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Indications and mechanisms of action'

DARZALEX® (daratumumab) is indicated for the
freatment of adult patients with multiple myeloma:

* In combination with lenalidomide and dexamethasone
in newly diagnosed patients who are ineligible for
autologous stem cell fransplant and in patients with
relapsed or refractory multiple myeloma who have
received af least one prior therapy

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

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

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

In combination with carfilzomib and dexamethasone in
patients with relapsed or refractory multiple myeloma
who have received one to three prior lines of therapy

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

As monotherapy in patients who have received

at least three prior lines of therapy including a
proteasome inhibitor (Pl) and an immunomodulatory
agent or who are double-refractory to a Pl and an
immunomodulatory agent

DARZALEX®is a first-in-class monoclonal antibody
that targets CD38!

* CD38is expressed on hematopoietic cells, other cell
types and tissues, and is highly expressed on multiple
myeloma cells'

* DARZALEX® inhibits tumor cell growth through immune-
mediated, direct on-tumor, and immunomodulatory
actions. DARZALEX® may also have an effect on
normal cells'

Select Important Safety Information

CONTRAINDICATIONS

DARZALEX® is contraindicated in patients with a history of
severe hypersensitivity (eg, anaphylactic reactions) to
daratumumab or any of the components of the formulation.
WARNINGS AND PRECAUTIONS

Infusion-Related Reactions

DARZALEX® can cause severe and/or serious infusion-
related reactions including anaphylactic reactions. These
reactions can be life-threatening, and fatal outcomes
have been reported. In clinical frials (monotherapy and
combination: N=2066), infusion-related reactions occurred
in 37% of patients with the Week 1 (16 mg/kg) infusion,

2% with the Week 2 infusion, and cumulatively 6% with
subsequent infusions.

How DARZALEX® is supplied

Dosage form and strengths’

DARZALEX®is a colorless to pale yellow,
preservative-free solution for intravenous (IV) infusion.

e DARZALEX® s supplied in single-dose vial

100 mg/5 mL 400 mg/20 mL
(20 mg/mL) (20 mg/mL)
Storage!

* Store in a refrigerator at 2°C to 8°C (36°F to 46°F)

¢ Do not freeze or shake. Protect from light. This
product contains no preservative

Select Important Safety Information

Neutropenia and Thrombocytopenia

DARZALEX® may increase neutropenia and
thrombocytopenia induced by background therapy.
Monitor complete blood cell counts periodically during
freatment according to manufacturer’s prescribing
information for background therapies. Monitor patients
with neutropenia for signs of infection. Consider
withholding DARZALEX® until recovery of neutrophils or for
recovery of platelets.

Please see Indications

and full Important Safety S )
Information on pages 52-55 b DARZALEX
and click here for DARZALEX® (daratumumab)

P . tion for intrav s infusion
full Prescribing Information. 100 mg/5mL. 400 myzomt
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DARZALEX® (daratumumab) +
lenalidomide +
dexamethasone (DRd)

DOSING & SAFETY

for adult patients with newly diagnosed,
transplant-ineligible multiple myeloma
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DARZALEX® (daratumumab)
+ Rd dosing

In adult patients with newly diagnosed,

transplant-ineligible multiple myeloma'

Dosing schedule based on a phase 3, randomized,
active-controlled trial

DARZALEX® in combination with Revliimid® (lenalidomide)
and dexamethasone (Rd) (n=368) vs Rd alone (n=369)

Recommended dosage

and schedule for DARZALEX®'

Eoses given as 1 weekly infusion

C?lrcle (Cycles 1* to 2; Weeks 1 to 8)

A 4

Doses given as 1 infusion every 2 weeks
2 Per (twice per 4-week cycle; Cycles 3 to 6;

Cycle weeks 9 to 24)

A 4

Dose given as 1 infusion every 4 weeks
1 Per (Cycle 7+; Week 25+ until disease

Cycle progression)

23 E] estimated Year 1 infusion visits

See table on page 7 >

¢ Revlimid® (lenalidomide) 25 mg is given orally
on Days 1-21 of each cyclef

* Dexamethasone 40 mg is given orally or IV
once a week*

— On DARZALEX® infusion days, the entire
dexamethasone dose was given as a
pre-infusion medication

Revlimid®is a registered trademark of Celgene Corporation.

*The first prescribed 16 mg/kg dose at Week 1 may be split over
2 consecutive days. See page 60 for details.

fFor dosing instructions of combination agents administered with
DARZALEX®, see Clinical Studies (14.1) section of the full Prescribing
Information for DARZALEX® and the respective manufacturer’s
prescribing information.

‘Please see the DARZALEX® full Prescribing Information for more
information regarding dexamethasone dosage and administration.
Please see Indications and full Important Safety
Information on pages 52-55 and click here for full

DARZALEX® Prescribing Information.

DARZALEX® + Rd dosing schedule for adult patients with newly diagnosed,
transplant-ineligible multiple myeloma

DARZALEX® dosing frequency decreases over time'

Cycles 1-2 (each lasting 28 days)

Day 1 2 3 45 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28
DARZALEX® A - - a
weekly I I I
lenalidomide 000000000000000000000 5
dexamethasone o @ @ @

§The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days. See page 60 for details.
Cycles 3-6 (each lasting 28 days) Tota
Day 1 2 3 45 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28
DARZALEX® - ' 'a

every 2 weeks I I I

lendlidomide 000000000000000000000 Qo
dexamethasone L @ @ @

Cycle 7 onward (each lasting 28 days)

Day 12 3 45 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28

DARZALEX® A
every 4 weeks | | |

lenalidomide 000000000000000000000  test
dexamethasone o @ @ @

Continue DARZALEX® + Rd until disease progression or unacceptable toxicity

Infusion-related reactions of any grade or severity may be managed by interruption, modification, and/or
discontinuation of the infusion. DARZALEX® should be permanently discontinued upon the third occurrence of a
Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction.

No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell
countsin the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)]. For information concerning
drugs given in combination with DARZALEX®, see manufacturer’s prescribing information.

Select Important Safety Information

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious infusion-related reactions including
anaphylactic reactions. These reactions can be life-threatening, and fatal outcomes have
been reported. In clinical trials (monotherapy and combination: N=2066), infusion-related
reactions occurred in 37% of patients with the Week 1 (16 mg/kg) infusion, 2% with the
Week 2 infusion, and cumulatively 6% with subsequent infusions.
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DARZALEX

(daratumumab)

injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL
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Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
fo emergency equipment and appropriate
medical support to manage infusion-related
reactions if they occur

¢ If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
interval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions 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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full e
Important Safety Information N .
on pages 52-55 and click here s DARZALEX

(daratumumab)
injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL

for DARZALEX® full Prescribing
Information.
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In adult patients with newly diagnosed, fransplant-ineligible multiple myeloma
Safety results demonstrated in combination with Rd

Most frequent adverse reactions and laboratory abnormalities reported in 220% of patients
and with at least a 5% greater frequency in the DARZALEX® + Rd arm'*

Adverse reactions

DARZALEX' + Rd (n=364) Rd (n=365)
Treatment-emergent event Any grade (%) Grade 3 (%) Grade 4 (%) Any grade (%) Grade 3 (%) Grade 4 (%)
Diarrhea 57 7 0 46 4 0
Upper respirator
trgft infeth)ion ’ 52 2 <1 36 2 <1
Infusion-related reactions 41 2 <1 0 0 0
Constipation 41 1 <1 36 <1 0
Peripheral edema 41 2 0 33 1 0
Fatigue 40 8 0 28 4 0
Back pain 34 3 <1 26 3 <1
Asthenia 32 4 25 3 <1
Nausea 32 1 23 1 0
Dyspnea 32 3 <1 20 1 0
Cough 30 <1 0 18 0 0
Bronchitis 29 3 0 21 1 0
Muscle spasms 29 1 0 22 1 0
Pneumonia 26 14 1 14 7 1
Peripheral sensory neuropathy 24 1 0 15 0 0
Pyrexia 23 2 0 18 2 0
Decreased appetite 22 1 0 15 <1 <1

*Adverse reactions that occurred with a frequency of 210% and <20%, and with at least a 5% greater frequency in
the DARZALEX® + Rd arm were: headache, urinary tract infection, hyperglycemia, hypercalcemia, vomiting, chills,

paresthesia, and hypertension.

Serious adverse reactions (ARs) with at least a 2% greater incidence in the DRd arm compared to the Rd arm
were pneumonia (DRd 15% vs Rd 8%), bronchitis (DRd 4% vs Rd 2%), and dehydration (DRd 2% vs Rd <1%).!

Laboratory abnormalities

Information.

DARZALEX'+ Rd (n=364) Rd (n=365)

Treatment-emergent event Any grade (%) Grade 3 (%) Grade 4 (%) Any grade (%) Grade 3 (%) Grade 4 (%)
Neutropenia 91 39 17 77 28 1
Leukopenia 920 30 5 82 20 4
Lymphopenia 84 41 11 75 36 6
Thrombocytopenia 67 6 3 58 7 4
Anemia 47 13 0 57 24 0

Please see Indications and full N

o pages sz.s5and cicknae X DARZALEX

for DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion
100 mg/5mL, 400 mg/20mL
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Safety results demonstrated in Notes:
combination with Rd in adult
patients with newly diagnosed,

transplant-ineligible multiple
myeloma

¢ Discontinuation rates due to ARs: 7% with DRd
vs 16% with Rd?

¢ Infusion-related reactions (IRRs) with DRd

occurred in 41% of patients; 2% were Grade 3 and
<1% were Grade 4'

¢ IRRs of any grade or severity may require

management by interruption, modification,
and/or discontinuation of the infusion'

¢ Most IRRs occurred during the first infusion!

See previous page for additional results.

Please see Indications
and full Important Safety
Information on pages

AL a7

AN\ P
PL N4

52-55 and click here for DARZALEX

DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion

Information. 100 mg/5 mL, 400 mg/20mL
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DARZALEX® (daratumumab) +
lenalidomide +
dexamethasone (DRd)

DOSING & SAFETY

for adult patients with
relapsed/refractory multiple myeloma

Please see Indications and full Important Safety
Information on pages 52-55 and click here for full
DARZALEX® Prescribing Information.
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DARZALEX® (daratumumab) DARZALEX® + Rd dosing schedule for patients with relapsed/refractory

+ Rd dosing for patients with relapsed/ multiple myeloma g

refractory multiple myeloma DARZALEX® dosing frequency decreases over fime! o
In patients at first relapse’ Cycles 1-2 (each lasting 28 days) %
Dosing schedule based on a phase 3, randomized, Day 12 3 45 6 7 8 9 10111213141516 17 18 19 20 21 22 23 24 25 26 27 28
active-controlled frial DARZALEX® AS IA IA IA g

weekly | | | =

DARZALEX® in combination with Revlimid® (lenalidomide) lenalidomide 000000 'i‘ 00000 ‘I‘ 00000 '| Rest e

and dexamethasone (Rd) (n=286) vs Rd alone (n=283)

dexamethasone o0 L1 L1 o0

§The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days. See page 60 for details.

