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As you know, the
history of
myeloma has had
a rapid evolution
over the last 10 to
15 years. This
slide highlights the
rapid advances
that we’ve seen
with the approval
of multiple new
drugs over the last
15 years,
beginning with
bortezomib and
lenalidomide in
2002, continuing
with carfilzomib in
2012,
pomalidomide in
2013, and, more

Hi, my name is Jatin
Shah, and I am an
Associate Professor
in the Department of
Lymphoma and
Myeloma at the MD
Anderson Cancer
Center in Houston,
Texas. It's a
pleasure to be with
you. Today, | am
going to focus on
relapsed/refractory
myeloma —
specifically,
navigating the
treatment pathways
and the multiple
treatment options
we have in
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recently, in 2015, four new approvals with panobinostat, ixazomib, daratumumab, and elotuzumab —
all for relapsed/refractory myeloma. Today, we will review much of the data that was reported over the
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last year in the phase 3 setting, focusing on how we can use this information to manage relapsed/

refractory myeloma.
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This slide
summarizes a
common approach
to the treatment of
relapsed/refractory
myeloma. We still
think of patients as
transplant-eligible
or ineligible. At the
time of relapse, if
they have had a
prolonged period of
disease control after
the initial
transplant, we will
always attempt a
second, or salvage,
autologous stem cell
transplant. For
patients who had
prolonged disease

ma
ewly

diagnosed disease
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therapy often have
prolonged disease

er,

ultimately, most of
these patients will

ith
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shorter and shorter
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survival and disease

Common Approach to Treatment of
Relapsed/Progressive MM

Patients with Relapsed or Progressive MM

| |
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control of greater than 18 to 24 months of PFS, we will consider the potential benefit of a second
transplant. Otherwise, other novel treatment options are also an important option for these patients.
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We can consider multiple options for those patients who are transplant-ineligible at the time of relapse,
as well. Asyou can see on this slide, historically, retreatment has been an important therapeutic
option for these patients. So, for patient who had disease control with their initial treatment, we will
often consider retreatment as an option, or will consider using other novel therapies, as well. However,
| think it is important to realize that these treatment paradigms are now changing. Historically, when
we had limited therapeutic options, when we still only had bortezomib and lenalidomide then clearly,
we had to consider retreatment with these agents. Retreatment is an important therapeutic option for
patients. However, in today’s clinical practice, with multiple new therapeutic agents and with improved
treatments, | think retreatment is less and less often an option for these patients, based on the
availability of improved therapeutics.

These are the
Factors to Consider in Treatment factors to consider

Selection

in retreatment.
Multiple options
are considered
CRAB symptoms, disease burden, and rate of progression here, i‘ndUding (1)
Prior therapies What is the rate of
progression? Are

— Depth and duration of prior response ‘ ]
patients having

— Side effects
— Time since therapy CRAB criteria or
Myeloma genomics - genomic profile may have changed from end-organ damage,
initial diagnosis or they '

— del(17p) experiencing a

- t(4.14) rapid proliferation
General health - diabetes, CBC, cardiac/hepatic/renal function, with _
neuropathy, VTE hypercalf:em|a,
Personal lifestyle and preferences progressive renal

Option for clinical trial dysfunction angl
cord compression,

and what is the
rate of progression
that we see? (2) What are the prior therapies that the patient has previously had? What was the depth
and duration of the prior response? What are the side effects they had with the prior therapy and how
long has it been since their last therapy prior to the beginning of the treatment-free interval, to
consider treatment options? (3) It is also important to consider the biology of the disease: what
mutations have they acquired in terms of high-risk features that may have been acquired as the disease
progresses, and which may have changed from the time of initial diagnosis? (4) And finally, what other
patient-related factors are present, such as comorbidities associated with diabetes, hypertension, renal
dysfunction, or cardiac dysfunction, all of which are important factors in weighing treatment decision
options.

| will now review several phase 3 clinical trials which will help guide analysis of symptoms, and will
demonstrate how we optimally manage relapsed/refractory myeloma, and how we incorporate these
novel therapies into our treatment paradigm.

