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COMBINATION THERAPIES COMPRISING DARATUMUMAB, BORTEZOMIB,
THALIDOMIDE AND DEXAMETHASONE AND THEIR USES

FIELD OF THE INVENTION
Disclosed herein are combination therapies comprising daratumumab, bortezomib, thalidomide

and dexamethasone and their uses.

SEQUENCE LISTING

This application contains a Sequence Listing submitted via EFS-Web, the entire content of which
1s incorporated herein by reference. The ASCII text file, created on 13 April 2020, is named
JBI6079WOPCT 1Seqlist.txt and is 13 kilobytes in size.

BACKGROUND OF THE INVENTION

Multiple myeloma is a malignant disorder of the plasma cells, characterized by uncontrolled and
progressive proliferation of a plasma cell clone. The disease leads to progressive morbidity and eventual
mortality by lowering resistance to infection and causing significant skeletal destruction (with bone pain,
pathological fractures, and hypercalcemia), anaemia, renal failure, neurological complications and
hyperviscosity syndrome.

Multiple myeloma remains incurable with standard chemotherapy, despite the availability of
multi-agent therapies.

There remains a need for new therapeutic options for the frontline setting that can better control
the disease and provide deeper, more sustained responses and better long-term outcomes, including

maintenance of health-related quality of life.

SUMMARY OF THE INVENTION

The disclosure provides a combination therapy comprising daratumumab, bortezomib,
thalidomide and dexamethasone for providing a treatment of a subject with newly diagnosed multiple
myeloma.

The disclosure also provides a drug product comprising daratumumab that is provided in a
package comprising one or more single-dose vials comprising daratumumab and a drug product label that
mcludes information that a combination therapy comprising daratumumab, bortezomib, thalidomide and
dexamethasone is for treatment of a subject with newly diagnosed multiple myeloma.

The disclosure also provides a method of selling a drug product comprising daratumumab,
comprising;

manufacturing daratumumab;
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promoting that a combination therapy comprising daratumumab, bortezomib, thalidomide and
dexamethasone is for treatment of a subject with newly diagnosed multiple myeloma, wherein
performing the steps a) and b) results in a health care professional (HCP) to purchase the drug product;
thereby selling the drug product.

The disclosure also provides a method of selling a drug product comprising daratumumab,
comprising
manufacturing daratumumab;
selling the drug product, wherein the drug product label includes an indication for treating a subject with
newly diagnosed multiple myeloma with a combination of daratumumab, bortezomib, thalidomide and

dexamethasone.

BRIEF DESCRIPTION OF THE DRAWINGS

The summary, as well as the following detailed description, is further understood when read in
conjunction with the appended drawings. For the purpose of illustrating the disclosed methods, the
drawings show exemplary embodiments of the methods; however, the methods are not limited to the
specific embodiments disclosed. In the drawings:

FIG. 1 shows the CASSIOPEIA study design.

FIG. 2 shows the results of the Kaplan—Meier estimates of progression-free survival among
patients in the intention-to-treat population. The DARZALEX®™ (daratumumab) group received treatment
with DARZALEX® (daratumumab), bortezomib, thalidomide and dexamethasone; the control group

received treatment with bortezomib, thalidomide and dexamethasone.

DETAILED DESCRIPTION OF THE INVENTION

All publications, including but not limited to patents and patent applications, cited in this
specification are herein incorporated by reference as though fully set forth.

It 1s to be appreciated that certain features of the invention which are, for clarity, described herein
in the context of separate embodiments may also be provided in combination in a single embodiment.
That 1s, unless obviously incompatible or specifically excluded, each individual embodiment is deemed to
be combinable with any other embodiment(s) and such a combination is considered to be another
embodiment. Conversely, various features of the invention that are, for brevity, described in the context
of a single embodiment, may also be provided separately or in any sub-combination. Finally, although an
embodiment may be described as part of a series of steps or part of a more general structure, each said

step may also be considered an independent embodiment in itself, combinable with others.
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Definitions

When a list 1s presented, unless stated otherwise, it is to be understood that each individual
element of that list, and every combination of that list, is a separate embodiment. For example, a list of
embodiments presented as “A, B, or C” is to be interpreted as including the embodiments, “A,” “B,” “C,”
“AorB,”“AorC,”“BorC,”or “A,B,or C.”

“About” means within an acceptable error range for the particular value as determined by one of
ordinary skill in the art, which will depend in part on how the value is measured or determined, i.c., the
limitations of the measurement system. Unless explicitly stated otherwise within the Examples or
elsewhere in the Specification in the context of a particular assay, result or embodiment, “about” means
within one standard deviation per the practice in the art, or a range of up to 5%, whichever is larger.

“About once a week™ refers to an approximate number, and can include every 7 days+two days,
1.e., every 5 days to every 9 days. The dosing frequency of “once a week™ thus can be every five days,
every six days, every seven days, every eight days, or every nine days.

“About once in two weeks” refers to an approximate number, and can include every 14
daysttwo days, i.c., every 12 days to every 16 days.

“About once in three weeks™ refers to an approximate number, and can include every 21
daysttwo days, 1.e., every 19 to every 23 days.

“About once in four weeks™ refers to an approximate number, and can include every 28
days+two days, 1.¢., every 26 to every 30 days.

“About once in five weeks™ refers to an approximate number, and can include every 35
days+two days, 1.¢., every 33 to every 37 days.

“About once in six weeks” refers to an approximate number, and can include every 42 days+two
days, i.e., every 40 to every 38 days.

“About twice a week™ refers to an approximate number, can include twice in one week, e.g., a
first dose on day 1 and a second dose on day 2, day 3, day 4, day 5, day 6 or day 7 of the week, the fist
dose on day 2 and the second dose on day 3, day 4, day 5, day 6 or day 7 of the week, the first dose on
day 3 and the second dose on day 4, day 5, day 6 or day 7 of the week, the first dose on day 4 and the
second dose on day 5, day 6 or day 7 of the week, the first dose on day 5 and the second dose on day 6 or
day 7 of the week, the first dose on day 6 and the second dose on day 7 of the week.

“Adverse event” or “AE” refers to any untoward medical occurrence in a clinical study subject
administered an antibody that specifically binds CD38, such as daratumumab. An AE does not
necessarily have a causal relationship with the treatment. An AE can therefore be any unfavorable and
unintended sign (including an abnormal finding), symptom, or disease temporally associated with the use
of a medicinal (investigational or non-investigational) product, whether or not related to the antibody that

specifically binds CD38, such as daratumumab.
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The conjunctive term “and/or” between multiple recited elements is understood as encompassing
both individual and combined options. For instance, where two elements are conjoined by “and/or,” a
first option refers to the applicability of the first element without the second. A second option refers to
the applicability of the second element without the first. A third option refers to the applicability of the
first and second elements together. Any one of these options is understood to fall within the meaning,
and therefore satisfy the requirement of the term “and/or” as used herein. Concurrent applicability of
more than one of the options is also understood to fall within the meaning, and therefore satisfy the
requirement of the term “and/or.”

“Antibody” includes immunoglobulin molecules belonging to any class, IgA, IgD, IgE, IgG and
IgM, or sub-class IgA1l, IgA2, IgGl, IgG2, IgG3 and IgG4 and including either kappa (k) and lambda (1)
light chain. Antibodies include monoclonal antibodies including human, humanized and chimeric
monoclonal antibodies. Full-length antibody molecules are comprised of two heavy chains (HC) and two
light chains (LC) inter-connected by disulfide bonds. Each heavy chain is comprised of a heavy chain
variable region (VH) and a heavy chain constant region (comprised of domains CH1, hinge, CH2 and
CH3). Each light chain is comprised of a light chain variable region (VL) and a light chain constant
region (CL). The VH and the VL regions may be further subdivided into regions of hypervariability,
termed complementarity determining regions (CDRs), interspersed with framework regions (FR). Each
VH and VL is composed of three CDRs and four FR segments, arranged from amino-to-carboxy-terminus
i the following order: FR1, CDRI1, FR2, CDR2, FR3, CDR3 and FR4.

“Bortezomib” is designated chemically as [(1R)-3-methyl-1-[[(25)-1-0x0-3-phenyl-2-
[(pyrazinylcarbonyl) amino |propyl]amino[butyl] boronic acid. Bortezomib has the chemical structure
shown in Formula 1. Bortezomib can be provided as a mannitol boronic ester which, in reconstituted
form, consists of the mannitol ester in equilibrium with its hydrolysis product, the monomeric boronic
acid. Bortezomibs drug substance exists in its cyclic anhydride form as a trimeric boroxine. Bortezomib

is marketed under the trade name VELCADE®.

Formula 1:
o P N on
N “\ ,"J\ ﬁ\ EL\
[ O
i e =
" \T -
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“Biosimilar’” (of an approved reference product/biological drug) refers to a biological product
that is highly similar to the reference product notwithstanding minor differences in clinically inactive
components with no clinically meaningful differences between the biosimilar and the reference product in
terms of safety, purity and potency, based upon data derived from (a) analytical studies that demonstrate
that the biological product is highly similar to the reference product notwithstanding minor differences in
clinically inactive components; (b) animal studies (including the assessment of toxicity); and/or (c) a
clinical study or studies (including the assessment of immunogenicity and pharmacokinetics or
pharmacodynamics) that are sufficient to demonstrate safety, purity, and potency in one or more
appropriate conditions of use for which the reference product is licensed and intended to be used and for
which licensure is sought for the biosimilar. The biosimilar may be an interchangeable product that may
be substituted for the reference product at the pharmacy without the intervention of the prescribing
healthcare professional. To meet the additional standard of “interchangeability,” the biosimilar 1s to be
expected to produce the same clinical result as the reference product in any given patient and, if the
biosimilar is administered more than once to an individual, the risk in terms of safety or diminished
efficacy of alternating or switching between the use of the biosimilar and the reference product is not
greater than the risk of using the reference product without such alternation or switch. The biosimilar
utilizes the same mechanisms of action for the proposed conditions of use to the extend the mechanisms
are known for the reference product. The condition or conditions of use prescribed, recommended, or
suggested in the labeling proposed for the biosimilar have been previously approved for the reference
product. The route of administration, the dosage form, and/or the strength of the biosimilar are the same
as those of the reference product and the biosimilar is manufactured, processed, packed or held in a
facility that meets standards designed to assure that the biosimilar continues to be safe, pure and potent.
The biosimilar may include minor modifications in the amino acid sequence when compared to the
reference product, such as N- or C-terminal truncations that are not expected to change the biosimilar
performance.

“Cancer” refers to an abnormal growth of cells which tend to proliferate in an uncontrolled way
and, in some cases, to metastasize (spread) to other arcas of a patient’s body.

“CD38” refers to human cluster of differentiation 38 protein, a glycoprotein expressed on
mmmune cells, including plasma cells, natural killer cells and sub-populations of B and T cells.

“Clinical efficacy endpoint” or “clinical endpoint” refers to an outcome that represents a
clinical benefit, such as progression-free survival (PFS), time to disease progression (TTP), time to next
treatment, overall response rate (ORR), proportion of subjects achieving partial response (PR), proportion
of subjects achieving very good partial response (VGPR), proportion of subjects achieving complete

response (CR), proportion of subjects achieving stringent complete response (sCR), proportion of subjects
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achieving a negative status for minimal residual discase (MRD), or proportion of subjects achieving both
sCR and negative status for MRD.

“Clinically proven™ refers to clinical efficacy results that are sufficient to meet approval
standards of U.S. Food and Drug Administration (FDA), European Medicines Agency (EMA) or a
corresponding national regulatory agency. For example, the clinical study may be an adequately sized,
randomized, double-blinded controlled study used to clinically prove the effects of the drug.

2 ¢

“Co-administration,” “administration with,” “administration in combination with,” “in
combination with” or the like, encompass administration of two or more therapeutics or drugs to a single
patient, and are intended to include treatment regimens in which the therapeutics or drugs are
administered by the same or different route of administration or at the same or different time.

“Combination” refers to a combination of two or more therapeutics or drugs that can be
administered either together or separately.

“Complementarity determining regions” (CDRs) are “antigen binding sites’ in an antibody.
CDRs may be defined based on sequence variability (Wu and Kabat, J Fxp Med 132:211-250, 1970,
Kabat et al., Sequences of Proteins of Immunological Interest, 5th Ed. Public Health Service, National
Institutes of Health, Bethesda, Md., 1991) or based on alternative delineations (see Lefranc et al., Dev
Comparat Immunol 27:55-77,2003). The International InMunoGeneTics (IMGT) database
(http://www_imgt_org) provides a standardized numbering and definition of antigen-binding sites.

“Complete response rate or better” (CR response rate or better) refers to the proportion of
subjects achieving CR or stringent complete response (sCR) during or after the treatment.

2 ¢

“Comprising,” “consisting essentially of,” and “consisting of” are intended to connote their

generally accepted meanings in the patent vernacular; that 1s, (i) “comprising,” which 1s synonymous with

2 ¢

“including,” “containing,” or “characterized by,” is inclusive or open-ended and does not exclude
additional, unrecited elements or method steps; (i1) “consisting of”” excludes any clement, step, or
mgredient not specified in the claim; and (ii1) “consisting essentially of” limits the scope of a claim to the
specified materials or steps “and those that do not materially affect the basic and novel characteristics™ of
the claimed invention. Embodiments described in terms of the phrase “comprising™ (or its equivalents)
also provide as embodiments those independently described in terms of “consisting of ” and “consisting
essentially of.”

“Consolidation”, “consolidation therapy” or “consolidation period” refers to a short duration
of treatment given to a subject after the subject has been treated with high dose chemotherapy (HDC) and
autologous stem cell transplant (ASCT); i.e., post-HDC and ASCT. In the context of this disclosure,
“consolidation therapy” refers to post-HDC and ASCT treatment with a combination of an antibody that
specifically binds CD38, bortezomib, thalidomide and dexamethasone or with a combination of

bortezomib, thalidomide and dexamethasone.
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“Corticosteroid” refers to a class of steroid hormones that are produced in the adrenal cortex or
produced synthetically refers to dexamethasone, methylprednisolone, prednisolone and prednisone.
Dexamethasone is marketed under the trade name DECARON®.

“Cycle” refers to the administration schedule of one or more therapeutics or drugs and refers to
the period of time when the one or more therapeutics or drugs is administered to a subject. Cycle may
include days in which the drug is administered and periods of rest in which the drug is not administered.
Cycle length may vary, and can be for example 2 weeks, 3 weeks, 28-days (or 4 weeks), 5 weeks or 6
weeks.

“Daily” in the context of dosing refers to a total dose of a drug such as lenalidomide administered
to a subject in a day. The dose may be divided to two or more administrations during the day, or given as
one administration per day. For example, the total dose may be 25 mg daily administered as a single
dose.

“Daratumumab’ refers to an antibody that specifically binds CD38 comprising a heavy chain
complementarity determining region 1 (HCDRI1) of SEQ ID NO: 1, a HCDR2 of SEQID NO: 2, a
HCDR3 of SEQ ID NO: 3, a light chain complementarity determining region 1 (LCDR1) of SEQ ID NO:
4, a LCDR2 of SEQ ID NO: 5, a LCDR3 of SEQ ID NO: 6, a heavy chain variable region (VH) of SEQ
ID NO: 7, a light chain variable region (VL) of SEQ ID NO: 8, a heavy chain (HC) of SEQ ID NO: 9 and
a light chain (LC) of SEQ ID NO: 10. Daratumumab is marketed under the trade name DARZALEX".
“Daratumumab’ refers to any drug comprising daratumumab as an active ingredient, including
biosimilars of DARZALEX®.

“Daratumumab-containing drug product” refers to any drug in which daratumumab is an
active ingredient.

“Dexamethasone” is designated chemically as 9-fluoro-11,17,21-trihydroxy-16a-methylpregna-

1,4-diene-3,20-dione. The structure of dexamethasone is shown in Formula 2.

Formula 2:
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“Dose” refers to the amount or quantity of the therapeutic or the drug to be taken each time.

“Dosage” refers to the information of the amount of the therapeutic or the drug to be taken by the
subject and the frequency of the number of times the therapeutic is to be taken by the subject.

“Drug product” (DP) refers to a finished dosage form, for example, a tablet, capsule or solution
that contains an active pharmaceutical ingredient (e.g., drug substance), generally, but not necessarily, in
association with inactive ingredients.

“Drug substance™ (DS) refers to any substance or mixture of substances intended to be used in
the manufacture of a drug (medicinal) product and that, when used in the production of a drug, becomes
an active ingredient of the drug product. Such substances are intended to furnish pharmacological activity
or other direct effect in the diagnosis, cure, mitigation, treatment, or prevention of disease or to affect the
structure or function of the body.

“Duration of complete response” (duration of CR) refers to the time between the date of the
mitial documentation of CR to the date of the first documented evidence of relapse of CR or disease
progression, whichever occurs first.

“Duration of response” refers to the time between the date of initial documentation of a response
(partial response (PR) or better) to the date of the first documented evidence of progressive discase.

“Duration of stringent complete response” (duration of SCR) refers to the time between the
date of the initial documentation of sCR to the date of the first documented evidence of relapse of sCR or
disease progression, whichever occurs first.

“Effective” refers to a dose or dosage of a therapeutic or a drug (such as an antibody that
specifically binds CD38) or a combination of therapeutics or drugs (such as a combination of an antibody
that specifically binds CD38, bortezomib, thalidomide or dexamethasone) that provides a therapeutic
effect for a given condition and administration regimen in a subject receiving or who has received the
therapeutic or the drug or the combination of the therapeutics or drugs. “Effective™ is intended to mean an
amount sufficient to reduce and/or prevent a clinically significant deficit in the activity, function and
response of the subject, or to cause an improvement in a clinically significant condition in the subject.

“Frontline” or “firstline” therapy refers to the first treatment of a disease, such as multiple
myeloma, administered to the subject.

“Glutamic acid derivative” refers to immunomodulatory drugs that are derivatives of glutamic
acid such as lenalidomide, thalidomide and pomalidomide. Lenalinomide is marketed under the trade
name REVLIMID®. Thalidomide is marketed under the trade name THALOMID®. Pomalidomide is
marketed under the trade name POMALYST®

“Healthcare professional” (HCP) refers to a medical doctor, a nurse, a nurse’s assistant, or a
person working under direct instructions by the medical doctor or the nurse, or any person working in a
hospital or a place in which treatment can be provided to the subject.

8
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“High dose chemotherapy” (HDC) and “autologous stem cell transplant” (ASCT) refer to the
treatment of subjects with newly diagnosed multiple myeloma who are considered fit (e.g. subjects are
“eligible™). Subjects under the age of 65 years who have one or more comorbidities likely to have a
negative impact on tolerability of HDC and ASCT or subjects over the age of 65 years are usually not
considered eligible for HDC and ASCT due to their frail physical status which increases the risk of
mortality and transplant-related complications (e.g. subjects are “ineligible”). An exemplary comorbidity
is a renal dysfunction. Exemplary HDC regimens are melphalan at a dose of 200 mg/m” with dose
reductions based on age and renal function, cyclophosphamide and melphalan, carmustine, etoposide,
cytarabine, and melphalan (BEAM), high-dose idarubicin, cyclophosphamide, thiotepa, busulfan, and
cyclophosphamide, busulfan and melphalan, and high-dose lenalidomide (Mahajan et al., Ther Adv
Hematol 9:123-133, 2018).

“High risk multiple myeloma” refers to multiple myeloma that is characterized by one or more
cytogenetic abnormalities del17p, t(4;14), t(14;20), t(14;16) or dell3, or any combination thereof.

“Induction”, “induction therapy” or “induction period” refers to the first treatment given for a
discase with the intention of reducing the amount of malignant plasma cell burden and improving the
depth of response. In the context of this disclosure, “induction therapy™ refers to treatment with a
combination of an antibody that specifically binds CD38, bortezomib, thalidomide and dexamethasone or
a combination of bortezomib, thalidomide and dexamethasone prior to treatment with HDC and ASCT.

“Information” refers to reported results from clinical trials and can be provided in written or
clectronic form, or orally, or it can be available on internet.

“Infusion related reaction” (IRR) refers to any sign or symptom experienced by a subject during
the administration of a drug or a therapeutic or any event occurring within 24-hours of administration.
IRRs are typically classified as Grade 1, 2, 3 or 4.

“Label” and “labeling” arec used interchangeably herein and refers to all labels and displays of
written, printed, or graphic information on, in or accompanying a container or package comprising a drug,
such as daratumumab, or otherwise available electronically or on internet. “Label” and “labeling™ include
package insert and prescribing information.

“Lenalidomide” a thalidomide analogue, is an immunomodulatory agent with antiangiogenic and
antineoplastic properties. The chemical name is 3-(4-amino-1-oxo 1,3-dihydro-2H-isoindol-2-yl)
piperidine-2,6-dione and it has the structure shown in Formula 3. Lenalinomide is marketed under the

trade name REVLIMID®. s
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Formula 3:

“Maintenance therapy” refers to the treatment given for a disease after remission or best
response 1s achieved, in order to prevent or delay relapse. In the context of this disclosure, maintenance
therapy refers to monotherapy with daratumumab after consolidation therapy.

“Minimal residual disease” (MRD) refers to a small number of clonal multiple myeloma cells
that remain in the patient after treatment and/or during remission.

“MRD negative” or “negative status for MRD” refers to a ratio of 1: 10x10° or less clonal
multiple myeloma cells in a bone marrow aspirate sample obtained from the subject.

“MRD negativity rate” refers to the proportion of subjects assessed as MRD negative at any
timepoint after the date of randomization.

“Multiple myeloma” refers to a malignant disorder of plasma cells characterized by uncontrolled
and progressive proliferation of one or more malignant plasma cells. The abnormal proliferation of
plasma (myeloma) cells causes displacement of the normal bone marrow leading to dysfunction in
hematopoietic tissue and destruction of the bone marrow architecture, resulting in progressive morbidity
and eventual mortality.

“Newly diagnosed” refers to a human subject who has been diagnosed with but has not yet
received treatment for multiple myeloma.

“Overall response rate”” (ORR) refers to the proportion of subjects who achieve partial response
(PR), very good partial response (VGPR), complete response (CR) or stringent complete response (sCR)

during or after the treatment.

10
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“Overall survival ” (OS) is defined as the time from nitiation of therapy to the date of death due
to any cause. For the purpose of the clinical trial described in the example, OS is defined as the time from
randomization of study population to the date of the patient’s death.

“Percent w/v” (% w/v) refers to weight in grams per 100 m.

“Per week” refers to a total dose of a drug such as dexamethasone administered to a subject in
one week. The dose may be divided to two or more administrations during the same day or different
days. For example, the total dose may be 40 mg administered 20 mg on day 1 and 20 mg on day 3 of a
week.

“Pharmaceutical combination™ refers to a combination of two or more therapeutics or drugs
administered either together or separately.

"Pharmaceutical composition" refers to a product that results from combining an antibody that
specifically binds CD38 and a hyaluronidase as a fixed combination. "Fixed combinations" refers to a
single pharmaceutical composition comprising the anti-CD38 antibody and the hyaluronidase
administered simultaneously in the form of a single entity or dosage. Pharmaceutical composition
typically includes a pharmaceutically acceptable carrier.

“Pharmaceutically acceptable carrier” or “excipient” refers to an ingredient in a
pharmaceutical composition, other than the active ingredient, which 1s nontoxic to a subject.
Pharmaceutically acceptable carrier includes, but is not limited to, a buffer, stabilizer or preservative.

“Post-ASCT and consolidation CR rate” refers to the proportion of subjects who have achieved
CR or better by the end of consolidation therapy.

“Post- ASCT and consolidation MRD negative rate” refers to the proportion of subjects who
have achieved MRD negative status by the end of consolidation therapy.

‘Post-consolidation” refers to treatment period ending at the end of consolidation therapy.

“Post-induction’ refers to treatment period ending at the end of induction therapy.

“Post-induction stringent complete response rate” (post-induction sCR rate) refers to the
proportion of subjects who have achieved sCR prior to HDC and ASCT.

“Post-induction overall response rate” (post-induction ORR) refers to the proportion of
subjects who have achieved partial response (PR) or better by the end of induction.

“Post-induction very good partial response or better” (post-induction VGPR or better) refers
to the proportion of subjects who have achieved VGPR, complete response (CR) or stringent complete
response (sCR) by the end of induction.

“Progression-free survival” (PFS) means time from initiation of therapy to first evidence of
disease progression or death due to any cause, whichever occurs first. For the purpose of the clinical trial

described in the example, PFS is defined as the duration from the date of randomization of study
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population to the first documented progressive disease (PD) or death due to any cause, whichever occurs
first.

“Progression-free survival 27 (PFS2) refers to the time from the second randomization to time
of subsequent progression on next-line of therapy after disease progression on study treatment.

“Progressive disease” (PD), “stable disease’” (SD), “partial response” (PR), “very good partial
response” (VGPR), “complete response” (CR) and “stringent complete response” (sCR) refer to
response to treatment and take their customary meanings as will be understood by a person skilled in the
art of designing, conducting, or reviewing clinical trials. Response to treatment may be assessed using
International Myeloma Working Group (IMWG) uniform response criteria recommendations
(International Uniform Response Criteria Consensus Recommendations) as shown in Table 1.

“Refractory” refers to a disease that does not respond to a treatment. A refractory disease can
be resistant to a treatment before or at the beginning of the treatment, or a refractory disease can become
resistant during a treatment.

“Relapsed” refers to the return of a disease or the signs and symptoms of a disease after a period
of improvement after prior treatment with a therapeutic.

“Reference product” refers to an approved biological product such as DARZALEX® brand of
daratumumab against which a biosimilar product is compared. A reference product is approved in the
U.S. based on, among other things, a full complement of safety and effectiveness data.

“Safe” as it relates to a composition, dose, dosage regimen, treatment or method with a
therapeutic or a drug (such as an antibody that specifically binds CD38 or a combination of an antibody
that specifically binds CD38, bortezomib, thalidomide and dexamethasone (D-VTD) refers to a favorable
benefit:risk ratio with an acceptable frequency and/or acceptable severity of adverse events (AEs) and/or
treatment-emergent adverse events (TEAEs) compared to the standard of care (such as for example a
combination of lenalidomide and dexamethasone) or to another comparator.