and schedule for DARZALEX®' Cycles 3-6 (each lasting 28 days) Tota g

Recommended dosage

Doses given as 1 weekly infusion Day 1 2 3 4 5 6 7 8 9 10111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
I
4 Eercle (Cycles 1* fo 2; Weeks 1 fo 8) DARZALEX® o A z
vy every 2 weeks | | | 2
: : Rest z
Doses given as 1 infusion every 2 weeks lenalidomide “““‘I“““‘I“““‘l >
Per (twice per 4-week cycle; Cycles 3 to 6; dexamethasone 00 @ =
Cycle weeks 9 to 24)
) 4 Cycle 7 onward (each lasting 28 days) .
Dose given as 1 infusion every 4 weeks =3
1 Per (Cycle 7+ Week 25+ until disease Day 12 3 45 6 7 8 9 1011 12 131415 16 17 18 19 20 21 22 23 24 25 26 27 28 go
’ | 2z
Cycle progression) DARZALEX® o g z
every 4 weeks | | | 3¢
%
N - m
2 3 [i} et Vel 1 TTuden s lenalidomide ‘ 0 XYY qt e00o00 C|C oooo0e  Rest 2
T dexamethasone @ -
See table on page 13 » §
¢ Revlimid® (lenalidomide) 25 mg is given orally 2
on Days 1-21 of each cyclef . o i o ‘é
* Dexamethasone 40 mg is given orally or IV Continue DARZALEX® + Rd until disease progression or unacceptable toxicity 2
once a week? =
— On DARZALEX® infusion days, 20 mg of the Infusion-related reactions of any grade or severity may be managed by interruption, modification, and/or —
dexamethasone dose was given as a discontinuation of the infusion. DARZALEX® should be permanently discontinued upon the third occurrence of a =
pre-infusion medication and the remainder Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction. ;g
0 A A > 5
given ‘rhe day after the infusion No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell % g
— For patients one reduced dexcumg’rhosone counts in the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)]. For information concerning z3
dose, the entire 20-mg dose was given as a drugs given in combination with DARZALEX®, see manufacturer's prescribing information. -
DARZALEX® pre-infusion medication —
Select Important Safety Information
Revlimid®is a registered tfrademark of Celgene Corporation. E
*The first prescribed 16 mg/kg dose at Week 1 may be split over WARNINGS AND PRECAUTIONS z5
2 consecutive days. See page 60 for details. . . % 9
tFor dosing instructions of combination agents administered with DARZALEX®, Infusion-Related Reactions b ;
see the Clinical Studies {14.2) section of the full Prescribing Information for DARZALEX® can cause severe and/or serious infusion-related reactions includin N o
DARZALEX® and the respective manufacturer's prescribing information. . . . 5 . g ;52 o 8
tPlease see the DARZALEX® full Prescribing Information for more information anaphylactic reactions. These reactions can be life-threatening, and fatal outcomes have ¥DARZALEX 2
regarding dexamethasone dosage and administration. been reported. In clinical frials (monotherapy and combination: N=2066), infusion-related - (daratumumab)
A reactions occurred in 37% of patients with the Week 1 (16 mg/kg) infusion, 2% with the injection for intravenous nfusion
Please see Indications and full Important Safety Week 2 infusion, and cumulatively 6% with subsequent infusions. 100mg/5mL, 400mgi20mL. o

Information on pages 52-55 and click here for DARZALEX®

full Prescribing Information.
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Select Important information'

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
fo emergency equipment and appropriate
medical support to manage infusion-related
reactions if they occur

e If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
interval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions occurring

4

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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full e

Important Safety Information N .
on pages 52-55 and click here s DARZALEX
for DARZALEX® full Prescribing ‘(n(jeigﬁl}oy‘mayemag)m
|nf0rmdﬁon. 1({0 mg/5mL, 400mg/;?)mL
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In patients with relapsed/refractory multiple myeloma

Safety results demonstrated in combination with Rd

Most frequent adverse reactions and laboratory abnormalities reported in 220% of patients
and with at least a 5% greater frequency in the DARZALEX® + Rd arm'*

Adverse reactions

DARZALEX® + Rd (n=283) Rd (n=281)

Treatment-emergent Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
event (%) (%) (%) (%) (%) (%)
racimfection 6s : < 51 4 0
Infusion-related reactions 48 5 0 0 0 0
Diarrhea 43 5 0 25 3 0
Fatigue 35 6 <] 28 2 0
Cough 30 0 0 15 0 0
Muscle spasms 26 1 0 19 2 0
Nausea 24 1 0 14 0 0
Dyspnea 21 3 <] 12 1 0
Pyrexia 20 2 0 11 1 0

*Adverse reactions that occurred with a frequency of 210% and <20%, and with at least a 5% greater frequency in the
DARZALEX® + Rd arm were: vomiting and headache.

Serious adverse reactions (ARs) with at least a 2% greater incidence in the DRd arm compared to the Rd arm were
pneumonia (DRd 12% vs Rd 10%), upper respiratory tract infection (DRd 7% vs Rd 4%), influenza, and pyrexia (DRd 3%
vs Rd 1% for each).

Laboratory abnormailities

DARZALEX® + Rd (n=283) Rd (n=281)
Treatment-emergent Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
event (%) (%) (%) (%) (%) (%)
Anemia 52 13 0 57 19 0
Thrombocytopenia 73 7 6 67 10 5
Neutropenia 92 36 17 87 32 8
Lymphopenia 95 42 10 87 32 6

Please see Indications and full
Important Safety Information S5 .
on pages 52-55 and click here N DA R Z A L EX
for DARZALEX®full Prescribing (daratumumab)

. injection for intravenous infusion
Information. 100 mg/5mL, 400 mg/20mL
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Safety results demonstrated in Notes:

combination with Rd in patients with
relapsed/refractory multiple myeloma

¢ Discontinuation rates due to ARs with DRd were

similar to Rd alone (7% vs 8%, respectively)!
e Infusion-related reactions (IRRs) with DRd

occurred in 48% of patients; 5% were Grade 3
and 0% were Grade 4

* Grade 3/4 infections between study arms: 28%
vs 23% with DRd and Rd, respectively!

¢ IRRs of any grade or severity may require

management by interruption, modification,
and/or discontfinuation of the infusion'

* Most IRRs occurred during the first infusion!

See previous page for additional results.

Please see Indications
and full Important Safety

Information on pages ] .
52-55 and click here for a DARZALEX
DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion

Information. 005l 400my20ml .
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DARZALEX® (daratumumab) +
bortezomib + thalidomide +
dexamethasone (DVTd)

DOSING & SAFETY

Please see Indications and full Important Safety
Information on pages 52-55 and click here for
DARZALEX® full Prescribing Information.
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DARZALEX® (daratumumab) + VTd dosing

In adult patients with newly diagnosed multiple myelom

who are eligible for autologous stem cell transplant!

Dosing schedule based on a phase 3, randomized,
active-controlled trial
DARZALEX® in combination with Velcade® (bortezomib) +

Thalomid® (thalidomide) + dexamethasone (VTd) (n=543)
vs VTd alone (n=542)'

Recommended dosage and

schedule for DARZALEX®
4 Doses given as 1 weekly infusion

Per

c * .

s Cycle (Cycles 1* and 2; Weeks 1 to 8)
S —w

)

e

2 Doses given as 1 infusion every 2 weeks (twice per

Eieyrcle 4-week cycle; Cycles 3 and 4; Weeks 9 to 16)

STOP FOR HIGH-DOSE CHEMOTHERAPY AND ASCT

Per (twice per 4-week cycle; Cycles 5 and 6;

2 Doses given as 1 infusion every 2 weeks
Cycle Weeks 1 to 8 of consolidation phase)

Consolidation
NOILYWYOANI
ALZ4VS INVLIIOJWI

@ estimated total infusion visits
— for induction and consolidation

See table on page 19 >

* Velcade® (bortezomib) 1.3 mg/m? BSA is given
SCorlVonDays 1, 4,8, and 11 of each cycle't

¢ Thalomid® (thalidomide) 100 mg is given orally
daily during each cycle't

* Dexamethasone 40 mg is given orally or [V on Days 1,
2,8,9,15, 16,22, and 23 of Cycles 1-2, and at 40 mg
on Days 1-2 and 20 mg on subsequent dosing days
(Days 8, 9, 15, 16) of Cycles 3-4; dexamethasone 20 mg
is administered on Days 1, 2, 8, 9, 15, and 16 in Cycles 5-6'*

— On DARZALEX® infusion days, dexamethasone is
administered IV as a pre-infusion medication

ASCT=autologous stem cell transplant; BSA=body surface area; IV=intravenous;
SC=subcutaneous.

Thalomid®is a registered trademark of Celgene Corporation.
Velcade®is aregistered trademark of Millennium Pharmaceuticals, Inc.

*The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days.!
See page 60 for details.

fFor dosing instructions of combination agents administered with DARZALEX®, see the
Clinical Studies (14.1) section of the full Prescribing Information for DARZALEX® and the
respective manufacturer's prescribing information.

‘Please see the DARZALEX® full Prescribing Information for more information
regarding dexamethasone dosage and administration.

Please see Indications and full Important Safety
Information on pages 52-55 and click here for

DARZALEX® full Prescribing Information.

DARZALEX® (daratumumab) + VTd dosing schedule for adult patients with newly
diagnosed multiple myeloma who are eligible for autologous stem cell fransplant!

Induction Cycles 1-2 (each lasting 28 days) Total

Day 1 2 3 4 5 6 7 8 9 10111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28
DARZALEX® o A V'S A

weekly

bortezomib o o [ J o

thalidomide 0000000000000 000000000000000
dexamethasone

§The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days.' See page 60 for details.

Induction Cycles 3-4 (each lasting 28 days) Total

Day 1 2 3 4 5 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28
DARZALEX® A o

every 2 weeks

bortezomib o [ J o o

thalidomide 0000000000000 000000000000000
dexamethasone '®" '®"

STOP FOR HIGH DOSE CHEMOTHERAPY AND AUTOLOGOUS STEM CELL TRANSPLANT

Consolidation Cycles 5-6 (each lasting 28 days) Total

Day 12 3 45 6 7 8 910111213 141516 17 18 19 20 21 22 23 24 25 26 27 28
DARZALEX® A A

every 2 weeks

bortezomib o o { ] o

thalidomide 0000000000000 0000000000OCKOCKCCFF
dexamethasone '®" '@®" X &
20-mg dose.

Infusion-related reactions of any grade or severity may be managed by interruption, modification, and/or
discontinuation of the infusion. DARZALEX® should be permanently discontinued upon the third occurrence of a
Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction.!

No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell
counts in the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)].' For information concerning
drugs given in combination with DARZALEX®, see manufacturer’s prescribing information.

Select Important Safety Information

CONTRAINDICATIONS
DARZALEX® is confraindicated in patients with a history of severe hypersensitivity

(eg, anaphylactic reactions) to daratumumab or any of the components of .
DARZALEX

the formulation. PR
(daratumumab)

injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL
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Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
fo emergency equipment and appropriate
medical support to manage infusion-related
reactions if they occur

¢ If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
interval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions 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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full N

Important Safety Information ] :
onpages 52-55 and clickhere ¢ DARZALEX
for DARZALEX® full Prescribing (daratumumab)
Information. e o
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Safety results demonstrated in combination with VTd

Most frequent adverse reactions and laboratory abnormalities reported in 220% of patients

and with at least a 5% greater frequency in the DARZALEX® (daratumumab) + VTd arm'™

Adverse reactions

DARZALEX® + VTd (n=536) VTd (n=538)
Treatment-emergent event Any grade (%) | Grade 3 (%) Grade 4(%) | Anygrade (%) | Grade 3(%) Grade 4(%)
Infusion-related reactions 35 3 <1 0 0 0
Nausea 30 4 0 24 2 <1
Upper respiratory fract infection 27 1 0 17 1 0
Pyrexia 26 2 <] 21 2 0
Bronchitis 20 1 0 13 1 0

*Adverse reactions that occurred with a frequency of 210% and <20%, and with at least a 5% greater frequency in the
DARZALEX® + VTd arm were: cough, vomiting, and hypertension.

Serious adverse reactions with a 2% greater incidence in the DVTd arm compared with the VT1d arm were

bronchitis (DVTd 2% vs VTd <1%) and pneumonia (DVTd é% vs VTd 4%).!

