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BEST PRACTICES: Multiple Myeloma

BEST PRACTICES

Multiple Myeloma: Daratumumab-Lenalidomide/
Dexamethasone Combination - A New Treatment Option
for Newly Diagnosed, Transplant-Ineligible Patients

Introduction

Multiple myeloma (MM) is a
neoplastic disease characterized
by the proliferation of abnormal
bone marrow plasma cells and
immunoglobulin or light chain
overproduction that can lead to
end-organ damage.’ It is esti-
mated that more than 32,000
individuals will be diagnosed with
multiple myeloma in 2019, and
nearly 13,000 deaths from multiple
myeloma are expected to occur.?
Multiple myeloma is the second-
most common blood cancer.?

At the turn of the century, median
survival of patients with multiple
myeloma was only ~2.5 years.'
Since then, improvements in overall
medical care, including autologous
stem cell transplant (ASCT) and
the introduction of novel agents,
have coincided with increased
survival estimates for MM patients
to between 5 and 7 years.! These
novel agents include:

* Proteasome inhibitors —includ-
ing bortezomib, carfilzomib, and
ixazomib—which work to stop
proteasomes in cells from breaking
down proteins needed to control
cell division*

* Immunomodulatory agents—
including thalidomide, lenalidomide,

and pomalidomide; their mechanism
of action is not clearly understood*

Despite these advancements,
long-term control of multiple myelo-
ma remains challenging, as patients
often relapse or become refractory
to the treatments.

Daratumumab: An Important
Treatment Option

Against this backdrop, research-
ers sought to fill a continuing need
for new treatment options for
relapsed and refractory individu-
als.® Daratumumab (DARZALEX®)
emerged as one of these potential
options. A key reason: the CD38
molecule, a target molecule of
daratumumab, is expressed at a
high level by myeloma cells.®

Mechanism of Action
Daratumumab is an immunoglob-
ulin G1 kappa human monoclonal
antibody that binds to CD38, a
transmembrane glycoprotein that
is expressed on the surface of
hematopoietic cells, and is over-
expressed on multiple myeloma
cells.® Preclinical studies have
shown daratumumab’s mechanism
of action produces both:

* Direct on-tumor activity

¢ Immunomodulatory actions’

Daratumumab may also affect nor-
mal cells.”

Daratumumab was first approved
as a monotherapy for patients with
multiple myeloma who have received
at least three prior lines of therapy,
including a proteasome inhibitor (PI)
and an immunomodulatory agent,
or who are double refractory to a PI
and an immunomodulatory agent.
Daratumumab has since been
approved for use in other combina-
tion treatments in multiple myeloma.
Of note, the initial approval of the
daratumumab/lenalidomide/
dexamethasone combination (D-Rd)
was based on results from the
POLLUX trial, a Phase 3 randomized
study that compared it with lenalido-
mide and dexamethasone (Rd) alone
in patients with relapsed or refractory
multiple myeloma.

Daratumumab for Patients
Newly Diagnosed with MM:
MAIA Trial

Based on the positive results seen
with D-Rd in patients who have
received at least one prior therapy,
researchers evaluated the combi-
nation as a first-line treatment in
newly diagnosed patients with mul-
tiple myeloma who are ineligible for
autologous stem cell transplant.

Indication

DARZALEX® is a CD38-directed cytolytic antibody indicated for the treatment of adult patients with multiple myeloma:
* In combination with lenalidomide and dexamethasone in newly diagnosed patients who are ineligible for autolo-
gous stem cell transplant and in patients with relapsed or refractory multiple myeloma who have received at least
one prior therapy

* In combination with bortezomib, melphalan and prednisone in newly diagnosed patients who are ineligible for
autologous stem cell transplant

* In combination with bortezomib, thalidomide, and dexamethasone in newly diagnosed patients who are eligible
for autologous stem cell transplant

* In combination with bortezomib and dexamethasone in patients who have received at least one prior therapy

* In combination with pomalidomide and dexamethasone in patients who have received at least two prior thera-
pies including lenalidomide and a proteasome inhibitor

* As monotherapy, in patients who have received at least three prior lines of therapy including a proteasome
inhibitor and an immunomodulatory agent or who are double-refractory to a Pl and an immunomodulatory agent

Important Safety Information

CONTRAINDICATIONS

DARZALEX® (daratumumab) is contraindicated in patients with a history of severe hypersensitivity (eg, anaphy-
lactic reactions) to daratumumab or any of the components of the formulation.

See additional Important Safety Information continued on next page and Brief Summary on adjacent pages.
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The results from the randomized
Phase 3 MAIA trial were published
in The New England Journal of
Medicine, and the U.S. Food and
Drug Administration approved
D-Rd for newly diagnosed patients
with multiple myeloma who are
ineligible for transplant in June
2019.2 Additionally, the National
Comprehensive Cancer Network®
(NCCN®) recommends D-Rd as
a preferred primary therapy for
non-transplant candidates with a cat-
egory 1 therapy recommendation.'0

MAIA comprised 737 individu-
als whose median age was 73.°
It is important to note that more
than 40% of the study population
was aged 75 years and older.®
Participants received either D-Rd
(n=368) or Rd (n=369).° The D-Rd
group received?:

* 16 mg/kg of daratumumab intra-
venously (IV) once a week during
the first two cycles, every two
weeks for the next four cycles, and
every four weeks thereafter until the
disease progression

* Lenalidomide 25 mg orally on
days 1 through 21 until disease
progression

* Dexamethasone 40 mg orally or
IV weekly until disease progression

The Rd contingent received just
lenalidomide and dexametha-
sone at the same dosages and on
the same regimens as the D-Rd
cohort.? Investigators looked pri-
marily at progression-free survival
(PFS), as well as overall response
rate (ORR) and the impact of mini-
mal residual disease (MRD).?

Daratumumab + Rd’s Efficacy
in Newly Diagnosed MM
Superior Progression-Free Survival
Compared with Rd Alone...

This supplement is sponsored by Janssen Biotech, Inc.

D-Rd
Median: not reached

Median: 31.9 mo
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aKaplan-Meier estimate.

At a median follow-up of 28 months,
patients who received the D-Rd
regimen experienced a 44%
reduction in the risk of disease
progression or death vs. Rd alone
(hazard ratio [HR] 0.56; 95% con-
fidence interval [CI], 0.43-0.73;
P<0.001). Median PFS in the D-Rd
group had not yet been reached at
the time of the analysis vs. nearly
32 months in the Rd contingent.®
See Figure 1 for details.

Significantly Higher Overall
Response Rate Seen for
Daratumumab...

The D-Rd group also achieved a
significantly higher overall response
rate (93%) than the group that
received Rd (81%).° Moreover,

IMPORTANT SAFETY INFORMATION (continued)

WARNINGS AND PRECAUTIONS

nearly half of the D-Rd patients
attained a complete response
(defined as no detectable disease
in the blood or urine and <5% can-
cerous cells in the bone marrow),
compared with just one-fourth

of those receiving Rd (47.6% vs.
24.9%, respectively).? Additionally,
79% in the D-Rd cohort achieved a
very good partial response (defined
as a reduction of >90% of M pro-
tein in the blood and urine) vs. 53%
of Rd patients.® See Figure 2 for
details.