“Safe and effective” refers to an amount and/or dosage of a drug (such as an antibody that
specifically binds CD38) or a combination of drugs (such as a combination of an antibody that
specifically binds CD38, bortezomib, thalidomide and dexamethasone (D-VTD)) that elicits the desired
biological or medicinal response in a subject’s biological system without the risks outweighing the
benefits of such response in accordance with the Federal Food, Drug, and Cosmetic Act, as amended
(secs. 201-902, 52 Stat. 1040 et seq., as amended; 21 U.S.C. §§ 321-392). Safety is evaluated in
laboratory, animal and human clinical testing to determine the highest tolerable dose or the optimal dose
of the drug or the combination of drugs needed to achieve the desired benefit. Efficacy is evaluated in
human clinical trials and determining whether the drug or the combination of drugs demonstrates a health
benefit over a placebo or other intervention. Safe and effective drugs or a combination of drugs are
granted marketing approval by the FDA for their indicated use.
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An antibody that “specifically binds CD38” refers to antibody binding CD38 with greater
affinity than to other antigens. Typically, the antibody binds to CD38 with an equilibrium dissociation
constant (Kp) of about 1x10® M or less, for example about 1x10° M or less, about 1x107* M or less,
about 1x10™ M or less, or about 1x10™* M or less, typically with a Kp that is at least one hundred-fold
less than its Kp for binding to a non-specific antigen (e.g., BSA, casein). The Kp may be measured using
standard procedures. Antibodies that specifically bind CD38 may, however, have cross-reactivity to other
related antigens, for example to the same antigen from other species (homologs), such as monkey, for
example Macaca fascicularis (cynomolgus, cyno), Pan troglodytes (chimpanzee, chimp) or Callithrix
Jjacchus (common marmoset, marmoset).

“Stringent complete response rate or better” (sCR rate or better) refers to the proportion of
subjects achieving sCR during or after the treatment.

“Subject” refers to a human patient. The terms “subject’” and “patient” can be used
iterchangeably herein.

“Thalidomide” is designated chemically as a-(N-phthalimido)glutarimide (CAS number 50-35-
1). Thalidomide has the structure shown in Formula 4. Thalidomide is marketed under a trade name
THALOMID® (thalidomide)

Formula 4:

Niote » = ssymmeinic carbon shem

“Therapeutically effective amount™ refers to an amount effective, at dosages and for periods of
time necessary, to achieve the desired therapeutic result. A therapeutically effective amount may vary
according to factors such as the disease state, age, sex, and weight of the individual, and the ability of a
therapeutic or a combination of therapeutics to elicit a desired response in the individual. Exemplary
mdicators of an effective therapeutic or combination of therapeutics include, for example, improved well-
being of the patient, reduction in a tumor burden, arrested or slowed growth of a tumor, and/or absence of
metastasis of cancer cells to other locations in the body.

“Time to disease progression” (TTP) means time from the date of randomization to the date of

confirmed progressive disease (PD) or death due to PD, whichever occurs first.
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“Time to disease progression 2 (TTP2) refers to the time from the date of second
randomization to confirmed progressive disease (PD) or death due to PD, whichever occurs first.

“Time to next treatment” refers to the time from randomization to the start of the next-line
treatment.

“Time to response” refers to the time between the randomization and the first efficacy evaluation
that the subject has met all criteria for partial response (PR) or better.

“Time to subsequent anti-myeloma therapy” refers to the time from the initiation of therapy to
documentation of administration of a new anti-myeloma therapy to the subject.

“Treat”, “treating” or “treatment’ refers to therapeutic treatment. Individuals in need of
treatment include those subjects diagnosed with the disorder of a symptom of the disorder. Subject that
may be treated also include those prone or susceptible to have the disorder, or those in which the disorder
is to be prevented. Beneficial or desired clinical results include alleviation of symptoms, diminishment of
extent of disease, stabilized (i.c., not worsening) state of disease, delay or slowing of disease progression,
amelioration or palliation of the discase state, disease remission (whether partial or total) and prolonging
survival as compared to expected survival if a subject was not receiving treatment or was receiving
another treatment.

“Treatment emergent adverse events” (TEAE) as used herein takes its customary meaning as
will be understood by a person skilled in the art of designing, conducting, or reviewing clinical trials and
refers to an AE considered associated with the use of an antibody that specifically binds CD38 if the
attribution is possible, probable, or very likely.

“Unacceptable adverse events” and “unacceptable adverse reaction” refers to all harm or
undesired outcomes associated with or caused by administration of a pharmaceutical composition or a
therapeutic, and the harm or undesired outcome reaches such a level of severity that a regulatory agency
deems the pharmaceutical composition or the therapeutic unacceptable for the proposed use.

“Very good partial response or better” (VGPR rate or better) refers to the proportion of
subjects achieving VGPR, complete response (CR) or stringent complete response (sCR) during or after

the treatment.

Multiple myeloma

Multiple myeloma causes significant morbidity and mortality. It accounts for approximately 1%
of all malignancies and 13% of hematologic cancers worldwide. Approximately 50,000 patients per year
are diagnosed with multiple myeloma in the EU and US, and 30,000 patients per year die due to multiple
myeloma.

The majority of patients with multiple myeloma produce a monoclonal protein (paraprotein,
M-protein or M-component) which is an immunoglobulin (Ig) or a fragment of one that has lost its
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function (Kyle and Rajkumar, Leukemia 23:3-9, 2009; Palumbo and Anderson, N Engl J Med 364:1046-
1060, 2011). Normal immunoglobulin levels are compromised in patients, leading to susceptibility of
mfections. The proliferating multiple myeloma cells displace the normal bone marrow leading to
dysfunction in normal hematopoietic tissue and destruction of the normal bone marrow architecture,
which is reflected by clinical findings such as anemia, paraprotein in serum or urine, and bone resorption
seen as diffuse osteoporosis or lytic lesions shown in radiographs (Kyle et al., Mayo Clin Proc 78:21-33,
2003). Furthermore, hypercalcemia, renal insufficiency or failure, and neurological complications are
frequently seen. A small minority of patients with multiple myeloma are non-secretory.

Treatment choices for multiple myeloma vary with age, comorbidity, the aggressiveness of the
disease, and related prognostic factors (Palumbo and Anderson, N Engl J Med 364:1046-1060, 2011).
Newly diagnosed patients with multiple myeloma are typically categorized into 2 subpopulations usually
defined by their age and suitability for the subsequent approach to treatment. Younger patients will
typically receive an induction regimen followed by consolidation treatment with high-dose chemotherapy
(HDC) and autologous stem cell transplantation (ASCT). For those not considered suitable for HDC and
ASCT, longer-term treatment with multi-agent combinations including alkylators, high-dose steroids, and
novel agents are currently considered as standards of care. In general, patients over the age of 65 or with
significant comorbidities are usually not considered eligible for HDC and ASCT. For many years, the
oral combination melphalan-prednisone (MP) was considered the standard of care for patients with
multiple myeloma who were not eligible for ASCT (Gay and Palumbo, Blood Reviews 25:65-73,2011).
The advent of immunomodulatory agents (IMiDs) and proteasome inhibitors (PIs) has led to a
multiplicity of new treatment options for newly diagnosed patients not considered suitable for transplant-

based therapy.

Multiple Myeloma Diagnosis
Subjects afflicted with multiple myeloma satisfy the CRAB (calcium elevation, renal
msufficiency, anemia and bone abnormalities) criteria, and have clonal bone marrow plasma cells >10%
or biopsy-proven bony or extramedullary plasmacytoma, and measurable discase. Measurable disease is
defined by any of the following;
— IgG myeloma: Serum monoclonal paraprotein (M-protein) level >1.0 g/dL or urine M-protein
level >200 mg/24 hours; or
- IgA, IgM, IgD, or IgE multiple myeloma: serum M-protein level >0.5 g/dL or urine M-protein
level >200 mg/24 hours; or
—  Light chain multiple myeloma without measurable disease in serum or urine: Serum
immunoglobulin free light chain >10 mg/dL and abnormal serum immunoglobulin kappa

lambda free light chain ratio.
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e  Hypercalcemia: serum calcium >0.25 mM/L (>1 mg/dL) higher than the upper limit of the
normal range [ULN] or >2.75 mM/L (>11 mg/dL)

¢  Renal insufficiency: creatinine clearance <40mL/min or serum creatinine >177 pM/L

(>2 mg/dL)

e Anemia: hemoglobin >2 g/dL below the lower limit of normal or hemoglobin <10 g/dL

¢  Bone lesions: one or more osteolytic lesions on skeletal radiography, CT, or PET-CT

Response to treatment may be assessed using International Myeloma Working Group (IMWG)

uniform response criteria recommendations (International Uniform Response Criteria Consensus

Recommendations) as shown in Table 1.

Table 1.

Response Response Criteria

Stringent e CR as defined below, plus
complete e Normal FLC ratio, and

Response (sCR)

Absence of clonal PCs by immunohistochemistry, immunofluorescence or 2- to

4-color flow cytometry

Complete
response (CR)

Negative immunofixation on the serum and urine, and
Disappearance of any soft tissue plasmacytomas, and

<5% PCs in bone marrow

Very good
partial
Response

(VGPR)

Serum and urine M-component detectable by immunofixation but not on

electrophoresis,

>90% reduction in serum M-protein plus urine M-protein <100 mg/24 hours

Partial response

(PR)

>50% reduction of serum M-protein and reduction in 24-hour urinary M-protein
by >90% or to <200 mg/24 hours

If the serum and urine M-protein are not measurable, a decrease of >50% in the
difference between involved and uninvolved FLC levels is required in place of
the M-protein criteria

If serum and urine M-protein are not measurable, and serum free light assay is
also not measurable, >50% reduction in bone marrow PCs is required in place of

Mb-protein, provided baseline bone marrow plasma cell percentage was >30%

16




WO 2020/212914 PCT/1IB2020/053625

e In addition to the above criteria, if present at baseline, a >50% reduction in the

size of soft tissue plasmacytomas is also required.

Stable disease e Not meeting criteria for CR, VGPR, PR, or progressive disease
(SD)

Progressive Increase of 25% from lowest response value in any one of the following:

disease (PD) e Serum M-component (absolute increase must be >0.5 g/dL),

e Urine M-component (absolute increase must be >200 mg/24 hours),

¢  Only in subjects without measurable serum and urine M-protein levels: the
difference between involved and uninvolved FLC levels (absolute increase must
be >10 mg/dL)

¢  Only in subjects without measurable serum and urine M-protein levels and
without measurable disease by FLC levels, bone marrow PC percentage
(absolute percentage must be >10%)

e Bone marrow plasma cell percentage: the absolute percentage must be >10%

e Definite development of new bone lesions or soft tissue plasmacytomas or
definite increase in the size of existing bone lesions or soft tissue plasmacytomas

¢ Development of hypercalcemia (corrected serum calcium >11.5 mg/dL) that can

be attributed solely to the PC proliferative disorder

EBMT = European Group for Blood and Marrow Transplantation; FLC = free light chain; PC =

plasma cell

Methods of treatment and uses
Method of the disclosure

The disclosure provides a method of treating a subject with newly diagnosed multiple myeloma,
comprising administering to the subject a safe and effective combination therapy comprising
daratumumab, bortezomib, thalidomide and dexamethasone.

The disclosure also provides a method of treating a subject with newly diagnosed multiple
myeloma, comprising administering to the subject a safe and effective combination therapy demonstrated
to increase a likelihood of achieving a stringent complete response (sCR) or better in subjects with newly
diagnosed multiple myeloma, wherein the safe and effective combination therapy comprises
daratumumab, bortezomib, thalidomide and dexamethasone.

In some embodiments, the likelihood of achieving the sCR or better is about 28% or higher.
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The disclosure also provides a method of treating a subject with newly diagnosed multiple
myeloma, comprising administering to the subject a safe and effective combination therapy demonstrated
to increase a likelihood of achieving a complete response (CR) or better in subjects with newly diagnosed
multiple myeloma, wherein the safe and effective combination therapy comprises daratumumab,
bortezomib, thalidomide and dexamethasone.

In some embodiments, the likelihood of achieving the CR or better 1s about 38% or higher.

The disclosure also provides a method of treating a subject with newly diagnosed multiple
myeloma, comprising administering to the subject a safe and effective combination therapy demonstrated
to increase a likelihood of achieving a negative status for minimal residual disease (MRD) in subjects
with newly diagnosed multiple myeloma, wherein the safe and effective combination therapy comprises
daratumumab, bortezomib, thalidomide and dexamethasone.

In some embodiments, the likelihood of achieving the negative status for MRD is about 33% or
higher.

MRD status may be assessed from bone marrow aspirate samples using for example next
generation sequencing (NGS) of immunoglobulin heavy and light chains. The updated, analytically
validated version of the clonoSEQ® Assay (Version 2) by Adaptive Biotechnologies may be used for the
detection, quantification and analysis of MRD.

The disclosure also provides a method of treating a subject with newly diagnosed multiple
myeloma, comprising administering to the subject a safe and effective combination therapy demonstrated
to reduce a risk of progression of multiple myeloma or death in subjects with newly diagnosed multiple
myeloma, wherein the safe and effective combination therapy comprises daratumumab, bortezomib,
thalidomide and dexamethasone.

In some embodiments, the risk of progression of multiple myeloma or death 1s reduced by about
53%.

In some embodiments, the subject with newly diagnosed multiple myeloma is eligible for
autologous stem cell transplant (ASCT). In eligible subjects, ASCT is provided in conjunction with high
dose chemotherapy (HDC) as described herein.

In some embodiments, the safe and effective combination therapy comprises about 16 mg/kg
daratumumab, about 1.3 mg/m? bortezomib, about 100 mg thalidomide and between about 20 mg and
about 40 mg dexamethasone.

In some embodiments, the method comprises an induction phase, a high dose chemotherapy
(HDC) and autologous stem cell transplant (ASCT), and a consolidation phase.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
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about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in the four 28-day
mduction cycles;

about 100 mg thalidomide daily; and

about 40 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in the first and the
second 28-day induction cycle, about 40 mg twice a week on week 1 and about 20 mg twice a week on
week 2 and 3 in the third and the fourth 28-day induction cycle.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
about 1.3 mg/m? bortezomib administered on days 1, 4, 8 and 11 in the four 28-day induction cycle;
about 100 mg thalidomide daily; and
about 40 mg dexamethasone administered on days 1, 2, 8, 9, 15, 16 in the first and the second 28-day
induction cycle, about 40 mg on days 1 and 2 and about 20 mg on days 8, 9, 15 and 16 in the third and
the fourth 28-day induction cycle.

In some embodiments, the induction phase is followed by the HDC and ASCT.

In some embodiments, the HDC comprises melphalan.

In some embodiments, melphalan is administered at a dose of about 200 mg/m?, optionally over a
period of 24 to 48 hours.

In some embodiments, the HDC and ASCT is followed by the consolidation phase.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles
comprising
about 16 mg/kg daratumumab administered once in two weeks on weeks 1 to 8;
about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in each two 28-day
consolidation cycle;
about 100 mg thalidomide daily; and
about 20 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in each two 28-
day consolidation cycle.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles of
about 16 mg/kg daratumumab on days 1 and 15 in each two 28-day consolidation cycle;
about 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in each two 28-day consolidation cycles;
about 100 mg thalidomide daily; and
about 20 mg dexamethasone on days 1, 2, 8, 9, 15 and 16 in each two 28-day consolidation cycles.

In some embodiments, dexamethasone 1s administered as pre-medication on daratumumab

administration days.
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In some embodiments, daratumumab 1s administered intravenously, bortezomib is administered
subcutaneously or intravenously, thalidomide is administered orally and dexamethasone is administered
mtravenously or orally.

In some embodiments, thalidomide, dexamethasone or both thalidomide and dexamethasone are
self-administered.

In some embodiments, daratumumab is provided for administration by a manufacturer of
daratumumab in a single-dose vial comprising 100 mg daratumumab in 5 mL of solution or in a single-
dose vial comprising 400 mg daratumumab in 20 mL of solution.

In some embodiments, each single-dose vial comprising 100 mg daratumumab in 5 mL of
solution and each single-dose vial comprising 400 mg daratumumab in 20 mL of solution further
comprises glacial acetic acid, mannitol, polysorbate 20, sodium acetate trihydrate and sodium chloride.

In some embodiments, each single-dose vial comprising 100 mg daratumumab in 5 mL of
solution contains 0.9 mg glacial acetic acid, 127.5 mg mannitol, 2 mg polysorbate 20, 14.8 mg sodium
acetate trihydrate, 17.5 mg sodium chloride and water for injection, and each single-dose vial comprising
400 mg daratumumab in 20 mL of solution contains 400 mg daratumumab, 3.7 mg glacial acetic acid,
510 mg mannitol, 8 mg polysorbate 20, 59.3 mg sodium acetate trihydrate, 70.1 mg sodium chloride and
water for injection.

In some embodiments, daratumumab 1s diluted into 0.9% sodium chloride prior to administration.

In some embodiments, information that a combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone is safe and effective is provided on a daratumumab-
containing drug product label or package insert.

Exemplary information is clinical trial results from an open-label, randomized active-controlled
phase 3 study CASSIOPEIA, listed at ClinicalTrials_gov database as study NCT02541383.

In some embodiments, the daratumumab-containing drug product label includes information that
a recommended dose of daratumumab 1s 16 mg/kg administered as an intravenous injection.

In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of daratumumab in combination with bortezomib, thalidomide and
dexamethasone is once a week on weeks 1 to 8 and once in two weeks on weeks 9-24 during the
mduction phase and once every two weeks on weeks 1 to 8 during the consolidation phase.

In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of bortezomib is 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in the
four 28-day induction cycles and on days 1, 4, 8 and 11 in the two 28-day consolidation cycles.

In some embodiments, the daratumumab-containing drug product label includes information that

the recommended dosing schedule of thalidomide is 100 mg daily.
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In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of dexamethasone is about 40 mg on days 1, 2, 8, 9, 15, 16 in the first
and the second 28-day induction cycle, about 40 mg on days 1-2 and about 20 mg on days 8, 9, 15 and 16
i the third and the fourth 28-day induction cycle, and about 20 mg on days 1, 2, 8, 9, 15, 16 in the first
and the second 28-day consolidation cycle.

In some embodiments, daratumumab, bortezomib, thalidomide and dexamethasone are
administered according to the recommended dosing schedules.

In some embodiments, the daratumumab-containing drug product label includes data from an
open-label, randomized active-controlled phase 3 study that compared treatment with daratumumab,
bortezomib, thalidomide and dexamethasone (DVTd) to treatment with bortezomib, thalidomide and
dexamethasone (VTd) in subjects with newly diagnosed multiple myeloma who are eligible for ASCT.

In some embodiments, the open-label, randomized active-controlled phase 3 study is known as
CASSIOPEIA, listed at ClinicalTrials_gov database as study NCT02541383.

In some embodiments, the daratumumab-containing drug product label includes data that
treatment with DVTd resulted in about 53% reduction in the risk of multiple myeloma progression or
death when compared to treatment with VTd.

In some embodiments, the daratumumab-containing drug product label includes data that
treatment with DVTd resulted in about 28.9% of subjects achieving the sCR or better, about 38.9% of
subjects achieving the CR or better, and about 33.7% of subjects achieving a negative status for MRD, or
any combination thereof.

In some embodiments, the daratumumab-containing drug product label includes a Kaplan-Meier
curve of progression-free survival (PFS) comparing subjects having newly diagnosed multiple myeloma
treated with DVTd to subjects having newly diagnosed multiple myeloma treated with VTd.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib, melphalan and
prednisone (D-VMP) to treatment with bortezomib, melphalan and prednisone (VMP) in subjects with
newly diagnosed multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as ALCYONE, listed at
ClinicalTrials_gov database as study NCT02195479.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib, thalidomide and
dexamethasone (DRd) to treatment with lenalidomide and dexamethasone (Rd) in relapsed, refractory or
relapsed and refractory multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as POLLUX, listed at
ClinicalTrials_gov database as study NCT02076009.
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In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib and
dexamethasone (DVd) to treatment with bortezomid and dexamethasone (Vd) in relapsed, refractory or
relapsed and refractory multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as CASTOR, listed at
ClinicalTrials_gov database as study NCT02136134.

In some embodiments, the daratumumab-containing drug product label includes drug product
mteraction data informing that clinical pharmacokinetic assessments of daratumumab in combination with
lenalidomide, pomalidomide bortezomib and dexamethasone indicated no clinically relevant drug-drug
mteractions between daratumumab and lenalidomide, pomalidomide bortezomib and dexamethasone.

In some embodiments, the daratumumab-containing drug product label includes information that
side effects of daratumumab includes feeling weakness, decreased appetite, bronchitis and lung infection.

In some embodiments, the daratumumab-containing drug product label includes information
about approved indications, dosage and administrations, adverse reactions, drug interactions, use in
specific populations, clinical pharmacology, nonclinical toxicology, clinical studies and storage and
handling of daratumumab, or any combination thereof.

In some embodiments, daratumumab is DARZALEX® brand of daratumumab.

In some embodiments, daratumumab is a biosimilar of DARZALEX® brand of daratumumab.

In some embodiments, daratumumab comprises a heavy chain complementarity determining
region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID NO: 3, a light
chain complementarity determining region 1 (LCDRI) of SEQ ID NO: 4, a LCDR2 of SEQ ID NO: 5 and
a LCDR3 of SEQ ID NO: 6.

In some embodiments, daratumumab comprises a heavy chain variable region (VH) of SEQ ID
NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

In some embodiments, daratumumab is an immunoglobulin [gG1 kappa (IgGlx).

An exemplary IgG1 constant domain sequence comprises an amino acid sequence of SEQ ID
NO: 11. Some variation exists within the I[gG1 constant domain (e.g. well-known allotypes), with
variation at positions 214,356, 358, 422, 431, 435 or 436 (residue numbering according to the EU
numbering) (see e.g., IMGT Web resources; IMGT Repertoire (IG and TR); Proteins and alleles;
allotypes). The antibody that specifically binds CD38 may be of any IgG1 allotype, such as Glm17,
GIm3, Glm1, Glm2, GIm27 or G1m28.

In some embodiments, daratumumab comprises a heavy chain (HC) of SEQ ID NO: 9 and a light
chain (LC) of SEQ ID NO: 10.

In some embodiments, daratumumab is produced in a mammalian cell line.

In some embodiments, the mammalian cell line is a Chinese hamster ovary (CHO) cell line.
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In some embodiments, the molecular weight of daratumumab 1s about 148 kDa.

In some embodiments, dexamethasone can be substituted for a dexamethasone equivalent,
wherein the dexamethasone equivalent is methylprednisolone, prednisolone, prednisone or
betamethasone, or any combination thereof.

The disclosure also provides a method of treating a subject with newly diagnosed multiple
myeloma, comprising:
providing a healthcare professional (HCP) daratumumab;
providing the HCP information that a combination therapy comprising daratumumab, bortezomib,
thalidomide and dexamethasone is safe and effective in treating the subject with newly diagnosed
multiple myeloma; wherein performing the steps a) and b) results in the subject with newly diagnosed
multiple myeloma to receive a safe and effective combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone by the HCP or by self-administration as instructed by the
HCP, thereby treating the subject having the newly diagnosed multiple myeloma.

The disclosure also provides a method of providing daratumumab to a HCP for the HCP to treat a

subject with newly diagnosed multiple myeloma with a safe and effective combination therapy
comprising daratumumab, bortezomib, thalidomide and dexamethasone, comprising:
manufacturing daratumumab;

providing the HCP information that a combination therapy comprising daratumumab, bortezomib,
thalidomide and dexamethasone is safe and effective in treating the subject with newly diagnosed
multiple myeloma; and

shipping daratumumab to the HCP or to an authorized distributor of daratumumab for the HCP to
purchase daratumumab to treat the subject with newly diagnosed multiple myeloma.

The disclosure also provides method of providing a treatment option for a HCP to treat a subject
with newly diagnosed multiple myeloma with a safe and effective combination therapy comprising
daratumumab, bortezomib, thalidomide and dexamethasone, comprising:
manufacturing daratumumab;
providing the HCP information that a combination therapy comprising daratumumab, bortezomib,
thalidomide and dexamethasone is safe and effective in treating the subject with newly diagnosed
multiple myeloma; and
shipping daratumumab to the HCP or to an authorized distributor of daratumumab for the HCP to
purchase daratumumab.

In some embodiments, the subject is eligible for autologous stem cell transplant (ASCT). In
eligible subjects, ASCT i1s provided in conjunction with high dose chemotherapy (HDC) as described

herein.
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In some embodiments, the safe and effective combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone is demonstrated to increase a likelihood of achieving a
stringent complete response (sCR) or better in subjects with newly diagnosed multiple myeloma.

In some embodiments, the likelihood of achieving the sCR or better 1s about 28% or higher.

In some embodiments, the safe and effective combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone is demonstrated to increase a likelihood of achieving a
complete response (CR) or better in subjects with newly diagnosed multiple myeloma.

In some embodiments, the likelihood of achieving the CR or better is about 38% or higher.

In some embodiments, the safe and effective combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone is demonstrated to increase a likelihood of achieving a
negative status for minimal residual discase (MRD) in subjects with newly diagnosed multiple myeloma.

In some embodiments, the likelihood of achieving the negative status for MRD is about 33% or
higher.

In some embodiments, the safe and effective combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone is demonstrated to reduce a risk of progression of multiple
myeloma or death in subjects with newly diagnosed multiple myeloma.

In some embodiments, the risk of progression of multiple myeloma or death 1s reduced by about
53%.

In some embodiments, the safe and effective combination therapy comprises about 16 mg/kg
daratumumab, about 1.3 mg/m? bortezomib, about 100 mg thalidomide and between about 20 mg and
about 40 mg dexamethasone.

In some embodiments, the safe and effective combination therapy comprises an induction phase,
a high dose chemotherapy (HDC) and autologous stem cell transplant (ASCT), and a consolidation phase.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in the four 28-day
mduction cycles;
about 100 mg thalidomide daily; and
about 40 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in the first and the
second 28-day induction cycle, about 40 mg twice a week on week 1 and about 20 mg twice a week on
week 2 and 3 in the third and the fourth 28-day induction cycle.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
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about 1.3 mg/m? bortezomib administered on days 1, 4, 8 and 11 in the four 28-day induction cycle;
about 100 mg thalidomide daily; and

about 40 mg dexamethasone administered on days 1, 2, 8, 9, 15, 16 in the first and the second 28-day
induction cycle, about 40 mg on days 1 and 2 and about 20 mg on days 8, 9, 15 and 16 in the third and
the fourth 28-day induction cycle.

In some embodiments, the induction phase is followed by the HDC and ASCT.

In some embodiments, the HDC comprises melphalan.

In some embodiments, melphalan is administered at a dose of about 200 mg/m?, optionally over a
period of 24 to 48 hours.

In some embodiments, the HDC and ASCT is followed by the consolidation phase.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles
comprising
about 16 mg/kg daratumumab administered once in two weeks on weeks 1 to 8;
about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in each two 28-day
consolidation cycle;
about 100 mg thalidomide daily; and
about 20 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in each two 28-
day consolidation cycle.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles of
about 16 mg/kg daratumumab on days 1 and 15 in each two 28-day consolidation cycle;
about 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in each two 28-day consolidation cycles;
about 100 mg thalidomide daily; and
about 20 mg dexamethasone on days 1, 2, 8, 9, 15 and 16 in each two 28-day consolidation cycles.

In some embodiments, the safe and effective combination therapy comprises administering
dexamethasone as pre-medication on daratumumab administration days.

In some embodiments, the safe and effective combination therapy comprises administering
daratumumab itravenously, bortezomib subcutaneously or intravenously, thalidomide orally and
dexamethasone intravenously or orally.

In some embodiments, thalidomide, dexamethasone or both thalidomide and dexamethasone are
self-administered.