The first study | want to review with you is the ASPIRE study, and in this phase 3 study, patients were
treated within the experimental arm with lenalidomide, dexamethasone, and carfilzomib versus
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lenalidomide and dexamethasone. This is a phase 3 study in relapsed/refractory myeloma in patients
with 1 to 3 lines of prior therapy. What we see here is the data from patients who have received either
lenalidomide and dexamethasone, or the combination of lenalidomide, dexamethasone and
carfilzomib.
Importantly, you

ill not | ASPIRE—Len/Dex * Carfilzomib in R/R MM
WIll hote severa
points as you look Study Design and PFS
at this data; the
first is that e n a4 3,000, 18 16

. . Cycles 13-18: d 1, 2,15 rimary Endpoint:
Ca rfl IZom | b was . '—Bﬂ"”dn:‘id‘ 25 mg PO d1-21 Cycies repeated until disease " e

din all L Deaneinasann S me PO BB progression, unacceptable  secondary Endpoints: 0S, ORR,

StOppe INna - Lonalidomide 25 mg PO d1-21 toxicity, or withdrawal Duration of response, HRGoL, safety
patients after 18 + Dexamethasone 40 mg PO d1, 8, 15, 22
months of 1 Median PFS

== Carfilzomib (KRd): 26.3 months

treatment. This is
in contrast to
continuing on

=== Control Group (Rd): 17.6 months

treatment _
. L. . HR 0,69 (25% CI, 0.57-0.83
indefinitely until F50001
time of progression 0 8 21,18 L 2P SRS SGEE 42

A . Manths Since Randomization
— which is how all Risk Group by FISH

HR PValue

the other phase 3 - :

. High . 070 0.083
studies are Standard

conducted, and
how we practice
myeloma now. And here, we see carfilzomib was stopped after 18 months. The second point is that,
as we look at some of these data over the next several slides, we’re going to focus predominantly on
overall response rates and progression-free survival. Importantly, this has been really the mainstay of
how we judge therapeutics; in terms of their efficacy, we look at the overall response rate and their PFS
as a way of assessing efficacy. However, in this novel agent, we need to start looking at various
immunotherapeutic regimens. It is important to look at other options, as well, beyond the bottom line
of ORR and PFS. So, now it is important to start thinking about things like minimal residual disease
(MRD) and depth of response. It is important to think about the durability of these responses and what
will our long-term disease control be with 3- and 4-year PFS? It is also very important to look at the
Kaplan-Meier curves and the shape of these curves. When do you see the separation of the Kaplan-
Meier progression-free survival curves? Do they come back together? | think this gives you a global
perspective on the efficacy and activity of each one of these combinations. So, keep in mind that,
looking beyond, ORR and PFS are really just two of the key points to consider here.

We'll start with the ASPIRE study, and what you will notice here is that there is a significant
improvement in progression-free survival. In fact, the progression-free survival benefit increased 8
months, from 17.6 to 26 months, and this is the highest progression-free survival we have ever seen in
any relapsed/refractory trial; it is very comparable to what we see for newly diagnosed myeloma,
highlighting the activity of carfilzomib, lenalidomide, and dexamethasone in combination. Importantly,
this is despite stopping carfilzomib after 18 months, and you will still see a durable response and
benefit, with patients having progression-free survival of 26 months. On the bottom, you'll see that
patients with high-risk, as well as standard-risk, disease benefit, with equivalent or similar
improvement in progression-free survival by about 10 months.
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Here, you see the

°Vtera:'{re5p°”se ASPIRE—Len/Dex * Carfilzomib in R/R
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improvement in MM Response and Safety
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notice hereis a Carfilzomib Group  Control Group
trlpllng in the Carfilzomib Group Control Group
complete (n=3986) (n=396)
response rate. Median Time to Response — mo 1.6+1.4 2.3+2.4
YOU see a Mean Time to Response — mo 1.0 1.0
significant Duration of Response - mo 28.6 (24.9-31.3) 21.2 (16.7-25.8)

improvement in
the depth of

Stewart AK, et al. N Engl J Med. 2

response from

9% to 31% with addition of carfilzomib. This situation is very similar to what we see with carfilzomib in
multiple trials, where you see significant improvement in the depth of response, especially in the newly
diagnosed setting, where you also see that addition of carfilzomib leads to improvement in the
complete response rate, as well as in minimal residual disease.