...Along with Deep and Durable/
Higher MRD Negativity Rates

Importantly, deeper responses were
observed in the form of higher rates
of MRD negativity. Specifically,

24% of patients in the D-Rd group

attained MRD-negativity compared

with 7% of the Rd contingent.® This
3-fold higher MRD-negativity rate in
individuals receiving D-Rd is a sig-

nificant development. See Figure 2
for details.

Adverse reactions reflect exposure
to DARZALEX for a median treatment
duration of 25.3 months (range: 0.1
to 40.44 months) for the D-Rd group
and median treatment duration of

000

More than 40% of
patients in the trial
population were 75

years of age or older.
—Saad Z. Usmani, MD, FACP

Infusion Reactions — DARZALEX® can cause severe and/or serious infusion reactions, including anaphylactic reactions. In clinical trials, approximately
half of all patients experienced an infusion reaction. Most infusion reactions occurred during the first infusion and were Grade 1-2. Infusion reactions
can also occur with subsequent infusions. Nearly all reactions occurred during infusion or within 4 hours of completing DARZALEX®. Prior to the intro-
duction of post-infusion medication in clinical trials, infusion reactions occurred up to 48 hours after infusion. Severe reactions have occurred, including
bronchospasm, hypoxia, dyspnea, hypertension, laryngeal edema, and pulmonary edema. Signs and symptoms may include respiratory symptoms,
such as nasal congestion, cough, throat irritation, as well as chills, vomiting, and nausea. Less common symptoms were wheezing, allergic rhinitis,
pyrexia, chest discomfort, pruritus, and hypotension.

See additional Important Safety Information continued on next page and Brief Summary on adjacent pages.

Daratumumab-Lenalidomide/ Dexamethasone Combination - A New Treatment Option for Newly Diagnosed, Transplant-Ineligible Patients
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P values were calculated using the Cochran-Mantel-Haenszel chi-square test.

—Saad Z. Usmani, MD, FACP

IMPORTANT SAFETY INFORMATION (continued)

WARNINGS AND PRECAUTIONS

Infusion Reactions (continued)

Pre-medicate patients with antihistamines, antipyretics, and corticosteroids. Frequently monitor patients during the entire infusion. Interrupt infusion for reac-
tions of any severity and institute medical management as needed. Permanently discontinue therapy if an anaphylactic reaction or life-threatening (Grade 4)
reaction occurs and institute appropriate emergency care. For patients with Grade 1, 2, or 3 reactions, reduce the infusion rate when re-starting the infusion.

To reduce the risk of delayed infusion reactions, administer oral corticosteroids to all patients following DARZALEX® infusions. Patients with a history
of chronic obstructive pulmonary disease may require additional post-infusion medications to manage respiratory complications. Consider prescribing
short- and long-acting bronchodilators and inhaled corticosteroids for patients with chronic obstructive pulmonary disease.

Interference With Serological Testing — Daratumumab binds to CD38 on red blood cells (RBCs) and results in a positive Indirect Antiglobulin Test
(Indirect Coombs test). Daratumumab-mediated positive indirect antiglobulin test may persist for up to 6 months after the last daratumumab infusion.
Daratumumab bound to RBCs masks detection of antibodies to minor antigens in the patient’s serum. The determination of a patient’s ABO and Rh
blood type are not impacted. Notify blood transfusion centers of this interference with serological testing and inform blood banks that a patient has
received DARZALEX®. Type and screen patients prior to starting DARZALEX®.

Neutropenia and Thrombocytopenia - DARZALEX® may increase neutropenia and/or thrombocytopenia induced by background therapy. Monitor
complete blood cell counts periodically during treatment according to the manufacturer’s prescribing information for background therapies. Monitor
patients with neutropenia for signs of infection. DARZALEX® dose delay may be required to allow recovery of neutrophils and/or platelets. No dose
reduction of DARZALEX® is recommended. Consider supportive care with growth factors for neutropenia or transfusions for thrombocytopenia.

Interference With Determination of Complete Response — Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both
the serum protein electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical monitoring of endogenous M-protein. This interference
can impact the determination of complete response and of disease progression in some patients with IgG kappa myeloma protein.

Adverse Reactions — The most frequently reported adverse reactions (incidence >20%) were: infusion reactions, neutropenia, thrombocytopenia,

fatigue, asthenia, nausea, diarrhea, constipation, decreased appetite, vomiting, muscle spasms, arthralgia, back pain, pyrexia, chills, dizziness, insom-
nia, cough, dyspnea, peripheral edema, peripheral sensory neuropathy, bronchitis, pneumonia, and upper respiratory tract infection.

See additional Important Safety Information continued on next page and Brief Summary on adjacent pages.
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Serious adverse reactions with a
2% greater incidence in the D-Rd
arm compared to the Rd arm were
pneumonia (D-Rd 15% vs. Rd 8%),
bronchitis (D-Rd 4% vs. Rd 2%)
and dehydration (D-Rd 2% vs. Rd
<1%).5

Conclusion

The results of the MAIA trial offer
hope to fill an unmet need for treat-
ment options for patients newly
diagnosed with multiple myeloma
who are ineligible for autologous
stem cell transplant. The findings
support D-Rd as a new treatment
option for such individuals.” When
compared with lenalidomide/dexa-

methasone treatment alone, adding
daratumumab to lenalidomide/
dexamethasone?:

* Significantly reduced the risk of dis-
ease progression or death by 44%
(at median follow-up of 28 months,
240 events of disease progression

or death [26.4% in D-Rd arm and
38.8% in the Rd arm] had occurred)
¢ Induced significantly deeper
responses, including a >3-fold
higher MRD-negative rate (24% vs.
7%, respectively)

* Enabled nearly half of patients
taking it to achieve a complete
response (48% vs. 25%, respective-
ly) or stringent complete response
(80% vs. 12%, respectively).

IMPORTANT SAFETY INFORMATION (continued)

Adverse Reactions (continued)

This supplement is sponsored by Janssen Biotech, Inc.
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DARZALEX® in combination with lenalidomide and dexamethasone (DRd): The most frequent (=20%) adverse reactions for newly diagnosed or
relapsed/refractory patients were, respectively, infusion reactions (41%, 48%), diarrhea (57 %, 43%), nausea (32%, 24%), fatigue (40%, 35%), pyrexia
(23%, 20%), upper respiratory tract infection (52%, 65%), muscle spasms (29%, 26%), dyspnea (32%, 21%), and cough (30%, 30%). In newly diag-
nosed patients, constipation (41%), peripheral edema (41%), back pain (34%), asthenia (32%), bronchitis (29%), pneumonia (26%), peripheral sensory
neuropathy (24%), and decreased appetite (22%) were also reported. In newly diagnosed patients, serious adverse reactions (>2% compared to Rd)
were pneumonia (15%), bronchitis (4%), and dehydration (2%), and treatment-emergent Grade 3-4 hematology laboratory abnormalities (>20%) were
neutropenia (56%), lymphopenia (52%), and leukopenia (35%). In relapsed/refractory patients, serious adverse reactions (>2% compared to Rd) were
pneumonia (12%), upper respiratory tract infection (7 %), influenza (3%), and pyrexia (3%), and treatment-emergent Grade 3-4 hematology laboratory
abnormalities (>20%) were neutropenia (53%) and lymphopenia (52%).