In some embodiments, daratumumab 1s shipped or provided by a manufacturer of daratumumab
in a single-dose vial comprising 100 mg daratumumab in 5 mL of solution or in a single-dose vial

comprising 400 mg daratumumab in 20 mL of solution.
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In some embodiments, each single-dose vial comprising 100 mg daratumumab in 5 mL of
solution and each single-dose vial comprising 400 mg daratumumab in 20 mL of solution further
comprises glacial acetic acid, mannitol, polysorbate 20, sodium acetate trihydrate and sodium chloride.

In some embodiments, each single-dose vial comprising 100 mg daratumumab in 5 mL of
solution contains 0.9 mg glacial acetic acid, 127.5 mg mannitol, 2 mg polysorbate 20, 14.8 mg sodium
acetate trihydrate, 17.5 mg sodium chloride and water for injection, and each single-dose vial comprising
400 mg daratumumab in 20 mL of solution contains 400 mg daratumumab, 3.7 mg glacial acetic acid,
510 mg mannitol, 8 mg polysorbate 20, 59.3 mg sodium acetate trihydrate, 70.1 mg sodium chloride and
water for injection.

In some embodiments, daratumumab 1s diluted into 0.9% sodium chloride prior to administration.

In some embodiments, information that a combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone 1s safe and effective is provided in a daratumumab-
containing drug product label.

In some embodiments, the daratumumab-containing drug product label includes information that
a recommended dose of daratumumab 1s 16 mg/kg administered as an intravenous injection.

In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of daratumumab in combination with bortezomib, thalidomide and
dexamethasone is once a week on weeks 1 to 8 and once in two weeks on weeks 9-24 during the
mduction phase and once every two weeks on weeks 1 to 8 during the consolidation phase.

In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of bortezomib is 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in the
four 28-day induction cycles and on days 1, 4, 8 and 11 in the two 28-day consolidation cycles.

In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of thalidomide is 100 mg daily.

In some embodiments, the daratumumab-containing drug product label includes information that
the recommended dosing schedule of dexamethasone is about 40 mg on days 1, 2, 8, 9, 15, 16 in the first
and the second 28-day induction cycle, about 40 mg on days 1-2 and about 20 mg on days 8, 9, 15 and 16
i the third and the fourth 28-day induction cycle, and about 20 mg on days 1, 2, 8, 9, 15, 16 in the first
and the second 28-day consolidation cycle.

In some embodiments, daratumumab, bortezomib, thalidomide and dexamethasone are
administered according to the recommended dosing schedules.

In some embodiments, the daratumumab-containing drug product label includes data from an
open-label, randomized active-controlled phase 3 study that compared treatment with daratumumab,
bortezomib, thalidomide and dexamethasone (DVTd) to treatment with bortezomib, thalidomide and
dexamethasone (VTd) in subjects with newly diagnosed multiple myeloma who are eligible for ASCT.
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In some embodiments, the open-label, randomized active-controlled phase 3 study is known as

CASSIOPEIA, listed at ClinicalTrials_gov database as study NCT02541383.

In some embodiments, the daratumumab-containing drug product label includes data that
treatment with DVTd resulted in about 53% reduction in the risk of multiple myeloma progression or
death when compared to treatment with VTd.

In some embodiments, the daratumumab-containing drug product label includes data that
treatment with DVTd resulted in about 28.9% of subjects achieving the sCR or better, about 38.9% of
subjects achieving the CR or better, and about 33.7% of subjects achieving a negative status for MRD, or
any combination thereof.

In some embodiments, the daratumumab-containing drug product label includes a Kaplan-Meier
curve of progression-free survival (PFS) comparing subjects having newly diagnosed multiple myeloma
treated with DVTd to subjects having newly diagnosed multiple myeloma treated with VTd.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib, melphalan and
prednisone (D-VMP) to treatment with bortezomib, melphalan and prednisone (VMP) in subjects with
newly diagnosed multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as ALCYONE, listed at
ClinicalTrials_gov database as study NCT02195479.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib, thalidomide and
dexamethasone (DRd) to treatment with lenalidomide and dexamethasone (Rd) in relapsed, refractory or
relapsed and refractory multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as POLLUX, listed at
ClinicalTrials_gov database as study NCT02076009.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib and
dexamethasone (DVd) to treatment with bortezomid and dexamethasone (Vd) in relapsed, refractory or
relapsed and refractory multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as CASTOR, listed at
ClinicalTrials_gov database as study NCT02136134.

In some embodiments, the daratumumab-containing drug product label includes drug product
mteraction data informing that clinical pharmacokinetic assessments of daratumumab in combination with
lenalidomide, pomalidomide, bortezomib and dexamethasone indicated no clinically relevant drug-drug
mteractions between daratumumab and lenalidomide, pomalidomide, bortezomib and dexamethasone.
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In some embodiments, the daratumumab-containing drug product label includes information that
side effects of daratumumab includes feeling weakness, decreased appetite, bronchitis and lung infection.

In some embodiments, the daratumumab-containing drug product label includes information
about approved indications, dosage and administrations, adverse reactions, drug interactions, use in
specific populations, clinical pharmacology, nonclinical toxicology, clinical studies and storage and
handling of daratumumab, or any combination thereof.

In some embodiments, daratumumab is DARZALEX®™ brand of daratumumab.

In some embodiments, daratumumab is a biosimilar of DARZALEX® brand of daratumumab.

In some embodiments, daratumumab comprises a heavy chain complementarity determining
region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID NO: 3, a light
chain complementarity determining region 1 (LCDRI) of SEQ ID NO: 4, a LCDR2 of SEQ ID NO: 5 and
a LCDR3 of SEQ ID NO: 6.

In some embodiments, daratumumab comprises a heavy chain variable region (VH) of SEQ ID
NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

In some embodiments, daratumumab is an immunoglobulin [gG1 kappa (IgGlx).

An exemplary IgG1 constant domain sequence comprises an amino acid sequence of SEQ ID
NO: 11. Some variation exists within the I[gG1 constant domain (e.g. well-known allotypes), with
variation at positions 214, 356, 358, 422,431, 435 or 436 (residue numbering according to the EU
numbering) (see e.g., IMGT Web resources; IMGT Repertoire (IG and TR); Proteins and alleles;
allotypes). The antibody that specifically binds CD38 may be of any IgG1 allotype, such as Glm17,
GIm3, Glm1, Glm2, GIm27 or G1m28.

In some embodiments, daratumumab comprises a heavy chain (HC) of SEQ ID NO: 9 and a light
chain (LC) of SEQ ID NO: 10.

In some embodiments, daratumumab is produced in a mammalian cell line.

In some embodiments, the mammalian cell line is a Chinese hamster ovary (CHO) cell line.

In some embodiments, the molecular weight of daratumumab 1s about 148 kDa.

In some embodiments, dexamethasone can be substituted for a dexamethasone equivalent,
wherein the dexamethasone equivalent is methylprednisolone, prednisolone, prednisone or

betamethasone, or any combination thereof.

Safe and effective combination therapies and drug products of the disclosure
The disclosure provides a safe and effective combination therapy comprising daratumumab,
bortezomib, thalidomide and dexamethasone for providing a safe and effective treatment of a subject with

newly diagnosed multiple myeloma.
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In some embodiments, the safe and effective combination therapy of the disclosure comprises
about 16 mg/kg daratumumab, about 1.3 mg/m? bortezomib, about 100 mg thalidomide and between
about 20 mg and about 40 mg dexamethasone.

In some embodiments, the subject with newly diagnosed multiple myeloma is eligible for
autologous stem cell transplant (ASCT).

In some embodiments, the safe and effective treatment of the subject with newly diagnosed
multiple myeloma comprises an induction phase, a high dose chemotherapy (HDC) and autologous stem
cell transplant (ASCT), and a consolidation phase.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in the four 28-day
mduction cycles;
about 100 mg thalidomide daily; and
about 40 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in the first and the
second 28-day induction cycle, about 40 mg twice a week on week 1 and about 20 mg twice a week on
week 2 and 3 in the third and the fourth 28-day induction cycle.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
about 1.3 mg/m? bortezomib administered on days 1, 4, 8 and 11 in the four 28-day induction cycle;
about 100 mg thalidomide daily; and
about 40 mg dexamethasone administered on days 1, 2, 8, 9, 15, 16 in the first and the second 28-day
induction cycle, about 40 mg on days 1 and 2 and about 20 mg on days 8, 9, 15 and 16 in the third and
the fourth 28-day induction cycle.

In some embodiments, the induction phase is followed by the HDC and ASCT.

In some embodiments, the HDC comprises melphalan.

In some embodiments, melphalan is administered at a dose of about 200 mg/m?, optionally over a
period of 24 to 48 hours.

In some embodiments, the HDC and ASCT is followed by the consolidation phase.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles
comprising
about 16 mg/kg daratumumab administered once in two weeks on weeks 1 to 8;
about 1.3 mg/m’ bortezomib administered twice a week on week 1 and week 2 in each two 28-day
consolidation cycle;
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about 100 mg thalidomide daily; and
about 20 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in each two 28-
day consolidation cycle.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles of
about 16 mg/kg daratumumab on days 1 and 15 in each two 28-day consolidation cycle;
about 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in each two 28-day consolidation cycles;
about 100 mg thalidomide daily; and
about 20 mg dexamethasone on days 1, 2, 8, 9, 15 and 16 in each two 28-day consolidation cycles.

In some embodiments, dexamethasone 1s administered as pre-medication on daratumumab
administration days.

In some embodiments, daratumumab 1s administered intravenously, bortezomib is administered
subcutaneously or intravenously, thalidomide is administered orally and dexamethasone is administered
mtravenously or orally.

In some embodiments, thalidomide, dexamethasone or both thalidomide and dexamethasone are
self-administered.

In some embodiments the safe and effective combination therapy of the disclosure is
demonstrated to increase a likelihood of achieving a stringent complete response (SCR) or better in
subjects with newly diagnosed multiple myeloma.

In some embodiments, the likelihood of achieving the sCR or better is about 28% or more.

In some embodiments the safe and effective combination therapy of the disclosure is
demonstrated to increase a likelihood of achieving a complete response (CR) or better in subjects with
newly diagnosed multiple myeloma.

In some embodiments, the likelihood of achieving the CR or better is about 38% or more.

In some embodiments the safe and effective combination therapy of the disclosure is
demonstrated to increase a likelihood of achieving a negative status for minimal residual disease (MRD)
in subjects with newly diagnosed multiple myeloma.

In some embodiments, the likelihood of achieving the negative status for MRD is about 33% or
more.

In some embodiments the safe and effective combination therapy of the disclosure is
demonstrated to reduce a risk of progression of multiple myeloma or death in subjects with newly
diagnosed multiple myeloma.

In some embodiments, the risk of progression of multiple myeloma or death 1s reduced by about

53%.
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In some embodiments, the safe and effective combination therapy of the disclosure is promoted
by a manufacturer of daratumumab for treatment of newly diagnosed multiple myeloma on a
daratumumab-containing drug product label.

In some embodiments, the daratumumab-containing drug product label includes data from an
open-label, randomized active-controlled phase 3 study that compared treatment with daratumumab,
bortezomib, thalidomide and dexamethasone (DVTd) to treatment with bortezomib, thalidomide and
dexamethasone (VTd) in subjects with newly diagnosed multiple myeloma who are eligible for ASCT.

In some embodiments, the open-label, randomized active-controlled phase 3 study is known as
CASSIOPEIA, listed at ClinicalTrials_gov database as study NCT02541383.

In some embodiments, the daratumumab-containing drug product label includes data that
treatment with DVTd resulted in about 53% reduction in the risk of multiple myeloma progression or
death when compared to treatment with VTd.

In some embodiments, the daratumumab-containing drug product label includes data that
treatment with DVTd resulted in about 28.9% of subjects achieving the sCR or better, about 38.9% of
subjects achieving the CR or better, and about 33.7% of subjects achieving a negative status for MRD, or
any combination thereof.

In some embodiments, the daratumumab-containing drug product label includes a Kaplan-Meier
curve of progression-free survival (PFS) comparing subjects having newly diagnosed multiple myeloma
treated with DVTd to subjects having newly diagnosed multiple myeloma treated with VTd.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib, melphalan and
prednisone (D-VMP) to treatment with bortezomib, melphalan and prednisone (VMP) in subjects with
newly diagnosed multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as ALCYONE, listed at
ClinicalTrials_gov database as study NCT02195479.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib, thalidomide and
dexamethasone (DRd) to treatment with lenalidomide and dexamethasone (Rd) in relapsed, refractory or
relapsed and refractory multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as POLLUX, listed at
ClinicalTrials_gov database as study NCT02076009.

In some embodiments, the daratumumab-containing drug product label includes data from a
phase 3 active-controlled study that compared treatment with daratumumab, bortezomib and
dexamethasone (DVd) to treatment with bortezomid and dexamethasone (Vd) in relapsed, refractory or
relapsed and refractory multiple myeloma.
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In some embodiments, the phase 3 active-controlled study is known as CASTOR, listed at
ClinicalTrials_gov database as study NCT02136134.

In some embodiments, the daratumumab-containing drug product label includes drug product
mteraction data informing that clinical pharmacokinetic assessments of daratumumab in combination with
lenalidomide, pomalidomide, bortezomib and dexamethasone indicated no clinically relevant drug-drug
mteractions between daratumumab and lenalidomide, pomalidomide, bortezomib and dexamethasone.

In some embodiments, the daratumumab-containing drug product label includes information that
side effects of daratumumab includes weakness, decreased appetite, bronchitis and lung infection.

In some embodiments, the daratumumab-containing drug product label includes information
about approved indications, dosage and administrations, adverse reactions, drug interactions, use in
specific populations, clinical pharmacology, nonclinical toxicology, clinical studies and storage and
handling of daratumumab, or any combination thereof.

In some embodiments, daratumumab is DARZALEX® brand of daratumumab.

In some embodiments, daratumumab is a biosimilar of DARZALEX® brand of daratumumab.

In some embodiments, daratumumab comprises a heavy chain complementarity determining
region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID NO: 3, a light
chain complementarity determining region 1 (LCDRI) of SEQ ID NO: 4, a LCDR2 of SEQ ID NO: 5 and
a LCDR3 of SEQ ID NO: 6.

In some embodiments, daratumumab comprises a heavy chain variable region (VH) of SEQ ID
NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

In some embodiments, daratumumab is an immunoglobulin [gG1 kappa (IgGlx).

An exemplary IgG1 constant domain sequence comprises an amino acid sequence of SEQ ID
NO: 11. Some variation exists within the I[gG1 constant domain (e.g. well-known allotypes), with
variation at positions 214, 356, 358, 422,431, 435 or 436 (residue numbering according to the EU
numbering) (see e.g., IMGT Web resources; IMGT Repertoire (IG and TR); Proteins and alleles;
allotypes). The antibody that specifically binds CD38 may be of any IgG1 allotype, such as Glm17,
GIm3, Glm1, GIm2, GIm27 or G1m28.

In some embodiments, daratumumab comprises a heavy chain (HC) of SEQ ID NO: 9 and a light
chain (LC) of SEQ ID NO: 10.

In some embodiments, daratumumab is produced in a mammalian cell line.

In some embodiments, the mammalian cell line is a Chinese hamster ovary (CHO) cell line.

In some embodiments, the molecular weight of daratumumab 1s about 148 kDa.

In some embodiments, dexamethasone can be substituted for a dexamethasone equivalent,
wherein the dexamethasone equivalent is methylprednisolone, prednisolone, prednisone or
betamethasone, or any combination thereof.
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The disclosure also provides a drug product comprising daratumumab that is provided in a
package comprising one or more single-dose vials comprising daratumumab and a drug product label that
mcludes information that a combination therapy comprising daratumumab, bortezomib, thalidomide and
dexamethasone is safe and effective for treatment of a subject with newly diagnosed multiple myeloma.

In some embodiments, the one or more single-dose vials comprises 100 mg daratumumab in 5
mL of solution or 400 mg daratumumab in 20 mL of solution.

In some embodiments, the one or more single-dose vials comprising 100 mg daratumumab in 5
mL of solution and the one or more single-dose vials comprising 400 mg daratumumab in 20 mL of
solution further comprises glacial acetic acid, mannitol, polysorbate 20, sodium acetate trihydrate and
sodium chloride.

In some embodiments, the one or more single-dose vials comprising 100 mg daratumumab in 5
mL of solution contains 0.9 mg glacial acetic acid, 127.5 mg mannitol, 2 mg polysorbate 20, 14.8 mg
sodium acetate trihydrate, 17.5 mg sodium chloride and water for injection, and the one or more single-
dose vials comprising 400 mg daratumumab in 20 mL of solution contains 400 mg daratumumab, 3.7 mg
glacial acetic acid, 510 mg mannitol, 8 mg polysorbate 20, 59.3 mg sodium acetate trihydrate, 70.1 mg
sodium chloride and water for injection.

In some embodiments, the drug product label includes information that a recommended dosing
schedule of daratumumab in combination with bortezomib, thalidomide and dexamethasone is once a
week on weeks 1 to 8 and once in two weeks on weeks 9-24 during an induction phase and once every
two weeks on weeks 1 to 8 during a consolidation phase.

In some embodiments, the induction phase comprises four 28-day induction cycles comprising
about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks on weeks
9-16;
about 1.3 mg/m? bortezomib administered on days 1, 4, 8 and 11 in the four 28-day induction cycle;
about 100 mg thalidomide daily; and
about 40 mg dexamethasone administered on days 1, 2, 8, 9, 15, 16 in the first and the second 28-day
mduction cycle, about 40 mg on days 1 and 2 and about 20 mg on days 8, 9, 15 and 16 in the third and
the fourth 28-day induction cycle.

In some embodiments, the induction phase is followed by the HDC and ASCT.

In some embodiments, the HDC comprises melphalan.

In some embodiments, melphalan is administered at a dose of about 200 mg/m?, optionally over a
period of 24 to 48 hours.

In some embodiments, the consolidation phase comprises two 28-day consolidation cycles of
about 16 mg/kg daratumumab on days 1 and 15 in each two 28-day consolidation cycle;
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about 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in each two 28-day consolidation cycles;
about 100 mg thalidomide daily; and
about 20 mg dexamethasone on days 1, 2, 8, 9, 15 and 16 in each two 28-day consolidation cycles.

In some embodiments, the drug product label includes data from an open-label, randomized
active-controlled phase 3 study that compared treatment with daratumumab, bortezomib, thalidomide and
dexamethasone (DVTd) to treatment with bortezomib, thalidomide and dexamethasone (VTd) in subjects
with newly diagnosed multiple myeloma who are eligible for ASCT.

In some embodiments, the open-label, randomized active-controlled phase 3 study is known as
CASSIOPEIA, listed at ClinicalTrials_gov database as study NCT02541383.

In some embodiments, the drug product label includes data that treatment with DVTd resulted in
about 53% reduction in the risk of multiple myeloma progression or death when compared to treatment
with VTd.

In some embodiments, the drug product label includes data that treatment with DVTd resulted in
about 28.9% of subjects achieving the sCR or better, about 38.9% of subjects achieving the CR or better,
and about 33.7% of subjects achieving a negative status for MRD, or any combination thereof.

In some embodiments, the drug product label includes a Kaplan-Meier curve of progression-free
survival (PFS) comparing subjects having newly diagnosed multiple myeloma treated with DVTd to
subjects having newly diagnosed multiple myeloma treated with VTd.

In some embodiments, the drug product label includes data from a phase 3 active-controlled study
that compared treatment with daratumumab, bortezomib, melphalan and prednisone (D-VMP) to
treatment with bortezomib, melphalan and prednisone (VMP).

In some embodiments, the phase 3 active-controlled study is known as ALCYONE, listed at
ClinicalTrials_gov database as study NCT02195479.

In some embodiments, the drug product label includes data from a phase 3 active-controlled study
that compared treatment with daratumumab in combination with lenalidomide and dexamethasone (DRd)
to treatment with lenalidomide and dexamethasone (Rd) in relapsed, refractory or relapsed and refractory
multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as POLLUX, listed at
ClinicalTrials_gov database as study NCT02076009.

In some embodiments, the drug product label includes data from a phase 3 active-controlled study
that compared treatment with daratumumab in combination with bortezomib and dexamethasone (DVd)
to treatment with bortezomid and dexamethasone (Vd) in relapsed, refractory or relapsed and refractory
multiple myeloma.

In some embodiments, the phase 3 active-controlled study is known as CASTOR, listed at
ClinicalTrials_gov database as study NCT02136134.
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In some embodiments, the drug product label includes drug interaction data informing that
clinical pharmacokinetic assessments of daratumumab in combination with lenalidomide, pomalidomide,
bortezomib and dexamethasone indicated no clinically relevant drug-drug interactions between
daratumumab and lenalidomide, pomalidomide, bortezomib and dexamethasone.

In some embodiments, the drug product label includes information that side effects of
daratumumab includes feeling weakness, decreased appetite, bronchitis and lung infection.

In some embodiments, the drug product label includes information about approved indications,
dosage and administrations, adverse reactions, drug interactions, use in specific populations, clinical
pharmacology, nonclinical toxicology, clinical studies and storage and handling of daratumumab, or any
combination thereof.

In some embodiments, daratumumab is DARZALEX® brand of daratumumab.

In some embodiments, daratumumab is a biosimilar of DARZALEX® brand of daratumumab.

In some embodiments, daratumumab comprises a heavy chain complementarity determining
region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID NO: 3, a light
chain complementarity determining region 1 (LCDRI) of SEQ ID NO: 4, a LCDR2 of SEQ ID NO: 5 and
a LCDR3 of SEQ ID NO: 6.

In some embodiments, daratumumab comprises a heavy chain variable region (VH) of SEQ ID
NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

In some embodiments, daratumumab is an immunoglobulin [gG1 kappa (IgGlx).

An exemplary IgG1 constant domain sequence comprises an amino acid sequence of SEQ ID
NO: 11. Some variation exists within the I[gG1 constant domain (e.g. well-known allotypes), with
variation at positions 214, 356, 358, 422,431, 435 or 436 (residue numbering according to the EU
numbering) (see e.g., IMGT Web resources; IMGT Repertoire (IG and TR); Proteins and alleles;
allotypes). The antibody that specifically binds CD38 may be of any IgG1 allotype, such as Glm17,
GIm3, Glm1, GIm2, GIm27 or G1m28.

In some embodiments, daratumumab comprises a heavy chain (HC) of SEQ ID NO: 9 and a light
chain (LC) of SEQ ID NO: 10.

In some embodiments, daratumumab is produced in a mammalian cell line.

In some embodiments, the mammalian cell line is a Chinese hamster ovary (CHO) cell line.

In some embodiments, the molecular weight of daratumumab 1s about 148 kDa.
The disclosure also provides a method of selling a drug product comprising daratumumab,
comprising;

manufacturing daratumumab;
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promoting that a combination therapy comprising daratumumab, bortezomib, thalidomide and
dexamethasone is safe and effective for treatment of a subject with newly diagnosed multiple myeloma,
wherein performing the steps a) and b) results in a health care professional (HCP) to purchase the drug
product; thereby selling the drug product.

In some embodiments, promoting comprises including data from an open-label, randomized
active-controlled phase 3 study that compared treatment with daratumumab, bortezomib, thalidomide and
dexamethasone (DVTd) to treatment with bortezomib, thalidomide and dexamethasone (VTd) in subjects
with newly diagnosed multiple myeloma who are eligible for ASCT on the drug product label.

In some embodiments, the open-label, randomized active-controlled phase 3 study is known as
CASSIOPEIA, listed at ClinicalTrials_gov database as study NCT02541383.

In some embodiments, the drug product label further includes data that treatment with DVTd
resulted in about 53% reduction in the risk of multiple myeloma progression or death when compared to
treatment with VTd.

In some embodiments, the drug product label further includes a Kaplan-Meier curve of
progression-free survival (PFS) comparing subjects having newly diagnosed multiple myeloma treated
with DVTd to subjects having newly diagnosed multiple myeloma treated with VTd.

The disclosure also provides a method of selling a drug product comprising daratumumab,
comprising
manufacturing daratumumab;
selling the drug product, wherein the drug product label includes an indication for treating a subject with
newly diagnosed multiple myeloma with a combination of daratumumab, bortezomib, thalidomide and
dexamethasone.

In some embodiments, daratumumab is DARZALEX®™ brand of daratumumab.

In some embodiments, daratumumab is a biosimilar of DARZALEX® brand of daratumumab.

In some embodiments, daratumumab comprises a heavy chain complementarity determining
region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID NO: 3, a light
chain complementarity determining region 1 (LCDRI) of SEQ ID NO: 4, a LCDR2 of SEQ ID NO: 5 and
a LCDR3 of SEQ ID NO: 6.

In some embodiments, daratumumab comprises a heavy chain variable region (VH) of SEQ ID
NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

In some embodiments, daratumumab is an immunoglobulin [gG1 kappa (IgGlx).
The method of any one of claims 74-83, wherein daratumumab comprises a heavy chain (HC) of SEQ ID
NO: 9 and a light chain (LC) of SEQ ID NO: 10.

In some embodiments, daratumumab is produced in a mammalian cell line.
In some embodiments, the mammalian cell line is a Chinese hamster ovary (CHO) cell line.
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In some embodiments, the molecular weight of daratumumab 1s about 148 kDa.

Methods of producing antibodies

Methods of producing antibodies at large scales are known. Antibodies may be produced for
example in CHO cells cultured using known methods. The antibody may be isolated and/or purified from
culture medium by removing solids by centrifugation or filtering as a first step in the purification process.
The antibody may be further purified by standard methods including chromatography (e.g., ion exchange,
affinity, size exclusion, and hydroxyapatite chromatography), gel filtration, centrifugation, or differential
solubility, ethanol precipitation or by any other available technique for the purification of antibodies.
Protease inhibitors such as phenyl methyl sulfonyl fluoride (PMSF), leupeptin, pepstatin or aprotinin can
be added at any or all stages in order to reduce or eliminate degradation of the antibody during the
purification process. One of ordinary skill in the art will appreciate that the exact purification technique
will vary depending on the character of the polypeptide or protein to be purified, the character of the cells
from which the polypeptide or protein is expressed, and the composition of the medium in which the cells
were grown.

The purified antibody i1s formulated in a pharmaceutical composition comprising one or more
excipients and packaged into a container such as a sealed bottle or vessel, such as a glass vial, with label
affixed to the container or included in the package. Alternatively, the purified antibody may be

lyophilized and provided as a lyophilized powder in the container.

While having described the invention in general terms, the embodiments of the invention will be
further disclosed in the following examples that should not be construed as limiting the scope of the

claims.