Laboratory abnormalities

AdV¥IHLONOW

DARZALEX®+ VTd (n=536) VTd (n=538) -
Treatment-emergent event Any grade (%) | Grade 3 (%) Grade 4(%) | Any grade (%) | Grade 3(%) Grade 4(%) % §
Lymphopenia 95 44 15 91 37 10 £Z
Leukopenia 82 14 10 57 6 9 o%
Thrombocytopenia 81 9 5 58 8 3 3
Neutropenia 63 19 14 41 10 9 S
Anemia 36 4 0 35 5 0 >
s
=
5
(¢}
=z
~Z
22
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Please see Indications S 2
and full Important Safety SDARZALEX e
Information on pages 52-55 - (daratumumab)

and click here for DARZALEX®
full Prescribing Information.

injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL
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Safety results demonstrated
in combination with VTd
* Discontinuation rates due fo any adverse event:
7% with DVTd vs 8% with VTd®

¢ Infusion-related reactions (IRRs) with DVTd
occurred in 35% of patients; 3% were Grade 3
and <1% were Grade 4'

¢ IRRs of any grade or severity may require
management by interruption, modification,
and/or discontinuation of the infusion'

* Most IRRs occurred during the first infusion!
— 27% of patients had IRRs with the first infusion?

— 11% of patients had IRRs with the first
post-transplant infusion'

e Grade 3/4 infections were similar between
study arms: 22% vs 20% with DVTd vs VTd
alone, respectively'

See previous page for additional results.
Important information
before administering
DARZALEX® (daratumumab)

Pre-infusion medications’

To reduce the risk of infusion-related reactions,
administer to all patients approximately 1 hour to
3 hours prior fo every infusion as follows:

%' Dexamethasone 20 mg prior to every
DARZALEX® infusion. When dexamethasone
is the background regimen-specific
corticosteroid, the dexamethasone treatment
dose will also serve as premedication on
DARZALEX® infusion days*

% During monotherapy, methylprednisolone
100 mg, or equivalent, administered
infravenously. Following the second infusion,
the dose of corticosteroid may be reduced
(oral or infravenous methylprednisolone 60 mg)

Oral antipyretics (acetaminophen 650 mg to
1000 mg), plus

Oral or IV antihistamine (diphenhydramine
25 mg to 50 mg or equivalent)

*Dexamethasone is given intravenously prior to the first
DARZALEX® infusion and oral administration may be
considered prior to subsequent infusions. Additional
background regimen-specific corticosteroids
(eg, prednisone) should not be taken on DARZALEX®
infusion days when patients receive dexamethasone
(or equivalent) as pre-medication.

L«

Post-infusion medications are
recommended

Post-infusion medications'

To reduce the risk of delayed infusion-related
reactions, administer the day after every infusion
as follows:

% Oral corticosteroid (<20 mg methylprednisolone
or equivalent); however, if a background
regimen-specific corticosteroid (eg,
dexamethasone, prednisone) is administered
the day after the DARZALEX® infusion,
addifional post-infusion medications may not
be needed

% During monotherapy, administer oral
corticosteroid (20 mg methylprednisolone or
equivalent dose of an intermediate-acting
or long-acting corticosteroid in accordance
with local standards) on each of the 2 days
following all DARZALEX® infusions (beginning
the day after the infusion)

Note: For patients with a history of chronic obstructive
pulmonary disorder, consider including short- and long-
acting bronchodilators and inhaled corticosteroids.
Following the first 4 infusions, if the patient experiences no

major infusion-related reactions, these additional inhaled
post-infusion medications may be discontinued.

More dosing and administration
information for DARZALEX®

For information on preparation for administration,
infusion rates, management of infusion-related
reactions, and how DARZALEX® is supplied,

please see the accompanying guide, Dosing &
Administration for DARZALEX® (daratumumab), and
the full Prescribing Information.

Please see Indications
and full Important
Safety Information on °
pages 52-55 and click ?A R ZAtI)- EX
7here for DARZALEX® fu" \(ﬂJeCa\Il;ﬁgl!’l EPJHSTU?\!WT?JS\OH
Prescribing Information. 100mg/5 mL, 400 mg/20mL
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DARZALEX® (daratumumab) +
bortezomib + melphalan +
prednisone (DVMP)

DOSING & SAFETY

Please see Indications and full Important Safety
Information on pages 52-55 and click here for
DARZALEX®full Prescribing Information.
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DARZALEX® (daratumumab) DARZALEX® + VMP dosing schedule
+ VMP dosing g

In adult patients with newly diagnosed, DARZALEX® dosing frequency decreases over time' -
transplant-ineligible multiple myeloma §

. . Cycle 1 (6-week cycles
Dosing schedule based on a phase 3, randomized, 4 ! e —
. s I3 Day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42
active-controlled frial I I I I I g
DARZALEX® A -~ -~ -~ -~ -~ s
DARZALEX® in combination with Velcade® (bortezomib) bortezomib o o :. o : :. (] :. o : -
and melphalan and prednisone (VMP) (n=350) vs . ! ! ! ! !
VMP alone (n=356) melphalan/prednisone 0000 | | | | | E
*The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days. See page 60 for details.
Recommended dosage Cycle 2-9 (6-week cycles) o
and schedule for DARZALEX®! Day 123 45 67 8900 111213141516 17 1819 20 21 22 2324 25 26 27 26 29 30 31 32 33 34 35 36 I B P 40 41 42 =
D DARZALEX® o o
oses o o o | | | | |
Per given as 1 weekly infusion bortezomib P '® ! '® '® ! =
(Cycle 1*; Weeks 1 fo 6) - | | | | | 0
Cycle melphalan/prednisone 0000 | | | | | 3
) 4 z
Doses given as 1 infusion every 3 weeks ] o D ) " >
Per (fwice per é-week cycle; Cycles 2 10 9; Continue DARZALEX® until disease progression or unacceptable toxicity (dosed Continue =<
Cyc|e Weeks 7 to 54) ;:/RZALEX® A1 2 3 4 5 6 7 | 8 9 10 11 12 13 MI 1516 17 18 19 20 21|22 23 24 25 26 27 28 once monthly
) 4 1 1 1
Dose given as 1 infusion every 4 weeks 53
1 Per (Cycles 10+; Weeks 55+ until ) ) _ _ _ o 35
Cycle disease progression) In.fu5|on.—relo’fed reochgns Qf any grade or severity may be monogeq by m.’rerrup’non, modlﬁqulon, and/or S 2
discontinuation of the infusion. DARZALEX® should be permanently disconfinued upon the third occurrence of a 3%
22 [ﬂ estimated Year 1 infusion visits Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction. =g
- No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell —

counts in the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)]. For information concerning

See fable on page 25> drugs given in combination with DARZALEX®, see manufacturer’s prescribing information. §
* Velcade® (bortezomib) was administered by z
subcutaneous (SC) injection at a dose of g
1.3 mg/m? twice weekly at Weeks 1, 2, 4, and 5 for §
the first 6-week cycle (Cycle 1; 8 doses), followed
by once weekly administrations at Weeks 1, 2, 4, -
and 5 for eight more é-week cycles (Cycles 2-9; wZ
4 doses per cycle) g %
* Melphalan at 9 mg/m? and prednisone at %:Zu
60 mg/m? were orally administered on Days 1 to 4 53
of the nine 6-week cycles (Cycles 1-9) -
* DARZALEX® treatment was continued until
disease progression or unacceptable toxicity WARNINGS AND PRECAUTIONS g§
*The first prescribed 16 mg/kg dose at Week 1 may be split over Infusion-Related Reactions % é
v2 consecutive days. See page 60 for details. . DARZALEX® can cause severe and/or serious infusion-related reactions including 5z
elcade®is aregistered trademark of Millennium Pharmaceuticals, Inc. . N . 5 . ' oa
For dosing instructions of combination agents administered with DARZALEX®, anaphylactic reOCh.ODS' Th'?se reactions can be ||fe-fhreo_1‘ren.|ng, and fOTOI. ouTg:omes have :5’:} o a 8
see the Clinical Studies (14.1) section of fhe full Prescribing Information for been reported. In clinical trials (monotherapy and combination: N=2066), infusion-related L DARZALEX z
DARZALEX® and the respective manufacturer's prescribing information. reactions occurred in 37% of patients with the Week 1 (16 mg/kg) infusion, 2% with the (daratumumab)
Please see Indications and full |mp°rfqnf Safefy Week 2 infUSion, and CUmUlOﬁVely 6% with SUbseqUenT infusions. injection for intravenous infusion

100 mg/5 mL, 400 mg/20 mL

Information on pages 52-55 and click here for DARZALEX®

full Prescribing Information.
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Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
fo emergency equipment and appropriate
medical support to manage infusion-related
reactions if they occur

¢ If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
interval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions 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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full e

Important Safety Information N .
on pages 52-55 and click here s DARZALEX
for DARZALEX®full Prescribing ‘(n(jeigﬁl}oy‘mayemag)m
|nf0rmdﬁon. 1({0 mg/5mL, 400mg/;?)mL
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Safety results demonstrated in combination with VMP

Most frequent adverse reactions and laboratory abnormalities reported in 210% of patients

and with at least a 5% greater frequency in the DARZALEX® + VMP arm'

Adverse reactions

DARZALEX® + VMP VMP
(n=346) (n=354)

Treatment-emergent Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
event (%) (%) (%) (%) (%) (%)
Upper respiratory
fract infection 48 5 0 28 3 0
Infusion-related reactions 28 4 1 0 0 0
Edema peripheral 21 1 <] 14 1 0
Pneumonia 16 12 <] 6 5 <]
Cough 16 <] 0 8 <] 0
Dyspnead 13 2 1 5 1 0
Hypertension 10 4 <] 3 2 0

Serious adverse reactions with at least a 2% greater incidence in the DVMP arm compared to the VMP arm were

pneumonia (DVMP 11% vs VMP 4%), upper respiratory tract infection (DVMP 5% vs VMP 1%), and pulmonary edema
(DVMP 2% vs VMP 0%).

Laboratory abnormalities

DARZALEX® + VMP VMP
(n=346) (n=354)
Treatment-emergent Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
event (%) (%) (%) (%) (%) (%)
Anemia 47 18 0 50 21 0
Thrombocytopenia 88 27 11 88 26 16
Neutropenia 86 34 10 87 32 11
Lymphopenia 85 46 12 83 44 9

Please see Indications and full .

Important Safety Information Y .
on pages 52-55 and clickhere 7§ DARZALEX
for DARZALEX®full Prescribing (daratumumab)

. injection for intravenous infusion
Information. 100mg/5mL, 400 m/20mL

v
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. 4
Safety results demonstrated in Notes:
combination with VMP

 Disconfinuation rates due to any adverse event:
4.9% with DVMP vs 9.3% with VMP alone*

* Infusion-related reactions (IRRs) with DARZALEX® +
VMP occurred in 28% of patients; 4% were Grade 3
and 1% were Grade 4'

e Grade 3/4 infections were 23% with DVMP vs
15% with VMP alone!

* IRRs of any grade or severity may require
management by interruption, modification,
and/or discontinuation of the infusion'

* Most IRRs occurred during the first infusion!

See previous page for additional results.

AdVY¥IHLONOW

5=
23>
Ez

5
=N
23
=<

NOIVALISINIWAY

SNOILOVY B
SA1VY NOISNANI

22

22
Please see Indications 5z
and full Important Safety . oz
Information on pages ] . “0o
52-55 and click here for XDARZALEX =
DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion

Information. 100 mg/5 mL, 400 mg/20mL
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DARZALEX® (daratumumab) +
bortezomib +
dexamethasone (DVd)

DOSING & SAFETY

Please see Indications and full Important Safety
Information on pages 52-55 and click here for
DARZALEX®full Prescribing Information.
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DARZALEX® (daratumumab) + Vd dosing

In patients at first relapse!