DARZALEX® in combination with bortezomib, melphalan, and prednisone (DVMP): The most frequently reported adverse reactions (>20%) were upper
respiratory tract infection (48%), infusion reactions (28%), and peripheral edema (21%). Serious adverse reactions (>2% compared to the VMP arm)
were pneumonia (11%), upper respiratory tract infection (5%), and pulmonary edema (2%). Treatment-emergent Grade 3-4 hematology laboratory
abnormalities (>20%) were lymphopenia (58%), neutropenia (44%), and thrombocytopenia (38%).

DARZALEX® in combination with bortezomib and dexamethasone (DVd): The most frequently reported adverse reactions (>20%) were peripheral sen-
sory neuropathy (47 %), infusion reactions (45%), upper respiratory tract infection (44%), diarrhea (32%), cough (27 %), peripheral edema (22%), and
dyspnea (21%). The overall incidence of serious adverse reactions was 42%. Serious adverse reactions (>2% compared to Vd) were upper respiratory
tract infection (5%), diarrhea (2%), and atrial fibrillation (2%). Treatment-emergent Grade 3-4 hematology laboratory abnormalities (>20%) were lympho-
penia (48%) and thrombocytopenia (47 %).

DARZALEX® in combination with bortezomib, thalidomide, and dexamethasone (DVTd): The most frequent adverse reactions (=20%) were infusion
reactions (35%), nausea (30%), upper respiratory tract infection (27%), pyrexia (26%), and bronchitis (20%). Serious adverse reactions (>2% compared
to the VTd arm) were bronchitis (DVTd 2% vs VTd <1%) and pneumonia (DVTd 6% vs VTd 4%). Treatment-emergent Grade 3-4 hematology laboratory
abnormalities (>20%) were lymphopenia (59%), neutropenia (33%), and leukopenia (24%).

DARZALEX® in combination with pomalidomide and dexamethasone (DPd): The most frequent adverse reactions (>20%) were fatigue (50%), infu-

sion reactions (50%), upper respiratory tract infection (50%), cough (43%), diarrhea (38%), constipation (33%), dyspnea (33%), nausea (30%), muscle
spasms (26%), back pain (25%), pyrexia (25%), insomnia (23%), arthralgia (22%), dizziness (21%), and vomiting (21%). The overall incidence of serious
adverse reactions was 49%. Serious adverse reactions reported in >5% of patients included pneumonia (7%). Treatment-emergent Grade 3-4 hematol-
ogy laboratory abnormalities (>20%) were neutropenia (82%), lymphopenia (71%), and anemia (30%).

DARZALEX® as monotherapy: The most frequently reported adverse reactions (>20%) were infusion reactions (48%), fatigue (39%), nausea (27 %),
back pain (23%), pyrexia (21%), cough (21%), and upper respiratory tract infection (20%). The overall incidence of serious adverse reactions was 33%.
The most frequent serious adverse reactions were pneumonia (6%), general physical health deterioration (3%), and pyrexia (3%). Treatment-emergent
Grade 3-4 hematology laboratory abnormalities (>20%) were lymphopenia (40%) and neutropenia (20%).

Please see the Brief Summary on the adjacent pages.
cp-60862v3
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DARZALEX® (daratumumab) injection, for intravenous use
Brief Summary of Full Prescribing Information

INDICATIONS AND USAGE

DARZALEX is indicated for the treatment of adult patients with multiple

myeloma:

¢ in combination with lenalidomide and dexamethasone in newly
diagnosed patients who are ineligible for autologous stem cell transplant
and in patients with relapsed or refractory multiple myeloma who
have received at least one prior therapy.

¢ in combination with bortezomib, melphalan and prednisone in newly
diagnosed patients who are ineligible for autologous stem cell transplant.

¢ in combination with bortezomib, thalidomide, and dexamethasone
in newly diagnosed patients who are eligible for autologous stem
cell transplant

¢ incombination with bortezomib and dexamethasone in patients who
have received at least one prior therapy.

¢ in combination with pomalidomide and dexamethasone in patients
who have received atleasttwo prior therapiesincluding lenalidomide
and a proteasome inhibitor.

* as monotherapy, in patients who have received at least three
prior lines of therapy including a proteasome inhibitor (P1) and an
immunomodulatory agent or who are double-refractory to a Pl and
an immunomodulatory agent.

CONTRAINDICATIONS

DARZALEX is contraindicated in patients with a history of severe
hypersensitivity (e.g. anaphylactic reactions) to daratumumab or any
of the components of the formulation [see Warnings and Precautions
and Adverse Reactions].

WARNINGS AND PRECAUTIONS

Infusion Reactions: DARZALEX can cause severe and/or serious
infusion reactions including anaphylactic reactions. In clinical trials,
approximately half of all patients experienced an infusion reaction.
Most infusion reactions occurred during the first infusion and were
Grade 1-2 [see Adverse Reactions].

Infusion reactions can also occur with subsequent infusions. Nearly
all reactions occurred during infusion or within 4 hours of completing
DARZALEX. Priorto the introduction of post-infusion medicationin clinical
trials, infusion reactions occurred up to 48 hours after infusion.

Severe reactions have occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, laryngeal edema and pulmonary edema. Signs and
symptoms may include respiratory symptoms, such as nasal congestion,
cough, throatirritation, as well as chills, vomiting and nausea. Less common
symptoms were wheezing, allergic rhinitis, pyrexia, chest discomfort,
pruritus, and hypotension [see Adverse Reactions].

Pre-medicate patients with antihistamines, antipyretics and corticosteroids.
Frequently monitor patients during the entire infusion. Interrupt DARZALEX
infusion for reactions of any severity and institute medical management as
needed. Permanently discontinue DARZALEX therapy if an anaphylactic
reaction or life-threatening (Grade 4) reaction occurs and institute
appropriate emergency care. For patients with Grade 1,2, or 3reactions,
reduce the infusion rate when re-starting the infusion [see Dosage and
Administration (2.1) in Full Prescribing Information].

To reduce the risk of delayed infusion reactions, administer oral
corticosteroids to all patients following DARZALEX infusions [see Dosage and
Administration (2.2) in Full Prescribing Information]. Patients with a history of
chronic obstructive pulmonary disease may require additional post-infusion
medications to manage respiratory complications. Consider prescribing
short- and long-acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Interference with Serological Testing: Daratumumab binds to
CD38 on red blood cells (RBCs) and results in a positive Indirect
Antiglobulin Test (Indirect Coombs test). Daratumumab-mediated
positive indirect antiglobulin test may persist for up to 6 months after
the last daratumumab infusion. Daratumumab bound to RBCs masks
detection of antibodies to minor antigens in the patient’s serum [see
References]. The determination of a patient’s ABO and Rh blood type
are notimpacted [see Drug Interactions].

Notify blood transfusion centers of this interference with serological
testing and inform blood banks that a patient has received DARZALEX.
Type and screen patients prior to starting DARZALEX.

Neutropenia: DARZALEX may increase neutropenia induced by
background therapy [see Adverse Reactions].

Monitor complete blood cell counts periodically during treatmentaccording
to manufacturer’s prescribing information for background therapies.
Monitor patients with neutropenia for signs of infection. DARZALEX
dose delay may be required to allow recovery of neutrophils. No dose
reduction of DARZALEX is recommended. Consider supportive care with
growth factors.