Example 1: Phase 3 Study of DARZALEX™ (daratumumab) in combination with bortezomib,
thalidomide and dexamethasone (D-VTD) in the first line treatment of transplant eligible subjects

with newly diagnosed multiple myeloma (CASSIOPEIA) (NCT02541383)

OVERVIEW OF STUDY DESIGN

This 1s a randomized, open-label, active control, parallel group, multicenter, Phase 3 study in
subjects with previously untreated multiple myeloma. The planned number of subjects to be treated in
this study is as follows:

1080 subjects (540/arm) for first randomization (induction)
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Approximately 800 subjects (400/arm) of the initial 1080 subjects will be randomized to
maintenance. The actual accrual into the Maintenance Phase may be greater than 800 if a higher-than-
expected proportion of subjects in the induction/consolidation stage achieve response and are randomized
in the Maintenance Phase.

The study will consist of 3 phases. The Screening Phase will extend up to 28 days prior to Cycle
1, Day 1. The Treatment Phase will be conducted in 2 parts, as described below, and will extend from
Cycle 1 Day 1 until treatment discontinuation due to progressive disease, unacceptable toxicity,
meligibility for second randomization, or 2 years of maintenance therapy/observation. The Follow-up
(FU) Phase will extend from treatment discontinuation until death, loss to follow-up, withdrawal of

consent, or study end, whichever occurs first. Figure 1 shows the study design.

The 2 parts in the Treatment Phase are described below.

Part 1: Induction/ASCT/Consolidation Phase (1:1 Randomization)
e Arm A: VTD induction therapy (4 cycles), followed by ASCT, followed by 2 cycles of VID
consolidation
e Arm B: VTID plus DARZALEX® (daratumumab) induction therapy (4 cycles), followed by
ASCT, followed by 2 cycles of VID plus DARZALEX® (daratumumab) consolidation

The consolidation phase of treatment will begin approximately 30 days after ASCT, when the
subject has recovered sufficiently and engraftment is complete. Response will be evaluated at Day 100

post ASCT.

Part 2: Maintenance Phase (1:1 Re-randomization of subjects achieving at least a PR after consolidation)
Subjects with at least a PR will be randomized after determination of response at approximately
Day 100 after ASCT and will enter the Maintenance Phase upon completion of consolidation therapy.
Subjects who have not achieved a response will enter the Follow-up Phase and will be followed until
disease progression or death, even if they receive subsequent treatment.
e Arm A: Observation only until documented disease progression (limited to 2 years maximum
duration)
e Armm B: DARZALEX® (daratumumab) monotherapy until documented disease progression

(limited to 2 years maximum duration)
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Primary Objectives:

The primary objective in Part 1 is to determine if the addition of DARZALEX® (daratumumab) to

VTD will increase the proportion of subjects achieving stringent complete response (sCR) post

completion of consolidation therapy compared with VTD alone.

The primary objective in Part 2 is to determine if the use of DARZALEX® (daratumumab) as

single agent in maintenance compared to observation only will increase progression-free survival (PFS)

when used after autologous stem cell transplant and consolidation therapy.

Secondary Objectives:

In Part 1, major secondary efficacy objectives are to determine if the addition of DARZALEX®™

(daratumumab) to VTD will improve:

Progression-free survival (PFS) from first randomization

Time to progression (TTP) from first randomization

Complete response (CR) rate by the end of ASCT/consolidation

Minimal residual disease (MRD) negative rate by the end of ASCT/consolidation
Post-induction stringent complete response (sCR) rate

Progression-free survival after next line of therapy (PFS2)

Post-induction overall response rate (ORR) and rate of very good partial response (VGPR) or
better

Overall survival (OS)

Duration of CR and sCR

In Part 2, major secondary efficacy objectives are to determine if the addition of DARZALEX®

(daratumumab) to VTD will improve the assessment during maintenance of:

Time to progression

CR rate

MRD negative rate

PFS2

Rate of improved response

Rate of MRD negative conversion
ORR

(ON
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Other secondary objectives throughout the study are:
e To evaluate quality of life and health economic/resource utilization
e To assess immunogenicity of DARZALEX®™ (daratumumab)
e To assess safety and tolerability of DARZALEX® (daratumumab) in combination with VTD

Exploratory Objectives:

e Tocvaluate impact of DARZALEX® (daratumumab) on response and resistance to treatment

In Arm B, DARZALEX® (daratumumab) (16 mg/kg) will be administered by intravenous (IV)
mfusion once every week for 8 weeks (VTD Induction Cycle 1-2), then once every 2 weeks for 8 weeks
(VTD Induction Cycle 3-4) and following ASCT once every 2 weeks for 8 weeks (VTD consolidation
Cycle 5-6). Following subsequent re randomization, subjects assigned to the maintenance Arm B will
receive DARZALEX® (daratumumab) (16 mg/kg) once every 8 weeks until documented disease
progression (limited to a maximum duration of 2 years).

Permuted block randomization will be implemented in this study. Subjects will be stratified at
first randomization by site affiliation (IFM or HOVON), International Staging System stage 1, 11, or III (B-
2 microglobulin and albumin) and by cytogenetics (standard risk or high risk as defined by presence of
dell7p or t(4;14), as centrally confirmed during screening).

Response will be assessed 100 days after ASCT and eligibility for the second randomization will
be determined. Subjects will be stratified at the second randomization by type of induction treatment
(VTD +/- DARZALEX® (daratumumab)) and by depth of response to induction/consolidation therapy (as
determined by MRD status and post-consolidation response).

Assessment of tumor response and disease progression will be conducted in accordance with the
International Myeloma Working Group (IMWG) response criteria. An assessment of MRD will be
conducted using NGS and flow cytometry on bone marrow aspirates for all patients in
mduction/consolidation phases and for patients who achieve at least VGPR in maintenance phase.

Safety evaluations will include adverse event monitoring, physical examinations,
electrocardiogram monitoring (ECGs), clinical laboratory parameters (hematology and chemistry), vital
sign measurements, and Eastern Cooperative Oncology Group (ECOG) performance status.

Two primary analyses are planned. The first primary analysis, with a purpose to evaluate
response by measuring the stringent complete response (sCR) rate, will be performed after all subjects
have completed the Day 100 post-ASCT response evaluation or have been discontinued from study
treatment by this timepoint. The second primary analysis, for PFS, will be performed when

approximately 390 PFS events have been observed.
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A final data cutoff will occur at the end of study, when approximately 350 subjects have died, or

approximately 5 years after the last subject 1s randomized in the second randomization, whichever comes

first.

SUBJECT POPULATION

Inclusion Criteria

Each potential subject must satisfy all of the following criteria to be enrolled in the study.

1. Subject must be between 18 and 65 years of age.

2. Subject must have documented multiple myeloma satisfying the CRAB or biomarkers of malignancy

criteria and measurable disease as defined by:

e Monoclonal plasma cells in the bone marrow >10% or presence of a biopsy proven plasmacytoma

AND any one or more of the following myeloma defining events:

@)

@)

@)

Hypercalcemia: serum calcium >0.25 mmol/L (>1 mg/dL) higher than ULN or >2.75 mmol/L
(>11 mg/dL)

Renal insufficiency: creatinine clearance <40mL/min or serum creatinine >177 umol/L (>2
mg/dL)

Anemia: hemoglobin >2 g/dL below the lower limit of normal or hemoglobin <10 g/dL

Bone lesions: one or more osteolytic lesions on skeletal radiography, CT, or PET-CT

Clonal bone marrow plasma cell percentage >60%

Involved: uninvolved serum free light chain ratio >100

>1 focal lesion on MRI studies

e Measurable discase as defined by any of the following:

@)

IgG multiple myeloma: Serum monoclonal paraprotein (M-protein) level >1.0 g/dL or urine
M-protein level =200 mg/24 hours; or

IgA, IgE, IgD, or [gM multiple myeloma: serum M-protein level >0.5 g/dL or urine M-
protein level >200 mg/24 hours; or

IgD multiple myeloma : serum M-protein level <0.5 g/dL and Serum immunoglobulin free
light chain >10 mg/dL and abnormal serum immunoglobulin kappa lambda free light chain
ratio; or

Light chain multiple myeloma without measurable disease in the serum or the urine: Serum
immunoglobulin free light chain >10 mg/dL and abnormal serum immunoglobulin kappa

lambda free light chain ratio

3. Newly diagnosed subjects eligible for high dose therapy and autologous stem cell transplantation.

4. Subject must have an ECOG performance status score of 0, 1, or 2
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5. Subject must have pretreatment clinical laboratory values meeting the following criteria during the
Screening Phase (Lab tests should be repeated if done more than 15 days before C1D1):

a) hemoglobin >7.5 g/dL (>5 mmol/L; prior red blood cell [RBC] transfusion or recombinant

human erythropoietin use is permitted);

b) absolute neutrophil count (ANC) >1.0 x 10°/L (GCSF use is permitted);

¢) AST <2.5 x upper limit of normal (ULN);

d) ALT <2.5 x ULN;

e) total bilirubin <1.5 x ULN (except in subjects with congenital bilirubinemia, such as Gilbert
syndrome, direct bilirubin <1.5 x ULN);

f) calculated creatinine clearance >40 mL/min/1.73 m?;

g) corrected serum calcium <14 mg/dL (<3.5 mmol/L); or free ionized calcium <6.5 mg/dL (<1.6

mmol/L)

h) platelet count >70 x 10°/L for subjects in whom <50% of bone marrow nucleated cells are
plasma cells; otherwise platelet count >50x109/L (transfusions are not permitted to achieve this minimum
platelet count).

6. Women who are partners of men and of childbearing potential must be practicing one of the following
methods of birth control: subcutancous hormonal implant, levonorgestrel-releasing intra-uterine system,
medroxyprogesterone acetate depot, tubal sterilization, ovulation inhibitory progesterone only pills, or
sexual mtercourse with a vasectomized male partner (vasectomy must be confirmed by 2 negative semen
analyses). Or women will commit to absolute and continuous abstinence confirmed to her physician on a
monthly basis. Contraception will start 4 weeks before the start of therapy, during therapy including dose
mterruptions, for 4 weeks after discontinuation of thalidomide and for 4 months after discontinuation of
DARZALEX® (daratumumab).

7. A woman of childbearing potential must have 2 negative serum or urine pregnancy tests at Screening,
first within 10 to 14 days prior to dosing and the second within 24 hours prior to dosing.

8. Each subject (or their legally acceptable representative) must sign an informed consent form (ICF)
mdicating that he or she understands the purpose of and procedures required for the study and are willing
to participate in the study. Subject must be willing and able to adhere to the prohibitions and restrictions

specified in this protocol.

Exclusion Criteria
Any potential subject who meets any of the following criteria will be excluded from participating

in the study.

1. Subject has received DARZALEX® (daratumumab) or other anti-CD38 therapies previously.
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2. Subject has a diagnosis of primary amyloidosis, monoclonal gammopathy of undetermined
significance, smoldering multiple myeloma, or solitary plasmacytoma. Monoclonal gammopathy of
undetermined significance 1s defined by presence of serum M-protein <3 g/dL; absence of lytic bone
lesions, anemia, hypercalcemia, and renal insufficiency related to the M-protein; and (if determined)
proportion of plasma cells in the bone marrow of 10% or less. Smoldering multiple myeloma is defined
as asymptomatic multiple myeloma with absence of related organ or tissue impairment (ROTI) end organ
damage.

3. Subject has a diagnosis of Waldenstrom’s macroglobulinemia, or other conditions in which IgM M-
protein is present in the absence of a clonal plasma cell infiltration with lytic bone lesions.

4. Subject has prior or current systemic therapy or SCT for any plasma cell dyscrasia, with the exception
of an emergency use of a short course (equivalent of dexamethasone 40 mg/day for a maximum 4 days) of
corticosteroids before treatment.

5. Subject has peripheral neuropathy or neuropathic pain Grade 2 or higher, as defined by the National
Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) Version 4.

6. Subject has had any prior or concurrent invasive malignancy (other than multiple myeloma) within 10
years of study start except adequately treated basal cell or squamous cell carcinoma of the skin,
carcinoma in situ of the cervix, localized prostate adenocarcinoma diagnosed >3 years and without
evidence of biochemical failure, or other cancer for which the subject has undergone potentially curative
therapy and has no evidence of that disease for >10 years.

7. Subject has had radiation therapy within 14 days of C1D1.

8. Subject has had plasmapheresis within 28 days of C1D1.

9. Subject 1s exhibiting clinical signs of meningeal involvement of multiple myeloma.

10a) Subject has known chronic obstructive pulmonary disease (COPD) with a Forced Expiratory
Volume in 1 second (FEV1) < 50% of predicted normal. Note that FEV 1testing is required for patients
suspected of having COPD and subjects must be excluded if FEV1 <50% of predicted normal.

10b) Subject has known moderate or severe persistent asthma within the past 2 years or currently has
uncontrolled asthma of any classification. (Note that subjects who currently have controlled intermittent
asthma or controlled mild persistent asthma are allowed in the study).

11. Subject is known to be seropositive for history of human immunodeficiency virus (HIV) or known to
have active hepatitis B or hepatitis C.

12. Subject has any concurrent medical or psychiatric condition or disease (e.g., active systemic
mfection, uncontrolled diabetes, acute diffuse infiltrative pulmonary disease) that is likely to interfere
with the study procedures or results, or that in the opinion of the investigator, would constitute a hazard
for participating in this study.

13. Subject has clinically significant cardiac disease, including;:
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¢ myocardial infarction within 1 year before randomization, or an unstable or uncontrolled
disease/condition related to or affecting cardiac function (e.g., unstable angina, congestive heart
failure, New York Heart Association Class III-IV

¢ uncontrolled cardiac arrhythmia (NCI CTCAE Version 4 Grade >2) or clinically significant ECG
abnormalities

e screening 12-lead ECG showing a baseline QT interval as corrected by Fridericia’s formula (QTcF)
>470 msec

14. Subject has known allergies, hypersensitivity, or intolerance to boron or mannitol, corticosteroids,

monoclonal antibodies or human proteins, or their excipients (refer to the Investigator's Brochure) or

known sensitivity to mammalian-derived products. Or subject has known hypersensitivity to thalidomide.

15. Subject has plasma cell leukemia (according to WHO criterion: >20% of cells in the peripheral blood

with an absolute plasma cell count of more than 2 x 109/L) or POEMS syndrome (polyneuropathy,

organomegaly, endocrinopathy, monoclonal protein, and skin changes).

16. Subject is known or suspected of not being able to comply with the study protocol (e.g., because of

alcoholism, drug dependency, or psychological disorder). Subject has any condition for which, in the

opinion of the investigator, participation would not be in the best interest of the subject (e.g., compromise

the well-being) or that could prevent, limit, or confound the protocol-specified assessments.

17. Subject is a woman who is pregnant, or breast-feeding, or planning to become pregnant while

enrolled in this study or within 4 months after the last dose of any component of the treatment regimen.

Or, subject is a man who plans to father a child while enrolled in this study or within 4 months after the

last dose of any component of the treatment regimen.

18. Subject has had major surgery within 2 weeks before randomization or will not have fully recovered

from surgery, or has surgery planned during the time the subject is expected to participate in the study.

Kyphoplasty or Vertebroplasty is not considered major surgery.

19. Subject has received an investigational drug (including investigational vaccines) or used an invasive

mvestigational medical device within 4 weeks before randomization or is currently enrolled in an

mterventional investigational study.

20. Subject has contraindications to the use of any components of the backbone treatment regimens, per

local prescribing information.

21. Incidence of gastrointestinal disease that may significantly alter the absorption of oral drugs.

22. Subjects unable or unwilling to undergo antithrombotic prophylactic treatment.

DOSAGE AND ADMINISTRATION
DARZALEX™ (daratumumab) (16 mg/kg) will be administered by intravenous (IV) infusion once

every week for 8 weeks (VTD induction Cycle 1-2), then every 2 weeks for the remaining induction
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cycles and consolidation cycles based on treatment assignment. Following subsequent re randomization,
subjects assigned to the DARZALEX®™ (daratumumab) maintenance arm will receive DARZALEX®
(daratumumab) (16 mg/kg) once every 8 weeks until documented disease progression (limited to a
maximum duration of 2 years).

Subjects will receive 1.3 mg/m? bortezomib as a subcutaneous (SC) injection twice a week (Days
1,4, 8, and 11) for four 28-day induction cycles (Cycles 1 to 4), and two consolidation cycles (Cycles 5
and 6), with an option to change the schedule from twice a week to once a week, should toxicity be
encountered. Cycles will remain 28 days in length regardless of injection interval.

Thalidomide will be administered PO at 100 mg daily for 4 x28 day induction cycles and 2 x 28-
day consolidation cycles. Thalidomide should be taken as a single dose at bedtime, to reduce the impact
of somnolence. Thalidomide can be taken with or without food.

Dexamethasone will be administered twice a week (Days 1, 2, 8,9, 15, 16, 22 and 23) at 40 mg
during Cycles 1 and 2. In Cycles 3 and 4, dexamethasone will be administered at 40 mg on Days 1-2 and
20 mg on Days 8,9, 15 and 16. Dexamethasone 20 mg will be administered in Cycles 5 and 6 on Days 1,
2,8.9, 15 and 16. In the maintenance phase, dexamethasone 20 mg will be administered as pre-
medication on DARZALEX® (daratumumab) infusion days. On DARZALEX® (daratumumab) infusion
days, dexamethasone may be administered intravenously 1 hour before the DARZALEX®™ (daratumumab)
infusion. On days when DARZALEX® (daratumumab) is not administered, dexamethasone is
administered PO. Dexamethasone tablets are to be taken with or immediately after a meal or snack,

preferably in the morning.

Study Part 1
Induction Treatment

Subjects will receive up to 4 x 28 day cycles of VTD induction therapy as described. Subjects in
Arm B will receive DARZALEX® (daratumumab) in addition to VTD. Efficacy will be assessed at the

start of each cycle.

Post Induction Efficacy Assessment (end of Cycle 4)

A bone marrow biopsy/aspirate (preferably both but morphologic review of the aspirate smear
may be done if a core biopsy is not available) will be performed at the end of Cycle 4 to determine the
plasma cell burden. The time window for this assessment 1s +/-3 days. As long as disease progression is
not observed, subjects may proceed to stem cell mobilization. Subjects who cannot proceed to stem cell
mobilization at this timepoint, based on investigator discretion or institutional practice, will be withdrawn
from treatment. Subjects with disease progression will also be withdrawn from treatment. These subjects
will enter the follow-up phase.
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Mobilization and Harvesting Stem Cells

Stem cell mobilization will be performed using cyclophosphamide (recommended dose of 3 g/m?)
and G-CSF after Cycle 4 and stem cells will be harvested based on response to mobilization. The use of
Plerixafor is permitted per institutional practice in case of failure. In case of subsequent of failure with
Plerixafor bone marrow harvest may be performed. Sufficient stem cells should be harvested to enable
multiple transplants in accordance with institutional standards.

An assessment of the efficiency of mobilization/harvesting will be recorded. During the
transplant period (that is to say the period from the first day of hospitalization to the day before C5D1),
neutropenia and thrombocytopenia resulting from bone marrow aplasia will not be recorded as AEs in the
¢CRF. Only the following have to be recorded in the eCRF:

- any evolution of ongoing AE
- any new AE related, or that appears to be related, to DARZALEX®™ (daratumumab)
- any new infection from at least grade 3

- any new oral mucositis from at least grade 3.

Conditioning (melphalan)
Subjects will receive melphalan 200 mg/m? as conditioning therapy over a period of 24 to 48

hours.

Transplant
Subjects will have a single re-infusion of stem cells 24-48 hours after high-dose melphalan (+

permitted tolerance)

Engraftment/Recovery (Day 1-60 post ASCT)
Subjects will be monitored for successful engraftment; support therapy will be administered

according to institutional/study group standards.

Consolidation (30-60 days)

Consolidation therapy may commence when engraftment is complete and when in the opinion of
the investigator the subject is fit enough to tolerate subsequent systemic therapy (30-60 days post ASCT).
Subjects will receive a further 2 x 28-day cycles of VTD. Subjects randomly assigned to Arm B will
receive DARZALEX® (daratumumab) and VTD. Efficacy will be assessed at the start of each cycle.
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Post consolidation efficacy assessment (Day 100 post ASCT)

Subjects will be assessed for efficacy for the primary endpoint at Day 100 post ASCT. If subjects
are still receiving consolidation therapy at Day 100, the assessment of efficacy should be performed
immediately upon completion of consolidation therapy. The time window for this assessment is +/- 3

days from Day 100 or from end of consolidation therapy, as applicable.

Study Part 2
Randomization to Maintenance/Observation Phase (continuing from end of last consolidation cycle,
50 days)

Subjects who complete consolidation and attain a minimum of a partial response or better
according to the IMWG criteria will be eligible for re-randomization to either DARZALEX®
(daratumumab) maintenance or observation. Subjects who are not eligible for re-randomization will enter
the Follow-up Phase.

The maximum time period between the end of the last consolidation cycle and second
randomization should be no more than 50 days. Any assigned treatment should be initiated no later than
10 days after the second-randomization in to part 2 of the study.

All subjects will be assessed for efficacy every 8 weeks after re-randomization, additional
assessments of MRD status will also be performed for patients who achieve at least VGPR (weeks 25, 52,

105 or whenever it will be necessary).

End-of-Treatment Visit

Subjects will be treated for the maximal allowed treatment duration (or until disease progression,
unacceptable toxicity, or for the other reasons). Unless a subject withdraws consent for study
participation, or is lost to follow-up, an End-of-Treatment Visit is to be scheduled 30 days after the last
dose of all components of the treatment regimen have been discontinued, or as soon as possible before the
start of subsequent therapy. Every effort should be made to conduct the End-of-Treatment Visit before
the subject starts subsequent therapy. If a subject is unable to return to the site for the End-of-Treatment
Visit, then the subject should be contacted to collect adverse events and concomitant therapies that occur

within 30 days after the last dose of any component of the treatment regimen.

Follow-Up Phase

The Follow-up Phase will begin once a subject permanently discontinues treatment with study
medications, except for subjects randomized to Arm A (observation) in the Maintenance Phase. These
subjects will enter the Follow-up Phase 2 years after the second randomization or upon disease

progression, withdrawal of consent, or start of new anticancer therapy, whichever is earliest.
47



10

15

20

25

30

35

WO 2020/212914 PCT/1IB2020/053625

For all subjects who complete or discontinue study drug without disease progression, disease
evaluations should continue to be performed every 8 weeks until documented disease progression.

Thereafter subsequent anticancer treatment and response to treatment including date of
subsequent progression (PFS2) will be recorded and survival status will be obtained.

In accordance with the 2011 IMWG consensus recommendations for the purposes of the study a
line of therapy is defined as one or more cycles of a planned treatment program. The planned treatment
approach of induction therapy followed by autologous stem cell transplantation, consolidation, and where
applicable maintenance is considered one line of therapy.

A new line of therapy starts when a planned course of therapy is modified to include other

treatment agents (alone or in combination) as a result of a disease progression, relapse, or toxicity.

SAFETY EVALUATIONS
Safety evaluations will include adverse event monitoring, physical examinations,
electrocardiogram (ECGs) monitoring, clinical laboratory parameters (hematology and chemistry), vital

sign measurements, and ECOG performance status.

BIOMARKER EVALUATIONS
Biomarkers will focus on the evaluation of MRD in bone marrow aspirates and on the assessment

of clinical efficacy in high-risk molecular subgroups.

IMMUNOGENICITY EVALUATIONS
Samples to assess the generation of antibodies to DARZALEX®™ (daratumumab)
(immunogenicity) and associated serum daratumumab concentration levels will be obtained from all

subjects according to the Time and Events Schedule.

EFFICACY EVALUATIONS

Assessment of tumor response and disease progression will be conducted in accordance with the
IMWG response criteria. Efficacy evaluations will include measurements of tumor burden/residual
disease, myeloma proteins, bone marrow examinations, skeletal surveys, extramedullary plasmacytomas,

and serum calcium corrected for albumin.

STATISTICAL METHODS
Analysis Population
Analysis of primary and secondary efficacy variables will be based on the intent-to-treat (ITT)

population, which includes all subjects randomized in the first randomization. In addition, maintenance-
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specific analyses will use the maintenance-specific intent-to-treat population (ITT-m), which will include
all subjects who are randomized in the second randomization.

All safety analyses will be based on the safety analysis set. The safety population will be defined
separately for the induction/ASCT/consolidation and maintenance stages. These populations will include

all subjects randomized at each stage who received at least 1 dose of study drugs at the respective stage.

Efficacy Analyses

The primary comparison of the 2 randomized induction/consolidation treatments will be made
with respect to sCR rate using the Cochran-Mantel-Haenszel chi square test in the ITT population. A
Mantel-Haenszel odds ratio, along with its 2-sided 95% confidence interval, will be calculated. All
binary secondary endpoints for the induction/ASCT/consolidation stage will be analyzed similarly as the
primary endpoint (sCR rate).

The statistical comparison between the 2 induction regimens with respect to PFS from the first
randomization will need to take into consideration subsequent maintenance assignment (daratumumab
maintenance or observation). A usual “as-randomized”-type of intent-to-treat analysis that compares the
2 induction treatments with respect to PFS without considering maintenance treatment has been shown to
produce potentially biased estimates of treatment effects. As such, 2 appropriate intent-to-treat (ITT)-
type of induction comparisons of particular interest, 1 specific to each maintenance treatment
(DARZALEX®™ (daratumumab) maintenance or observation), will be conducted:

e DARZALEX® (daratumumab) + VTD (D-VTD) induction/consolidation followed by DARZALEX"
(daratumumab) maintenance vs. VTD induction/consolidation followed by DARZALEX®
(daratumumab) maintenance, and

e DARZALEX® (daratumumab) + VTD (D-VTD) induction/consolidation followed by observation vs.
VTD induction/consolidation followed by observation

For each of the 2 comparisons, the analysis will include any subjects who are randomized in the
first randomization and are then subsequently randomized to the specific maintenance treatment as well as
those subjects who are randomized in the first randomization but are not randomized in the second
randomization. A stratified Cox regression analysis with inverse probability weighting will be performed
(Lokhnygina and Helterbrand, Biometrics 63:422-428, 2007), which yields unbiased estimates of
treatment effects and maintains Type I error rate. The overall comparison of induction treatments will be
made treating these 2 comparisons as 2 strata with the variance estimated using the robust variance
estimator (the sandwich estimate). These 3 comparisons will all be tested with the significance level of
0.05 (2-sided) following the closed testing procedure. Essentially, the statistical significance is
established for each of the 2 maintenance-specific comparisons if both itself and the overall induction

comparison are significant at the 2-sided level of 0.05. Other time-to-event endpoints, except for duration
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of response, will be analyzed similarly. Duration of response will be presented descriptively using the
weighted Kaplan-Meier estimates by Miyahara and Wahed, Stat Methods 10:2581-2591, 2010).

The primary comparison of the 2 randomized maintenance treatments (DARZALEX®
(daratumumab) maintenance and observation) will be made with respect to PFS from the second
randomization using a stratified log-rank test in the ITT-m population. The Kaplan-Meier method will be
used to estimate the distribution of PFS from the second randomization for each treatment. The treatment
effect (hazard ratio) and its 2-sided 95% confidence intervals are to be estimated using a stratified Cox
regression model with maintenance treatment as the sole explanatory variable. In addition, the interaction
between induction/consolidation and maintenance will be tested at a 2-sided significance level of 0.05 by
a stratified Cox regression model that includes the interaction term between maintenance treatment and
mduction/consolidation treatment. All secondary time-to-event endpoints in the maintenance stage will
be analyzed similarly as for the primary endpoint (PFS from the second randomization).