Dosing schedule based on a phase 3, randomized,
active-conirolled trial

DARZALEX® in combination with Velcade® (bortezomib)
and dexamethasone (Vd) (n=251) vs Vd alone (n=247)

Recommended dosage

and schedule for DARZALEX®'

Doses  iven as 1 weekly infusion
Eer (Cycles 1* to 3; Weeks 1 fo 9)
ycle
A 4
Dose given as 1 infusion every 3 weeks
1 Per (once per 3-week cycle; Cycles 410 8;
Cycle weeks 10to 24)
v
Dose given as 1 infusion every 4 weeks
1 Per (Cycles 9+; Weeks 25+ until disease

Cycle progression)

2 1 [ﬂ estimated Year 1 infusion visits

See table on page 31 »
* Velcade® (bortezomib) is administered by
subcutaneous injection or IV infusion on Days 1, 4,
8, and 11of each cycle for a total of 8 cycles’
* Dexamethasone 20 mg is given orally once
daily on Days 1,2, 4, 5, 8, 9,11, and 12 for a
total of 8 cyclest
— On the days of DARZALEX® infusion, 20 mg
of the dexamethasone dose was
administered as a pre-infusion medication and
was contfinued as a pre-medication
affer Vd discontinuation

— For patients on a reduced dexamethasone
dose, the entire 20-mg dose was given as
a DARZALEX® pre-infusion medication

Velcade®is aregistered trademark of Millennium Pharmaceuticals, Inc.

*The first prescribed 16 mg/kg dose at Week 1 may be split over
2 consecutive days. See page 60 for details.

Please refer to the bortezomib prescribing information for more detailed
information about twice-weekly bortezomib dosing.

*Please see the DARZALEX® full Prescribing Information for more information
regarding dexamethasone dosage and administration.

Please see Indications and full Important Safety

Information on pages 52-55 and click here for DARZALEX®

full Prescribing Information.

DARZALEX® + Vd dosing schedule

DARZALEX® dosing frequency decreases over time'!

Cycles 1-3 (each lasting 21 days) Tot
Day 1 2 3 4 5 6 7 8 9 100 11 12 13 14 15 16 17 19 20 21
DARZALEX® A 'a A
weekly | | Rest
bortezomib o o | ® o |
dexamethasone o0 o0 | o0 L N |

§The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days. See page 40 for details.
Cycles 4-8 (each lasting 21 days) Tot
Day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 19 20 21
DARZALEX® A |
every 3 weeks | Rest
bortezomib o o | o [
dexamethasone N [ N ) | [ N ) o0

Cycle 9 onward (each lasting 28 days)

Continue DARZALEX® once every 4 weeks until disease progression or
unacceptable toxicity'

Note: Bortezomib and dexamethasone dosing should be stopped after 8 cycles.

Infusion-related reactions of any grade or severity may be managed by interruption, modification, and/or
discontfinuation of the infusion. DARZALEX® should be permanently disconfinued upon the third occurrence of a
Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction.

No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell
counts in the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)]. For information concerning

drugs given in combination with DARZALEX®, see manufacturer’s prescribing information.

Select Important Safety Information

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious infusion-related reactions including
anaphylactic reactions. These reactions can be life-threatening, and fatal outcomes have
been reported. In clinical frials (monotherapy and combination: N=2066), infusion-related
reactions occurred in 37% of patients with the Week 1 (16 mg/kg) infusion, 2% with the
Week 2 infusion, and cumulatively 6% with subsequent infusions.

NN
AN Y

DARZALEX

(daratumumab)
injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL
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Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
to emergency equipment and appropriate
medical support fo manage infusion-related
reactions if they occur

e |If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
inferval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions 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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full e

Important Safety Information N .
on pages 52-55 and click here s DARZALEX
for DARZALEX®full Prescribing ‘(n(jeigﬁl}oy‘mayemag)m
|nf0rmdﬁon. 1({0 mg/5mL, 400mg/;?)mL
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Safety results demonstrated in combination with Vd

Most frequent adverse reactions and laboratory abnormalities reported in 220% of patients
and with at least a 5% greater frequency in the DARZALEX® + Vd arm'™

Adverse reactions

DARZALEX® + Vd vd
(n=243) (n=237)

Treatment-emergent Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
event (%) (%) (%) (%) (%) (%)
Peripheral sensory 47 5 0 38 6 <]
neuropathy
Infusion-related reactions 45 9 0 0 0 0
Upper respiratory a4 6 0 30 3 <
fract infection
Diarrhea 32 3 <] 22 1 0
Cough 27 0 0 14 0 0
Edema peripheral 22 1 0 13 0 0
Dyspnea 21 4 0 11 1 0

*Adverse reactions that occurred with a frequency of 210% and <20%, and with at least a 5% greater frequency in the
DARZALEX® + Vd arm were: pyrexia and vomiting.

Serious adverse reactions (ARs) with atf least a 2% greater incidence in the DVd arm compared fo the Vd arm were
upper respiratory tract infection (DVd 5% vs Vd 2%), diarrhea, and atrial fibrillation (DVd 2% vs Vd 0% for each).!

Laboratory abnormalities

DARZALEX® + Vd vd
(n=243) (n=237)
Treatment-emergent Any grade Grade 3 Grade 4 Any grade Grade 3 Grade 4
event (%) (%) (%) (%) (%) (%)
Anemia 48 13 0 56 14 0
Thrombocytopenia 90 28 19 85 22 13
Neutropenia 58 12 3 40 5 <]
Lymphopenia 89 4] 7 81 24 3
Please see Indications and full N

Important Safety Information Ry .
on pages 52-55 and click here > DA R ZAL EX

for DARZALEX®full Prescribing
Information.

-

(daratumumab)

injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL
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Safety results demonstrated in Notes:

combination with vd

¢ Discontinuation rates due to ARs with DVd were

similar to Vd alone (7% vs 9%, respectively)!
¢ Infusion-related reactions (IRRs) with DVd occurred

in 45% of patients; 9% were Grade 3 and 0% were
Grade 4

e Grade 3/4 infections were similar between

study arms: 21% vs 19% with Dvd vs Vd
alone, respectively'

* IRRs of any grade or severity may require
management by interruption, modification, and/or

disconfinuation of the infusion!'
* Most IRRs occurred during the first infusion!'

See previous page for additional resulfs.

Please see Indications
and full Important Safety
Information on pages

¢

WAL a4
PL N4

AN\ P

52-55 and click here for DARZALEX

DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion

Information. 100 mg/5 mL, 400 mg/20mL
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DARZALEX® (daratumumab) +
Kyprolis® (carfilzomib) +
dexamethasone (DKd)

DOSING & SAFETY

Please see Indications and full Important Safety
Information on pages 52-55 and click here for
DARZALEX®full Prescribing Information.
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DARZALEX® (daratumumab) + Kd dosing DARZALEX® + Kd dosing schedule

X N . DARZALEX® dosing frequency decreases over tfime' g
In patients with 1 to 3 prior lines of therapy g reg y a
Cycles 1-2 (each lasting 28 days) with either S
Dosing schedule based on a phase 3, randomized, ONCE-weekly or TWICE-weekly carfilzomib o
active-controlled ftrial Day 1 23 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28 g
DARZALEX® weekly VN ‘a ‘a ‘a
DARZALEX® in combination with Kyprolis® (carfilzomib) o K il ib | | |
and dexamethasone (Kd) (n=312) vs Kd alone (n=154) ncg-weg y cartiizomi -
carfilzomib" [ ] |® |® | -
Recommended dosage dexamethasone (X I. o I. o I. o
. . o
and schedule for DARZALEX®' Twice-weekly carfilzomib &
i b1
Doses Given as split dose infusion carfilzomib L1 LA e | -
Eel' e O 2 consecutive days dexamethasone dd e 0 e g
YCi®  week 2-4: given as 1 weekly infusion §The first prescribed dose of 8 mg/kg in Cycle 1 on Days 1 and 2. See page 60 for details. =
hd 'Carfilzomib was administered intfravenously once weekly at a dose of 20 mg/m? on Cycle 1 Day 1 and escalated to dose of -
Doses Given as 1 weekly infusion 70 mg/m? on Cycle 1 Days 8 and 15, and Days 1, 8, and 15 of each subsequent 28-day cycle.
Per . ICarfilzomib was administered intravenously at a dose of 20 mg/m?in Cycle 1 on Days 1 and 2; at a dose of 56 mg/m?in z
Cycle (Cycle 2; Weeks 5-8) Cycle 1 on Days 8, 9, 15, and 16; and at a dose of 56 mg/m?on Days 1, 2, 8, 9, 15, and 16 of each 28-day cycle thereafter. S
(e]
o Cycles 3- (each lasting 28 days) with either 2
Peorses Given as 1 infusion every 2 weeks ONCE-weekly or TWICE-weekly carfilzomib <4
Cvycle (Cycles 3-6; Weeks 9-24) Day 1 23 456 7'8 9 10111213 14151617 18 19 20 2122 23 24 25 26 27 28 <
vY DARZALEX® every 2 weeks - | -~ |
Dose Given as 1 infusion every 4 weeks Once-weekly carfilzomib
1 (P:er I (Cycles 7+; Weeks 25+ until disease carfizomib °® ® ® | gg
11D IECERen) dexamethasone (Y Y Y @ g3
o o I I I > ‘_n.
4 E] estimated Year 1 infusion visits Twu:g-wegkly B2kl ox
2 — carfilzomib o0 o® o® | 3
See table on page 37 > dexamethasone o0 0 0 @ —
e Carfilzomib is administered by IV infusion Days 1 and - — 3
2,8,9, 15, and 16 of each cycle for a fotal of 8 cycles.* Cycle 7 onward (each cycle Iasilng.28 dgys) with either g
« Dexamethasone 20 ma is aiven orally or ONCE-weekly or TWICE-weekly carfilzomib z
g g g Y Day 12 3 4 5 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 =
infravenously on Days 1,2, 8,9 15and 16 and then Confinue DARZALEX® once every 4 weeks until | | | %
4?2;“9 olroliy orinfravenously on Day 22 for a fofal disease progression or unacceptable foxicity' . | | | =
of 8 cycles 5 i i i
— On the days of DARZALEX® infusion, 20 mg Sl L L )
of the dexamethasone dose was carfilzomib o l® l® | -z
administered as a pre-infusiop medication and dexamethasone o0 @ @ @ 23
chTJs c;dngpuedfgs a Ere-medlcof|on Twice-weekly carfilzomib : : : E;; ;
after isconfinuation - - o
- carfilzomib o0 o0 ( X ) &
— For patients on a reduced dexamethasone g h | | |
dose, the entire 20-mg dose was given as exameinasone LA Al 0 e -
a DARZALEX® pre-infusion medication . . . . . . . =
Infusion-related reactions of any grade or severity may be managed by interruption, modification, and/or = ®
Kyprolis® (carfilzomib) is a registered trademark of Amgen, Inc. discontinuation of the infusion. DARZALEX® should be permanently discontinued upon the third occurrence of a Grade §§
*Please refer to the carfilzomib prescribing information for more detailed 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction. g
information about twice-weekly and once-weekly carfilzomib dosing. . . N o
iPlease see the DARZALEX® full Prescribing Information for more No dose reductions of DARZALEX® are recommended. Dose delay may be required to N . &g
information regarding dexamethasone dosage and administration. allow recovery of blood cell counts in the event of hematological toxicity [see Warnings P DARZALEX z
Please see Indications and full Important Safety and Precautions (5.3, 5.4)]. For information concerning drugs given in combination with (daratumumab)
Information on pages 52-55 and click here for DARZALEX® DARZALEX®, see manufacturer’s prescribing information. amarsm. d0omyzomt "

full Prescribing Information.
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Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
to emergency equipment and appropriate
medical support fo manage infusion-related
reactions if they occur

e |If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
inferval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions 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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full e

Important Safety Information N .
on pages 52-55 and click here s DARZALEX
for DARZALEX®full Prescribing ‘(n(jeigﬁl}oy‘mayemag)m
|nf0rmdﬁon. 1({0 mg/5mL, 400mg/;?)mL
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Safety results demonstrated in combination with Kd

Most frequent adverse reactions reported in 215% of patients who received
DARZALEX® (daratumumab) + twice-weekly carfilzomib + dexamethasone*

DKd (N=308) Kd (N=153)

Treatment-emergent event Al g(;;:)des Grad(e%):i ord Al g(;‘r%o)des Grades 3 or 4
Infusion-related reactions 41 12 28 5
Respiratory tfract infection 401 7 29 3.3
Thrombocytopenia 37 25 30 16
Anemia 33 17 31 14
Fatigue 32 11 28 8
Diarrhea 32 3.9 14 0.7
Hypertension 31 18 28 13
Cough 21 0 21 0
Pyrexia 20 1.9 15 0.7
Dyspnea 20 3.9 22 2.6
Pneumonia 18t 13 12 9
Nausea 18 0 13 0.7
Insomnia 18 3.9 11 2
Bronchitis 17 2.6 12 1.3
Back pain 16 1.9 10 1.3

fIncludes fatal adverse reactions.