Thrombocytopenia: DARZALEX may increase thrombocytopenia
induced by background therapy [see Adverse Reactions].

Monitor complete blood cell counts periodically during treatmentaccording
to manufacturer’s prescribing information for background therapies.
DARZALEX dose delay may be required to allow recovery of platelets.
No dose reduction of DARZALEX is recommended. Consider supportive
care with transfusions.

Interference with Determination of Complete Response: Daratumumab
is a human IgG kappa monoclonal antibody that can be detected on
both, the serum protein electrophoresis (SPE) and immunofixation (IFE)
assays used for the clinical monitoring of endogenous M-protein [see
Drug Interactions]. This interference can impact the determination of
complete response and of disease progression in some patients with
1gG kappa myeloma protein.

ADVERSE REACTIONS

The following clinically significantadverse reactions are also described
elsewhere in the labeling:

¢ Infusion reactions [see Warning and Precautions].

¢ Neutropenia [see Warning and Precautions].

¢ Thrombocytopenia [see Warning and Precautions].

Clinical Trials Experience: Because clinical trials are conducted
under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the
clinical trials of another drug and may not reflect the rates observed
in practice.

The safety data described below reflects exposure to DARZALEX
(16 mg/kg) in 2,066 patients with multiple myeloma including 1,910 patients
who received DARZALEX in combination with background regimens and
156 patients who received DARZALEX as monotherapy.

DARZALEX® (daratumumab) injection

DARZALEX® (daratumumab) injection

e a0M0se
Cell Transplant

Combination Treatment with Lenalidomide and Dexamethasone (DRd)
Adverse reactions described in the table below reflect exposure to
DARZALEX for a median treatment duration of 25.3 months (range: 0.1
to 40.44 months) for the daratumumab-lenalidomide-dexamethasone
(DRd) group and median treatment duration of 21.3 months (range:
0.03 to 40.64 months) for the lenalidomide-dexamethasone group (Rd)
in a Phase 3 active-controlled study MAIA. The most frequent (>20%)
adverse reactions were infusion reactions, diarrhea, constipation,
nausea, peripheral edema, fatigue, back pain, asthenia, pyrexia, upper
respiratory tract infection, bronchitis, pneumonia, decreased appetite,
muscle spasms, peripheral sensory neuropathy, dyspnea and cough.
Serious adverse reactions with a 2% greater incidence in the DRd arm
comparedto the Rd armwere pneumonia (DRd 15% vs Rd 8%), bronchitis

Combination Treatment with Bortezomib, Melphalan and Prednisone
Adverse reactions described in Table 3 reflect exposure to DARZALEX
for a median treatment duration of 14.7 months (range: 0 to 25.8 months)
for the daratumumab, bortezomib, melphalan and prednisone (D-VMP)
group, and median treatment duration of 12 months (range: 0.1 to 14.9
months) forthe VMP group in a Phase 3 active-controlled study ALCYONE.
The most frequent adverse reactions (>20% with at least 5% greater
frequency inthe D-VMP arm) were infusion reactions, upper respiratory
tractinfection and edema peripheral. Serious adverse reactions with at
least a 2% greater incidence in the D-VMP arm compared to the VMP
arm were pneumonia (D-VMP 11% vs VMP 4%), upper respiratory tract
infection (D-VMP 5% vs VMP 1%), and pulmonary edema (D-VMP 2%
vs VMP 0%).

Table 3: Adverse Reactions Reported in >10% of Patients and With
at Least a 5% Greater Frequency in the D-VMP Arm in

(DRd 4% vs Rd 2%) and dehydration (DRd 2% vs Rd <1%). ALCYONE
Table 1: Adverse ‘I’%eactions Reported in >10% of Patients and With at Body System D-VMP (N=346) VMP (N=354)
Least a 5% Greater Frequency in the DRd Arm in MAIA Adverse Reaction [Any |Grade 3|Grade 4 |Any |Grade 3 |Grade 4
Body System DRd (N=364) Rd (N=365) Grade |(%) (%) Grade |(%) (%)
Adverse Reaction [Any [Grade 3|Grade 4|Any |Grade 3 [Grade 4 (%) (%)
Grade |(%) (%) Grade |(%) (%)
(%) (%) Infusion 28 4 1 0 0 0
Infusion reactions® [41 |2 <1 0 0 0 reactions?
Gastrointestinal disorders General disorders and administration site conditions
Diarrhea 57 7 0 46 4 0 Edema 21 1 <1 14 1 0
Constipation 41 1 <1 36 <1 0 peripheral
\Tgni?t?:g ?§ : g ?2 11 g Infections and infestations
iti <
General disorders and administration site conditions :jepsl;)?rra tory tract 48 5 0 28 3 0
Peripheral 41 2 0 33 1 0 infectione
edemaP -
Fatigue 20 3 0 28 4 Pneumoniad 16 12 <1 6 5 <1
Asthenia 32 4 0 25 3 <1 Respiratory, thoracic and mediastinal disorders
Pyrexia 23 2 0 18 2 0 Coughe 16 <1 0 8 <1 0
Chills 13 0 0 2 0 0 Dyspnea’ 13 2 1 5 1 0
Infections and infestations -
Upper 52 2 < % 2 < Vascular disorders
_refspir_atory tract Hypertension? |10 |4 |< 1 |3 |2 |0
In ectlo'n'c Key: D=daratumumab, VMP=bortezomib-melphalan-prednisone
Bronch|t|§d 29 3 0 21 1 0 a Infusion reaction includes terms determined by investigators to be
Pneumonia® 6 |14 1 M7 1 related to infusion, see section on Infusion Reactions below.
Urinary tract 18 |2 0 102 0 b edema peripheral, generalized edema, peripheral swelling
|nfect|9n — ¢ upper respiratory tract infection, bronchitis, bronchitis bacterial,
Metabolism and nutrition disorders epiglottitis, laryngitis, laryngitis bacterial, metapneumovirus infection,
Decreased 2 0 LN <1 nasopharyngitis, oropharyngeal candidiasis, pharyngitis, pharyngitis
appetite - streptococcal, respiratory syncytial virus infection, respiratory tract
Hyperglycem_|a 14 16 1 8 3 1 infection, respiratory tractinfection viral, rhinitis, sinusitis, tonsillitis,
Hypocalcemia |14 1 <1 9 1 1 tracheitis, tracheobronchitis, viral pharyngitis, viral rhinitis, viral
Musculoskeletal and connective tissue disorders upper respiratory tract infection.
Back pain 34 3 <1 2% |3 <1 d pneumonia, lung infection, pneumonia aspiration, pneumonia bacterial,
Muscle spasms |29 1 0 22 1 0 pneumonia pneumococcal, pneumonia streptococcal, pneumonia
Nervous system disorders viral, and pulmonary sepsis
Peripheral % 0 15 [0 0 7 cough, productive cough
sensory dyspnea, dyspnea exertional
neuropathy ¢ hypertension, blood pressure increased
Headache 19 ! 0 1 0 0 Laboratory abnormalities worsening during treatment from baseline
Paresthesia 16 0 0 8 0 0 listed in Table 4.
Respiratory, thoracic and mediastinal disorders i
D ¢ 2 3 < 2 1 0 Table 4: '_I'reatment-Emergent Hematology Laboratory Abnormalities
yspnea in ALCYONE
Coughs? 30 <1 0 18 0 0
Vascular disorders D-VMP (N=346) % VMP (N=354) %
Hypertension" [13  [6 <1 [7 4 o Any |Grade 3 |Grade 4 [Any |Grade 3 |Grade 4
Key: D=daratumumab, Rd=lenalidomide-dexamethasone. Grade Grade
2 Infusion reaction includes terms determined by investigators to be Anemia 47 18 0 50 21 0