The comparison of the 2 randomized maintenance arms on binary secondary endpoints will be
made using the Cochran-Mantel-Haenszel chi square test in the population of all subjects that are
randomized in the second randomization. The observed rate of the binary outcome will be provided along
its 2-sided 95% Cls. A Mantel-Haenszel odds ratio, along with its 2-sided 95% confidence interval, will

be calculated.

Safety Analyses

In general, adverse events that occurred during the induction/consolidation and maintenance
stages will be summarized separately. Treatment-emergent adverse events for each stage will be defined
as events that occur or worsen after administration of the first dose of during that stage and through 30
days after the last dose of study drug in that stage and before the next phase of treatment begins. Adverse
events will be summarized by system organ class and preferred terms, NCI toxicity grade, and by action
taken with study treatment.

Summaries, listings, datasets, or subject narratives will be provided, as appropriate, for those
subjects who die, who discontinue treatment due to an adverse event, or who experience a severe or a

serious adverse event. These will be provided using the same formats as those used for adverse events.

PATIENT REPORTED OUTCOMES

To measure functional status, well-being, and symptoms, the EORTC QLQ-C30 and the EQ-5D-
5L instruments will be used. Both questionnaires will be completed during visits before any other study
procedures scheduled for the same day.

The EORTC QLQ-C30 includes 30 items resulting in 5 functional scales (physical functioning,
role functioning, emotional functioning, cognitive functioning, and social functioning), 1 Global Health
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Status scale, 3 symptom scales (fatigue, nausea and vomiting, and pain), and 6 single items (dyspnea,
msomnia, appetite loss, constipation, diarrhea, and financial difficulties). The recall period is 1 week (the
past week). The EORTC QLQ-C30 has been widely used among cancer patients. Scores are transformed
to a 0 to 100 scale. Administration time is approximately 11 minutes. Reliability, validity, and clinically
meaningful change have been demonstrated in patients with multiple myeloma. The focus of the PRO
assessment will be the global health scale which is designated as a secondary endpoint. The remaining
domains are included as exploratory endpoints.

The EQ-5D-5L is a generic measure of health status. For purposes of this study, the EQ-5D-5L
will be used to generate utility scores for use in cost effective analyses. The EQ-5D-5L is a 5-item
questionnaire that assesses 5 domains including mobility, self-care, usual activities, pain/discomfort and
anxiety/depression plus a visual analog scale rating “health today™ with anchors ranging from 0 (worst
mmaginable health state) to 100 (best imaginable health state). The scores for the 5 separate questions are
categorical and are cannot be analyzed as cardinal numbers. However, the scores for the 5 dimensions are
used to compute a single utility score ranging from zero (0.0) to 1 (1.0) representing the general health

status of the individual.

ENDPOINTS
Part 1: Induction/ASCT/Consolidation Phase
Primary Endpoint

Stringent Complete Response (sCR), by end of consolidation therapy, defined as the percentage
of subjects achieving CR in addition to having a normal serum FLC ratio and an absence of clonal cells in
bone marrow by immunohistochemistry, immunofluorescence or 2- to 4-color flow cytometry. Subjects
who demonstrate all criteria for sCR, but have confirmed DARZALEX® (daratumumab) interference on

SPEP and IFE, will be considered sCR.

Major Secondary Endpoints

e PFS (from first randomization), defined as time from the initial randomization to either confirmed
progressive disease (PD) per the IMWG criteria or death, whichever comes first. It is noted that the
PFS events (PD or death) may include those that occur in the maintenance phase.

e Time to progression (TTP) (from first randomization), defined as time from the initial randomization
to confirmed progressive disease (PD) per the IMWG criteria, or death due to progressive disease,
whichever occurs first. It is noted that the events (PD or death due to PD) may include those that
occur in the maintenance phase.

e  Post-ASCT/ consolidation CR rate, defined as the proportion of subjects who have achieved CR or

better by the end of consolidation per the IMWG criteria.
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Post-ASCT/consolidation MRD negative rate, defined as the proportion of subjects who have
achieved MRD negative status by the end of consolidation per the IMWG criteria.

Post-induction sCR rate, defined as the proportion of subjects who have achieved sCR prior to high-
dose therapy/ASCT per the IMWG criteria.

PFS2 (from first randomization), defined as the time from initial randomization to time of subsequent
progression on next-line of therapy after disease progression on study treatment.

OS (from first randomization), measured from the date of initial randomization to the date of the
subject’s death. If the subject is alive or the vital status is unknown, then the subject’s data will be

censored at the date the subject was last known to be alive.

Other Secondary Endpoints

Post-induction overall response rate (ORR) and rate of VGPR or better, defined as the proportions of
subjects who have achieved PR or better by the end of induction per the IMWG criteria.

Duration of CR and sCR will be calculated from the date of the initial documentation of a CR or sCR
to the date of the first documented evidence of relapse of CR or disease progression, as defined in the
IMWG criteria, whichever occurs first. For subjects who have not relapsed nor progressed, data will
be censored at the last disease evaluation.

Impact of D-VTD compared to VTD on patient-reported perception of global health

Part 2: Maintenance Phase

Primary Endpoint

Progression Free Survival (PFS) post completion of maintenance therapy, defined as the duration from

the date of re-randomization to either progressive disease, according to the IMWG criteria, or death,

whichever occurs first.

Major Secondary Endpoints

TTP (from second randomization), defined as time from the second randomization to confirmed
progressive disease (PD) per the IMWG criteria, or death due to progressive disease, whichever
occurs first.

Overall CR rate, defined as the proportion of subjects who have achieved CR or better during the
study per the IMWG criteria.

Overall MRD negative rate, defined as the proportion of subjects who have achieved MRD negative
status by the end of study.
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o PFS2 (from second randomization), defined as the time from the second randomization to time of
subsequent progression on next-line of therapy after disease progression on study treatment.

e OS (from second randomization), defined as the time from the second randomization to the date of

death.

Other Secondary Endpoints

e Rate of improved response during maintenance, defined as the proportion of subjects who have
achieved a better category of response during maintenance compared to the response status at the end
of consolidation (up to the second randomization). This is to be evaluated among the group of
subjects who not achieved sCR by the second randomization.

e Rate of MRD negative conversion during maintenance, defined as the proportion of subjects who
have achieved de novo MRD negative status during maintenance.

e ORR rate, defined as the proportion of subjects who have achieved PR or better by the end of study.

Example 2: Phase 3 Randomized Study of DARZALEX® (daratumumab) in combination with
bortezomib, thalidomide, and dexamethasone (D-VTD) versus VID in transplant-eligible newly
diagnosed multiple myeloma: Part 1 CASSIOPEIA Results

Methods

In Part 1, transplant-eligible newly diagnosed multiple myeloma (NDMM) patients 18-65 years
were randomized 1:1 to VTD (6 28-day cycles [C; 4 pre-ASCT induction, 2 post-ASCT consolidation] of
V 1.3 mg/m* SC BIW Week [W] 1-2; T 100 mg PO QD; d 40-80 mg/week PO or IV W 1-4 C 1-2, W 1-3
C 3-6) £ DARZALEX® (daratumumab) (16 mg/kg IV QW C 1-2, Q2W C 3-6). Melphalan 200 mg/m>
was pre-ASCT high-dose therapy. The primary endpoint was post-consolidation stringent complete
response (sCR) rate assessed at Day 100 post-ASCT. Part 2 (maintenance) is ongoing. CASSIOPEIA
study design is described in Example 1. MRD analyses were performed on bone marrow aspirates after

induction by multiparametric flow cytometry (MFC; 107 sensitivity threshold).

Results

A cohort of 1085 patients (D-VTD, 543; VTD, 542) was randomized. The Day 100 post-ASCT
sCR rate was significantly higher for D-VTD versus VTD (28.9% vs 20.3%; P = 0.0010; Table 2). At
18.8-months median follow-up, progression-free survival (PFS) from first randomization favored D-VTD
with hazard ratio (HR) 0.47 (95% CI, 0.33-0.67; P <0.0001; Figure 2). With median PFS not reached in
either arm, 18-month PFS rates were 92.7% versus 84.6% for D-VTD versus VTD. Rates of >CR,
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>VGPR, and MRD negativity supported sCR results (Table 2). Overall survival was immature with 46
deaths on study (D-VTD, 14; VTD, 32; HR, 0.43; 95% CI, 0.23-0.80).

The most common (>10%) grade 3/4 treatment-emergent adverse events (D-VTD/VTD) were
neutropenia (27.6%/14.7%), lymphopenia (17.0%/9.7%), stomatitis (12.7%/16.4%), and
thrombocytopenia (11.0%/7.4%). In the D-VTD arm, infusion-related reactions occurred in 35.4% of

patients.

Conclusions

D-VTD in induction prior to and consolidation after ASCT improved depth of response (sCR,
>CR, and MRD negativity) and PFS with acceptable safety. The favorable benefit-risk profile supports
the use of D-VTD in transplant-eligible NDMM. CASSIOPEIA is the first study to demonstrate the
clinical benefit of daratumumab plus standard of care in transplant-eligible NDMM.

Table 2.
D-VTD, % VTD, % OR (95% CI) p
sCR 28.9 20.3 1.60 (1.21-2.12) 0.0010
>CR 38.9 26.0 1.82 (1.40-2.36) <0.0001
>VGPR 83.4 78.0 1.41 (1.04-1.92) 0.0239
MRD negative 63.7 435 2.27 (1.78-2.90) <0.0001
>CR and MRD negative 33.7 19.9 2.06 (1.56-2.72) <0.0001

Example 3: Efficacy of DARZALEX® (daratumumab) in combination with bortezomib, thalidomide,
and dexamethasone (D-VTD) in transplant-eligible newly diagnosed multiple myeloma (TE

NDMM) based on minimal residual disease (MRD) status: Analysis of the CASSIOPEIA Trial

Methods

Example 1 describes the trial design. In Part 1, TE NDMM patients were randomized 1:1 to 4
cycles of pre-ASCT induction and 2 cycles of post-ASCT consolidation with D-VTD or VTD alone.
Landmark analyses of MRD were performed on bone marrow aspirates after induction by multiparametric
flow cytometry (MFC; 107 sensitivity threshold) and after consolidation (at Day 100 post-ASCT) by
MFC (107) and next-generation sequencing (NGS; 107°) for all patients, regardless of response.
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Results

1085 patients were randomized (D-VTD, 543; VTID, 542). The post-consolidation MRD-
negative rate, regardless of response, was significantly higher for D-VTD vs VTD (63.7% vs 43.5%; P
<0.0001). MRD-negative rates were consistent across patient subgroups, including ISS stage I1I disease
or high-risk cytogenetics. In the D-VTD vs VID arms, 33.7% vs 19.9% of patients achieved both >CR
and MRD negativity (P <0.0001).

Multivariate analyses accounting for treatment arm (D-VTD vs VTD) and MRD negativity
showed a PFS benefit in patients reaching MRD negativity regardless of response (HR, 0.31; 95% CI,
0.20-0.50; P <0.0001) and 1n patients with >CR (HR, 0.22; 95% CI, 0.10-0.48; P = 0.0001). Based on
these MRD multivariate analyses, D-VTD showed additional PFS benefit vs VTD regardless of response
(HR, 0.48; 95% CI, 0.30-0.78; P = 0.0028) and in s with >CR (HR, 0.46; 95% CI, 0.28-0.73; P = 0.0011).
Table 3 shows the MRD negativity rates in D-VTD and VTD arms.

Conclusion
D-VTD induction and consolidation deepened response, with a significantly higher MRD-
negative rate vs VTD alone. Deepened responses with D-VTD led to improved long-term outcomes, with

MRD negativity associated with prolonged PFS in pts with TE NDMM.

Table 3.
D-VTD, % VTD, % P

Post-induction

MFC, 107° 34.6 23.1 <().0001
Post-consolidation

MFC, 107° 63.7 435 <().0001

NGS, 10 39.1 22.8 <().0001
MFC: multiparameter flow cytometry
NGS: next-generation sequencing
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Sequence listing
Amino Acid Sequence SEQ ID NO
HCDR1 [gFAMS 1

HCDR2 |A1SGSGGGTYYADSVKG 2
HCDR3 |DKILWFGEPVFDY 3
LCDR1 RASQSVSSYLA 4
5
6

LCDR2 DASNRAT

LCDR3 |oQRSNWPPTF
EVQLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAP

VH GKGLEWVSAISGSGGGTY YADSVKGRFTISRDNSKNTLYLQ 7
MNSLRAEDTAVYFCAKDKILWFGEPVFDYWGQGTLVTVSS
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQ
VL APRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVY 8
YCQOQRSNWPPTFGQGTKVEIK

EVOQLLESGGGLVQPGGSLRLSCAVSGFTFNSFAMSWVRQAP
GKGLEWVSAISGSGGGTY YADSVKGRFTISRDNSKNTLYLQ
MNSLRAEDTAVYFCAKDKILWFGEPVFDYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN
SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
HC INHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFP 9
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS
INKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQKPGQ
APRLLIYDASNRATGIPARFSGSGSGTDFTLTISSLEPEDFAVY
LC YCQOQRSNWPPTFGQGTKVEIKRTVAAPSVFIFPPSDEQLKSG 10
TASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSF
INRGEC
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWN

SGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNV
INHKPSNTKVDKRVEPKSCDKTHTCPPCPAPELLGGPSVFLFP
PKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV

constant HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVS !
INKALPAPIEKTISKAKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS

KLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

IgG1

domain
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& Administer pre-infusion and post-infesion medicationy tee Dosngs and Acwminicrration
st
)

. 2
»  Administer cnly as an intravenous wnieion after dtletios o $.9%% Sodium Chidoside Injection,
TP fren Dosage ol Adwminisfaation (3§ 281

» DARFATFY should be administered by a healtheare professionad, with immnediate sccess to
emergency squipment and appropriate medical support to manage infliion resctions iF they
ooy fsep Farnings and Precmudions (30317

Newly Diagnosed Multiple Mysloma

fasing Schedile fs}r DARFALEXN in Combinalion weth Borerceh, Melphsian and

Predmsane (Bwesk cycle regimen) for Patients Ineligible for Aulologous Slem Celf

Transplant (ASCT}

The secomaended &iﬂse of DARFATFY iz 16 mp'kyg actual hody weicht administered as an

wfravanous wfvsion aceording to the following doswg achedule m Table L

Tablel: DARZALKEY dosing schedule in combination with bertezomil, nvelphalan and
preduisone (fVMP], S-week cyele dosing regineen)

Weeks Schedule

Weeks 1 fo 5 weskhy (otal of & doses)

RY ea:s T i _"~ 4 every three weeks fiotal of 148 doges)
Week 33 ovwerds wsi! diszgse progressine® | every four weeks

E)

F.:ﬁ doce ot the avery-3-week dosing achedule ix given at Weele 7
Firat dose of the averv-3-wmeek dozinz schedule i given at Weelr 33

Yor dosmg mstmctions of combination agents administered with DARZALFY see Clinical
Sfudier v36 1)

Dasging Schedue for BARZAL EX in Qambinalion with Borferomib, Tha.rcﬁam;oe and
Dexamethasona {a@‘ weerk cyola regimenst for Traatmen! of Newdy Diagrosed Patienis
Efigible far ASCT?

The vecomoeded dose of DARZFATEX is 16 mgikg actual body weight administerad az an
snhravencus ffusion according fo the foHlowng dosting schedule w Tabie 2.
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" Table 2:

dexamethasone {{VTd]: 4-week cyvele dosing regimen)

PCT/1IB2020/053625

DARZALEX dosing schedule in combinstion with borteromib, thalidomide and

Triestmem phage Weeks Schedule
Induriion Weeln {40 ¥ weskhv (otal of § doses)
Weals Sip 18 every bivo woeks (otel of 4 dogen)
Stop ﬁr high dose chemotherapy and ASC .T
Conznchidaiion | Weeks {508 | =very tom wesks {totel of 4 doses)
* Forat diose of the every-2-wesk mxﬂ; scheduie is gven at W neL‘.r
¥ First dose of e every-2-wask dosing scheduds is sman at Week } upoe re-mstsstion of trazshmemt following
ARCT

- N

53

Be Kt

RefapsediRefractory Midiinls Sveloms

For doatng instrocHons of combinstion sgeats adisbyist

3

2 erad with DARFATEN sze
i 24 1} and the mannfhcivrar’s presoribing wnfbmustion.

Morotherapy and Combinalion Therapy with Lesalidomide or Pomalidomide an
Dose Dexamathasone {4-week oycle regimens)
The secommended doze of DARZFATEX 4z 16 mo'ky actual body weight administered 32 an
mibravencus infusion according foothe following desing schedple to Telde 3:

Table 3»

DARZATEX dosimg schedule for monntherapy and in combination with

lenalidomide or pomslidonside (d-week ovele dosing regimens)

ez o F
MRS iery

3

o o

Schedule

weekly (otel of ¥ doses)

every two weeks {iotal o

'8 doses)

svery four weels

— Y

osing instuotons of

Comrbinad
The reconpsmended dose of
wntravennyy infusion aeg

ording to the following

v Therapy wih Borderomd and Dexamethasore {3
DARFATEY s 16 mgks actual "{-‘L‘h’ weight administered as an

coorbinstion agemts sdmmistered with DARTFATFY see Clivica
4.5y and manufachwer’s presoribing saformation.

I-weel oycle regh

b=

dostng schedube i Table 4

(=N

e

Table §: BARZALEX dosing schedule with bortezomib (3-week eycle dosing regimen)
Weeks Schedule

Weeks Lo @ weekly {total of & doges)

Woaly e 3F every thres weeks (otsl of T dogeg)

Week 25 cnwards watil SSzease pr M very four weebs

e

Ferat doae of the every-3-week dozing schedule

1)

For dowmtng mebctions

e at Waek 16

Ferat doae of the every-d-week dosing schedule s given at Waek 25

Stuglier (142} and manafaciurer’s preactibing wnihemation.
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hlissed DARZAI FX Doses

If a plarwed dose of DARTATFY is ratssed, admsntater the dose as zoon ax posathie and adiuat
the dostng schedude accordingly, manizining the treatment interval

tnfusion Hates and Management of fusion Reactions
Sdmintzter DARTALFY infision intravenously at the infusion rate described belfow ta Table 3.
Conzider inorentental escalabing of the infiaston rate caly in fhe absence of infusion reactiona.

To feciltste sdmintstration, the frst preseribed 16 mplks dose at Week § may be split over two
consecutive davs 1.2, § mgdkg on Day 1 and Day 2 respectively, see Tab ﬁe Shelow,

Table & Infusion rates for DARTALEX {16 mgfhg} administration

Dilution | Inittelrate | Radeiporewent | Maximmm
volume | [frst howy} rate
Week 3 Tnfrsion
@3?;".«‘ £ sm:v-wg sase Pfusion
: 00wl | Hiaddhow | S0mlhowevery | 260 mE o
bovg
é.-eek i Dﬁ}' i .{S mg kgw S00mb | Halhew | M alhewrsvery | 260 mihow
kowy
Wesl § Diay 23 mg'kgy Smlb Hrablboy | Smlhowevery | 2060 mbdeoyr
beour
Week 2 (36 mo'ke) infusion® 00wl | Madhew | 3 elhewevery | 280 mbhow
ko
Sﬂb&eqnmt {Wteh ‘i onwards, 00wl | H0mbdow | 30 wlhowevery | 200 s
kpax

¥ Comeder issﬂ.*mamfa. =acalation of the mfuaton rate caly in the shaence of wmfion rescticas.

%

® Use a difutioe volwne of 550 mi for the 18 mzks dose only if there were wo nfision reaciions the grevious
week, Othernass, wse 5 dilubion volwes of $086 i

c

Use 3 modtfiad Snifial rete {3H m bowr} for suheaquent mufissioms §o. Wesk I convards’t anly there wasz
e infesion rearhowns duving the previous iwfasion Diherndse, cosshinue in uee metuetioss indivated fn the
table fior the Waak 2 wiusicn 1ate.

For infusion reactices of suy gradefsevernty, immedistely mtermupt the DARTATEX infirsicn and

manage mumptoms. Mansgement of wfssion reactions may further reguire reduchion in the rate

of wrfosion, or treatnent discontinnsticn of DARTATEY ax cuthined below oo Warsiugs and
Frecausions {5.5)].

# Grade 3-2 {noild to moderste’s Onee reachion symiptoms resobee, resmme te infivsicn at no
more than half the rate at which the reaction socurred. If the patient does oot experieare any
further reschion syimsptoms, fsion rate escalstion may resame at increments and intervals
as clirdeally appropriate up 1o the maxigas rate of 2080 mbhouy {Tahie 5

=  (rade 3 (severe) Ounee reaction symptoms rescive, commder restarting the wfesion & ao
more than half the rate =t which the reaction ocourred. If the patient does acot experience

60



WO 2020/212914 PCT/1IB2020/053625

additional sympioms, resume infision rate ssoalation &t sacrementz and istervals 25 outlined
in Table 3. Repeat the procedure above ta the event of recurrence of Grade 3 syraplom
Perwanently dizcontmue DATRFALEY upon the third poowrence of & Grade 3 or ,__;reatvaf
infusten reaction.

& Creade 4 (% thresteningy. Permsnently discontinue DARZAT EX freatment.

2.2 Recommended Concomitant Medications
Pre-infusion Medicstion

kaﬁmmﬁsﬂ the following pre-dafision medications to veduoe the visk of infisicn reactions to all
patients 1-3 hours p;‘zm every wfuston of DARFATEX

» Corticosteroid {long-acting or mtenmediate-acting}
Sdowvctheraey

Siethvipredutsnione 100 my, or equdvslent, admdmistersd intrevencusly. Follewing the
second infaston, the dose of corticosterced may be reduced {oral of intravenous
methyipredmiscdons 50 mg}.

Combingtion theramy

Admimster 20 g dexsvethasone (o egudvalent) poior to every DARTATEY infusion.
When dexswethazoome i3 the backmroondregimen  specific  corficostercid,  the
dexsmethasons treadment dose waill m*iaa& serve Az pre-medicabion on DARFATEX
infuzion days [Clindonl Studfies 0

Drexcamethasoue &2 given fofrsvencusly prior to the firet DARFALEX infusios and oral
adasisistration may be constdered prior to sobreguent mfisions. Additional background
vegimen-specifie coticostercids {eg. predoisone) should oot be taleen on DARFATEY
infuzion days when petients receive dexamethissone {of equivalent} as a pre-medication.

«  Autipyretics {oral acetainophen 653 to 1080 mg)
*  Astihistamine {oral or intravencss dighenfredramine 15 to 30 g o equivalenty.

Post-infusion Medication
Administer postafusion medication to reduce the risk of delaved mfusion reactions fo
patientz as foliowea:

Monoterary:

-‘La.im;m:;t&f r\ral costicosternid (28 mg metiw‘pr#dmso‘ﬂr or eguivalent dose of an
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sach of the T days following sl DABEFALEY mfisions {(beginmsng the day afer the
Comhtion Shevame

Conatder administering low-dose orsl methylpredutscione (<30 mag) oy eguivalent the
day after the DARTAT FX infuzion.

However, if 2 bockorousd regimen-specific corbieostersdd {eg  desamethascns,
praduisone} s admintstered the day after the DARFAT EX infesicn, addittonsl post-
infinston medications may wot be needed fros Ciniond Studlier J1431
In addition, for any pattents with 2 Mstory of chrowmic obebuetive pulmonary disease, consider
prezeribing post-nfesion medications such as short and long-acting beonchodilators, and mhbated
corticosteroids. Following the first Sour infusions, o the patent sxpenieaves no major infision
reactions, theze sdditions! mhaled post-infhsion medications raay be discoatioued.

Prophylaxis for Herpes Joster Heaclivation
Initiate amtiviral prophylaxis to preveat herpes zoster reactivation within § week after starisn

[1e:}

DARZAY FY snd continse for 3 months following treatment ffee Adverse Reactions (8.5

2.3 Dose Modifications
Mo dose reductions of DARFATEY are recomumiended. Doze delay may be required to gliow

recovery of Hood cell couts s the event of hempiniomcal toicdty feeo Farabigs and

Frecautiors (33, 54}, Tor mfornation concersing diugs given  oownbdnabion with

DARZAT FX see manufactrer’ s prescribing sformehion.
2.4 Preparation for Administration
DARFAT FY iz for single nse ondy.

Frepare the sobuticn for infasion using aseptic techoique as fodlows:

»  Caleniste the dose {mg) total volume {od) of DARFATEY solotion reguired and the
mupuber of DARFAT FX wisls meeded bazed on patient actual Sody weight.

# Check that the DARFATEX zolubion is colorless fo pele vellow. Do not wse if opague
particles, disccdoration or offey foveiza particles sve present.

*  Remncve 3 volsme of 6.9% Sodivm Uhlotide Injechion, TSP from the tmfizion bagioontaitier
that s egual to the reguired volume of DARZAT EX gnbution.

o Withdaw the secessary amonat of DASRTATEY solubcn and difntz to the approgprsste
wolume by adding to the infision bagirontainer coatatning §.9% Sodivm Cldorkde Injection,

TIEP ax specifled in Tstde § fSoe Dosage oned ddfministration 2. 137 Infhston bagerontaitess
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wast be made of efther pobrrinyichionde (PVCY, polypropyiense (P, polyetiiviens (FE) or

£

potyolefin blend (PP+PE). Dilute nnder sppropriate ssepiic conditions. Discard any vopzed

portion left o the vial.
»  Crently invect the bagicontainer 1o mix the sclimion. Do not shake,

# Parenters! drug prodocts should be mspected vianally for particulste matter and dizcolorstion
prior to administration, whesever sofution and container peroit. The diluted solntion may
develop very snxall, franstveent to white proteinacecus particles, 33 davatpmunead 85 5 protein.
Pz niot use 3f visthly opague paricles, discoloration or foreign particles are cheerved,

* Since DARFATEX doey not comsin a preservative, administer the dilwied zolution
immmediztely &t room tempersture 130230 GRF-7VF) and @ ovooms light Diluted
sobation may be kepd af voom tempersture for 2 maxsnunn of 13 howrs (ochuding infusion
el

« f not need temedistely, the dilnted zolution can be ziored prior o admintstration for up o
24 howey at refripersted condiions 250850 36°F—E°T) and protected from Yght Do oot
froeze.

2.5 Administration

s If stored ta the refiigerator, silow the solution to come fo room temperature. Admimizter the
difuted solution by wetrevenows wnfsion vsdng an infission set Hfted with g fow repudstor and

with an is-lie, stenle. son-pyrosente. low protein-bending polveibersuifine (FE8) filfer

) ]

{pore sizme G233 or §.2 sucroameter). Safmindstration setz must be made of exther pobvurethave
{PL, polvbutadiens (PBD), PVC, PP or FE.