*The most frequent serious adverse reactions reported in the DKd arm as compared with the Kd arm were pneumonia (DKd 14% vs
Kd 9%). pyrexia (DKd 4.2% vs Kd 2.0%), influenza (DKd 3.9% vs Kd 1.3%), sepsis (DKd 3.9% vs Kd 1.3%), anemia (DKd 2.3% vs Kd 0.7%),
bronchitis (DKd 1.9% vs Kd 0%), and diarrhea (DKd 1.6% vs Kd 0%).

Fatal adverse reactions within 30 days of the last dose of any study treatment occurred in 10% of 308 patients who
received DARZALEX in combination with Kd vs 5% of 153 patients who received Kd. The most frequent fatal adverse
reaction was infection (4.5% vs 2.6%).
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-

Please see Indications and full Important Safety Information on pages 52-55 and click here i(ﬂg[)?}olylimﬁlvg?ﬁg)mion
for DARZALEX®full Prescribing Information. 100mg/5mL, 400mg/20mL "
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Safety results demonstrated in
combination with Kd

¢ Discontinuation rates due to ARs with DKd were similar
to Kd alone (22% vs 25%, respectively).

* Infusion-related reactions that occurred on the day of
administration of any DARZALEX® dose or on the next
day occurred in 18% of patients and that occurred on
the day of administration of the first DARZALEX® dose
or the next day occurred in 12%.!

¢ IRRs of any grade or severity may require
management by interruption, modification,
and/or discontinuation of the infusion'

See previous page for additional resulfs.

Please see Indications
and full Important Safety
Information on pages
52-55 and click here for
DARZALEX®full Prescribing
Information.
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DARZALEX

(daratumumab)

injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL
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Most frequent adverse reactions
reported in 215% of patients who
received DARZALEX® (daratumumab)
+ once-weekly carfilzomib +

dexamethasone
DKd (N=85)

Treatment-emergent event All g(;%u)des Grad(e%)s ord
Thrombocytopenia 68 32
Fatigue 54 18
Infusion-related reactions 53 12
Respiratory tract infection 53 3.5
Anemia 52 21
Nausea 42 1.2
Vomiting 40 1.2
Diarrhea 38 2.4
Pyrexia 37 1.2
Dyspnea 35 3.5
Cough 33 0
Hypertension 33 20
Insomnia 33 4.7
Neutropenia 31 21
Lymphopenia 29 25
Headache 27 1.2
Back pain 25 0
Bronchitis 19 0
Nasopharyngitis 18 0
Influenza 17 3.5
Constipation 17 0
Pain in extremity 15 0
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DARZALEX® (daratumumab) +
pomalidomide +
dexamethasone (DPd)

DOSING & SAFETY

Please see Indications and full Important Safety
Information on pages 52-55 and click here for
DARZALEX®full Prescribing Information.
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DARZALEX® (daratumumab) + Pd dosing DARZALEX® + Pd dosing schedule
(=}
<
In patients with >2 prior lines of therapy including DARZALEX® dosing frequency decreases over fime' =
" s . MR : —
lenalidomide and a proteasome inhibitor (Pl) Cycles 1-2 (each lasting 28 days) 2
=
Dosing schedule based on a phase 1b, Day 12 3 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28 =
open-label frial' DARZALEX® A P P - .
weekly | I I cect 5
DARZALEX® in combination with Pomalyst® (pomaiidomide) pomalidomide 000000000000000000000 s -~
and dexamethasone (Pd) [N=103]' dexamethasone o0 X LX) X 2
§The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days. See page 60 for details. S
Recommended dosage Cycles 3-6 (each lasting 28 days) Total o 2
and schedule for DARZALEX®'
Day 1 2 3 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28 —
4 Egrses given as 1 wee.kly infusion DARZALEX® o I IA I
Cycle (Cycles 1* fo 2; Weeks 1 to 8) every 2 weeks | | | §
B B (e]
N pomalidomide 000000000000000000000 e 2
Doses given as 1 infusion every 2 weeks dexamethasone (Y ) ) Y ) %
Per (twice per 4-week cycle; Cycles 3 to 6;
gcle Weeks 9 to 24) Cycle 7 onward (each lasting 28 days) -
Dose given as 1 infusion every4weeks Day 1 2 3 4 5 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28 Eg
1 Per (Cycle 7+; Week 25+ until disease DARZALEX® A I I I §§
Cycle progression) every 4 weeks | | | e+
. . C_) G;
: L pomalidomide 000000000000000000000 Rest 23
estimated Year 1 infusion visits =
_ dexamethasone (Y ) @ @ @ -
e Pomalyst® (pomalidomide) 4 mg is given orally %
on Days 1-21 of each cyclef . ® A . .. 2
S +
- DSl esens 40 els e a6 Continue DARZALEX® + Pd until disease progression or unacceptable toxicity 5
IV once a week? . . . . . . . =
— On DARZALEX® infusion days, 20 mg of the Infusion-related reactions of any grade or severity may be managed by interruption, modification, and/or
e gliven B discontinuation of the infusion. DARZALEX® should be permanently discontinued upon the third occurrence of a ~
pre-infusion medication and the remainder Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction. E é
given the day after the infusion No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell 82
— For patients on a reduced dexamethasone counts in the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)]. For information concerning ] 2
dose, the entire 20-mg dose was given as a drugs given in combination with DARZALEX®, see manufacturer’s prescribing information. “8
DARZALEX® pre-infusion medication
Select Important Safety Information
Pomalyst®is a registered trademark of Celgene Corporation. E
*The first prescribed 16 mg/kg dose at Week 1 may be split over WARNINGS AND PRECAUTIONS 235
2 consecutive days. See page 60 for details. Infusi Related R ti gg
Please refer to the pomalidomide prescribing information for more hiusion-kelaie eactions 53
1Slefcnled In{ﬁfﬁéﬂg;;ﬁg#ﬁtﬁfﬂcl_lgomllie dOSTI_ng.f DARZALEX® can cause severe and/or serious infusion-related reactions including S og
[1ease See MNE DAR Yl T ISserioing INformation Ior mors anaphylactic reactions. These reactions can be life-threatening, and fatal outcomes have 557 : “9
f t ding d th d d administration. e - A A 2% =
fermeation regor_ 'ng, SXameInesone dosage and adminisiaton been reported. In clinical trials (monotherapy and combination: N=2066), infusion-related e ?'A}R ZAJ)'EX
Please see Indications and full Important Safety . reactions occurred in 37% of patients with the Week 1 (16 mg/kg) infusion, 2% with the i(me%}[)ﬁ‘m&im;'e?;?m{m
Information on pages 52-55 and click here for DARZALEX Week 2 infusion, and cumulatively 6% with subsequent infusions. 100my/5L, 400 mg/20mL

full Prescribing Information.

ISIMID3IHD



http://www.janssenlabels.com/package-insert/product-monograph/prescribing-information/DARZALEX-pi.pdf

Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
fo emergency equipment and appropriate
medical support to manage infusion-related
reactions if they occur

¢ If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
interval

Select Important Safety Information

CONTRAINDICATIONS

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

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
frials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 to 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and sympfoms may include respiratory
symptoms, such as nasal congestion, cough, throat
iritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the
setting of ASCT (CASSIOPEIA) for a median of

3.75 months (range: 2.4 to 6.9 months), upon
re-initiation of DARZALEX®, the incidence of infusion-
related reactions was 11% for the first infusion
following ASCT. Infusion-related reactions 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
combination freatment (n=97) were administered the first
16 mg/kg dose at Week 1 split over two days, ie, 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-related reactions on
Day 1 of Week 1, 4% on Day 2 of Week 1, and 8% with
subsequent infusions.

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 instfitute
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-related 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 fo manage respiratory
complications. Consider prescribing short- and long-
acting bronchodilators and inhaled corticosteroids for
patients with chronic obstructive pulmonary disease.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior to restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds to CD38 on red blood cells (RBCs)
and results in a positive indirect anfiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumalb bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion 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®.

Please see Indications and full e

Important Safety Information N .
on pages 52-55 and click here s DARZALEX
for DARZALEX®full Prescribing ‘(n(jeigﬁl}oy‘mayemag)m
|nf0rmdﬁon. 1({0 mg/5mL, 400mg/;?)mL
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Safety results demonstrated in combination with Pd

Most frequent adverse reactions and laboratory abnormalities reported in 220% of patients'™

Laboratory abnormalities

Adverse reactions

DARZALEX® + Pd

(N=1083)

Treatment-emergent Any grade | Grade 3 | Grade 4
event %) (%) (%)
Fatigue 50 10 0
roct necton | |4 !
raoctons 0 | 4 | 0
Cough 43 1 0
Diarrhea 38 3 0
Dyspnea 33 6 1
Constipation 33 0 0
Nausea 30 0 0
Muscle spasms 26 1 0
Back pain 25 6 0
Pyrexia 25 1 0
Insomnia 23 2 0
Arthralgia 22 2 0
Vomiting 21 2 0
Dizziness 21 2 0
Chills 20 0 0

*Adverse reactions that occurred with a frequency of 210%

and <20% were: fremor, headache, edema peripheral,
hypokalemia, nasal congestion, asthenia, noncardiac
chest pain, pneumonia, pain in extremity, bone pain,

hyperglycemia, musculoskeletal chest pain, anxiety, pain,

and decreased appetite.

The overall incidence of serious adverse reactions
(ARs) was 49%. Serious ARs reported in 25% of
patients included pneumonia (7%).!

DARZALEX® + Pd
(N=103)

Treatment-emergent | Any grade | Grade 3 Grade 4
event (%) (%) (%)
Anemia 57 30 0
Thrombocytopenia 75 10 10
Neutropenia 95 36 46
Lymphopenia 94 45 26

Please see Indications and full
Important Safety Information
on pages 52-55 and click here
for DARZALEX®full Prescribing

Information.

#DARZALEX
(daratumumab)

injection for intravenous infusion
100 mg/5mL, 400 mg/20mL
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Safety results demonstrated in Notes:

combination with Pd

e Discontinuation rates due to ARs with DPd
was 13%'

¢ Infusion-related reactions (IRRs) with DPd
occurred in 50% of patients; 4% were Grade 3
and 0% were Grade 4

e Grade 3/4 infections were reported in 28% of
patients freated with DPd'

* IRRs of any grade or severity may require
management by inferruption, modification,

and/or discontinuation of the infusion'
e Most IRRs occurred during the first infusion'

See previous page for additional resulfs.