related to infusion, see section on Infusion Reactions below

Generalized edema, Gravitational edema, Edema, Peripheral edema,

Peripheral swelling

Acute sinusitis, Bacterial rhinitis, Laryngitis, Metapneumovirus infection,

Nasopharyngitis, Oropharyngeal candidiasis, Pharyngitis, Respiratory

syncytial virus infection, Respiratory tract infection, Respiratory tract

infection viral, Rhinitis, Rhinovirus infection, Sinusitis, Tonsillitis,

Tracheitis, Upper respiratory tract infection, Viral pharyngitis, Viral

rhinitis, Viral upper respiratory tract infection

4 Bronchiolitis, Bronchitis, Bronchitis viral, Respiratory syncytial virus
bronchiolitis, Tracheobronchitis

¢ Atypical pneumonia, Bronchopulmonary aspergillosis, Lung infection,
Pneumocystis jirovecii infection, Pneumocystis jirovecii pneumonia,
Pneumonia, Pneumonia aspiration, Pneumonia pneumococcal,
Pneumonia viral, Pulmonary mycosis

f Dyspnea, Dyspnea exertional

Cough, Productive cough

h Blood pressure increased, Hypertension

Laboratory abnormalities worsening during treatment from baseline
listed in Table 2.

Table 2: Treatment-Emergent Hematology Laboratory Abnormalities
in MAIA

o

o

«

DRd (N=364) % Rd (N=365) %

Any |(Grade 3 |Grade 4|Any |Grade 3|Grade 4

Grade Grade
Anemia 47 13 0 57 24 0
Thrombocytopenia (67 6 3 58 7 4
Leukopenia 90 30 5 82 20 4
Neutropenia 91 39 17 77 28 "
Lymphopenia 84 41 1" 75 36 6

Key: D=daratumumab, Rd=lenalidomide-dexamethasone.

Thrombocytopenia |88 27 N 88 26 16
Neutropenia 86 34 10 87 32 n
Lymphopenia 85 46 12 83 44 9

Key: D=daratumumab, VMP=bortezomib-melphalan-prednisone

Newly Diagnosed Multiple Myeloma Eligible for Autologous Stem Cell
Transplant

Combination Treatment with Bortezomib, Thalidomide and Dexamethasone
(DVTd)

Adverse reactions described in Table 5 reflect exposure to DARZALEX up to
day 100 post-transplantin a Phase 3active-controlled study CASSIOPEIA
[see Clinical Studies (14.1) in Full Prescribing Information]. The median
duration of induction/ASCT/consolidation treatment was 8.9 months (range:
7.0 to 12.0 months) for the DVTd group and 8.7 months (range: 6.4 to
11.5 months) for the VTd group. The most frequent adverse reactions
(>20% with atleast5% greater frequency inthe DVTd group) were infusion
reactions, nausea, pyrexia, upper respiratory tractinfection and bronchitis.
Serious adverse reactions with a 2% greater incidence in the DVTd arm
compared to the VTd arm were bronchitis (DVTd 2% vs VTd <1%) and
pneumonia (DVTd 6% vs VTd 4%).
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Table 5: Adverse Reactions Reported in > 10% of Patients and
With at Least a 5% Greater Frequency in the DVTd Arm in
CASSIOPEIA

Body System DVTd (N=536) VTd (N=538)

Adverse Reaction Any |Grade 3 |Grade 4 [Any |Grade 3 |Grade 4

Grade |(%) (%) Grade |(%) (%)
(%) (%)

Infusion reactions? |35 3 <1 0 0 0

Gastrointestinal disorders

©

Infusion reaction includes terms determined by investigators to be
related to infusion, see section on Infusion Reactions below.

upper respiratory tract infection, bronchitis, sinusitis, respiratory
tract infection viral, rhinitis, pharyngitis, respiratory tract infection,
metapneumovirus infection, tracheobronchitis, viral upper respiratory
tract infection, laryngitis, respiratory syncytial virus infection,
staphylococcal pharyngitis, tonsillitis, viral pharyngitis, acute sinusitis,
nasopharyngitis, bronchiolitis, bronchitis viral, pharyngitis streptococcal,
tracheitis, upper respiratory tract infection bacterial, bronchitis bacterial,
epiglottitis, laryngitis viral, oropharyngeal candidiasis, respiratory
moniliasis, viral rhinitis, acute tonsillitis, rhinovirus infection

cough, productive cough, allergic cough

o

o

Combination Treatment with Pomalidomide and Dexamethasone

Adverse reactions described in Table 11 reflect exposure to DARZALEX,
pomalidomide and dexamethasone (DPd) for a median treatment duration
of 6 months (range: 0.03 to 16.9 months) in EQUULEUS. The most frequent
adverse reactions (>20%) were infusion reactions, diarrhea, constipation,
nausea, vomiting, fatigue, pyrexia, upper respiratory tractinfection, muscle
spasms, back pain, arthralgia, dizziness, insomnia, cough and dyspnea.
The overall incidence of serious adverse reactions was 49%. Serious
adverse reactions reported in >5% patients included pneumonia (7%).
Adverse reactions resulted in discontinuations for 13% of patients.

