion rate of 25 mL/hour for a first hour, and wherein the infusion rate is increased
by 25 mL/hour every 30 minutes after the first hour to a maximum infusion rate of 150 mL/hour until
the 250 ml volume is infused;

wherein the second intravenous infusion of the anti-CD38 is to be administered to the
individual at an infusion rate of 50 mL/hour for a first 30 minutes, wherein the infusion rate is
increased by 50 ml/hr a second 30 minutes, and wherein the infusion rate is increased by 100 mL/hour
every 30 minutes after the second 30 minutes to a maximum infusion rate of 200 mL/hour until the
250 ml volume is infused; and

wherein the third intravenous infusion of the anti-CD38 is to be administered to the individual

at an infusion rate of 100 ml/hour for a first 30 minutes, and wherein the infusion rate is increased by

50 mL/hour every 30 minutes after the first 30 minutes until the 250 ml volume is infused.
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2412. The anti-ED38-antibedyforuse aceordingtoof claim 22-orthe-use-of-elaim231 1, wherein the
anti-CD38 antibody is isatuximab.

any-one-of-elaims22-24use of claim 11 or 12, wherein one or more subsequent intravenous infusions

of the anti-CD38 antibody_ are to be administered following the third intravenous infusion, wherein

the anti-CD38 antibody is to be administered at a dose of atleast-10 mg/kg in a volume of 250 ml for

each of the one or more subsequent intravenous infusions.

2714. The anti-ED38-antibody-foruse-orthe-use of claim 2613, wherein each of the one or more

subsequent intravenous infusions of the anti-CD38 antibody following the third intravenous infusion
is to be administered to the individual at an infusion rate of 200 ml/hour until the 250 ml volume

infused.

2915. Use of an anti-CD38 antibody in the manufacture of a medicament for treating multiple

myeloma in an individual, wherein the anti-CD38 antibody is to be administered to the individual via

intravenous infusion comprising at least a first, a second, and a third intravenous infusion, wherein the

anti-CD38 antibody is to be administered at a dose of atteast-10 mg/kg, wherein the volume of -each
dose of the anti-CD38 antibody is 250 ml,and-wherein-the-anti-CD38-antibody-comprises{a)aheavy
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wherein the first intravenous infusion of the anti-CD38 antibody is to be administered

to the individual at an infusion rate of 25 mL/hour for a first hour, and wherein the infusion rate is

increased by 25 mL/hour every 30 minutes after the first hour to a maximum infusion rate of 150

mlL/hour until the 250 ml volume is infused,

wherein the second intravenous infusion of anti-CD38 antibody is to be administered

to the individual at an infusion rate of 50 mL/hour for a first 30 minutes, wherein the infusion rate

is increased by 50 ml/hour a second 30 minutes, and wherein the infusion rate is increased by 100

ml/hour every 30 minutes after the second 30 minutes to a maximum infusion rate of 200

mlL/hour until the 250 ml volume is infused,

wherein the third intravenous infusion of the anti-CD38 antibody is to be administered to

the individual at an infusion rate of 200 ml/hour until the 250 ml volume is infused, and

wherein the anti-CD38 antibody comprises (a) a heavy chain variable domain (VH) that
comprises: a CDR-H1 comprising the amino acid sequence DYWMOQ (SEQ ID NO: 1), a CDR-H2
comprising the amino acid sequence TITYPGDGDTGYAQKFQG (SEQ ID NO: 2), and a CDR-H3
comprising the amino acid sequence GDYYGSNSLDY (SEQ ID NO: 3), and (b) a light chain

variable domain (VL) that comprises: a CDR-L1 comprising the amino acid sequence

KASQDVSTVVA (SEQ ID NO: 4), a CDR-L.2 comprising the amino acid sequence SASYRYTI (SEQ
ID NO: 5), and a CDR-L3 comprising the amino acid sequence QQHYSPPYT (SEQ ID NO: 6).

16. The anti-EDB38-antibodyforuse aceordingtoof claim 28-erthe-use-of-elaim2915, wherein the
anti-CD38 antibody is isatuximab.

any-ohe-of-clatms 293017, The the use of claim 15 or 16, wherein the anti-CD38 antibody is to

be administered in a first 28-day cycle, and wherein the anti-CD38 antibody is to be administered on
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Days 1, 8, 15, and 22 of the first 28-day cycle.