Please see Indications
and full Important Safety
Information on pages

¢

WAL a4
PL N4

AN\ P

52-55 and click here for DARZALEX

DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion

Information. 100 mg/5 mL, 400 mg/20mL
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DARZALEX® (daratumumab)
MONOTHERAPY
(single agent)
DOSING & SAFETY

Please see Indications and full Important Safety
Information on pages 52-55 and click here for
DARZALEX®full Prescribing Information.
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DARZALEX® (daratumumab) dosing DARZALEX® monotherapy dosing schedule

In patients with 23 prior lines including o . o
a proteasome inhibitor (PI) and an DARZALEX® dosing frequency decreases over time o

immunomodulatory agent or who

were double-refractory to a Pl and Cycles 1-2 (each lasting 28 days) Total of
an immunomodulatory agent'’ Day 1 2 3 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28 g
| | | o
DARZALEX® + -
Dosing schedule based on a phase 2, single agent weekly - Rest & Rest & Rest & Rest

] ] ]
The first prescribed 16 mg/kg dose at Week 1 may be split over 2 consecutive days. See page 60 for details.

trial (N=106)

Recommended dosage Cycles 3-6 (each lasting 28 days) Total of z
and schedule for DARZALEX®'
Day 12 3 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28
| I |
4 nges given as 1 weekly infusion DARZA2|.EX® ‘ A Rest P Rest 5
& ; ever weeks
Cycle (Cycles 1* to 2; Weeks 1 to 8) b4 I | I %
A 4 >
Doses given as 1 infusion every 2 weeks Cycle 7 onward (each lasting 28 days)
Per (twice per 4-week cycle; Cycles 3 to 6; -
Cycle  weeks 9 to 24) Day 1 2 3 45 6 7 8 9 10111213 141516 17 18 19 20 21 22 23 24 25 26 27 28 5
| | | s
4 ® 20
. o DARZALEX a | Rest [ 83
Dose given as 1 infusion every 4 weeks every 4 weeks | | | §5
1 Per (Cycle 7+; Week 25+ until disease o%
Cycle progression) 3

23 E] estimated Year 1 infusion visits . o . L.
_ Continue until disease progression or unacceptable toxicity

See table on page 49 »

NOILVAISINIWAY

Infusion-related reactions of any grade or severity may be managed by inferruption, modification, and/or

* Administer DARZALEX® only as an IV infusion discontinuation of the infusion. DARZALEX® should be permanently discontinued upon the third occurrence of a
after dilution Grade 3 infusion-related reaction and upon any occurrence of a Grade 4 infusion-related reaction.
No dose reductions of DARZALEX® are recommended. Dose delay may be required to allow recovery of blood cell 2 E
*The first prescribed 16 mg/kg dose at Week 1 may be split over counts in the event of hematological toxicity [see Warnings and Precautions (5.3, 5.4)]. 23
2 consecutive days. See page 60 for details. 3 =
Zz3
Select Important Safety Information —
WARNINGS AND PRECAUTIONS .7
Infusion-Related Reactions %é
DARZALEX® can cause severe and/or serious infusion-related reactions including %'g
anaphylactic reactions. These reactions can be life-threatening, and fatal outcomes have z; ) a%
Please see Indications and full Important Safety been reported. In clinical TI’IfG|S (monotherapy and combination: N=f20_66), infusion-related XDARZALEX z
Information on pages 52-55 and click here for DARZALEX® reactions occurred in 37% of patients with the Week 1 (16 mg/kg) infusion, 2% with the (daratumumab)

full Prescribing Information. Week 2 infusion, and cumulatively 6% with subsequent infusions. Filon for et s,

49
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Select Important Information’

¢ DARZALEX® should be administered by a
healthcare provider, with immediate access
fo emergency equipment and appropriate
medical support to manage infusion-related
reactions if they occur

¢ If a dose of DARZALEX® is missed, administer
the dose as soon as possible and adjust the
dosing schedule to maintain the dosing
interval

Select Important Safety Information

CONTRAINDICATIONS

DARZALEX® is contfraindicated in patients with a
history of severe hypersensifivity (eg, anaphylactic
reactions) fo daratumumab or any of the
components of the formulation.

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious
infusion-related reactions including anaphylactic
reactions. These reactions can be life-threatening,
and fatal outcomes have been reported. In clinical
trials (monotherapy and combination: N=2066),
infusion-related reactions occurred in 37% of
patients with the Week 1 (16 mg/kg) infusion, 2%
with the Week 2 infusion, and cumulatively 6% with
subsequent infusions. Less than 1% of patients had a
Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset
was 1.5 hours (range: 0 fo 73 hours). Nearly all
reactions occurred during infusion or within 4 hours
of completing DARZALEX®. Severe reactions have
occurred, including bronchospasm, hypoxia,
dyspnea, hypertension, tachycardia, headache,
laryngeal edema, pulmonary edema, and ocular
adverse reactions, including choroidal effusion,

acute myopia, and acute angle closure glaucoma.

Signs and symptoms may include respiratory
symptoms, such as nasal congestion, cough, throat
imitation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

Safety results with DARZALEX®
monotherapy
Most frequent adverse reactions and

laboratory abnormalities reported in 220%
of patients'™

DARZALEX® (N=156)
Treatment-emergent
event Any grade (%) Grade 3 (%) Grade 4 (%)
Infusion-related
reactions 48 3 0
Fatigue 39 2 0
Nausea 27 0 0
Back pain 23 2 0
Cough 21 0 0
Pyrexia 21 1 0
Upper respiratory
tract infection 20 I 0

*Adverse reactions that occurred with a frequency of 210% and
<20% were: arthralgia, nasal congestion, diarrhea, decreased
appetite, nasopharyngitis, constipation, pain in extremity,
dyspnea, vomiting, headache, musculoskeletal chest pain,
pneumonia, chills, and hypertension.

Serious adverse reactions were reported in 33% of
patients. The most frequent serious adverse reactions
were pneumonia (6%), general physical health
deterioration (3%), and pyrexia (3%).!

Laboratory abnormalities
DARZALEX® (N=156)

Treatment-emergent

event Any grade (%) Grade 3 (%) Grade 4 (%)
Anemia 45 19 0
Thrombocytopenia 48 10 8
Neutropenia 60 17 3
Lymphopenia 72 30 10

Safety results (cont'd)

¢ Discontinuation rates due to any adverse event: 4%

e Infusion-related reactions (IRRs) with DARZALEX®
occurred in 48% of patients; 3% were Grade 3 and
0% were Grade 4'

¢ |IRRs of any grade or severity may require
management by interruption, modification, and/or
discontinuation of the infusion'

¢ Most IRRs occurred during the first infusion!

Select Important Safety Information

Neutropenia and Thrombocytopenia

DARZALEX® may increase neutropenia and
thrombocytopenia induced by background therapy.
Monitor complete blood cell counts periodically during
tfreatment according to manufacturer’s prescribing
information for background therapies. Monitor patients
with neutropenia for signs of infection. Consider
withholding DARZALEX® until recovery of neutrophils or
forrecovery of platelets.

Please see additional Important
Safety Information throughout
and on pages 52-55, and

click here for DARZALEX®full
Prescribing Information.
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(daratumumab)
injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL

DARZALEX
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Indications and Important Safety
Information

INDICATIONS

DARZALEX® (daratumumab) is indicated for the
freatment of adulf patients with mulfiple 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 fransplant

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

In combination with carfilzomib and dexamethasone
in patients with relapsed or refractory multiple
myeloma who have received one to three prior lines
of therapy

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

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

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

DARZALEX® is confraindicated in patients with a history
of severe hypersenisitivity (eg, anaphylactic reactions)
to daratumumab or any of the components of the
formulation.

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious infusion-
related reactions including anaphylactic reactions. These
reactions can be life-threatening, and fatal outcomes
have been reported. In clinical trials (monotherapy
and combination: N=2066), infusion-related reactions
occurred in 37% of patients with the Week 1 (16 mg/kg)
infusion, 2% with the Week 2 infusion, and cumulatively
6% with subsequent infusions. Less than 1% of patients
had a Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset was
1.5 hours (range: 0 to 73 hours). Nearly all reactions
occurred during infusion or within 4 hours of completing
DARZALEX®. Severe reactions have occurred, including
bronchospasm, hypoxia, dyspnea, hypertension,
fachycardia, headache, laryngeal edema, pulmonary
edema, and ocular adverse reactions, including
choroidal effusion, acute myopia, and acute angle
closure glaucoma. Signs and symptoms may include
respiratory symptoms, such as nasal congestion, cough,
throat irritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the setting of
ASCT (CASSIOPEIA) for a median of 3.75 months (range:
2.4t0 6.9 months), upon re-initiation of DARZALEX®, the
incidence of infusion-related reactions was 11% for the
first infusion following ASCT. Infusion-related reactions
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 combination tfreatment (n=97) were
administered the first 16 mg/kg dose at Week 1 split over
fwo days, ie, 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-related
reactions on Day 1 of Week 1, 4% on Day 2 of Week 1, and
8% with subsequent infusions.
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V.4
PR 4

(daratumumab)

injection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL

Please click here for DARZALEX®
full Prescribing Information.
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Important Safety Information

IMPORTANT SAFETY INFORMATION (cont'd)

WARNINGS AND PRECAUTIONS (cont'd)
Infusion-Related Reactions (cont'd)

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.

To reduce the risk of delayed infusion-related reactions,
administer oral corticosteroids fo 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.

Ocular adverse reactions, including acute myopia

and narrowing of the anterior chamber angle due to
ciliochoroidal effusions with potential for increased
infraocular pressure or glaucoma, have occurred with
DARZALEX® infusion. If ocular symptoms occur, interrupt
DARZALEX® infusion and seek immediate ophthalmologic
evaluation prior fo restarting DARZALEX®.

Interference With Serological Testing

Daratumumab binds fo CD38 on red blood cells (RBCs)
and results in a positive indirect antiglobulin test (indirect
Coombs test). Daratumumab-mediated positive indirect
anfiglobulin test may persist for up fo 6 months after the
last daratumumab infusion. Daratumumab bound to
RBCs masks detection of anfibodies to minor antigens

in the patient’s serum. The determination of a patient’s
ABO and Rh blood type is not impacted. Notify blood
fransfusion centers of this inferference with serological
festing and inform blood banks that a patient has
received DARZALEX®. Type and screen patients prior to
starting DARZALEX®.

Neutropenia and Thrombocytopenia

DARZALEX® may increase neufropenia and
thrombocytopenia induced by background therapy.
Monitor complete blood cell counts periodically during

tfreatment according to manufacturer’s prescribing
information for background therapies. Monitor patients
with neutropenia for signs of infection. Consider
withholding DARZALEX® until recovery of neutrophils or
for recovery of platelets.

Interference With Determination of Complete Response

Daratumumab is a human immunoglobulin G (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.

Embryo-Fetal Toxicity

Based on the mechanism of action, DARZALEX® can
cause fetal harm when administered fo a pregnant
woman. DARZALEX® may cause depletion of fetal
immune cells and decreased bone density. Advise
pregnant women of the potential risk to a fetus. Advise
females with reproductive potential to use effective
confraception during freatment with DARZALEX® and
for 3 months after the last dose.

The combination of DARZALEX® with lenalidomide,
pomalidomide, or thalidomide is contraindicated
in pregnant women because lenalidomide,
pomalidomide, and thalidomide may cause birth
defects and death of the unborn child. Refer to
the lenalidomide, pomalidomide, or thalidomide
prescribing information on use during pregnancy.