Table 11: Adverse Reactions With Incidence >10% Reported in

Nausea 30 |4 0 242 <1 d dyspnea, dyspnea exertional EQUULEUS
Vomiting 16 |2 0 10 ]2 0 Laboratory abnormalities worsening during treatment from baseline  [Body System DPd (N=103)
General disorders and administration site conditions listed in Table 8. Adverse Reaction Any Grade | Grade3 | Grade4
Pyrexia |26 |2 |<1 |21 |2 |0 Table 8: Treatment-Emergent Hematology Laboratory (%) (%) (%)
Infections and infestations Abnormalities in POLLUX Infusion reactions? 50 4 0
Upper respiratory DRd (N=283) % Rd (N=281) % Gastrointestinal disorders
tractinfection® |27 1 0 17 1 0 Any |Grade 3|Grade 4|/Any  |Grade 3|Grade 4 Diarrhea 38 3 0
Bronchitise 20 |1 0 13 N 0 Grade Grades Constipation 33 0 0
Respiratory, thoracic and mediastinal disorders Anemia 52|13 0 57 19 0 Nausea 30 0 0
Cough? 7 o o b o o Thrombocytopenia |73 |7 6 67 10 5 Vomiting 21 2 0
Vascular disorders Neutropenia 92 36 17 87 32 3 Gengral disorders and administration site conditions
Hypertenson 10 & 0 5 |2 o Lymphopenia |95 [a2 J10  [o7  [32 [ Et'g“,e 22 110 g
- rexia
Key: D=daratumumab, VTd=bortezomib-thalidomide -dexamethasone. ~ Key: D=Daratumumab, Rd=lenalidomide-dexamethasone. szs 20 0 0
a Infusion reaction includes terms determined by investigators to be  compination Treatment with Bortezomib and Dexamethasone Ed heral 7 1 0
related to infusion, see section on Infusion Reactions below . . . ema periphera
b Laryngitis, Laryngitis viral, Metapneumovirus infection, Nasopharyngitis, Adverse reactions described i Table 9 reflect exposure to DARZALEX Asthenia 15 0 0
Oropharyngeal candidiasis, Pharyngitis, Respiratory syncytial virus for amediantreatment duration of 6.5 months (range: 0 to 14.8 months) in - -
infection, Respiratory tract infection, Respiratory tractinfection viral, ~ the daratumumab-bortezomib-dexamethasone (DVd) group and median Non-cardiac chest pain 15 0 0
Rhinitis, Rhinovirus infection, Sinusitis, Tonsillitis, Tracheitis, Upper  treatment duration of5.2months (range: 0.2to 8.0 months) for the bortezomib- Pain 11 0 0
respiratory tract infection, Viral pharyngitis, Viral rhinitis, Viral upper ~ dexamethasone (Vd) groupin a Phase 3active-controlled study CASTOR.The  [Infections and infestations
respiratory tract infection - ] ) ] mostfrequentadverse reactions (>20%) were infusion reactions, diarrhea, Upper resniratory tract 50 4 1
¢ Bronchiolitis, Bronchitis, Bronchitis chronic, Respiratory syncytial  peripheral edema, upper respiratory tract infection, peripheral sensory in,f)gctioncp v
] virus bronchitis, Tracheobronchitis neuropathy, cough and dyspnea. The overallincidence of serious adverse —
Cough, Productive cough reactions was 42% forthe DVd group compared with 34% for the Vd group. Pneumc.Jma S— 15 8 2
Note: Hematology laboratory related toxicities were excluded and Serious adverse reactions with atleasta 2% greaterincidenceinthe DVdarm  |Metabolism and nutrition disorders
reported separately in the table below compared to the Vd armwere upper respiratory tractinfection (DVd 5% vs Hypokalemia 16 3 0
0, H 1 hri 1, 0, 0, N
Table 6: Treatment-Emergent Hematology Laboratory Abnormalities vd 2%), diarrhea and atrial f.|br|!lat|on'(DVd' 2% vs Vd 0% for each).. Hyperglycemia 13 5 !
in CASSIOPEIA Adverse reactions resulted in discontinuations for 7% (n=18) of patients Decreased appetite 1 0 0
. o [ oot
DVTd (N=536) % VTd (N=538) % in the DVd arm versus 9% (n=22) in the Vd arm. Musculoskeletal and connective tissue disorders
Table 9: Adverse Reactions Reported in >10% of Patients and With at Muscle spasms 26 1 0
elrlgde Grade 3 Grade 4 élrl:de Grade 3 Grade 4 Least a 5% Greater Frequency in the DVd Arm CASTOR Back pain 25 6 0
Anemia 36 |4 0 3% |5 0 Adverse DVd (N=243) % Vd (N=237) % Arthralgia 2 2 0
Thrombocytopenia 81 |9 5 58 s 3 Reaction en;/d Grade 3 |Grade 4 Ién;/d Grade 3 |Grade 4 Pain in extremity 15 0 0
rade rade -

: Bone pain 13 4 0
Leukopenia 82 14 10 57 6 9 Infusion 5 9 0 0 0 0 0 PI e s : ;
Neutropenia 63 19 14 41 10 9 reactions? chl:assgl:)g; elota
Lymphopenia 95 44 15 91 37 10 Gas}romtestmal disorders Nervous system disorders
Key: D=daratumumab, VTd=bortezomib-thalidomide Diarrhea 32 3 <1 22 1 0 Dizziness 7 2 0
-dexamethasone. Vomiting n_ 0 0 4 0 0 Tremor 19 3 0

Rel d/Refractory Multiple Mvelom General disorders and administration site conditions Headache 17 0 0
Combination Treatment with Lenalidomide and Dexamethasone Edema 22 1 0 13 0 0 Psychiatric disorders
Adverse reactions described in Table 7 reflect exposure to DARZALEX peripheral V -
for a median treatment duration of 13.1 months (range: 0 to 20.7 months) Pyrexia 16 1 0 1 1 0 Insomnia 23 2 0
for the daratumumab-lgnaIidomide-dexametha;one (DRd) group and Infections and infestations Anxiety 13 0 0
median treatment duration of 12.3 months (range: 0.2 to 20.1 months) for U m 5 0 30 3 ] Respiratory, thoracic and mediastinal disorders
the lenalidomide-dexamethasone (Rd) group in a Phase 3 active-controlled pper < Coudhe 3 " 0
study POLLUX. The mostfrequent adverse reactions (>20%) were infusion respiratory g
reactions, diarrhea, nausea, fatigue, pyrexia, upper respiratory tract tract . Dyspneaf 33 6 1
infection, muscle spasms, cough and dyspnea. The overall incidence of infection _ Nasal congestion 16 0 0
serious adverse react!onswas49%forth(_a DRd group compare(‘ijwnh 42% Nel’VQUS system disorders Key: D=Daratumumab, Pd=pomalidomide-dexamethasone.
for_t[?e Rd _grohup[.)gsrlous adversedreachtlogtsi with at least a 2% gre(zgt:(; Peripheral a0 0 38 16 <1 a Infusion reaction includes terms determined by investigators to be
ncidenceinthe arm compared to the Rd arm were pneumonia senso L ) - -

0, 0, H H 3 0, 0, ’ .
! y related to infusion, see section on Infusion Reactions below.
_IZA) vs Rd 10%), upper resp:)ratory traoct infection (DRd 7% vs Rd 4%), neuropathy b edema, edema peripheral, peripheral swelling,
influenza and pyrexia (DRd _3A1 vs Rd l % fo_r each). . . Respiratory, thoracic and mediastinal disorders ¢ acute tonsillitis, bronchitis, laryngitis, nasopharyngitis, pharyngitis,
Adverse reactions resulged in discontinuations for 7% (n=19) of patients Cought 27 o 0 14 0 0 respiratory syncytial virus infection, rhinitis, sinusitis, tonsillitis, upper
inthe DRd arm versus 8% (n=22) in the Rd arm. Dyspnea’ 2 . m " " n d respiratory tract infection

Table 7: Adverse Reactions Reported in > 10% of Patients and With
at Least a 5% Greater Frequency in the DRd Arm in POLLUX

Key: D=daratumumab, Vd=bortezomib-dexamethasone.

a |nfusion reaction includes terms determined by investigators to be
related to infusion, see section on Infusion Reactions below.

edema peripheral, edema, generalized edema, peripheral swelling
upper respiratory tract infection, bronchitis, sinusitis, respiratory
tract infection viral, rhinitis, pharyngitis, respiratory tract infection,
metapneumovirus infection, tracheobronchitis, viral upper respiratory
tract infection, laryngitis, respiratory syncytial virus infection,
staphylococcal pharyngitis, tonsillitis, viral pharyngitis, acute sinusitis,
nasopharyngitis, bronchiolitis, bronchitis viral, pharyngitis streptococcal,
tracheitis, upper respiratory tract infection bacterial, bronchitis bacterial,
epiglottitis, laryngitis viral, oropharyngeal candidiasis, respiratory
moniliasis, viral rhinitis, acute tonsillitis, rhinovirus infection

cough, productive cough, allergic cough

dyspnea, dyspnea exertional

o o

® a

Laboratory abnormalities worsening during treatment are listed in Table 10.