«  Dio ot stove any wised porticn of the infuston spluben for reuse. Any wansed produst o
waste material should be disposed of i srcordance wath local reguivements,

# Do ot iafiese DARFAT EX concomitantly in the same tofravenovs tee with other agents.

3 DOSAGE FORMS AND STRENGTHS

ahi

3 to pale yellow, preservative-free solution available as:
Injection:
"

» 100 meS mi (20 mgiml ) in a stagle-dose vial

A0 20 mb {30 meiell i s single-dose viak
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4 CONTRAINDICATIONS

BARFATEY 13 contraindicated in pavtemtz with 3 histery of severs hypersensitivity f{eg.
snapindactic veactiony} fo dersfimnuma® or any of the cowmponertz of the fommulsiicn Tee
Worrings and Precavtions (81} oed Adverse Reacfions (€.3)

o o

5  WARNINGS AND PRECAUTIONS
2.1  Infusion Heactions

DARFATEX can couse zovere andior seriows infission reschions swluding assphylactic
regctions. In clinical trisle, approxsmaetely half of ofl patients experisnced an infuston regction.
Sdost mfusion reactions ccourved during the first infhwion snd were Grade 1-2 fSos dderss
Feactions @3

Tufosion reactions ey alse coour with subaeqguent infistons. Mearly all reactions cocurred duning
snfsion or withtn 4 bowrs of completing DARTAT FX Prior to the infroduction of post-infiasion
maedication fn chinial trials, infision reactions oocuored up Yo 48 hours affer infusion
evere teactious have occwrred, including bronchospasm, hvpoxis, deosposs, hyperiession,
aryazes’ edems and pulmonary edes. ‘iagm. angd sympioms msy include respirationy symptoms,
surh as nazal congestion, cough, throst irvitation, as well ay chills, vomiting and nawssea. Less
COMTION SVt wers “3.\‘31\_27.\115_{‘ sHergic rhinifls, pyrexia, chest disoomfort, proritus, and
hypotenaion fsos ddvarse Reqotions & 03]

i
)

Fre-madicate patieats with antthistanmes, antiprestics and corticosternids. Freguently monifor
patients during the entire mfusion. Intenmupt DARFATEX mfisicn for reactions of any seversty
and mstifote medical management s needed. Permanently dizcontinwe DARFATFX theragy if
an anaphvisctic reaction or fe-threstentag {Grade 43 reaction oocurs and iostitute appropriate
SMETZENCY care. For petienty with Grade 1, 3, or 3 fea"tima, reduce the infosion rate when
re-girching the infegion Feg Dosege and ddninisiration QL1

To reduce the sisk of deleved infision veacticos, sdminister oral corftcostercids to sll patieats
following DARF AL EX infasions Ses Oesage and dedministradon £2 2}, Patiegts with a histony
of chronie chstruckve pulmonary dizease may regudre additional post-nfosion medicalions o
manage reypirsiory complicattons. Consider prescribing shovt- and long-acting bronchodilators
and whaled corficontercids for patients with chromte chetmsetive pulmonary disease.

52 interference with Serclogical Testing

i

Daratwraumab binds to €D3E on red blood cells (RBCat and results @ = positive Indivect
Antigiobulin Test {Indirect Coombs test). Daratunmnab-medisted posttive indirert satiglnbulin
test may perstst $ov up o 6 monihy afler the last daratwmumab <nﬁls.n:‘m Darstinmmad bound 1o
RBCs manks detection of antibodies fo minor astigens in the patiest’s serum fSag R sfevencer
FE5 The determination of & patient™s ABD asd Bh hicod fype are oot imopacted oo Jvsg
Dstevections {7505
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bardes that a patient hay received DARFATEY Type auwl screen patiests prioy $o sharting
DARZATEX

5.3 Neutropenia
DARFAT FX may incresae neulropenia indured by backorouad therapy See doverse Ranotions

R

S

-y

Monitor complete hiood celf counts persodically during trestment according to mansfacturer’s
prescriting information for background therapies. MMomitor patients with negtropenia for signs of
tnfection. DARZATEY dose delsy msy be required to allow recovery of sewtrophils. Mo dose
reduction of DARZAT EX is reconmpended. Consider supportive care with syouwth factors.

54 Thrombeocyiopenia

DARFATEX ma increase thrombocytopesta muduced by background therapy fome ddbverte
Reactioss (8.0

Bionitor complete hicod cell county perdndically durtng frestment according to manufacturer’s
prescribing iformation for backgrouad theraptes. DARZATEY dose delay may be reguired 1o
alfow pecovery of platelets. Mo dose reduction of DARFATEX is recommended. Consider
sepportive care with transfusions.

5.5 intererence with Betermination of Complete Response

Darptunvngealy i3 3 husan IS bsppes monoclonal aatthody that can be detected on both, the
senmn protetn slectrophorssis (GPE) and muwmuacfixsttion (JFE) asssyvz weed for the colwseal
momtoving of endogenons Moprotetn Fee Drug Jeterartions 7. 71, This interferencs can impact
the deternunation of complets response and of disesse propreszion in sowme patients with IgG
lappa rovelams protess.

& ADVERSE REACTIONS

The folleswing clinieslly sipnificant adverse reactions are alse described slzewhers in the

»  Infusion reactions free Waerning ond Precaudions 3 03]

°

= DMeuwtopenia [tve Farning avd Precodions (331
»  Thrombocyiopentia Ses Narning and Procastions (340

.1 Adverse Beactions in Clinicat Trials?

Becaunse chnics] trials are condocted under widely varving conditions, adverse reachion ratey
cbserved in the chiwical wtalz of 2 drug consot be divectly comparad to ratez @ the clideal frialy
of another dreg and may act reflect the rates observed i practice.
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The safety date desortbed beloar reflecty exposure to DARTATER (16 medio) in 1702 patients
with owiltiple mrvelomna including 1546 patients who recetved DARTATEX w1 combination with
hackground regimens and 156 patients who recelved DARFAT FX as sonotherapy.

Mewly Biagnosed Mulliple Myeloma

Conhina$ion Trealment with Borezonud, Melphalas and Pradaisons

Adverse reactions described i Table § reflect exposues tov DARZALEX fov 2 wediza treatrment
duration of 147 monthe {(range: O to 358 months) for the darsturawnab, bovtezomh, melphalan
and predussens {DOVRE)Y sroup, sud mediag frestment durstion of 123 moaths fraage: 001 f0 148
mcstha} for the VAP sroup to 2 Phase 3 active-coatralled study ALCYONE. The most freguent
adverse veschingz {Z30%% with ot least 5% grester frequency in the DEWME anm) were infizcion
reacticns, Uppes respiratory tract infertion and glema peripheral. Secious adverse reactions with
at lesst a 3% grester metdence in the DOVAE ang compared to the VAT anw were presmonis
{D-VMP 1% ws WAL 4%0), upper respiratory $rant afection {T-VME 5% we VAP 199, and
pubnonary gdems (D-VME 2% v VAT 0%

Tabiz &: Adverse reachions reported m =10% of patients and with af least 2 5% greater freguency in

the B-VREP are in ALTYOXE
Baody System BV {N=046) VAP (=354
ZKdverse Reaclion Any Grade | Graded Lerade 4 Any Grade | Tonded | Grade §
{8} {25 {36} {38} {9} {38}
Infsion reachong 33 4 N R {i Q
Geners] dissrders snd admiwiviration site condifions
Fdema perahieral, I3 H [«1 [ i [ 3 [9

Infections sud infastations

Upper raspirateey fact

safecticad 43 & 9 ek 3 i

Eneumamal 18 12 <} & 3 <}
Respiratary, thoracie zand mediaziins] dissrdsrs

Gongtl i <1 B g <1 9

Drapneg, 13 2 H = 9
Vaseolar disgedars

Hinesteusing [ ¢ [ 4 [=1 [ 2 [2 [ &

Koy Degavasuresensth, hdR=hortenmb-mefphalas- predtisone

Y Tofosion reacicn includes tes devermsimad by investizaiors to e related to infhsics, ses sechon on Infasion Beactions
baloaw.

* pdevns pevipherst mewavalived edans peripkersd swelling

§ 0 uppey vespiratory et Snfeckiv, broschitts, ronchivs hacteris), spigiottive, farmgits, angiis bartavisl
msferasunairus inferifon, assopharagiits, aropheryreeal cendifisads, phavympdte, phermeits swemscncosl,
TespRmaey syIvoyiial vinss RuiEction, RSPy Ay infecticss, respdrebory rack Sifaciton virel, shinids, sheusifz
wonailits, wackettis, wachemmonckiiss, viral ghanmgits, virel rhinttis, virsl vpper respivatory racs fofecrhas.

3 presvonaie, usg $nfacting, pueonaniz srpivation. prenmonta Sactevizl, prrmmania PrRETOCENoel, RSnoriE
smeptorsccal, possmcada viral, and pudmonsry sepsiy

* cougk, wadace ooek

! dwepmes, dyapose exstctst

2 byportenvion, Mrod pressuse Boreared

Laboratory ahoormalities worzetung during ireatmenst fromn baseline Bated ta Table 7.
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Table T2 Treatment-swrergent hematology laboratory sbnormalitias in ALOYONE

VAP (=346 ™0 VAP (=354 %

.?sgv Crade Grade 3 Gezde § Saayx Crade Crade 3 Frade 4
Arneania T iz g St 21 b
Thromwsheovtopeniz 37 i3 BB 26 N3
Hewropenta 34 i 7 32 13
Lymphopania 45 i2 25 43 3

Eav: Defarsromsonal, ViiP=tortezomib-melpbalss-prednizana

Comhination Tresfment with Borderomib, Thalidomide and Devamethasons (VTS
Adverse reactions described i Tabde § reflect exposure to DARZATEY up to &a’c 130 post
transplant w8 Phase 3 aptive-controlled study CARSIOPEIA fer Climfrad Shudffes (14 1. The
median duration of inductiea?’ ASCT conzolidation treatment waz 8.9 {range: 7.0 {0 12.0) months
for the DVTd grovp and 8.7 {ranger 6.4 to 11.5) months for the WTd zro :,p The weost freguent
adverse peschions (P2000) were infusion reactions, ssuses, pavexia, upper respiratory tract
snfection and bronchits. Serious adverse reactions with a 2% greater mq:i:de.m.e m the PYVT arm
compared to the T4 s were bronclutes (VT 2% va VTd <1%%) snd poenmonia (VW Ed 6% vs
Vg 4%

Takle 8 Adverss resctions reported in = 18%6 of patients ard with af lesst & 5% sreater fraguency in the

BYTd arm in CASSIOPFIA
Syetems Ovrman Class IRWT 4 (=536} TTd (N=238
Adverss Reaction Apy Grades | Grade 3 rede 4 Any Grade | Srade 3 Crade 4
%5} {55} {95} i L&) {95}

Enfiatomn seactione® 33 3 = 3 ! g
Crastrointestinal disorders

Masasa 33 4 § 25 2 <i

Vomiting if 3 q i 2 {
Crapers] disorders and sdministration site conditions

Fyseaia [ 28 [z <3 [ 21 3 §i
Infections and infestations

Vippar respivatory et | 37 H 2 17 i g

afection’

Beonckis 2 H g i% i B
Rﬁgﬂ‘ﬁiﬂﬂ tharacic and medisstinal diserders

el 7 [ [ & IE [2 [ &
¥ meuhr diaorders

Hyperiemnaion [ 4 [ [ = [3 [ &

ey Bedaratomumal, VT eib-thalidreside -denmaathaaons,

I hofasionn vescfion frtades terme dxemingd by fnvestimators to be ralaved o nfiwion, sos sprtion oo nfasian Pescrins
Tralaw

Laryngigs, Layagits viral Mermegmorires tnfectine, MasopleryEie, Qropheresal W. 2 P}ZK:‘R’:}"I\.\
Pespdatoey spvoyiial vims ;.i:;um Foespirstary ract fnferion Respiatery wact infertion ©
tafectizn, 3.}.\&‘."113 T Trachsitis, Tpper sespieatory teck ofucdion, Vival pharvwngity, Virsd skigitis
respiratary Tract infectios

¢ Eeouchiobirs, Hrowrhits, Bronchids chrondc, Fespdratory sypoyiat virs omschitdy | Trackzobromcisiis

¢ Cgush Rroductive cough

Tiote: Hemmtolegy isborsimy seleted toodoities wave erchoded and reporied saperstedy i e ads helmwe

o
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Table 3: Trestment-emereent hematolopy Inborstory sbhnormalites tn CASSHOFELY

DVTd O8=238) % ¥Td (R=238) %6

Ay Crade Grade 3 Grade § Any Crzde Crade 3 Grade §
Amgrsiz 38 4 g k) ) g
Throsshordiopenia £l 9 5 53 B 3
Leukopenia &2 34 R 3 & 2
Negfropeniz &3 i% i 431 i 2
ymarbopenia a5 44 is 93 37 3

Keyv: Dedarstamusiat, W Td=hvternnib-Relidouide desmebasome.

RefapsediRefraciony Midtiple Myeloma

Combination Treafment with Lenalidomide and Dexamathasone

Adverse reactions desenbed m Tabde H reflect exposure to DARTALEX for 5 sedian treatment
duration of 131 months (ense: § to 307 moaths} for the daratumumumab-leralidomide -
dexamethazone (DR} grovp, and median trestovent ducafion of 12.3 months {range: (2 to
201 montha) for the leaslidomide-dexamethasome (Rd} group o 2 Phase 3 achive-controlled
study POLILUX. The mozt Sequent adverse reachions (Z20%%) were infusicos reactions, diandes
nawses, fatizue, pyvexiz, upper tespiratory tract infection, swache spasms, cough and dyapges.
The overall incidence of senows adverse reactions way 48% for the D8 sroup compared with
4359 for the R4 group. Serious adverse reactions with at least a 2% greater mcidence in the DRA
arm comparad to the Rd sown were preswsonds (DB 296 ve R 30%6), uppey seppivatory tract
wnfection (ORd 7% ve R 495}, influenzs and pyrexia (DR 3% ve Bd 19 for esch}.

Adverse reactions resulted fn dsrontinpations for 795 {o=19) of patients fu the D am verzus
T in=22Y in the Bd arm.

Tzble M:  Adverse reactions reported in = 1895 of patientx and with st laast 2 8% greater frequensy in

the DRd arm s POLLLX
Afvrerae Rasstinn DR =283 R (¥=281) %%
Agy Grsde Crade 3 Grade 4 Any Trade | Grade I | Graded

Infuson smackons® 43 3 & B 4 2
Castenintestinal disorders

Tharhea 43 i § 35 3 B

Nauzez M i & 14 g b

Vomiting S i ] 5 B {i
enersl dizerders and adminisiration site conditions

Fatizus 35 & <} 8 3 g

Prreis 20 2 ] i3 i g
Infoctions and infesistions

Uppes respisstory

frant ipferton® 5 & =1 X! 4 b
We&h&k&k_{ai smsi mnet:m-e tizsue disorders

Sifuscls spasas S B [o K3 [ = [9
Narvons svatem disorders

Headachs [ i3 [ 9 [o |7 [ & [ 9
Bsspivatoey thoracic and medizniinal disordsrs

Cmuglt T a [ & [ s [0 [
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Jrk

s 2 : -1
[ Sxemes [31 [= [=1 [
Ky Dedaratmmmmat, Rd=lenslidonida-dexanethsoine
I Tefsion reaction inclades vermes detamined Ty investizstors da be related to Exfimicn, sse section on Infuvicn Reasrions
helew,

= 1 [

<)

s spper seapirEvary tact Sfertion Wrraschity, sheesits "eamst{m irsct infertion vivel, shimite, phavyngids *mp‘ drstoey ‘*’&:t
:-:}.fect..m me"pxe:mo‘ﬂm_ Eefectine, Tackeobronwohids, vival upger \eag}n\a*cw wavt iefectica, wasg;lm_ et
Vi Efection, Saphyleroccal phanmeitiy, toneiltitts, wHal pharnmgits, soste shrsiis, _uzsuphanm_m_,
pheraeits siegocorcal, trackertis, ypper ;E_g.u'smn foact infertion bacterial, Teawclitiz
bacteial, Es:ﬂct{iﬁ_' ferywzitiy virzl, orophenmsges caelidias, respivatory rooilissiy, vive! rhinitly, zopte t'»&s;ﬂsth
thincvine infection
.-1 coggh, pooduciive congl, sllergic covgh

dysgnes, deypnes ewartionad

Laboratory sbaormalities worsening during treatrest from besedioe Hsted iu Table 11

Tazhle 11: Treztmeni-surergent hematolozy boratory abmormalities iv POLLTX

LR (=283} %% R (=381) %

Any {rads Crade 3 Grade 4 Ay Trades Crade 3 Grade 4
Anenwa 52 i3 §i R il
Throewhsshomeniz T 7 & i 5
Haulropaniz 93 38 17 iz &
Lymyphopaiia & 43 G 33 &

Koy DEDacskrrmonst, Rd=lanalidromide-deramsthaane,

Combiralon Treafmeant with Boderomib and Devamethason

Adverze reachions dexcribed in Table 13 reflect exposure to D%RZALEX for & medean treatroent
duration of S5 wmosths fsager § o 4.8 wonths) for the duratuvmansb-bortezomidb-
dexamethascne (VY group awd median destment duration of 5.2 wmonths {ranse: 0.2 f0
£.0 months} for the bortezomib-dexamethszone () grovp ta a Phase 3 active-controlled ahu
CARTOE. The mroat frequent adverse reactions (52090 were infuston reactions, disnghes
peripheral edema, upper respaatory tract wafechion, periphersl semsory neuvopathy, cough and
dismmes. The overall sncidence of seriou: adverse reactions was 43% for the DN sroug
compared with 34% for the ¥ proup. Sesicus sdverse veschivas with at Iesst a 2% greater

oty

3% vs Nd 2%6Y, dinrzhen aad atrial fAbrilistion (DY

smcideace in the YV amm compared to the ¥ asm wers upper respiratory tract infection {0 d

d 2% va Vi 0% Yor each).

b s

Mo (=18} of potients in the BVd =

=i

Adwverse vescticas resulted i3 discontinustions for
9% {1=22} in the ¥d arm.
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Tahie 12; Advarss resciisny reported in =10% of paticwts and with a¢ lesnt 3 5%% preater freguency in

the BVd srm CASTOR
Adverzs Rezchion IRV N4 8 ¥4 iN=23T1 %
Any Grade Gyade 3 arzde § Any Grade Geade 3 Lrade 4
Befbeton seactionst 4z 2 a a g g
{-asiraintustinal disonders
Thiarthza 33 3 =} 2 N 0
Yopaiting i a b 3 a {
Geoersd dissrdsrs and adwmiviration site conditicas
Elema peroheratt I3 i { i3 J i
Trrema & i & i1 N i
Infections and infesiatigs
Uppes respiradory fact
ol 3¢ & 2 ki 3 <1
Mervous syatems disorders
Peripheral semsory
meurepathe 47 5 pi] 33 & < i
Respiratory, thoracic sod mwediastingd disorders
IF B 2 14 g i
21 4 2 i1 i 0
D—damﬁmsmaah. Vi=bratermni-desamatiassns.
P Infusion resction includes wems de*&.‘rnm&i b_\.‘ Intnzstimators $iy e relaved s Infiie see serfion o Tofuston Reacosy

Tradowr,

s peviphers?, edome senerslizad edarna, rwe«:‘-phzm sweliing

v TREpAmY ek ifroiion ronchivs Esplirstoey Eact fection vissl, vinis, phanmeRis, respirsiory a0t
fectis, m—W\"mm Flgs defertion wachertwomchit vival upper revpivstory wact nfertion, Iarvmgiths, sespdrstary
syncwsal vine infacinn, siepinfeoecoal ghnemeius tosesiilite, vieal phermaitis, a:m: sisesisists, BEsOpheIYRERE,
Tronckindits, feonchids vinad, pherymeits soremtecoocs], Tackeits, wpper sespivatory wact feferion hecerizl, dronchits
bactevis], qpig J:m;r:_ tarvmsgitgs viral, orophsnmeesl cartidieeds, reepivatevy mooplisaty, vivel rhdnis, aoute toaesiiste,
rhimevinge misckon

congh, wodertive rongh, slleszle cough

gz, dvapnes sxerticsl

y

n

f

Laborstory abnonnadities worsetiing during treatment are lizted in Table 13,

Tabie 13: Treztment-amergent banatolooy laboratory sbnormalities i CASTOR

DVE S8=243) 05 Vo {N=13T} %%
Any Grade Crade 3 Gogde 4 Any Grade Grade 3 Crade 4
Amyaerda 13 i3 g 36 14 §i
Thromsheryiopeniz 2 I8 i¢ 25 23 i3
TMauropemta 58 i3 3 4 5 “l
Lynphopenia &5 43 B b3 3 3

Erv: BeDavarsasovab, Vi=bartermnib-dexamethesone.

N 3

Combinafion Trealment with Pomalidomide and Dexamethasone

Adverse resctions described in Table 14 reflact exposuee to DARFATFX pomalidomide and
dexanethazone (I for 2 wmedian treatrent duration of & months (range: §.03 to 169 monthe}
m EQUUTEUE. The most freguent adverss reactiony (33856} were infusion reactiony, dianhen
constipation, navees, voouting, fatimes, pyrexia, npper vespiratory tract infection, muscle spasms,
back pens, arbwalgis, disziness, meonwua cough and dyspnea. The sverall tcidence of serious
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adverse vesctions wag 4% Serious adverse vesctins: reporfed in 3% petients included

prsvmenis { T

Avdverse reactions resulted in Szcontinmations for 13%6 of patients.

Tahiz 14; Adverss resctions with incidence > %% reportad in FOTTLELS
Body Syatem DEG N=103)
Adverse Regction A Grade (B4 Crade X {9} Grade 404}
Infsion yeaciions’ 3 4 &
Castrointestrual disorders
Diamhea 38 3 &
Constipation 33 & &
Nzasea 8 8] 5
Voawitine 2k 2 ]
Lremeral disordsre and sdministration site condiions
Fatigus ¢ i &
Prrexsa 3E 1 {
Edena pennd 9,1’5* 17 4 G
Actheniz i & &
Now-candiac chest pass i3 [ 3
Fam i 3 3
Infections apd infestations
Upgper resperatory ract safech piE) 4 1
| Sasumenms 15 £ 2
Meatabolion: snd netrition disorders
Hrvokslenna 18 3 ]
rperglvoamiz 13 3 1
Trerseased appatite il 1] [
Adfucenloskelofs] and connectire Hasne disonders
Bulissets spasins 25 1 3
Bark pain 23 & 3
Anhraigis 33 2 &
Pain in extrevaty i5 & &
Bose pais i3 4 i
Mussonioskeistal shest pain i3 2 &
Mervous aystem disorders
Thezinses 2% 2 &
Tremor i% 3 g
Haadacks i7 3 3
Psxchistric dizorders
Arpiaty i3 & &
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Eespiratory, thoracie and mediastingt fizovders
Cousys 43 1 G
Tresones 33 & 1
Masal congestion i 5 2

Eay: D=Ducshmvanst, Pd=pomalidoide-denameda sone.
¥ InSacion reacuive includes tevas detesmined by rvesdpatone 10 b relsied 0 infnion, see sectons on nfoxiee Easchoes
Tefew.
erdavns, adessa peviphierst, pavipheral sweliing,
& sowe donsiliy, WonchEds, lanneits, neeepbaneitls, shanoweits, respivstory sncyhial vives fdscting, yisiedts, sy,
trnaiilis, wpper respirEtoey e krfeodon
Simng infection, posmmvaa, maenEnesi shraicg,
ough, poodisciive cougl, sllergis cough

&

-

o5

Lgboratory shoormalites worsening during treatment are listed in Table 15

Table 15 Treatment-swmerrent bematology Iaboratery abmormalities i EQUTLEDS

DRG=182) %
Any Grade rade 3 Grade §
Throwhoeviopenia i i ig
NMegmopenta &3 B 46
Drosphoenis o 45 26
Ky DeDaverntivaad, Bi=ponalidoysde-lmmnudayone,

Monolherapy
The safety dats refect exposure to DARFATEY is 156 adul patteats with relapzed and
refractory multiple myveloma treated with DARFATEX at 18 meke ta Buwer open-label, clintcat
R - o Rl B
trials. The median durstios of exposure wes 3.3 months {range; §.0% 1o 3004 months). Berious
dverse reactinme were reported @ 51 (33%) pavtesmts. The most frequent seriouz advesse

5

reactions were prenmonma (599, peneral physical health detersoration {336}, and pyrexes {3845

W5} petiemts, most frequently for
& (4% pattents.

Adverse reactionz ocomring i af lesst 0% of petients ave preseuted 1 Table 6 Talde 17
deseribes Grade 34 labosatory shronmalities reported ot 2 rste of 2310%
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Tabie 16 Adverse resctiong with incidenes =30% In patients with multipls myeloms treated with
DARTALEX 16 mp'ks
DARTFALFX 16 mghe
MN=155
Incidewee (95}

Adverse Resction Aoy Grade Crade 3 eade d

Infuston geactingl 48 3 3]
Gepersl dlssrders and sdministration site conditions

Fatigue & 2 &

Dyrexia 31 1 &
Respivstory, tharscie and medisstival disorders

Cough 21 3 2

MNasal sonzesticn i7 & %)

Brrspunes i% i &
Minsendoohalatal and connentive fisane divorders

Bark pain 33 2 G

Avthraleia i7 3 G

Pain 1n extremnsy K] 1 &

Adsmoaslosioalstal shest - 2 1 4]
Infections and infestations

Upper respirabary Taetd mferfios 28 i 3]

Wasopharnistis i5 ¥ &

SR il & §

Txasfrointestivegl disorders

Havsea 37 [H] g

Biastiea i 1 2

Cosatipation 1% [ 4]

Womsting id [ &
hfstabolizm and sutvition Ssnederg

Becreasad appeiite [ is [ i [ &
Nervows syvstan dizorders

Hleadache [ i [ 1 [ &
Yascular disseders

2

befmw
3

Pozenends alve inchisdes the tawws skepierocoal prsancnia xd fobas preswonis.

Table 17 Treztment emergent HFrade 3-4 lboratury shnormalities {=18%%}

Tofision rracion includes teoms detarmainad o investasiors 30 W related W0 Efusicn, see secton s Infosion Feactions

Darstumumsh 16 meks (=158}
Any Grade (%9} Grade 3 (953 Crads 4§90}
Amesiia 43 19 7
Theomboeyiopenia 48 i B
Keutropeysa &8 13 B
Lymphopenia T2 3 I
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fnfussion Reactions®

In clinical frials (monctherapy and combination freatments; N=1702} the ncidence of agy grade
snfuzion reactions was 3656 with the ot {16 moky, Week 1) mfusion of DARTATEY, P with
the Week 2 infusion, and comulatively 6% with subeeguent infisions. Less thar 1% of patients
had a Grade 374 infesion reaction at Week 2 or subzequent snfuzions.