ADVERSE REACTIONS

The most frequently reported adverse reactions
(incidence >20%) were upper respiratory

infection, neutropenia, infusion-related reactions,
thrombocytopenia, diarrhea, constipation, anemia,
peripheral sensory neuropathy, fatigue, peripheral
edema, nausea, cough, pyrexia, dyspnea, and asthenia.
The most common hematologic laboratory abnormalities
(240%) with DARZALEX® are neutropenia, lymphopenia,
thrombocytopenia, leukopenia, and anemia.

Please click here to see the full Prescribing Information.
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DARZALEX® (daratumumab)
administration

Preparation for administration’

Prepare the solution for infusion using aseptic
fechnique as follows:

¢ Calculate the dose (mg), total volume (mL)
of DARZALEX® solution required and the number
of DARZALEX® vials needed based on patient
actual body weight

e Check that the DARZALEX® solution is colorless
to pale yellow. Do not use if opaque parficles,
discoloration or foreign particles are present

* Remove a volume of 0.9% Sodium Chloride
Injection, USP from the infusion bag/container
that is equal to the required volume of DARZALEX®
solution

e Withdraw necessary amount of DARZALEX®
solution and dilute to appropriate volume by
adding to the infusion bag/container containing
0.9% Sodium Chloride Injection, USP. Infusion
bags/containers must be made of either
polyvinylchloride (PVC), polypropylene (PP),
polyethylene (PE), or polyolefin blend (PP+PE).
Dilute under appropriate aseptic conditions.
Discard any unused portion left in the vial

Gently invert the bag/container to mix the
solution. Do not shake

Parenteral drug products should be inspected
visually for particulate matter and discoloration
prior to administration, whenever solution

and container permit. The diluted solution

may develop very small, translucent to white
proteinaceous particles, as daratumumab is a
protein. Do not use if visibly opaque particles,
discoloration or foreign particles are observed

Since DARZALEX® does not contain a preservative,
administer the diluted solution immediately at
room temperature, 15°C to 25°C (59°F to 77°F)
and in room light. Diluted solution may be kept

at room temperature for a maximum of 15 hours
(including infusion time)

Preparation for administration' (cont'd)

e If not used immediately, the diluted solution can
be stored prior to administration for up to 24 hours
at refrigerated conditions, 2°C to 8°C (36°F
to 46°F) and protected from light. Do not freeze

Select Important Safety Information

ADVERSE REACTIONS

The most frequently reported adverse reactions
(incidence 220%) were upper respiratory

infection, neutropenia, infusion-related reactions,
thrombocytopenia, diarrhea, constipation, anemia,
peripheral sensory neuropathy, fatigue, peripheral
edema, nauseaq, cough, pyrexia, dyspnead, and asthenia.
The most common hematologic laboratory abnormalities
(=40%) with DARZALEX® are neutropenia, lymphopenia,
thrombocytopenia, leukopenia, and anemia.

Please see Indications and full W

Important Safety Information N .
on pages 52-55 and click here Al DA R ZA |_ EX
for DARZALEX®full Prescribing (daratumumab)

njection for intravenous infusion

Informdﬁon. 100 mg/5 mL, 400 mg/20 mL
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DARZALEX® (daratumumab)
administration (cont’d)

Administration’

e |f stored in the refrigerator, allow the solution
to come to room temperature. Administer
diluted solution by infravenous infusion using
an infusion set fitted with a flow regulator and
with an in-line, sterile, non-pyrogenic, low
protein-binding polyethersulfone (PES) filter
(pore size 0.22 micrometer or 0.2 micrometer).
Administration sefs must be made of either
polyurethane (PU), polybutadiene (PBD), PVC, PP,
or PE

* Do noft store any unused portion of the infusion
solution for reuse. Any unused product or waste
material should be disposed of in accordance
with local requirements

e Do not infuse DARZALEX® concomitantly in the
same infravenous line with other agents

Select Important Safety Information

Neutropenia and Thrombocytopenia

DARZALEX® may increase neutropenia and
thrombocytopenia induced by background therapy.
Monitor complete blood cell counts periodically during
freatment according fo manufacturer’s prescribing
information for background therapies. Monitor patients
with neutropenia for signs of infection. Consider
withholding DARZALEX® until recovery of neutrophils or
for recovery of platelets.

Interference With Determination of Complete Response

Daratumumab is a human immunoglobulin G (IgG)
kappa monoclonal anfibody that can be detected

on both the serum protein electrophoresis (SPE)

and immunofixation (IFE) assays used for the clinicall
monitoring of endogenous M-protein. This inferference
can impact the determination of complete response and
of disease progression in some patients with IgG kappa
myeloma protein.

Embryo-Fetal Toxicity

Based on the mechanism of action, DARZALEX® can
cause fetal harm when administered to a pregnant
woman. DARZALEX® may cause depletion of fetal
immune cells and decreased bone density. Advise
pregnant women of the potential risk to a fetus. Advise
females with reproductive potential to use effective
contraception during treatment with DARZALEX® and
for 3 months after the last dose.

The combination of DARZALEX® with lenalidomide,
pomalidomide, or thalidomide is contraindicated
in pregnant women because lenalidomide,
pomalidomide, and thalidomide may cause birth
defects and death of the unborn child. Refer to
the lenalidomide, pomalidomide, or thalidomide
prescribing information on use during pregnancy.

Please see Indications and full N
S

Important Safety Information S :
on pages 52-55 and click here MDARZALEX

for DARZALEX®full Prescribing (?%ra§Uf{1umaQ>

Information. 100 mg/5 mL, 400 mg/20 mL
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Infusion rates for
DARZALEX® (daratumumab)

Slower rate of infusion for the first DARZALEX® dose
is recommended, as infusion-related reactions
are more likely to occur with the first infusion'’

Dilution Initial rate Rate Maximum
volume (first hour) increment* rate

Week 1 infusion

Option 1 (single-dose infusion)

Week 1 Day 1 50 mL/hour
(16 mg/kg) every hour*

500mL 50 mL/hour Zeemry”hho%‘i,[ 200 mL/hour
500 mL 50 mL/hour 28;1;‘{1?)?; 200 mL/hour
500 mL 50 mL/hour 28;‘#%%‘:}; 200 mL/hour

Subsequent
(Week 3 onward, 500 mL
16 mg/kg) infusions*

1000 mL 50 mL/hour 200 mL/hour

100 mL/ 50 mL/hour

hour every hour* 200 mrllfiens

*Consider incremental escalation of the infusion rate only in the
absence of infusion-related reactions.

Use a dilution volume of 500 mL for the 16 mg/kg dose only if there
were no infusion-related reactions the previous week. Otherwise, use
a dilution volume of 1000 mL.

*Use a modified initial rate (100 mL/hour) for subsequent infusions
(ie, Week 3 onward) only if there were no infusion-related reactions
during the previous infusion. Otherwise, use instructions indicated in
the table for the Week 2 infusion rate.

* To facilitate administration, the first prescribed
16 mg/kg dose at Week 1 may be split over 2
consecutive days, ie, 8 mg/kg on Day 1 and Day 2,
respectively (see above table)

Median durations® of 16 mg/kg infusions decreased
after the first infusion across all trials (N=1530)"°

e First week infusion was 7 hours
e Second week infusion was 4 hours
¢ Subsequent infusions were 3 hours

SWhen the first dose was administered as 2 infusions over 2 days (split
dose) in the EQUULEUS study (n=97), the median durations of infusions
were 4.2 hours for Week 1 Day 1, 4.2 hours for Week 1 Day 2, 4.1 hours
for Week 2, and 3.4 hours for the subsequent infusions.¢ll

IMedian infusion length for subsequent infusions (Week 2+ in aggregate).
Administer the Week 2 (16 mg/kg) infusion according to the infusion
rates outlined in Table 4 of the DARZALEX® full Prescribing Information.

Administration of pre- and post-infusion medications
is recommended to reduce the risk of infusion-
related reactions (see pages 67-68)'

Select Important Safety Information

CONTRAINDICATIONS

DARZALEX® is contfraindicated in patients with a history
of severe hypersensitivity (eg, anaphylactic reactions)
fo daratumumab or any of the components of the
formulation.

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious infusion-
related reactions including anaphylactic reactions. These
reactions can be life-threatening, and fatal outcomes
have been reported. In clinical frials (monotherapy
and combination: N=2066), infusion-related reactions
occurred in 37% of patients with the Week 1 (16 mg/kg)
infusion, 2% with the Week 2 infusion, and cumulatively
6% with subsequent infusions. Less than 1% of patients
had a Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset was
1.5 hours (range: 0 to 73 hours). Nearly all reactions
occurred during infusion or within 4 hours of completing
DARZALEX®. Severe reactions have occurred, including
bronchospasm, hypoxia, dyspnea, hypertension,
tfachycardia, headache, laryngeal edema, pulmonary
edema, and ocular adverse reactions, including
choroidal effusion, acute myopia, and acute angle
closure glaucoma. Signs and symptoms may include
respiratory symptoms, such as nasal congestion, cough,
throat irritation, as well as chills, vomiting, and nausea.
Less common signs and symptoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the setting of
ASCT (CASSIOPEIA) for a median of 3.75 months (range:
2.4 to 6.9 months), upon re-initiation of DARZALEX®, the
incidence of infusion-related reactions was 11% for the
first infusion following ASCT. Infusion-related reactions
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 combination tfreatment (n=97) were
administered the first 16 mg/kg dose at Week 1 split over
two days, ie, 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-
related reactions on Day 1 of Week 1, 4% on Day 2 of
Week 1, and 8% with subsequent infusions.

Please see Indications and full
Important Safety Information
on pages 52-55 and click here
for DARZALEX®full Prescribing
Information.
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In clinical trials (monotherapy and combination
freatments; N=1530)

Most infusion-related reactions
occurred during the first infusion'

e For 40% of patients, infusion-related reactions
(any grade) occurred with the first infusion, 2% of

patients with the second infusion, and cumulatively,

4% of patients with subsequent infusions!

¢ The median time to onset of an infusion-related
reaction was 1.5 hours (range: 0 to 72.8 hours)!

¢ Incidence of infusion modification due to reactions

was 37%'
DARZALEX® can cause severe infusion-related

reactions. Severe infusion-related reactions included

bronchospasm, hypoxia, dyspnea, hypertension,
tachycardia, headache, laryngeal edema, and
pulmonary edema. Other adverse infusion-related
reactions included nasal congestion, cough, chills,
throat irritation, vomiting, and naused’

immediately interrupt the DARZALEX® infusion and
manage symptoms. Management of infusion-
related reactions may further require reduction in
the rate of infusion, or permanent discontinuation
of DARZALEX® for Grade 4 reactions’

Select Important Safety Information

Infusion-Related Reactions (cont’d)

Pre-medicate patients with anfihistamines, 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.

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

For infusion-related reactions of any grade/severity,

Infusion-related reactions by week (N=1530)!
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Please see Indications and full
Important Safety Information
on pages 52-55 and click here

for DARZALEX®full Prescribing (daratumumab)
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Management of infusion-related
reactions

Infusion-related reactions of any grade or severity
may be managed by interruption, modification,
and/or discontinuation of the infusion'

 For infusion-related reactions of any grade/severity,
immediately interrupt the DARZALEX® infusion
and manage sympfoms. Management of infusion-
related reactions may further require reduction in
the rate of infusion or tfreatment discontinuation of
DARZALEX® as outlined below

Recommended management of
infusion-related reactions!