Table 10: Treatment-Emergent Hematology Laboratory Abnormalities
in CASTOR

Adverse Reaction |DRd (N=283) % Rd (N=281) %
Any |Grade 3 |Grade 4 [Any |Grade 3 (Grade 4
Grade Grade

Infusion reactions? |48 5 0 0 0 0
Gastrointestinal disorders

Diarrhea 43 5 0 25 3 0

Nausea 24 1 0 14 0 0

Vomiting 17 1 0 5 1 0
General disorders and administration site conditions

Fatigue 35 6 <1 28 2 0

Pyrexia 20 2 0 " 1 0
Infections and infestations

Upper respiratory

tract infection® |65 6 <1 51 4 0
Musculoskeletal and connective tissue disorders

Muscle spasms |26 |1 |0 |19 |2 |0
Nervous system disorders

Headache 13 o o 7 o o
Respiratory, thoracic and mediastinal disorders

Coughe 30 0 0 15 0 0

Dyspnead 21 3 <1 12 1 0

DVd (N=243) % Vd (N=237) %

Any |Grade 3|Grade 4 |Any |Grade 3 |Grade 4

Grade Grade
Anemia 48 13 0 56 14 0
Thrombocytopenia |90 28 19 85 22 13
Neutropenia 58 12 3 40 5 <1
Lymphopenia 89 4 1 81 24 3

Key: D=daratumumab, Rd=lenalidomide-dexamethasone.

Key: D=Daratumumab, Vd=bortezomib-dexamethasone.

lung infection, pneumonia, pneumonia aspiration
e cough, productive cough, allergic cough
f dyspnea, dyspnea exertional

Laboratory abnormalities worsening during treatment are listed in Table 12.

Table 12: Treatment-Emergent Hematology Laboratory
Abnormalities in EQUULEUS

DPd (N=103) %
Any Grade Grade 3 Grade 4
Anemia 57 30 0
Thrombocytopenia 75 10 10
Neutropenia 95 36 46
Lymphopenia 94 45 26

Key: D=Daratumumab, Pd=pomalidomide-dexamethasone.

Monotherapy

The safety data reflect exposure to DARZALEX in 156 adult patients
with relapsed and refractory multiple myeloma treated with DARZALEX
at 16 mg/kg in three open-label, clinical trials. The median duration
of exposure was 3.3 months (range: 0.03 to 20.04 months). Serious
adverse reactions were reported in 51(33%) patients. The most frequent
serious adverse reactions were pneumonia (6%), general physical
health deterioration (3%), and pyrexia (3%).

Adverse reactions resulted in treatment delay for 24 (15%) patients, most
frequently for infections. Adverse reactions resulted in discontinuations
for 6 (4%) patients.

Adverse reactions occurring in at least 10% of patients are presented
in Table 13. Table 14 describes Grade 34 laboratory abnormalities
reported at a rate of >10%.
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Table 13: Adverse Reactions With Incidence >10% in Patients With
Multiple Myeloma Treated With DARZALEX 16 mg/kg

DARZALEX 16 mg/kg
N=156
Incidence (%)

Adverse Reaction Any Grade | Grade 3 | Grade 4

Infusion reaction? 48 3 0
General disorders and administration site conditions

Fatigue 39 2 0

Pyrexia 21 1 0

Chills 10 0 0
Respiratory, thoracic and mediastinal disorders

Cough 21 0 0

Nasal congestion 17 0 0

Dyspnea 15 0
Musculoskeletal and connective tissue disorders

Back pain 23 2 0

Arthralgia 17 0 0

Pain in extremity 15 1 0

Musculoskeletal chest pain 12 1 0
Infections and infestations

Upper respiratory tract 20 1 0

infection

Nasopharyngitis 15 0 0

Pneumoniab 11 6 0
Gastrointestinal disorders

Nausea 21 0 0

Diarrhea 16 1 0

Constipation 15 0 0

Vomiting 14 0 0
Metabolism and nutrition disorders

Decreased appetite | 15 | 1 [ o
Nervous system disorders

Headache | 12 [ 1 ] o
Vascular disorders

Hypertension | 10 | 5 | 0

a Infusion reaction includes terms determined by investigators to be
related to infusion, see section on Infusion Reactions below.

b Pneumonia also includes the terms streptococcal pneumonia and lobar
pneumonia.

Table 14: Treatment-Emergent Grade 3-4 Laboratory Abnormalities

(>10%)
Daratumumab 16 mg/kg (N=156)
Any Grade (%) | Grade 3 (%) | Grade 4 (%)
Anemia 45 19 0
Thrombocytopenia 43 10 8
Neutropenia 60 17 3
Lymphopenia 72 30 10

Infusion Reactions: In clinical trials (monotherapy and combination
treatments; N=2,066) the incidence of any grade infusion reactions
was 37% with the first (16 mg/kg, Week 1) infusion of DARZALEX,
2% with the Week 2 infusion, and cumulatively 6% with subsequent
infusions. Less than 1% of patients had a Grade 3/4 infusion reaction
at Week 2 or subsequent infusions.

The median time to onset of a reaction was 1.5 hours (range: 0 to 72.8
hours). The incidence of infusion modification due to reactions was 36%.
Median durations of 16 mg/kg infusions for the 1st week, 2" week and
subsequentinfusions were approximately 7,4, and 3 hours respectively.

Severe infusion reactions included bronchospasm, dyspnea, laryngeal
edema, pulmonary edema, hypoxia, and hypertension. Other adverse
infusion reactionsincluded nasal congestion, cough, chills, throatirritation,
vomiting and nausea.

When DARZALEX dosing was interrupted in the setting of ASCT (Study
CASSIOPEIA) for a median of 3.75 months (range: 2.4; 6.9 months), upon
re-initiation of DARZALEX the incidence of IRRs was 11% for the first
infusion following ASCT. Infusion rate/dilution volume used upon re-initiation
was that used for the last DARZALEX infusion prior to interruption for
ASCT.IRRs occurring at re-initiation of DARZALEX following ASCT were
consistent in terms of symptoms and severity (Grade 3 or 4:<1%) with
those reported in previous studies at Week 2 or subsequent infusions.

In EQUULEUS, patients receiving daratumumab combination treatment
(n=97) were administered the first 16 mg/kg daratumumab dose at
Week 1 split over two days i.e. 8 mg/kg on Day 1 and Day 2 respectively.
The incidence of any grade infusion-related reactions was 42%, with
36% of patients experiencing infusion reactions on Day 1 of Week 1,
4% on Day 2 of Week 1, and 8% with subsequent infusions. The median
time to onset of a reaction was 1.8 hours (range: 0.1 to 5.4 hours). The
incidence of infusion interruptions due to reactions was 30%. Median
durations of infusions were 4.2 h for Week 1-Day 1,4.2 h for Week 1-Day
2, and 3.4 hours for the subsequent infusions.

Herpes Zoster Virus Reactivation: Prophylaxis for Herpes Zoster Virus
reactivation was recommended for patients in some clinical trials of
DARZALEX. In monotherapy studies, herpes zoster was reported in
3% of patients. In the combination therapy studies, herpes zoster was
reported in 2-5% of patients receiving DARZALEX.