3318. The anti-ED38-antibodyforuse-orthe-use of claim 3217, wherein the anti-CD38 antibody is

to be administered to the individual via intravenous infusion on Day 1 of the first 28 day cycle at an
infusion rate of 25 mL/hour for a first hour, and wherein the infusion rate is increased by 25 mL/hour
every 30 minutes after the first hour to a maximum infusion rate of 150 mL/hour until the 250 ml dose

of the anti-CD38 antibody is infused.

3419. The anti-ED38-antibodyforuse-orthe-use of claim 3217, wherein the anti-CD38 antibody is

to be administered to the individual via intravenous infusion on Day 1 of the first 28 day cycle at an
infusion rate of 12.5 mL/hour for a first 30 minutes, and wherein the infusion rate is increased by 25
mL/hour every 30 minutes after the first 30 minutes until the 250 ml dose of the anti-CD38 antibody

is infused.

3520. The anti-ED38-antibodyforuse-orthe-use of any one of claims 32-3417-19, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 8 of the first 28
day cycle_at an infusion rate of 50 mL/hour for a first 30 minutes, wherein the infusion rate is
increased by 50 ml/hr for an second 30 minutes, and wherein the infusion rate is increased by 100
mL/hour every 30 minutes after the second 30 minutes to a maximum infusion rate of 200 mL/hour

until the 250 ml volume is infused.

3621. The anti-ED38antibodyforuse-orthe-use of any one of claims 32-3417-19, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 8 of the first 28
day cycle at an infusion rate of 50 mL/hour for a first 30 minutes, 100 mL/hour for a second 30
minutes, 200 mL for the third 30 minutes, and 300 mL/hour after the third 30 minutes until the 250 ml
dose of the anti-CD38 antibody is infused.

3722. The anti-ED38-antibodyforuse-orthe-use of any one of claims 32-3417-19, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 8 of the first 28
day cycle at an infusion rate of 25 mL/hour for a first 30 minutes, and wherein the infusion rate is
increased by 50 mL/hour every 30 minutes after the first 30 minutes until the 250 ml dose of the anti-

CD38 antibody is infused.

3823. The anti-ED38-antibodyforuse-orthe-use of any one of claims 32-3717-22, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 15 of the first
28-day cycle at an infusion rate of 200 ml/hour until the 250 ml dose of the anti-CD38 antibody is

infused.
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3924. The anti-ED38-antibodyforuse-orthe-use of any one of claims 32-3717-22, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 15 of the first
28 day cycle at an infusion rate of 100 ml/hour for a first 30 minutes, and wherein the infusion rate is
increased by 50 mL/hour every 30 minutes after the first 30 minutes until the 250 ml dose of the anti-

CD38 antibody is infused.

4025. The anti-ED38-antibodyforuse-orthe-use of any one of claims 32-3917-24, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 22 of the first
28-day cycle at an infusion rate of 200 ml/hour until the 250 ml dose of the anti-CD38 antibody is

infused.

4426. The anti-ED38-antibodyforuse-orthe-use of any one of claims 32-3917-24, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 22 of the first
28 day cycle at an infusion rate of 100 ml/hour for a first 30 minutes, and wherein the infusion rate is
increased by 50 mL/hour every 30 minutes after the first 30 minutes until the 250 ml dose of the anti-

CD38 antibody is infused.

4227. The anti-ED38-antibodyforuse-or-the-use of any one of claims 32-4+17-26, wherein the anti-

CD38 antibody is to be further administered in one or more subsequent 28-day cycles, and wherein
the anti-CD38 antibody is to be administered at a dose of atleast-10 mg/kg on Days 1 and 15 of each
subsequent 28 day cycle, wherein the volume of each dose of the anti-CD38 antibody to be

administered in the one or more subsequent cycles is 250 ml.

4328. The anti-CD38-antibodyforuse-orthe-use of claim 4227, wherein the anti-CD38 antibody is

to be administered to the individual via intravenous infusion on Day 1 of each subsequent 28-day

cycle at an infusion rate of 200 ml/hour until the 250 ml dose of the anti-CD38 antibody is infused.

4429. The anti-CD38-antibodyforuse-or-the-use of claim 4227, wherein the anti-CD38 antibody is

to be administered to the individual via intravenous infusion on Day 1 of each subsequent 28-day
cycle at an infusion rate of 100 ml/hour for a first 30 minutes, and wherein the infusion rate is
increased by 50 mL/hour every 30 minutes after the first 30 minutes until the 250 ml dose of the anti-

CD38 antibody is infused.