Infusion-related

reaction Dose interruptions/modifications
grade

Once symptoms resolve:

e Resume the infusion at no more
than half the rate at which the

Grades reaction occurred

18&2 If the patient does not experience any
(mild to further reaction symptoms:
moderate) « Infusion rate escalation may

resume at increments and intervals
as clinically appropriate up to the
maximum rate of 200 mL/hour

Once symptoms resolve:

e Consider restarting infusion at no
more than half the rate at which
the reaction occurred

If the patient does not experience
additional symptoms:

¢ Resume infusion rate escalation
at increments and intervals as
appropriate

In the event of recurrence of

Grade 3 symptoms:

* Repeat the procedure above

If the patient experiences a third
occurrence of a Grade 3 or higher
infusion reaction:

e Permanently discontinue
DARZALEX®

Grade 3
(severe)

Grade 4 (life- Permanently discontinue
threatening) DARZALEX®

Select Important Safety Information

CONTRAINDICATIONS

DARZALEX® is contraindicated in patients with a history
of severe hypersensitivity (eg, anaphylactic reactions)
tfo daratumumalb or any of the components of the
formulation.

WARNINGS AND PRECAUTIONS
Infusion-Related Reactions

DARZALEX® can cause severe and/or serious infusion-
related reactions including anaphylactic reactions. These
reactions can be life-threatening, and fatal outcomes
have been reported. In clinical trials (monotherapy
and combination: N=2066), infusion-related reactions
occurred in 37% of patients with the Week 1 (16 mg/kg)
infusion, 2% with the Week 2 infusion, and cumulatively
6% with subsequent infusions. Less than 1% of patients
had a Grade 3/4 infusion-related reaction at Week 2

or subsequent infusions. The median time to onset was
1.5 hours (range: 0 to 73 hours). Nearly all reactions
occurred during infusion or within 4 hours of completing
DARZALEX®. Severe reactions have occurred, including
bronchospasm, hypoxia, dyspnea, hypertension,
tachycardia, headache, laryngeal edema, pulmonary
edema, and ocular adverse reactions, including
choroidal effusion, acute myopia, and acute angle
closure glaucoma. Signs and symptoms may include
respiratory symptoms, such as nasal congestion, cough,
throat irritation, as well as chills, vomiting, and nausea.
Less common signs and sympfoms were wheezing,
allergic rhinitis, pyrexia, chest discomfort, pruritus,
hypotension, and blurred vision.

When DARZALEX® dosing was interrupted in the setting of
ASCT (CASSIOPEIA) for a median of 3.75 months (range:
2.4 10 6.9 months), upon re-initiation of DARZALEX®, the
incidence of infusion-related reactions was 11% for the
first infusion following ASCT. Infusion-related reactions
occurring at re-initiation of DARZALEX® following ASCT
were consistent in tferms 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 combination freatment (n=97) were
administered the first 16 mg/kg dose at Week 1 split over
two days, ie, 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-
related reactions on Day 1 of Week 1, 4% on Day 2 of
Week 1, and 8% with subsequent infusions.

Please see Indications and full
Important Safety Information
on pages 52-55 and click here
for DARZALEX®full Prescribing
Information.
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Important information before

administering DARZALEX® (daratumumab)

Interference with serological testing'

* DARZALEX® binds to CD38 found on red blood cells
(RBCs) and results in a positive indirect anfiglobulin
test (indirect Coombs test) that may persist for up to
6 months after the last DARZALEX® infusion

Reminders

v Type and screen patients before starting DARZALEX®
 Inform blood banks when a patient is taking DARZALEX®
 |dentify any DARZALEX®-treated blood samples

« Ask patients fo tell other healthcare professionals
that they have taken DARZALEX®

Prophylaxis for herpes zoster reactivation’

e Initiate antiviral prophylaxis to prevent herpes zoster
reactivation within 1 week of starting DARZALEX®
and continue for 3 months following freatment

Select Important Safety Information

ADVERSE REACTIONS

The most frequently reported adverse reactions
(incidence 220%) were upper respiratory

infection, neutropenia, infusion-related reactions,
thrombocytopenia, diarrhea, constipation, anemia,
peripheral sensory neuropathy, fatigue, peripheral
edema, nausea, cough, pyrexia, dyspnea, and asthenia.
The most common hematologic laboratory abnormalities
(240%) with DARZALEX® are neutropenia, lymphopenia,
thrombocytopenia, leukopenia, and anemia.

Pre-infusion medications’

To reduce the risk of infusion-related reactions,
administer to all patients approximately 1 hour to
3 hours prior to every infusion as follows:

% Dexamethasone 20 mg prior fo every
DARZALEX® infusion. When dexamethasone
is the background regimen specific
corticosteroid, the dexamethasone treatment
dose will also serve as premedication on
DARZALEX® infusion days*

% During monotherapy, methylprednisolone
100 mg, or equivalent, administered infravenously.
Following the second infusion, the dose of
corticosteroid may be reduced (oral or
intravenous methylprednisolone 60 mg)

% Oral antipyretics (acetaminophen 650 mg to
1000 mg), plus

% Oral or IV antihistamine (diphenhydramine
25 mg to 50 mg or equivalent)
*Dexamethasone is given intravenously prior to the first

DARZALEX® infusion and oral administration may be
considered prior to subsequent infusions. Additional
background regimen-specific corticosteroids

(eg, prednisone) should not be taken on DARZALEX®
infusion days when patients receive dexamethasone
(or equivalent) as pre-medication.

Select Important Safety Information

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 o 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 is not impacted. Notify blood
fransfusion centers of this interference with serologicall
testing and inform blood banks that a patient has
received DARZALEX®. Type and screen patients prior to
starting DARZALEX®.

Please see Indications and full W

Important Safety Information N .
on pages 52-55 and click here s DARZALEX
(daratumumab)

njection for intravenous infusion
100 mg/5 mL, 400 mg/20 mL

for DARZALEX®full Prescribing
Information.
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Post-infusion medications are Notes:
recommended g

pPaa

Post-infusion medications'

To reduce the risk of delayed infusion-related
reactions, administer the day after every infusion
as follows: g

% Oral corticosteroid (<20 mg methylprednisolone S
or equivalent); however, if a background
regimen-specific corticosteroid (eg,
dexamethasone, prednisone) is administered —
the day after the DARZALEX® infusion,
additional post-infusion medicatfions may not
be needed -

% During monotherapy, administer oral
corficosteroid (20 mg methylprednisolone or
equivalent dose of an infermediate-acting
or long-acting corticosteroid in accordance
with local standards) on each of the 2 days
following all DARZALEX® infusions (beginning
the day after the infusion)

AdV¥IHLONOW

Note: For patients with a history of chronic obstructive
pulmonary disorder, consider including short- and long-
acting bronchodilators and inhaled corticosteroids.
Following the first 4 infusions, if the patient experiences no
major infusion-related reactions, these additional inhaled
post-infusion medications may be discontinued.

Select Important Safety Information

NOILVWIOANI
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Interference With Serological Testing §
Daratumumab binds to CD38 on red blood cells (RBCs) z
and results in a positive indirect antfiglobulin test (indirect z
Coombs test). Daratumumab-mediated positive indirect )
antiglobulin test may persist for up to 6 months after the =
last daratumumab infusion. Daratumumab bound to RBCs e
masks detection of antfibodies to minor antigens in the _
patient’s serum. The determination of a patient’s ABO and =3
Rh blood type is not impacted. Notify blood transfusion 2 8
centers of this interference with serological testing and 3z
inform blood banks that a patient has received DARZALEX®. &3
Type and screen patients prior to starting DARZALEX®.

Interference With Determination of Complete Response

Daratumumab is a human immunoglobulin G (IgG) kappa E
monoclonal antibody that can be detected on both the Eg
serum protein electrophoresis (SPE) and immunofixation 0%
(IFE) assays u§e.d for the clinical moniforing of endogengus Please see Indications and full N § E
M-protein. This interference can impact the de:’rermmohon Important Safety Information :; DA R ZA |_ EX Z §
of complete response and of disease progression in some on pages 52-55 and click here AN

patients with IgG kappa myeloma protein. for DARZALEX®full Prescribing (daratumumab)
injection for intravenous infusion

|nf0rmdﬁ0n. 100 mg/5 mL, 400 mg/20 mL
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Patient checklist
\/ Initiate antiviral prophylaxis to prevent herpes zoster
Pre-infusion education reactivation within 1 week of starting DARZALEX®
and continue for 3 months following treatment’

Schedule patients to allow for adequate Administer pre-infusion medications approximately
chair fime 1 hour to 3 hours prior to every infusion fo reduce

the risk of infusion-related reactions!
— Refer to page 67 for guidelines

Administer pre- and post-infusion medications

Confirm appropriate infusion set is stocked

— See pages 56-58 for additional details / Administer post-infusion medications fo reduce
Exp|0in length of infusion and suggest that the risk of delayed infusion-related reactions!
patients bring activities to occupy themselves — Refer to page 68 for guidelines

during their infusion

Provide a patient brochure and walk the
patient through all important details

. . . . If a newly diagnosed, fransplant-ineligible patient
FIOVELE S [PEIIEAL ALY S GOmtel \/ is receiving DARZALEX® + Revlimid® (lenalidomide)

Discuss Important Safety Information + dexamethasone (DRd), refer to pages 5-10
\/ If a patient is receiving DARZALEX® + Revlimid®
(lenalidomide) + dexamethasone (DRd) after
a prior regimen, refer fo pages 11-16
— Call: 1-844-55DARZA (1-844-553-2792) \/ If a patient is receiving DARZALEX® + bortezomib
or visit JanssenCarePath.com/DARZALEX + thalidomide + dexamethasone (DVTd), refer to

CAC C C « «

Inform patients about Janssen CarePath and
what services it provides

— Identifying cost support options that pages 17-22
may help manage out-of-pocket costs % If a patient is receiving DARZALEX® + Velcade®
for DARZALEX® (daratumumab) (bortezomib) + melphalan + prednisone (DVMP),

refer to pages 23-28

If a patient is receiving DARZALEX® + bortezomib
+ dexamethasone (DVd), refer to pages 29-34

\/ If a patient is receiving DARZALEX® + Kyprolis®

Discuss interference with serological testing (carfilzomib) + dexamethasone (DKd), refer to
pages 35-40

% If a patient is receiving DARZALEX® + Pomalyst®
(pomalidomide) and dexamethasone (DPd),

— Visit JanssenPrescriptionAssistance.com/
DARZALEX \/

% Explain that DARZALEX® can affect blood test

results used to match their blood for transfusions! after prior freatment, refer to pages 41-46
% Give the patient an Assay Interference Bracelet \/ If a patient is receiving DARZALEX® as a
and Card monotherapy, refer to pages 47-51
v Type and screen patients before starting \/ Monitor patient during the infusion process and
@1 assess for adverse reactions'
DARZALEX f o ot - )
% Inform blood banks when a patient is —Referfo pages 62-64 for more information
on DARZALEX®
% Identify any DARZALEX®-treated blood samples

\/ Ask patients to tell other healthcare
professionals that they have taken DARZALEX®

Please see Indications and full

NN
AN

Important Safety Information 5K ’
on pages 52-55 and click here MDARZALEX
for DARZALEX®full Prescribing (daratumumab)

injection for intravenous infusion

|nformdﬁ0n. 100 mg/5 mL, 400 mg/20 mL
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We can help make it simple for you
to help your patients

Janssen CarePath is your one source
for access, affordability, and treatment
support for your patients

Janssen CarePath helps verify
insurance coverage for your patients,
provides reimbursement information,
helps find financial assistance options
for eligible patients, and provides
ongoing support to help patients start
and stay on DARZALEX®.

Call a Janssen CarePath Care
Coordinator at 877-CarePath
(877-227-3728), Monday-Friday,
8:00 am to 8:00 pm ET

Sign Up or Log In to the Provider Portal
janssen at JanssenCarePathPortal.com

Care Path Visit JanssenCarePath.com

To contact Janssen Medical Information

Phone: 1-800-Janssen (1-800-526-7736)

Email: Submit questions via www.askjanssenmedinfo.com
Search: www.JanssenMD.com

Please see Indications and Important Safety
Information on pages 52-55 and click here for
DARZALEX®full Prescribing Information.
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