Infections: In patients receiving DARZALEX combination therapy,
Grade 3 or 4 infections were reported as follows:
Relapsed/refractory patient studies: DVd: 21%, Vd: 19%; DRd: 27%,
Rd: 23%; DPd: 28%

Newly diagnosed patient studies: D-VMP: 23%, VMP: 15%; DRd: 32%,
Rd: 23%; DVTd: 22%; VTd 20%.

Pneumonia was the most commonly reported severe (Grade 3 or 4) infection
across studies. In the active controlled studies, discontinuations from
treatment due to infections (1-4%) and fatal infections were generally

infrequent and balanced between the DARZALEX containing regimens
and active control arms. Fatal infections were primarily due to pneumonia
and sepsis.

Hepatitis B Virus (HBV) Reactivation: Hepatitis B virus reactivation
has been reported in less than 1% of patients (including fatal cases)
treated with DARZALEX in clinical trials.

Immunogenicity: As with all therapeutic proteins, there is the potential
for immunogenicity. The detection of antibody formation is highly
dependent on the sensitivity and specificity of the assay. Additionally,
the observed incidence of antibody (including neutralizing antibody)
positivity in an assay may be influenced by several factors including
assay methodology, sample handling, timing of sample collection,
concomitant medications, and underlying disease. For these
reasons, comparison of the incidence of antibodies to daratumumab
in the studies described below with the incidence of antibodies
in other studies or to other products may be misleading. In clinical
trials of patients with multiple myeloma treated with DARZALEX as
monotherapy or as combination therapies, none of the 111 evaluable
monotherapy patients, and 2 of the 1,050 evaluable combination
therapy patients, tested positive for anti-daratumumab antibodies.
One patient administered DARZALEX as combination therapy,
developed transient neutralizing antibodies against daratumumab.
However, this assay has limitations in detecting anti-daratumumab
antibodies in the presence of high concentrations of daratumumab;
therefore, the incidence of antibody development might not have
been reliably determined.

Postmarketing Experience: The following adverse reactions have
been identified during post-approval use of DARZALEX. Because
these reactions are reported voluntarily from a population of uncertain
size, it is not always possible to reliably estimate their frequency or
establish a causal relationship to drug exposure.

Immune System disorders: Anaphylactic reaction

DRUG INTERACTIONS

Effects of Daratumumab on Laboratory Tests: Interference with
Indirect Antiglobulin Tests (Indirect Coombs Test): Daratumumab
binds to CD38 on RBCs and interferes with compatibility testing,
including antibody screening and cross matching. Daratumumab
interference mitigation methods include treating reagent RBCs with
dithiothreitol (DTT) to disrupt daratumumab binding [see References]
or genotyping. Since the Kell blood group system is also sensitive to
DTT treatment, K-negative units should be supplied after ruling out or
identifying alloantibodies using DTT-treated RBCs.

If an emergency transfusion is required, non-cross-matched ABO/
RhD-compatible RBCs can be given per local blood bank practices.
Interference with Serum Protein Electrophoresis and Immunofixation
Tests: Daratumumab maybe detected onserumproteinelectrophoresis
(SPE) and immunofixation (IFE) assays used for monitoring disease
monoclonal immunoglobulins (M protein). False positive SPE and IFE
assay results may occur for patients with IgG kappa myeloma protein
impacting initial assessment of complete responses by International
Myeloma Working Group (IMWG) criteria. In patients with persistent
very good partial response, where daratumumab interference is
suspected, consider using a FDA-approved daratumumab-specific IFE
assay to distinguish daratumumab from any remaining endogenous M
protein in the patient’s serum, to facilitate determination of a complete
response.

USE IN SPECIFIC POPULATIONS

Pregnancy: Risk Summary: There are no human data to inform a risk
with use of DARZALEX during pregnancy. Animal studies have not
been conducted. However, there are clinical considerations (see
Clinical Considerations). The estimated background risk of major birth
defects and miscarriage for the indicated population is unknown. All
pregnancies have a background risk of birth defect, loss, or other
adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2-4% and 15-20%, respectively.

Clinical Considerations: ~ Fetal/Neonatal ~Adverse Reactions:
Immunoglobulin G1 (IgG1) monoclonal antibodies are transferred
across the placenta. Based on its mechanism of action, DARZALEX
may cause fetal myeloid or lymphoid-cell depletion and decreased
bone density. Defer administering live vaccines to neonates and
infants exposed to DARZALEX in utero until a hematology evaluation
is completed.

Data: Animal Data: Mice that were genetically modified to eliminate
all CD38 expression (CD38 knockout mice) had reduced bone density
at birth that recovered by 5 months of age. In cynomolgus monkeys
exposed during pregnancy to other monoclonal antibodies that affect
leukocyte populations, infant monkeys had a reversible reduction in
leukocytes.

Lactation: Risk Summary: There is no information regarding the
presence of daratumumab in human milk, the effects on the breastfed
child, or the effects on milk production. Human IgG is known to be
present in human milk. Published data suggest that antibodies in
breast milk do not enter the neonatal and infant circulations in
substantial amounts.

The developmental and health benefits of breast-feeding should be
considered along with the mother’s clinical need for DARZALEX and
any potential adverse effects on the breast-fed child from DARZALEX
or from the underlying maternal condition.

Females and Males of Reproductive Potential: Contraception: To
avoid exposure to the fetus, women of reproductive potential should
use effective contraception during treatment and for 3 months after
cessation of DARZALEX treatment.

Pediatric Use: Safety and effectiveness of DARZALEX in pediatric
patients have not been established.

Geriatric Use: Of the 2,066 patients that received DARZALEX at the
recommended dose, 37% were 65 to 75 years of age, and 16% were
75 years of age or older. No overall differences in safety or
effectiveness were observed between these patients and younger
patients [see Clinical Studies (14) in Full Prescribing Information].
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PATIENT COUNSELING INFORMATION

Advisethe patienttoreadthe FDA-approved patientlabeling (Patient

Information).

Infusion Reactions

Advise patients to seek immediate medical attention for any of the

following signs and symptoms of infusion reactions:

e itchy, runny or blocked nose; chills, nausea, throatirritation, cough,
headache, shortness of breath or difficulty breathing [see Warnings
and Precautions and Adverse Reactions].

e Advise patients that if they have a fever, they should contact their
healthcare professional [see Warnings and Precautions and Adverse
Reactions].

Thrombocytopenia

* Advise patients to inform their healthcare professional if they notice
signs of bruising or bleeding [see Warnings and Precautions and
Adverse Reactions].

Interference with Laboratory Test

Advise patients to inform healthcare providersincluding blood transfusion

centers/personnel thatthey are taking DARZALEX, in the event of a planned

transfusion [see Warnings and Precautions and Drug Interactions].

Advise patients that DARZALEX can affect the results of some tests used

to determine complete response in some patients and additional tests

may be needed to evaluate response [see Warnings and Precautions
and Drug Interactions].

Hepatitis B Virus (HBV) Reactivation:

Advise patients to inform healthcare providers if they have ever had

or might have a hepatitis B infection and that DARZALEX could cause

hepatitis B virus to become active again [see Adverse Reactions].
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