4530. The anti-ED38-antibodyforuse-orthe-use of any one of claims 42-4427-29, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 15 of each

subsequent 28-day cycle at an infusion rate of 200 ml/hour until the 250 ml dose of the anti-CD38
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antibody is infused.

4631. The anti-ED38antibedyferuse-orthe-use of any one of claims 42-4427-29, wherein the anti-

CD38 antibody is to be administered to the individual via intravenous infusion on Day 15 of each
subsequent 28 day cycle at an infusion rate of 100 ml/hour for a first 30 minutes, and wherein the
infusion rate is increased by 50 mL/hour every 30 minutes after the first 30 minutes until the 250 ml

dose of the anti-CD38 antibody is infused.

47—Axn-32. Use of an anti-CD38 antibody in the manufacture of a medicament for use-in-treating

an-multiple myeloma in a human individual4nneed-thereof, wherein at least a first dose of the anti-

CD38 antibody is to be safely-administered to the individual via intravenous infusion, wherein the
anti-CD38 antibody is to be administered at a dose of atteast-10 mg/kg in a volume of 250 ml,
wherein the first dose is infused over a duration ef-abeutbetween 1.5 and-abeut 6.5 hours, and wherein

the anti-CD38 antibody comprises (a) a heavy chain variable domain (VH) that comprises: a CDR-H1

comprising the amino acid sequence DYWMQ (SEQ ID NO: 1), a CDR-H2 comprising the amino
acid sequence TTYPGDGDTGYAQKFQG (SEQ ID NO: 2), and a CDR-H3 comprising the amino
acid sequence GDYYGSNSLDY (SEQ ID NO: 3), and (b) a light chain variable domain (VL) that
comprises: a CDR-L1 comprising the amino acid sequence KASQDVSTVVA (SEQ ID NO: 4), a
CDR-L2 comprising the amino acid sequence SASYRYI (SEQ ID NO: 5), and a CDR-L3
comprising the amino acid sequence QQHYSPPYT (SEQ ID NO: 6).

4933. The anti-ED38-antibodyforuse acecordingtoof claim 47-or the-use-of elaim48€32, wherein the

anti-CD38 antibody is isatuximab.
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any-one-of-elaims48-49use of claim 32 or 33, wherein at least a second dose of the anti-CD38

antibody is to be administered to the individual via intravenous infusion, wherein the anti-CD38
antibody is to be administered at a dose of atteast-10 mg/kg in a volume of 250 ml, wherein the

second dose is infused over a duration ef-abeutbetween 0.5 and 3.5 hours.

5235. Thea
any one of claims 42-4527-30, wherein at least a third dose of the anti-CD38 antibody is to be

—or-the use of

administered to the individual via intravenous infusion, wherein the anti-CD38 antibody is to be
administered at a dose of atdeast-10 mg/kg in a volume of 250 ml, wherein the third dose is infused
over a duration ef-abeutbetween 0.5 and 1.5 hours.

5336. The anti-CD38-antibedyfor-use aceordingtoof any one of claims 153-22,24-28.30-47-and

wherein the administration of the anti-CD38 antibody does not result in the individual experiencing an

infusion reaction (IR).

5437. The anti-ED38antibedyforuse accordingtoof any one of claims 1;-3-22,24-28.30-47 and

wherein the administration of the anti-CD38 antibody does not result in the individual experiencing an

IR greater than Grade 1 in severity.

5538. The an
the-use of any one of claims 235242324, 262729 30,32 4648 49 _and 51 -521-35, wherein the

administration of the anti-CD38 antibody does not result in the individual experiencing an IR of

Grade 2 or greater in severity.

5639. The an
55;-er-the use of any one of claims 2-3,5-24,23-24,26-27.29-30. 32 46,4849 —and 5+-55 1-38,
wherein the-atdeast 10 mg/kg dose of the anti-CD38 antibody in the volume of 250 ml further

comprises 0.9% sodium chloride or 5% dextrose.

5740. The an




56;-erthe use of any one of claims 2-3;:5-24-23-24-26-27.29-30. 32 464849 and-51-561-39,
wherein the individual does not receive premedication with one or more of an analgesic, an antacid,
an anti-inflammatory agent, an antihistamine prior for the purpose of preventing or minimizing an

infusion reaction prior to the administration of the anti-CD38 antibody via intravenous infusion.