The mediay Hme to onset of 3 reactton was 1.4 bovrs {range: § fo 72,8 howrs). The tonidence of
wnfizion modification due to reactions waz 353%6. Medizn durabions of 16 mgilg infusion: for the
1% sweek, 2% week and xubsequent infusions were approximately 7, 4, and 3 hours respectively.

Severs mfusion reactions incloded broachospesm, dysonee, larmages! edema, pulmonzer edama
hypoxiz, and bypedensicn. Other adverse infiisinn reactions included assal congestion, congh,

chills, throat dvitation, vomiting and nassea.

When BARFATFEY dosing was inferrupted in the %e.-a‘ti:_\g of ARCT {(Swdy CAIRIOPEIA) for a
medan of 3.75 {tange: 1d4; &7 months, wpon re-initisticn of DARFZATEYX e wcidence of
IRE: was 11%% at Svst sfusion followsng ASCY. Isfusion sateddilution volnme used upon
re-initiation was ’5 that weed for the lazt D %R_‘_.ALEY rafissiog prior to stersption dus fo ARCT.
RRs ocowymg st re-tushiatton of DARTFAI FXY fllowing ASCT were conststeat o termis of
syanpoms and severily (Grade 34:<1%) with those repovted in previcusz studies st Week 2 or
spheequent infuetons

In EQUULEUS, potieat: secetving  daratumumab  combingiion ireadmest (=877 were

sddsnistered the Hest 16 mg'lr darstusnnirab dose st Weel: § split over two days te. Bmghg on
Pray 1 and Day 3 reapectively. The wnnidence of sov zrade sfssiou-velated veactions waz 4398,
with 368 of patients experiencing iofleing resctions on Day § of Week I, $% on Day 2 of Week
1, and 3% with subsegnent infosions. The median time o onset of & veaction was 1.8 hours
{renge: {1 to 34 hours). The wmeidence of mfasion ftltmpt.ms due fo reactions was 30%.
Aedian durating: of wfestons were 425k for Wesk I-Day I, 42k for Week 1-Dayv 2, and
3.4 howrs for the subsequesst infusions,

Herpes Foster Wirus Heactvation

Frophylaxis for Herpes Jogter Virns reactivation was recornuended for patients in some olyical
trizls of DARFATEX In monothevapy studies, herpes zoster was reported it 3% of patiests. In
the cowbmstion therapy studies, herpes zoster wos reported in 3-3% of patients recetviag
DARFATER

fnfectionss
In patietts recetving DARFATFX combination therapy, Grade 5 or 4 infections were reported as
Folbowea:

[

Relapsedireffactory patient stdies: T
Mewly diagnosed patieat studies: B-VLE: 13-%.,
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Prewmonia was the mest comranaly reported severe (Grade 3 or 4} infechion across shadies. In
the active controfied studies, discontinustions from restment due to tofeetons {1-4%) and fxdal
wfections were gensrally infrequent sud balanced bhetween the DARFATEXY comtainsng
regimens and sotive control acms. Fatal infechions were primarthy dise to preswonis aad sepsis.
5.2 Immunogeniciy®

Az with all therapentic proteing, there i3 the potestial for immpaogeaicity. The detection of
aatibody formation i@ highly dependent oo the sencitivily aud spectficity of the assay
Addmionaily, the ohserved incidence of satibody {incloding nevtealising antibody) positivity i
an azzay wmay be mfluenced by several factors scludwyg assay methodology, sample handliog,
tiviing of semple collection, concomilant medicsbons, and ooderdyme dizesse.  For thess
ressons, conpacizon of the mcidence of anttbodies fo derstumurasl i the studies deseribed

below with the tncidence of antibodies in other studies or to other products may be misleading.
In clinies] tisls of patients with multiple myeloma tested with DARFAT EX as smnonotheragy of
s comtbination therapier, uone of the 1Y evaluable monctherapy patients, aad 2 of the 713
commhination therapy patients, tested pozitive for anti-darsivrumab antibodies. Due petiemt
adumsistered DARFATEX 25 combinstion therspy, developed transtent newtralizing aatibodies
apatnst darstumaesel,. However, this aszey has lmdtations my defecting  anti-daratomuemab
antibodies im the presence of Wgh coacentrations of daratumupmaly; thevefore, the moidesce of
antibody development might nod have been reliably determined.

g Experience

3 P

The following adverse reacticas have been identified during post-spproval use of DARZATFX
Becauze theze reachings are repoeted volustandy Hom 2 population of wneeriasn size, 3t iz not
ahways possible fo reliably estimate their Sequency or establizh 2 cansal relationship to dwg
EXpOTHYE.

Snpwiwere Sysiean divorders: Ansphylactic repetion

T DRUG INTERACTIONS
7.1 Effects of Daratumumab on Laboratory Tests

Interference with Indirect Aatiglobulin Tests {indirect Coombs Test)

Prarshunuemab bnds to CO38 oo BBOs and datecfersz with compatthslity testsag, achadag
antibody screening and cross matchmy. Deratumpmab interference mistigaticn methods mcdinde
tresting resgent BB with duthuothraital (0T T) 1o disrupt darabemusnab binding [ree Ssferencer
(1337 or genntyping. Since the Kell blood group syatem 1s alse semesitive to DTT teatment, K-
negative naity should be supplied afier mling out or Wentifviug allvantibodiez vsing DT T-freated
RECs.

¥ an emergency transfusion iy veguited, non-crosz-matched ABGRRT
given per local Wood band: practices.

-oomspatible EBC: can be
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Interferencs with Serum Protein Flsctrophoresis and immunofixation Tesis

Daratumypmab may be detected on sermr protefn electrophoresis (8PE) and fmenunofixstion
{IFE} =sanys used for wonitoring diseass monoclonal svmmacglobuling (3 protetn) Thiz can
fead to filse positboe SPE aod IFE azssy resuls for pablents with gl Lappa myeloma protein
wmpactng iatial sssessment of complete responses by International Myeloma "Working Group
{IMWGY criteriz. In pabients with persistent very good partial resposse, where daratimumab
wferference i3 suspected, consider naing g FRA-approved darstusrsmabe-specific IFE assay to
diztinguisk darafomemab Som agy remadning endogenous M protein o the patient’s serusy, to
facilitate determination of a2 complete respouss.

& USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Fisl Summary

There are 0o human dats to sfoon a vzl with gee of BARZAT FX dunag pregnancy. Anteal
studies have not been conducted. However, there are climcal considerstions [ree Cfiwicad
Considerafions). The satimated Sackgrousd sk of major birth defectz and miscarriage for the
indicated population i nksown. Al presnancies have 2 background rigk of barth defeet, foes, o
other adverse putoomes. In the UE geners] population, the sstimated backgrownd nisl of magor
hirth defectz and mtzcarniape 3n climeally recognized preguancies f3 2-4% and 13209,
respectively.

Clinical Considerations
FelaiNaonatal Adverse Beaclions

Imemunogiobuln G (3zG1) monocinaa! antibodie: are transferred aeross the placents. Based o
its mechanizm of sctior, BARTAYEX may cavse feisl wiveloid of ymphoid-cell depletion and
decressed bone density. Defer adwminiztering live vaocines fo necnates sud nfaots exposed to

Arimal Data

Mice that were menetically modified fo eliminate a8l T3S expressing (CD38 knockowt nuee)
had reduced bore denzity af birth that recovered by 3 woaths of sge. In cynomniges mookeys
exposed during prepusicy to other monoclonal antibodies that affect leubecyie popndations,
mnfant monkeys had a veversible reduction i leskooyies.

8.2 Lactation

Risk Summary

There iz a0 toformation regarding the presence of darstumumed in kouass mitk, the affectz on
the btreastfed child, or the affecis oo aulk production. Human gl & inown to be preseat in
human mille Poblished data suggest that antibodies o breast mily do niod enter the seonats] aad
mfant creulations in substaatial amounts.
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The developmental aad health henefits of breast-feeding should be coustdered along with the
maother’s clinicsl need for DARFATEY and any potential adverze effects nn the breast-fed child
Fom DARFAT FX or from the underlying maternsl condition.

8.3 Females and Males of Reproductive Potential

Loniracephion
To avoid exposee to the fus, women of regreductive potential should nse effective

contrseeption duriag treatrent aind for 3 moaths after cessation of BARFALEY trestment.

8.4 Pediatric Use
Bafety and effectivesesy of DARZALEX w pedigtnic patiants bave not been established.

8.5 Geratric Use

Of the 1702 patients that recetved DARTALEN at the recommmended doze, 353% were 85 to 72
vears of age, and 0% were 73 wears of sge or older No oversil diffecesces in aafbly or
effectiveness were cheerved between these patisnts and younger petients fes Clfuion’ Studier

L1 10
{_f{;;_!v

11 DESCRIPTION

Dharatumnenab 3 an wnancgicbofin G keppa Jg6ly) heosnes monocionad sutibody agassst
CLEE antigen, produced 2 mamwwalian cell Bre (Chinese Hamster Ovary {THOT) uwewmg
recornbinant DMNA echnology. The molecslar weight of daratwmwmsb 3 approxusstely

143 §Ba

DARZATEY w2 supplied a3 a gplogesy to pale vellow preservative-fres solutine for intravencas
fnfusion to single-dose vials, The pBE & 53 DARFATEY must be diluted with 0.994¢ Sodiam

Caloride Injection, USP oo Dasage and dreisiration (343

Fach DARFAYFY aingle-dose 20 mi. wial comtatny 400 my darsivmunssh, glecial aeetic acid
37wy, meaunitol (G100 ms), polyvsorhate 28 (Bmg), sodime acetate tikyedrate (593 ;g

E=

H
i

sodiug chioride (781 mg), and water for miection.

Fach PARFALFY zipgle-doze 3 mb wial condaine 100wz davetenumed, glacial acetic acid

12 CLINICAL PHARMACOLOGY
2.1 Mechanism of Action

CI58 i3 s ransmembrane shycoprotetn (4% ¥} sxpressed on the surface of hemstopoiatic calls,
wmechading wultiple myeloma aad cther cell trpes and Husues and has monitiple fonctionz, such az
receptor mediated adbesicn, ggnalins, e modulation of ovclase and hydeolase achvity.
Daratommaeab s an IgGis human sweacclons! anttbhody Grdl’ thet btads o D58 and ohibits
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the growth of CD38 expreszing fumor cellz by inducing apoptosis divectly fiwoush Fo mediated
erosy liding 23 well as by tmwnune-mediated tunog cell brsiz theough complement dependent
eyiotoxietty (CDH), aatibody dependent cell mediated oviotoxicity (ADCTY sod aatibody
Sepepdent cellular phagooytosis (ADCTL A sobueet of movelodd desived zuppreszor cells

SODRSHMEETS), repniatory T cells {CD38+Thg) and B cellz (CD3&+Hee) ave decreased by
daratumpmal.

12.2 Pharmacodynamics

NE cells sxpress CD38 and are susceptible o devatienumzb msedisted cell lysss. Decreases in
ghsolute counts and perceatages of fotel NEK eells {CDISHCEISGH) and  activated
{CDISHOTSEEy NK cella in peripberal whole hirod and bone wmarrcsw were obaerved with
DARTAT FX wrestment.

Cardiac Flectraphysiology

DARZATFX as 3 large protein haz a low Ukelthood of direct iou channel tferactinny. There 38
fno evidence from aon-clinies! or clinics]l data o suggest that DARFAT FX has the potential to
delay vemtrivulzr repolarization.

1.3 Pharmacokinetics

Orey the dose range frosm 1 to 24 oogkE as monotherapy or | to 16 mpthy of DARTATEY in
combination with other treatments, uocreases in areg vader the concentration-time curve (AT
were tuove thas dose-proportional.

Following the recoramended dose of 18mghy when DARFAIEY was administered ag
maonotherapy or i combination therapy, the mean senum taximal concentrabinns (T value at

the end of weeldy dostng, was approxiuately 2.7 to 3-fold Ingher compared to the mess serum
e following the first doge. The mean + standard deviatica (S0 trough serom concentration

ogny ab the end of weekdy dostng was 573 = 332 peinl when BARZATEY was aduineaterad
ay moncthersgy and 533 = 18640 807 = 251 pg'mb whea DARTATEY was adwministered ag
combinaticn therapy. Split dostng of the first dose resplted = a different TK profile in the fest
day compared to atngle dosing; however, zamilsr Cupar and Cegp concenirations were both

pradicted ang chserved fiuflowing the administration of the second spitt doge on Wesk | By 2.

When DARFAT EX way administered az monotherapy, deratmunoab sfeady stale was schieved
approximately § mouths inte the evary d-week dosing period by the 219 lnfvsiog), aud the mean
= 5% ratio of Qo 3t steady-state o (o after the At dose was 16 =05

Edistribution
At the recomuviended dose of 16 mgds, the mean £ 8D central volume of distribotion waz 47 =

1.3 1 when DABTATEX was administered as monotherapy and 4.4 £ 151 whes DARSATEX
wag adntinistered a3 combination theeapy.
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Edimination

Draratummnmal olearance decreazed with incressing dose and with mwltiple Jdosing. At the
recopmnended dose of WS mpks of DARFATEY a2 monctherapy, the mesn = 5B linear
clearancs was sstitaated to be 1714 2 053 i tday. The mean + 5D estimated terminad half-life
associated with Ynear clearamce was I8 =P days when DARTFAIEXY administered az
moaotherapy and & reean of 23-23 davz when DAVTATLEY was admmizterad 2s comtbination

Specific Popaiations

The following population characteristics heve no clinicslly mesninghil effect on the
phanmacokiustics of darstontensh o pefients administered DARZATEX ax monotherapy or &
combination therapy: sex, age {31 1o 03 yearz), mild ffotal hilirgbia | io 1.5 tives upper limast of
normat (ULN) or aspariate amnotratsaminase {ASTIFTLNT and sooderate (foial Wlinsbia 1 3 to
3 times ULX and any AST) hepstic impalowmeat, or ress] snpeingent [Crestinine clesrsuce
{Chan) 15 -89 mlamin]. The affect of severe (intal hilbmbin >3 tmes ULN and any AST)
hepatic unparment i solucen. Incveazing body weight incressed the cestral volume of
dizgtribution and clearance of darshumumab, supportig the body weight-baved dosing regtinen.

Brug ideractions

Clintcal phermecokinetic assessments of daratunyumab o combination with Jensbdesnide,
pomelidomide, thalidomide, bortezomib and dexamethasone wmdicated no chowailby-relevent
drug-drug interaction between darstemumat and frese small moleenle drugs?!

13 NONCLINICAL TOXICOLOGY
131 Carcinogenesis, Mutagenesis, Impainment of Fertility

No carcincgenicity of genotominity stdies have been condncted with darstuemamab. No antmal
studies have hean performed $o evaluate the poteatial effects of dersturumab on reproduction or
development, or to determine potential effects ca fertility in males or females.

4 CLINICAL STUDIES
4.1 Hewly Diagnosed Multipls Myeloma

Combination Traatment with Bovteromib, Melphalan and Predmsone (WP} in Patienis
bnshoible for Autoloonus Stem Cell Transplant

ATCOYONE (NCT02193479), an open-label randomyized, sctive-controiled Phase 3 stdy,
compared treatinent with DARTZATEX I8 mpfy i combination with borlercmib, melphalen
and predotzose (D-VME), to treatmient with WVMP o patiends with newly diagnosed mulbple
myeloma. Borferomil was admxinistered by soboutamecns (3C) injection af a dose of 1.3 mg'm?
body surface area tosce weeldy at Weeks 1, 2, 8 and § for the Sest Sovesk oycde (Syele 1) §
doses), followed by oeice weeldy adinindztrabions at Weeks 1, 2, £ and 5 for edght more Sowesk
cycles {Uroles 2.9 $ doses per oycle). Mafphalan at ¥ mzine’, and predudsone at 60 me'm? were
orslly admisistered on Dayz 1 fo 4 of the nine $owesk oycles (Cyeoles 19), DARFAIFX

s

treztrnent was contited watil disesze progressios of unacceptable toxicity.
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A total of V06 patients were randomized: 330 to the D-WVMP anw and 356 o the VXIP arm. The
baseline demoeraphic and dizease characteristics were simtlar behween the bwo tresiment groups.
The median age was 71 {range: S0-03Y vears, with 30% of the pattents =75 vears of age. The
mgjorsy were whate {85% * bad sn Eastern Cooperative & On seolagy Group
{E00G; performnance zonre of 8, 50%6 had an BECOG performauce scare of 1 and 353% had an
ELOG performmore scove of 20 Nineteen percest of patients had ISS Stage T 42% had
Intermational Staging Systesn (185 Stage I mud 3536 had IS Stage I disesss Eficacy was
evaluated by progression fee smrvrval {TPFE) bozed on Internstional Myelome Working Groug
{IMWGE) ceterts

AT CYONE demonztrated en unprovement i PFS in the D-VAP aon a3 comparad o the VM
arm; the median PFE had not bees resched o the T-VREF amm and was 181 woaths (05%
CLISE3, 1931 in the VAP am (hamard satio [HR]=0Z; 05% CL §38 §.85; pob080Y%
repfeaerxng 50% reduction tu the risk of dizease progression of Jdesth in patients freated with D-
X Ly

Figure Iz Kaplsn-Rleier Corve of PFS in ALCYORE
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Addmional efficaey resulis from ATCYIONE are pregented in Tahiz 18 helow,
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Table I Additional efficary resulte from ALCYQNE

VAP {w=356)
363 (73.5%)

Orvezall response L R+CRAVERESPRD a1
pvatua
Stringent conplele resgraze {sCR}
Crzaplete rospoase (TR}
Very good partial resposee (WEFR)
Fartiz! respraice {FRY

BT nepabivity vate™ © ot

5% 2T 945

rvalus® =000

attents with UK or better™ ey | 35 430 753

¥ B4 385

LW EF = dwsmarmarreah-bartezosb-melpbalan-weduisone; VIE = badesemihaastnbalan-preduisess; |

reabiuad divesee; U1 = coufifence tntesval

*  Based on fmeni-to-trast mopoistinn

5 pevahee Fowe Coclean Manel-Feenazed Cli-Sonered test,

Baved sn Svexkedd of 107

vaive Tous Fioher's ezacy igst.

o[ | | -2
2 A == 2] D]

5

In responders, the medisa tene 1o regpoase was 079 months {raage: &4 fo 1355 mooths} in the
BWVMEP group and €82 months {ranger 8.7 fo 128 monthe) @ the VAP groap. The median
duratics of response hisd not been resched in the DOWMFE aroup and was 213 months {rsuge;
Q.54+, 257+ m the VP zroug.

Combinaiion Treatmend with Borteromsib, Thalidomide and Dexamethasons i Patiends
Ehoible fir Autologous Stem Cell Transplant {ABCTH
CARSIOPEIA (NCTOR541585), an open-label, randoamnized, active-combrolfed Phase 3 -

with bortezomib, thalidenide and dexamethasone (DVTAY fo twesbtment with boreznah,
thalidomnide and dexsowthasome (WVI4) wn pstients with newly dizpuosed owiltiple swveloms
eligitde Yor ASCY. The comsolidation phee of treabment began 3 meirdmwem of 30 days post-
ARCT, swhen the patierst bad recowvered suffictently, and engrafbtment was complete.

Borteromib was sdomiaistered by subcntanecus (30} mjection or fatvsvegous {TV} ugection st &
i3 mg'm® body surface ares teice weeldy for two weels Days 1, 4, § and 1) of

repeated I8 day (doweelt) wduction treatmest oycles (Creles 1) and bvo conaclidaticn cycles
{Cwelez 5 and &) following ABCT after Oyele 4. Thalidomide wae sdmindstered orally st 190 mg
dasly during the six boctezonmih ovclez. Dexarcethasone {oval or intravencus’ waz aduunistered at
40 amg on Davs | 3, §, 9, 13, 16 of Cyeles 1 and 2, and at 46 me ot Days 1-2 and 28 me on
subseguent dosing dave (Days & 5, 15, 18 of Cyeles 34 Dexamethasone 20 mg wag
adhmisatered os Days | 3, 8, 8, 15, 16 in Oycles 3 and §. i the davs of DARFAT EX infosion
the dexamethazone doze waz administered intravevonsly as & pre-infssion medication. Dose
adiustieents  for bonesomib, thelidomide snd dewsovsthasome were apphed asccovding o
tanufichsrer’s presoribing fnformation. 2
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A ol of 1083 patients were randomized: 343 to the VT anw and 542 fo the Y14 arm. The
baseline demapraghic snd diasase charscterizties were sitntlar hetwsen the fwo regtment groups.
The median age was 38 {ranger 32 fo 65 vears). The majority weve male {39%), 48 % bad an
ECOES perfovmance score of 4, $2% had an ECOG g_ufmmamu score of 1 and 109 had ao
ECOG pevformance seore of 2. Forty percest had ISR Stage I, 453% hiad ISE Stage I and 13%

had IS Stage IB dizesss. &)

Efficacy was evalvated &y the stringent Complete Response (SURG rate at Day 30 post-
tranzplant.

Tabie 19 Efficacy receits froee CASSIGEETAS

EXIdda=343 P safus
Fesponse sesessnsent ey 151 post-sranspdam
Stringent Cranplete Response (=0RY 00510
£F, or battar (2CRLEY RIEEEN
Vary Goed Partial Respense or hefar
fﬁf"&*ﬂ“ SNGEEES 453 433 T8 G5
3 133 168¢ 35‘ 5“@ <0968
{2575, S0, 3150
Ciddis satio wﬁﬁx 255 O 208481

D% Ts = darathovrans-tovdarrosh-islidcmide-derametharame; = barezenib-thatidomide-danametiascess;
JiRTS = mminimal sesidnal dieave; (7 = conldancs interval; HR= Ha:sx‘d Raic

* Basad o seni-fo-rest populssine

% porgbse Som Cockesn biantel-Feasge] Dl -Sepsered sast

° Oy inchudes patient who schisved ST gspstiviy Sresbotd of W and CF or batter,

¥ himsvel-Hystaget astimate of the commmon sdds rats for sosifed sairbes i el

CARSIOPEIA demonstrated an imsprovestent 3 FYS in the DY T arm a5 compared to the ¥
|/rm; “ 1th 2 median follow wp of 155 wonths, the median FFS had not been reached in exther
arm. ¥ Treabment with T 'i:d*ﬁmtxed 1 a redhuchion o the sk of progression or death &y 53%
compared to YT slone (HE=0 47, 85% Ol 833, 067, po GO0TY
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Figore 3 Kaplan-Meier Curve of FES ju CASSIOPELS ¥
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4.2 Relapsed/Refractory Multiple Myeloma

Combination Treatment with [ enslidomide and Dexamethasons

POLIUN {ROTRINTSH09Y, an open-label, randomized, active-controdled Phase 3 rial, compared
teeatment with DARSALEY fSmghkr in combiaation with lenslidomide and low-doze
dexamethasone (DR} to reatment svith lewslidomide and lov-dose dexamethasone (Bd) in
patients with mnltiple ravelows who had repeived at least cne prior therapy. Lenalidomide
{23 mg once datly orally oa Davs 1-21 of repeated 38-day [d-seek] cycles) was gives with low
dose oral or tvavencus dexarsethasone $0mefwesk {or 2 reduced doze of 30 mgiweek for
patiersts »75 years or body mazs index [BMI] 185 Oa DABFATEY wfoston deys, 20mg of
the dexamethazons dose was given as 8 pre-infusion medicstion and the sematader given the day
after the infisicn. For patienty on a reduced dexamethasone doze, the eutire 20 mz dose was
given as a DARFAFEX pre-infusion wedication. Doee adjustmests fiov lenabidoumudes sad
dexamethssone were applied according o manufacturer’s prezortbing information. Trestment
waz continned & both anms vt disesse grogression or unaccemisble ooty

A total of 560 patients weve randomized; 286 fo the DEd xwm and 383 to the Rd avmm. The
bazeline deswosraphic and disease characterisbios were similar betwesn the DARIATEY aad the
comtrol s, The median patient age was 65 vears {range 34 to 89 yvears), 1% were 73 vears,
3% were maler 6955 Uaucasian, 18% Asian, and 34 African Sowericass. Patterstz biad received =
median of 1 prior Une of therapy. Sixty-thres percent (63%) of patieats had received price
zutclogous atem cell trasspdantation (ASCT ) The majority of pattents {86540} received a prsoy PE
5% of patients kad recetved 8 prior dmsmunommodulatory agent, inclnding 8% of pattents who
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had received pricy lesalidomide; asd 44% of patients had recehved beth a prine Pl and
wwaomodalsiory agent. Af baseline, 27% of patients were refractory $o the last line of
treatmest. Eightees percent (18%9) of patiemts were refractory to 2 Pl cnly, and 219 were

refractory to borbezomib. Efficacy was evaluated by PFE baszed oo IMWG crtteria.

POLLIUY dewmoustrated an wmprovemrett ta PFS i the DEd arm as coanpared o the B som; the
median PFS had wof been reached in the DRd s and was 184 months in the Bd arm
{HR=(137; ¥5% CI 027, 0523, o000, representing 83% reduction in the nek of dizease
progrezzion of desth i paitents treated with DRA.

Figure 3 Kaplse-Mafer Curve of PFS in FOLLUX
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Additicnal efficacy vesults from POLLUX are presented is Table 30 balcaw,

Tabla 20:  Addisens] efficacy results from POLETX?

BE# {n=186) R {n=283}
Croarall responce URACRAVERRAPR) 3%5) 23174654
piakue”
Btriszent rompdets reayonse {sCRY 2y
Cowmplete rasponss {CR} T4 %)
Vary good partial sespowse (VEERS Q3 {2250
Farial respoqse {TR) 48 {16.8%3

DFd = daranemmnal- lenslidrmide-dexamethaane; Fif = fenelidomide-deramathasone
Hased on Inveat-tr-weat popaiaiion
pvatus Sown Crckern Mantel-Baensesd Chi-Rgsered pzet

x
14

In responders, the median time to response waz §moath {range: 8.5 to 13 moaths’ m the TRE
grony and LI menths {range: 0.8 to 10 monthe} in the Bd group. The median dusations of
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£

rezponze had not been reached in the DRd gronp {range: I+ fo 198+ owousths) and was 174
racwths

e
3

range: L4 to 18.5+ months} in the Bd sroup.
With 8 medias follow-np of 13,3 months, 7
wn the Bd group.