Importantly, there are some side effects to be aware of with carfilzomib. Often, we’ll focus on cardiac
issues that we see with carfilzomib, though we’ll only see a small number, approximately 4% of
patients, with cardiac dysfunction. However, it is important to realize that most of these patients will
develop a decrease in their ejection fraction, often after several months, will have complete resolution
of their symptoms and recovery of their ejection fraction, without any detriment in their quality of life.

The other important side effect that we see in patients treated with carfilzomib is hypertension: 25-
30% of patients will have hypertension, as well as a transient shortness of breath. This is important for
physicians, as well as nurses, healthcare providers and patients to recognize. Importantly, patients will
acclimate to both hypertension and shortness of breath, and both will continue to improve over time.
This can be managed both through supportive care, as well as with diuresis.
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The second
phase 3 trial |
want to review
with you is the
TOURMALINE
study. This trial
is a phase 3
study in
relapsed/
refractory
myeloma, again
with patients
with 1 to 3 lines
of prior
therapy; here,
they compared
lenalidomide
and
dexamethasone
versus the
experimental
arm of

TOURMALINE-MM1—Len/Dex * Ixazomib
Study Design and PFS

Ixazomib 4 mg PO d1, 8, 15
Lenalidomide 25 mg PO d1-21 Primary Endpoint: PFS

Dexamethasone 40 mg PO d1, 8, 15, 22 Cycles repeated until

disease progression or
Placebo PO d1, 8, 15 unacceptable toxicity
Lenalidomide 25 mg PO d1-21
Dexamethasone 40 mg PO d1, 8, 15, 22

Secondary Endpoints:
08, 0S in high-risk
patients with del(17)

Median PFS: IRd Rd
— IRd: 20.6 mo : (n=360) (n=362)
= Placebo-Rd: 14.7 mo RiskGroup i Median T Median 1

PFS, Mos | PFS, Mos
Standard
High (19% of patients)

Patients with del(17p)
(10% of patients)

Patients with t(4;14)
alone

Log-rank test P- 012

lenalidomide, dexamethasone, and ixazomib. What you see in the interim analysis is a 6-month
improvement in progression-free survival from 14 months to 20 months.

TOURMALINE-MM1—Len/Dex * Ixazomib
Progression-Free Survival (ITT) final

Figure 2 Kaplan-Meier curve for final analysis of PFS per TRC_ITT populinon

[ousce Sratmsical seviewer s asabysis |

However, when
you look at the

progression-free
survival by
investigator, on
an intention-to-
treat basis, the
progression-free
survival was 2
months.
Importantly,
also, when you
look at PFS, at

13 FRAL AMARYEIS BE

e et the Kaplan-

ST e Meier curves, in
T, fact, you will
“:“F:ll"cj?lﬂpr\ :l:l In'rr “i wnal. €1 combidence uierval NE not rvalaabl :!Ir :lrlu d See that the
e e progression-free

survival starts to

separate at a

later time point, at 9 months, as opposed to the early separation that we typically see in most phase 3
studies with a three-drug versus a two-drug combination.
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When we look

TOURMALINE-MM1—Len/Dex * Ixazomib at overall

. survival,
Overall Survival although this is

an early first
interim
+ Censored

‘MM ana|y5|5, there
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S difference in
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Figure 3: Kaplan-Meier curve for 1% interim analysis of OS, ITT population
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[Source: Statistical reviewer's analysis ]

And finally, when you look at the FDA statistical review, at progression-free survival by prior therapies,
interestingly noted here in patients with one line of prior therapy, there was no benefit in progression-

free survival.

However, in A
patients with two TOURMALINE-MM1—Len/Dex * Ixazomib
or three lines of Progression-Free Survival by Prior Therapy
prior therapy, in

this subset

analysis with all
the caveats, we
see a significant
benefit in
progression-free
survival in this
subset of
patients.