5841. The anti-CD38-antibodyfor-use accordingtoof any one of claims 1;-3-22:24-28.30-47;

s > s > s s > s >
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ofany-one-of-elaims 5-2126-2732-46,and-51-62-40, wherein the multiple myeloma is

relapsed/refractory multiple myeloma.

6442. The anti-ED38antibedyferuse of any one of claims 4242527 31-46-and 50-63-or-theuse
of-any-one-of-elaims 5-21262732-46;and-51-631-41, wherein the individual was refractory to the

most recent prior therapy for multiple myeloma.

6543. The anti-ED38antibedyfer-use of any one of claims 4242527 31-46-and 50-64-or-theuse
ofany-one-ofelaims 521262732 46, and 51-641-42, wherein the individual is refractory to

lenalidomide.

6644. The anti-CD38-antibedyfer-use of any one of claims 4-24,25-27-31-46,-and-50-65-or-the use
ofany-one-ofelaims 521262732 46, and 51-651-43, wherein the most recent prior therapy was

lenalidomide.

6745. The anti-EP38-antibedyfer-use of any one of claims 4-24,25-2731-46;-and-50-66-or-the use
of any-one-ofelaims 521262732 46, and 51-661-44, wherein the individual is refractory to a

proteasome inhibitor.

6846. The anti-ED38antibedyferuse of any one of claims 4242527 31-46-and 50-67-or-theuse
ofany-one-of-elaims 5212627 32-46;and-51-671-45, wherein the most recent prior therapy was a

proteasome inhibitor.
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6947. The anti-ED38-antibodyforuse-orthe-use of claim 6745 or 6846, wherein the proteasome

inhibitor is selected from the group consisting of: bortezomib, carfilzomib, marizomib, oprozomib,

and ixazomib.

7048. The anti-ED38-antibedyforuse-or-the-use of any one of claims 64-6942-47, wherein the

lenalidomide and the proteasome inhibitor were administered in combination.

7449. The anti-ED38-antibodyforuse aceordingtoof any one of claims 1532224283047 —and
A0 oo e ol opa ol el 1 2o L o DL I8 0 20 S0 L6 AR D and S L0

wherein the individual has a respiratory disorder, thoracic disorder, and/or mediastinal disorder.

7250. The ant-ED38antibedyferuse-oruse of claim 749, wherein the respiratory disorder is
chronic obstructive pulmonary disorder (COPD).

7351. The anti-ED38-antibedyforuse-oruse of claim 7449, wherein the respiratory disorder is

asthma.

7452. The anti-ED38antibedyferuse-or-use of claim 749, wherein the respiratory disorder is

bronchospam.

7553. The anti-ED38-antibedyforuse of any one of claims 4242527 31-46,and-50-74-orthe-tse
ofany-one-of elaims 52126273246 and 51-741-52, wherein the individual has received at least

two prior therapies for multiple myeloma.

7654. The anti-ED38-antibedyfer-use of any one of claims 4-242527-31+-46;and-50-75-or-the use
of-any-one-of elaims 5-21,26-27.32-46.and-51-751-53, wherein the individual has received at least

three prior therapies for multiple myeloma.

F#55. The anti-ED38-antibedyfor-use of any one of claims 4-242527-31+-46;and-50-76-or-the-tse
of-any-one-of elaims 5212627, 32-46,-and-51-761-54, wherein the anti-CD38 antibody is to be

administered in conjunction with at least one additional agent.

7856. The anti-EDB38-antibodyforuse-orthe-use of claim 7755, wherein the at least one additional

agent comprises an immunomodulatory drug.

7957. The anti-ED38-antibodyforuse orthe-use-of claim 7856, wherein the immunomodulatory
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drug is lenalidomide or pomalidomide.

8058. The anti-ED38antibedyfer-use of any one of claims 4-24+-2527-3-10, 13-14, 17-31-46, and
50-79-er-the-use-of any-one-of elaims 521262732 46.and 51-7934-57, wherein the at least one

additional agent comprises a proteasome inhibitor.

&459. The anti-CDb38-antibodyforuse-orthe-use of claim 8058, wherein the proteasome inhibitor is

bortezomib, carfilzomib, marizomib, oprozomib, and ixazomib.

The use of any one of claims 5-21, 26-27, 32-46, and 51-81, wherein the at least one

additional agent comprises a corticosteroid.

8361. The anti-ED38-antibodyforuse-orthe-use of claim 8260, wherein the corticosteroid is

dexamethasone.
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