3 deaths were chaerved; 30 i the DR group and 43

Combination Treatwent with Borteromib and Dexamethasone
CASTOY {NCTHIRS154), an open-label, randomized, active-comtredled Phase 3 trial, compared
pabment W SEFAT RS mrks wm combsnation with hotezorash wamethazons
treatment with DARFATFEY S mgkg Beaati th ot th and dexameth
{OWd), to treattment with borferomib and dexsmethazone {Vd} in patieats with sultiple mysioma
whe had recetved &t Ieast cwe prior therapy. Bortezomib was adavisiztered by 8C ayection of IV
infision & & doss of 1.3 modm?® body surface area bvics weeldy for two weeks (Days 1, 4, §, and
11} of repeated 21 gav (G-week) treatunenst cyelez, for a total of 8 cyoles. Dexamethazone was
adrismistered orally st 5 dose of W mg on Daye §, 3, 4, 5, 8, 5, 1L, sud 12 of esch of the §
bortezoamib cycles {88 mesweek for twe put of three weeks of the bortezomib oyelel or 3 reduced
dose of 20 mprweek for petients »75 vears, BRI <183, poorly controlled disbetes mellite o
prior imtolerance o sternid therapy. On the days of DARFATEY iofision, 20wmg of the

devamethssone doge was administered 37 & pre-infosicn medication. For patients on s reduced
dexamethssone dose, the enfire 2Cmg dose was given a3 a DARFATEN pre-infusion
medicatica. Bordezomib and dexamethasone were given for § threeweek oycles in botk
trestmemt atmy; whersay DARFATFY wez glves unttl dizesse {wogression. Howsver,
dexmuetizone 20 mg was coutinued a2 a DARF AT FY pre-infusion meedication ta the DV am.
Bose adjustments $or bortesomib and dexamethesone were applied according to rossfactorer’s
prescribing sfbrmaticn.

7
?

A total of 498 patients were randossized; 251 fo the DV aom and 347 fo the Vd arrm. The
hazeline demographic and disease charactenistios were simdlar befween the BARFATEYX and the
cortrol ann. The median patient age was 84 years (rangs 30 to 88 vearsy;, 12% were 273 vears,
7% were male;, 37% Capcasian, 5% Asiag and 4% Afican Awerican. Pattents had received 2
median of 2 priov Unes of therapy and 1% of patients had received pnor sutclozons stem oelf
transplantation (ASCT) Sixtysuwme percent {8996} of patients had recerved a prior P1 {58%
received bovtezomiby and 6% of petients veceived an smminomoduistory agest {43% received
lemalidomide). At bazelme, 32% of petients were refractoay to the Iszt line of treatment and the
proporitons of pattents refraciory o ey specific poior therapy weee in general well halanced
between the treatmest grovps. Thirty-theee percent (33981 of patients were reftactory to an
fmemcdulatory agent ondy, with 34% patients o the DV s and 35% of patientz in the Vé
arm respectively reffactory to lenslsdosnide. Efffcacy waz evaluated by PES bazed cn IOWG

CARTOE demonstrsted an improvemend in FFE in the BV anm as compared 1o the Vd avm; the
raedian PFS Siad not been reached & the DV sre snd was 7.2 months in the Vd avm JIR [95%
OIF: 430 {628, 4.33); povalpe 2 QUMD vepresenting 2 619 reduction  the nsk of diseass
progression of death for pabients frested with DV versus Vd.
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Fipure$:  Kaplan-Meisr Corve of PFS in CASTOR.
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Additional efficacy results from CASTOR are presested in Table 31 below.

Table 2k Addutonal efficaey resulis from TASTOR®

Trooralf sesponse GCRACRAVEREAER)
Fovalus" <
Stringem o = rexponse §sCR}
Complete resprass (IR
ooy moand partial resrons (WEPRG
Partal responss TR} 5

0¥ LA e

Ay W Y e

Lrdd = darsosumumest- brotrecsndl-dexamehasone; Wl = bartencerb-deeenostBasone
b Bacsd oo Sevnt-te-traat pgralatice
* povehse Sow Cockess Manvel-Eaenses] Chi-Ssared dset.

I vesponders, the median fime to response way 4.8 montlis (range: 87 to £ wooths) @ the DV
groug and 1.5 months frange: 0.7 t0 3 montha) w the Vi group. The median duration of response
had mot been eached in the DV group (ange: 14+ 1o 14,1+ moaths) aod was 7.9 monthes {14+
tes 13+ months) i the V4 group.

With 5 median Sollovw-up of 7.4 menths, &5 deaths were obzerved; 29 i the VY proup snd 36 in
the Va group were ohaerved,
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Combination Treatment with Pomalidomide and Dexamethasone

EFUGULETS (MUTOGIPEETEY way an open-label wial o whieh 133 petients with multiple
myeloma who hed received a2 poior FY and as imwmmmomodulatory agent, received 6 mgks
DARFAIFY in combination with pomalidenside sud low-doze dexamethasone et dizease
progressing. Pomalidomide (4 mg once daily orally on Days 1-21 of sepeated 38-day [d-wesk]
cycles) was grven with low doze oval or wtravenous dexsmethasone 0 my’ week (reduced dose
of 20 mgiwesk for patiemts F75 vears or BAE <iR5) O DARFAT EY infusios days, 20 wmg of
the dexamethasone dose waz given as 3 pre-tofusion medication and the rematader given the day
zfter the infuzion. For patients on 3 reduced dexametiascne dose, the satire 20 mg doge was
given as & DARTAT EX pre-infusion medication.

The wedian patient age was 63 vears (range: 15 to 86 years) with 830 of patiawts =75 years of

§ge. Patients m the stedy had received a median of § prior lines of theespy. Seventy-four percent

{F4%) of potiente had received prisr ASCT. MNinety-eight peroeat (98%) of petisnuts received
prioy bortezorib regtimet, and 35%% of patients recepved prior carffizorads. Al patieats received
pricy lenalidonnds treatment, wath ¥8% of petieats previousiy trested with the combinstion of
bortezomib and lenalidemside. Bighty mine percent {890 of pattesiz were reffactoy o

i

lenalhidomnide and Ti%e reftactory o borezomil; 4% of pattents were refractory to borfesomih
and lenafidoamide.

Efficacy vezullz were based on overall response rate ss detenmined |
Commiites wsing MO criteria (see Table 323

¢ Independent Review

Tahle X:  Efffeacy vesults for E{QAULEUS

N=163

Orverall respoase rate {ORT &1 (39205

8595 O {453 (481, 68 83
Sininzent cosnplete reaponse (sUR) BT 8%
Conplete respotge (CF) § AN

Very sood partial rezponze {VEERY

Parnial respoase (PR

ORE = sCRCRAVEIRATR.
i = Confidenca Eaterseal

The median time $o response waz I montk {range: 0.8 to 2.8 months). The medisn duration of
rezponse was 136 mouths {range: .9+ to 146+ mooths}

Monctherapy

SIRIEES (WOTOISESINS), was au opeg-lsbel frial evalosting DARIAFFX smeonotherapy it
patients with relapsed or refractory woltiple wveloms who hisd received 2t least 5 prior knes of
therapy including & proteasome indnitor and an snmonomedaiatory agent o who were doutle-
refiactyy to & protessoras  Inhibitor and su wnunomedolatory sgent In 106 patients
DARFATFY ISwmmpks way adminstered vith pre- and post-infuzion medication. Trestmest
conttnued until uhacceptable toxtcity or dizesze progression,
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The median patient age waz §3.5 vears {renge: 51 to 84 vears), 40% were male and 799 wers
Caucasian, Pobieats had recetved a median of 3 prior bnes of therapy. Esghiy percent of pabieats
had recetved prinr autniogops mem ool taneplastation (ASCTY. Prior therapies imcluded
bortezomb (595, lenalidomsde (9995 pomahdomide (83%) amd carfilzcendh (30%3 At
basehne, 97%% of pobients were reftactory to the last ltoe of tveatoent, 905% wers refiactory to
both, & proteascme inhivtor (P and imevnomoedulatory agent, and 77% were refrsctory $o
slfcvisting ageats.

Eficacy results were based on overall resposse rate s determnined by the Independent Review
Dommtties assessment veing INWG critedia {see Table 231,

Tahle 3%  Efficary results for SIRIUS

Choegall respouse rate {ORRG
G536 O {943

S&ingent complete reaponse {sCR)

Cosmplete response (CR)

Very pond partial response (WOPER 10 {0 4%
Partizl response (PR} 181700

ORE = sCR+UEAVEERAR

Y = pomfidenee interval

The median time o regponse was 1 month {rauger 89 to 5.6 monthy). The medizg durstion of
regponse was ¥4 months frange: 1.2 %0 15,1+ months).
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What is claimed is:

1) A combination therapy comprising daratumumab, bortezomib, thalidomide and dexamethasone for
providing a treatment demonstrated to increase a likelihood of achieving a stringent complete
response (sCR) or better in a subject with newly diagnosed multiple myeloma, wherein the
combination therapy comprises an induction phase, a high dose chemotherapy (HDC) and autologous
stem cell transplant (ASCT) and a consolidation phase.

2) The combination therapy of claim 1, comprising about 16 mg/kg daratumumab, about 1.3 mg/m?
bortezomib, about 100 mg thalidomide and between about 20 mg and about 40 mg dexamethasone.

3) The combination therapy of claim 2, wherein the subject with newly diagnosed multiple myeloma is
eligible for autologous stem cell transplant (ASCT).

4) The combination therapy of claim 3, wherein the treatment of the subject with newly diagnosed
multiple myeloma comprises an induction phase, a high dose chemotherapy (HDC) and autologous
stem cell transplant (ASCT), and a consolidation phase.

5) The combination therapy of claim 4, wherein the induction phase comprises four 28-day induction
cycles comprising

a. about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two
weeks on weeks 9-16;

b. about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in the four 28-
day induction cycles;

c. about 100 mg thalidomide daily; and

d. about 40 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in the
first and the second 28-day induction cycle, about 40 mg twice a week on week 1 and about
20 mg twice a week on week 2 and 3 in the third and the fourth 28-day induction cycle.

6) The combination therapy of claim 5, wherein the induction phase comprises four 28-day induction

cycles comprising

a. about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two
weeks on weeks 9-16;

b. about 1.3 mg/m? bortezomib administered on days 1, 4, 8 and 11 in the four 28-day induction
cycle;
about 100 mg thalidomide daily; and

d. about 40 mg dexamethasone administered on days 1, 2, 8, 9, 15, 16 in the first and the second
28-day induction cycle, about 40 mg on days 1 and 2 and about 20 mg on days 8, 9, 15 and
16 in the third and the fourth 28-day induction cycle.

7) The combination therapy of claim 6, wherein the induction phase is followed by the HDC and ASCT.
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8) The combination therapy of claim 7, wherein the HDC comprises melphalan.

9) The combination therapy of claim 8, wherein melphalan is administered at a dose of about 200
mg/m?, optionally over a period of 24 to 48 hours.

10) The combination therapy of claim 9, wherein the HDC and ASCT is followed by the consolidation
phase.

11) The combination therapy of claim 10, wherein the consolidation phase comprises two 28-day
consolidation cycles comprising

a. about 16 mg/kg daratumumab administered once in two weeks on weeks 1 to 8;

b. about 1.3 mg/m? bortezomib administered twice a week on week 1 and week 2 in each two
28-day consolidation cycle;

c. about 100 mg thalidomide daily; and

d. about 20 mg dexamethasone administered twice a week on week 1, week 2 and week 3 in
cach two 28-day consolidation cycle.

12) The combination therapy of claim 11, wherein the consolidation phase comprises two 28-day
consolidation cycles of

a. about 16 mg/kg daratumumab on days 1 and 15 in each two 28-day consolidation cycle;

b. about 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in each two 28-day consolidation cycles;

c. about 100 mg thalidomide daily; and

d. about 20 mg dexamethasone on days 1, 2, 8,9, 15 and 16 in each two 28-day consolidation
cycles.

13) The combination therapy of claim 12, wherein dexamethasone is administered as pre-medication on
daratumumab administration days.

14) The combination therapy of claim 13, wherein daratumumab is administered intravenously,
bortezomib is administered subcutanecously or intravenously, thalidomide is administered orally and
dexamethasone is administered intravenously or orally.

15) The combination therapy of claim 14, wherein thalidomide, dexamethasone or both thalidomide and
dexamethasone are self-administered.

16) The combination therapy of claim 15, which is demonstrated to increase a likelihood of achieving a
stringent complete response (sCR) or better in subjects with newly diagnosed multiple myeloma.

17) The combination therapy of claim 16, wherein the likelihood of achieving the sCR or better is about
28% or more.

18) The combination therapy of claim 17, which is demonstrated to increase a likelihood of achieving a
complete response (CR) or better in subjects with newly diagnosed multiple myeloma.

19) The combination therapy of claim 18, wherein the likelihood of achieving the CR or better is about
38% or more.
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20) The combination therapy of claim 19, which is demonstrated to increase a likelihood of achieving a
negative status for minimal residual disease (MRD) in subjects with newly diagnosed multiple
myeloma.

21) The combination therapy of claim 20, wherein the likelihood of achieving the negative status for
MRD is about 33% or more.

22) The combination therapy of claim 21, which is demonstrated to reduce a risk of progression of
multiple myeloma or death in subjects with newly diagnosed multiple myeloma.

23) The combination therapy of claim 22, wherein the risk of progression of multiple myeloma or death
1s reduced by about 53%.

24) The combination therapy of claim 23, wherein the combination therapy is promoted by a
manufacturer of daratumumab for treatment of newly diagnosed multiple myeloma on a
daratumumab-containing drug product label.

25) The combination therapy of claim 24, wherein the daratumumab-containing drug product label
mcludes data from an open-label, randomized active-controlled phase 3 study that compared
treatment with daratumumab, bortezomib, thalidomide and dexamethasone (DVTd) to treatment with
bortezomib, thalidomide and dexamethasone (VTd) in subjects with newly diagnosed multiple
myeloma who are eligible for ASCT.

26) The combination therapy of claim 25, wherein the daratumumab-containing drug product label
includes data that treatment with DVTd resulted in about 53% reduction in the risk of multiple
myeloma progression or death when compared to treatment with VTd.

27) The combination therapy of claim 26, wherein the daratumumab-containing drug product label
mcludes data that treatment with DVTd resulted in about 28.9% of subjects achieving the sCR or
better, about 38.9% of subjects achieving the CR or better, and about 33.7% of subjects achieving a
negative status for MRD, or any combination thereof.

28) The combination therapy of claim 27, wherein the daratumumab-containing drug product label
mcludes a Kaplan-Meier curve of progression-free survival (PFS) comparing subjects having newly
diagnosed multiple myeloma treated with DVTd to subjects having newly diagnosed multiple
myeloma treated with VTd.

29) The combination therapy of claim 28, wherein the daratumumab-containing drug product label
mcludes data from a phase 3 active-controlled study that compared treatment with daratumumab,
bortezomib, melphalan and prednisone (D-VMP) to treatment with bortezomib, melphalan and
prednisone (VMP) in subjects with newly diagnosed multiple myeloma.

30) The combination therapy of claim 29, wherein the daratumumab-containing drug product label

mcludes data from a phase 3 active-controlled study that compared treatment with daratumumab,
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bortezomib, thalidomide and dexamethasone (DRd) to treatment with lenalidomide and
dexamethasone (Rd) in relapsed, refractory or relapsed and refractory multiple myeloma.

31) The combination therapy of claim 30, wherein the daratumumab-containing drug product label
mcludes data from a phase 3 active-controlled study that compared treatment with daratumumab,
bortezomib and dexamethasone (DVd) to treatment with bortezomid and dexamethasone (Vd) in
relapsed, refractory or relapsed and refractory multiple myeloma.

32) The combination therapy of claim 31, wherein the daratumumab-containing drug product label
includes drug product interaction data informing that clinical pharmacokinetic assessments of
daratumumab in combination with lenalidomide, pomalidomide, bortezomib and dexamethasone
mdicated no clinically relevant drug-drug interactions between daratumumab and lenalidomide,
pomalidomide, bortezomib and dexamethasone.

33) The combination therapy of claim 32, wherein the daratumumab-containing drug product label
mcludes information that side effects of daratumumab includes weakness, decreased appetite,
bronchitis and lung infection.

34) The combination therapy of claim 33, wherein the daratumumab-containing drug product label
mcludes information about approved indications, dosage and administrations, adverse reactions, drug
mteractions, use in specific populations, clinical pharmacology, nonclinical toxicology, clinical
studies and storage and handling of daratumumab, or any combination thereof.

35) The combination therapy of claim 34, wherein daratumumab is DARZALEX® brand of
daratumumab.

36) The combination therapy of claim 34, wherein daratumumab is a biosimilar of DARZALEX®™ brand
of daratumumab.

37) The combination therapy of claim 36, wherein daratumumab comprises a heavy chain
complementarity determining region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQID NO: 2, a
HCDR3 of SEQ ID NO: 3, a light chain complementarity determining region 1 (LCDR1) of SEQ ID
NO: 4, a LCDR2 of SEQ ID NO: 5 and a LCDR3 of SEQ ID NO: 6.

38) The combination therapy of claim 37, wherein daratumumab comprises a heavy chain variable region
(VH) of SEQ ID NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

39) The combination therapy of claim 38, wherein daratumumab is an immunoglobulin IgG1 kappa
(IeGlx).

40) The combination therapy of claim 39, wherein daratumumab comprises a heavy chain (HC) of SEQ
ID NO: 9 and a light chain (LC) of SEQ ID NO: 10.

41) The combination therapy of claim 40, wherein daratumumab is produced in a mammalian cell line.

42) The combination therapy of claim 41, wherein the mammalian cell line is a Chinese hamster ovary
(CHO) cell line.
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43) The combination therapy of claim 42, wherein the molecular weight of daratumumab is about 148
kDa.

44) The combination therapy of claim 43, wherein dexamethasone can be substituted for a
dexamethasone equivalent, wherein the dexamethasone equivalent is methylprednisolone,

prednisolone, prednisone or betamethasone, or any combination thereof.

45) A drug product comprising daratumumab that is provided in a package comprising one or more
single-dose vials comprising daratumumab and a drug product label that includes information that a
combination therapy comprising daratumumab, bortezomib, thalidomide and dexamethasone is for
treatment of a subject with newly diagnosed multiple myeloma.

46) The drug product of claim 45, wherein the one or more single-dose vials comprises 100 mg
daratumumab in 5 mL of solution or 400 mg daratumumab in 20 mL of solution.

47) The drug product of claim 46, wherein the one or more single-dose vials comprising 100 mg
daratumumab in 5 mL of solution and the one or more single-dose vials comprising 400 mg
daratumumab in 20 mL of solution further comprises glacial acetic acid, mannitol, polysorbate 20,
sodium acetate trihydrate and sodium chloride.

48) The drug product of claim 47, wherein the one or more single-dose vials comprising 100 mg
daratumumab in 5 mL of solution contains 0.9 mg glacial acetic acid, 127.5 mg mannitol, 2 mg
polysorbate 20, 14.8 mg sodium acetate trihydrate, 17.5 mg sodium chloride and water for injection,
and the one or more single-dose vials comprising 400 mg daratumumab in 20 mL of solution contains
400 mg daratumumab, 3.7 mg glacial acetic acid, 510 mg mannitol, 8 mg polysorbate 20, 59.3 mg
sodium acetate trihydrate, 70.1 mg sodium chloride and water for injection.

49) The drug product of claim 48, wherein the drug product label includes information that a
recommended dosing schedule of daratumumab in combination with bortezomib, thalidomide and
dexamethasone is once a week on weeks 1 to 8 and once in two weeks on weeks 9-24 during an
mduction phase and once every two weeks on weeks 1 to 8 during a consolidation phase.

50) The drug product of claim 49, wherein the induction phase comprises four 28-day induction cycles
comprising
a) about 16 mg/kg daratumumab administered once a week on weeks 1 to 8 and once in two weeks

on weeks 9-16;
b) about 1.3 mg/m? bortezomib administered on days 1, 4, 8 and 11 in the four 28-day induction
cycle;

¢) about 100 mg thalidomide daily; and

97



WO 2020/212914 PCT/1IB2020/053625

d) about 40 mg dexamethasone administered on days 1, 2, 8,9, 15, 16 in the first and the second 28-
day induction cycle, about 40 mg on days 1 and 2 and about 20 mg on days 8, 9, 15 and 16 in the
third and the fourth 28-day induction cycle.

51) The drug product of claim 50, wherein the induction phase is followed by the HDC and ASCT.

52) The drug product of claim 51, wherein the HDC comprises melphalan.

53) The drug product of claim 52, wherein melphalan is administered at a dose of about 200 mg/m?,
optionally over a period of 24 to 48 hours.

54) The drug product of claim 53, wherein the consolidation phase comprises two 28-day consolidation
cycles of
e) about 16 mg/kg daratumumab on days 1 and 15 in each two 28-day consolidation cycle;

f) about 1.3 mg/m? bortezomib on days 1, 4, 8 and 11 in each two 28-day consolidation cycles;

g) about 100 mg thalidomide daily; and

h) about 20 mg dexamethasone on days 1,2, 8,9, 15 and 16 in each two 28-day consolidation
cycles.

55) The drug product of claim 54, wherein the drug product label includes data from an open-label,
randomized active-controlled phase 3 study that compared treatment with daratumumab, bortezomib,
thalidomide and dexamethasone (DVTd) to treatment with bortezomib, thalidomide and
dexamethasone (VTd) in subjects with newly diagnosed multiple myeloma who are eligible for
ASCT.

56) The drug product of claim 55, wherein the drug product label includes data that treatment with DVTd
resulted in about 53% reduction in the risk of multiple myeloma progression or death when compared
to treatment with VTd.

57) The drug product of claim 56, wherein the drug product label includes data that treatment with DVTd
resulted in about 28.9% of subjects achieving the sCR or better, about 38.9% of subjects achieving
the CR or better, and about 33.7% of subjects achieving a negative status for MRD, or any
combination thereof.

58) The drug product of claim 57, wherein the drug product label includes a Kaplan-Meier curve of
progression-free survival (PFS) comparing subjects having newly diagnosed multiple myeloma
treated with DVTd to subjects having newly diagnosed multiple myeloma treated with VTd.

59) The drug product of claim 58, wherein the drug product label includes data from a phase 3 active-
controlled study that compared treatment with daratumumab, bortezomib, melphalan and prednisone
(D-VMP) to treatment with bortezomib, melphalan and prednisone (VMP).

60) The drug product of claim 59, wherein the drug product label includes data from a phase 3 active-

controlled study that compared treatment with daratumumab in combination with lenalidomide and
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dexamethasone (DRd) to treatment with lenalidomide and dexamethasone (Rd) in relapsed, refractory
or relapsed and refractory multiple myeloma.

61) The drug product of claim 60, wherein the drug product label includes data from a phase 3 active-
controlled study that compared treatment with daratumumab in combination with bortezomib and
dexamethasone (DVd) to treatment with bortezomid and dexamethasone (Vd) in relapsed, refractory
or relapsed and refractory multiple myeloma.

62) The drug product of claim 61, wherein the drug product label includes drug interaction data informing
that clinical pharmacokinetic assessments of daratumumab in combination with lenalidomide,
pomalidomide, bortezomib and dexamethasone indicated no clinically relevant drug-drug interactions
between daratumumab and lenalidomide, pomalidomide, bortezomib and dexamethasone.

63) The drug product of claim 62, wherein the drug product label includes information that side effects of
daratumumab includes feeling weakness, decreased appetite, bronchitis and lung infection.

64) The drug product of claim 63, wherein the drug product label includes information about approved
mdications, dosage and administrations, adverse reactions, drug interactions, use in specific
populations, clinical pharmacology, nonclinical toxicology, clinical studies and storage and handling
of daratumumab, or any combination thereof.

65) The drug product of claim 64, wherein daratumumab is DARZALEX® brand of daratumumab.

66) The drug product of claim 64, wherein daratumumab is a biosimilar of DARZALEX® brand of
daratumumab.

67) The drug product of claim 66, wherein daratumumab comprises a heavy chain complementarity
determining region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID
NO: 3, a light chain complementarity determining region 1 (LCDR1) of SEQ ID NO: 4, a LCDR2 of
SEQ ID NO: 5 and a LCDR3 of SEQ ID NO: 6.

68) The drug product of claim 67, wherein daratumumab comprises a heavy chain variable region (VH)
of SEQ ID NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

69) The drug product of claim 68, wherein daratumumab is an immunoglobulin IgG1 kappa (IgGlx).

70) The drug product of claim 69, wherein daratumumab comprises a heavy chain (HC) of SEQ ID NO: 9
and a light chain (LC) of SEQ ID NO: 10.

71) The drug product of claim 70, wherein daratumumab is produced in a mammalian cell line.

72) The drug product of claim 71, wherein the mammalian cell line is a Chinese hamster ovary (CHO)
cell line.

73) The drug product of claim 72, wherein the molecular weight of daratumumab is about 148 kDa.

74) A method of selling a drug product comprising daratumumab, comprising:
1) manufacturing daratumumab;
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1) promoting that a combination therapy comprising daratumumab, bortezomib, thalidomide and
dexamethasone 1s for treatment of a subject with newly diagnosed multiple myeloma,
wherein performing the steps a) and b) results in a health care professional (HCP) to purchase
the drug product; thereby selling the drug product.

75) The method of claim 74, wherein promoting comprises including data from an open-label,
randomized active-controlled phase 3 study that compared treatment with daratumumab, bortezomib,
thalidomide and dexamethasone (DVTd) to treatment with bortezomib, thalidomide and
dexamethasone (VTd) in subjects with newly diagnosed multiple myeloma who are eligible for ASCT
on the drug product label.

76) The method of claim 75, wherein the drug product label further includes data that treatment with
DVTd resulted in about 53% reduction in the risk of multiple myeloma progression or death when
compared to treatment with VTd.

77) The method of claim 76, wherein the drug product label further includes a Kaplan-Meier curve of
progression-free survival (PFS) comparing subjects having newly diagnosed multiple myeloma
treated with DVTd to subjects having newly diagnosed multiple myeloma treated with VTd.

78) A method of selling a drug product comprising daratumumab, comprising

1) manufacturing daratumumab;

11) selling the drug product, wherein the drug product label includes an indication for treating a
subject with newly diagnosed multiple myeloma with a combination of daratumumab,
bortezomib, thalidomide and dexamethasone.

79) The method of claim 78, wherein daratumumab is DARZALEX® brand of daratumumab.

80) The method of claim 78, wherein daratumumab is a biosimilar of DARZALEX® brand of
daratumumab.

81) The method of claim 80, wherein daratumumab comprises a heavy chain complementarity
determining region 1 (HCDR1) of SEQ ID NO: 1, a HCDR2 of SEQ ID NO: 2, a HCDR3 of SEQ ID
NO: 3, a light chain complementarity determining region 1 (LCDR1) of SEQ ID NO: 4, a LCDR2 of
SEQ ID NO: 5 and a LCDR3 of SEQ ID NO: 6.

82) The method of claim 81, wherein daratumumab comprises a heavy chain variable region (VH) of
SEQ ID NO: 7 and a light chain variable region (VL) of SEQ ID NO: 8.

83) The method of claim 82, wherein daratumumab 1s an immunoglobulin IgG1 kappa (IgGlk).

84) The method of claim 83, wherein daratumumab comprises a heavy chain (HC) of SEQ ID NO: 9 and
a light chain (LC) of SEQ ID NO: 10.

85) The method of claim 84, wherein daratumumab 1s produced in a mammalian cell line.

86) The method of claim 85, wherein the mammalian cell line 1s a Chinese hamster ovary (CHO) cell
line.
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87) The method of claim 86, wherein the molecular weight of daratumumab 1s about 148 kDa.
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