Figure 4: Kaplan-Meier curve for final analysis of PFS per IRC by prior therapy 1 vs. 2 or 3
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Here, you see

TOURMALINE-MM1—Len/Dex * Ixazomib the response
R d Safet rates that occur
esponse an arety with the
addition of
ixazomib to
ORR 78.3% lenalidomide
ORR 71.5% Common grade 23 AEs and
+ Neutropenia (19% vs 16%)
+ Anemia (9% vs 13%) dexamethasone.
* Thrombocytopenia (13% vs 5%) Importantly, you
+ Pneumonia (6% vs 8%) see a 6%

improvement in
overall response
Ixazomib-Rd Placebo-Rd rate, as well as
IRd Rd an improvement
Confirmed ORR, % OR 1.44; P=.035 in the complete
i : OR 1.87; P=.019 remission rate

=VGPR OR 1.45; P=.014 from 6% to 12%.
Median time to 1% response mos

Median duration response, mos

Moreau P, et al. ASH 2015. Abstract 727,

As we move forward now, several other therapeutics have also been approved in relapsed/refractory
myeloma, beyond carfilzomib and oral ixazomib or an oral proteasome inhibitor, and these include

various

monoclonal
antibodies. When MAb-Based Targeting of Myeloma
we look at
monoclonal
antibody-based
therapy, it is very Antibody-dependent Complement-dependent Apoptosis/growth
exciting. There cellular cytotoxicity (ADCC) cytotoxicity (CDC) arrest via targeting
. C1q signaling pathways
are multiple #.
mechanisms of Effector Y 7k 7
action that we cells: CDC al
see, including
antibody- k'ﬂ FcR
dependent Daratumumab (CD38) Daratumumab (CD38)
cellular SAR650984 (CD38) SAR650984 (CD38)
cytotoxicity ADCC
(ADCC),
complement- Elotuzumab (SLAMF7)
dependent Daratumumab (CD38)
o SAR650984 (CD38)
cytotoxicity (CDC),
as We” as Tai YT, el al, B e es, 2011,2011:924058.

apoptosis/ growth
arrest through targeting signaling pathways.
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The next trial |
would like to ELOQUENT-2—Len/Dex % Elotuzumab in
review with you is .
review with you R/R MM: Study Design and PFS
study, which is the
. + Elotuzumab® 10 mg IV Ve ity
phase 3 trial of — Cycles 1-3 d1, 8, 15, 22 f”;;’s’yg;g’m""“
. . - Cycle4+d1,15 . :
lenalidomide- +  Lenalidomide 25 mg PO d1-21 g}m.‘ss repeated ¢.;nm Sy ERa
+ Dexamethasone 40 mg PO week w/o Elo S0aS6 DTOgIasson, it o b
dexamethasone Dexamethasone 8 mg IV + 28 mg PO wi Elo unacceptable toxicity, - Time to tumor
i or withdrawal response, duration
plus/minus oter s
. Lenalidomide 25 mg PO d1-21 A
elotuzumab in - Dexamethasone PO di, 8, 15, 22 HRQoL, safety
patients with Progression.free Survival
re|apsed/r8fract0ry _ 1.04 1-¥r progression.free 2% plsf:?‘.:lull free
myeIoma. i i : Hazard ratio, 0,70 (95% CI, 0,57-0.85)
Elotuzumab is a 3 —
< UPDATE: 3-year PFS
monoclonal S Elotuzumab group: 26%
X & Control group: 18%
antibody that £ A AL Eidbiimsb groip
Z
= g0 D0
targets SLAMF?7. - B e - o control grovp
SLAMF7 is B H .
. | M | S | - S
ub[qu]tously 10 12 14 16 I8 20 22 24 26 28 30 17 34 36 I8
xpressed on e
€ Figure from Lonial 5, et al. N Engl J Med. 2015;373:621-663.; Dimopoulos MA, et al. ASH Annual Meeting and Exposition 2015, Absiract 28.
plasma cells and

myeloma cells, as

well as on natural killer (NK) cells. Elotuzumab works directly through both ADCC and CDC. Each of
these pathways are typical for monoclonal antibodies; however, because it functions through a dual
mechanism of action, we are very excited about elotuzumab.

Importantly, in

. addition to the
ELOQUENT-2—Len/Dex % Elotuzumab in ADCC and the CDC
R/R MM Response and Safety that we see with
typical monoclonal
antibodies, we

also see an
2 ORR 79%" .
o\_ Immuno-
) ORR 66% + Commen grade 3 or 4 : I
g AEs were lymphocytopenia, stimu atory
= neutropenia, f_atlgue. component to
0 and pneumonia
- Infusion reactions occurred elotuzumab.
. ; S
2 Ejgﬁnnggts (10%) in the Because we see
a VGPR: 20% group
o SLAMF7
CR: 9% expression on NK
Elo-Rd Rd cells, elotuzumab
Elotuzumab Group Control group in fact, activates
(n=321) (n=325) NK cells and this
Median Time to Response (IR) — mo 28 28 immuno-
Median Duration of Response (2PR) - mo 20.73 16.62 .
stimulatory

component leads
directly to plasma

Dimopoulos MA, el al. ASH Annual Meeting and Exposition 2015, Abstra ; Lonial S, et al. N Engl J Med. 2015; 373:621-863,

cell death, as well.
Because of this dual mechanism of action that we see with elotuzumab, both with SLAMF7 expression
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on plasma cells and NK cells, from direct cell death and plasma cells, as well as the immunostimulatory

component, it is a very exciting time for immunotherapeutics in myeloma.

Phase Il SIRIUS—Daratumumab Monotherapy
in Heavily Pretreated R/R MM

Open-label, international, multicenter, two-stage study
Daratumumab is a human mAb that binds CD38-expressing cells

Stage 1: Response assessment Stage 2: Enrollment of
additional patients at 16 mg/kg

Daratumumab 8 mg/kg
Qéw
(n=18)

n=34
Inclusion Criteria:
R/R MM
23 prior lines of therapy

including Pl and IMID AR I
or refractory to most Daratumumab 16 mag/kg Daratumumab 16 mg/kg

recent Pl and IMID QW x 8 then g2w x 16, ; QW x 8 then g2w x 16,
then g4w thereafter
(n=16) (n=106)*

Prima ry ijecn\a"e: ORR *90 additional patients were enrolled

Secondary objectives: PFS, OS, duration of response, time to response,
clinical benefit rate, safety

Lonial 5, et al. ASCO 2015, Abstract LBABS12

plasma cells.

The next therapy |
want to review
with you and that
is approved in the
relapsed/
refractory
myeloma setting
is daratumumab.
Daratumumab is
another
monoclonal
antibody that is
also approved for
patients with
relapsed/
refractory
myeloma.
Daratumumab
targets CD38, and
CD38is also
ubiquitously
expressed on

Daratumumab

was approved Phase Il SIRIUS—Daratumumab Shows

based on the
SIRIUS trial, which
was a single-arm

Activity in Heavily Pretreated MM

phase 2 study. Response Subgroup
Patients with 29% Age 275 yr
relapsed/ 3% CrCl = 60 mL/min
refractory 9% >3 Lines of Tx
myeloma had PR 17% Extramedullary
greater than three Median PFS | 3.7 months (95% Cl, 2.8-4.6) High-risk Cytogenics
lines of prior 1-year OS 65% (95% CI, 51.2-75) Refractory Status

therapy, including Pls and IMID

a prior » Most common grade 3/4 AEs Carfilzomib

A ia (25% = =
proteasome Thrombocytopenia (25%) POmaldomide

RTINS Anemia (24%)
inhibitor and an Carfilzomib, Pomalidomide

Neutropenia (14%)

IMiD, or were

Infusion-related reactions occurred Bortezomib, Lenalidomide
refractory to their in 43% (most grade 1/2) ="
most recent Carfilzomib, Pomalidomide
proteasome
inhibitor and
IMiD.
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Here, 106 patients were treated, and what you will see is an overall response rate of 29%. These
patients with heavily pretreated myeloma had a stringent CR (sCR) of 3%, a median progression-free

survival of 3.7 months, and 65% 1-year overall survival.

The most common side effects that we saw with daratumumab are infusion-related reactions, although
we saw some cytopenias with thrombocytopenia, anemia, and neutropenia in this single-arm study. The
most common side effect practicing physicians need to be aware of is an infusion-related reaction which
was seen in approximately 40% of patients in this trial, though most were grade 1 and grade 2. Infusion-
related reactions can be seen, and need to be appropriately managed, similar to those seen with other

monoclonal antibodies that we have previous experience with, such as rituximab.

Phase I/ll Trial of Daratumumab + Len/Dex in
R/R MM: Study Design and Response

Part 1: Dose Escalation

Daratumumab
2 to 16 ma/kg IV per week for 8 weeks— 2x/month for 16 weeks— 1x/month until disease
progression, unmanageable toxicity or 24 months in total

Lenalidomide: 25 mg PO d1-21
Dexamethasone: 40 mg PO once weekly

Part 2: Dose expansion

+ Daratumumab 16 mg'kg IV

+ Lenalidomide 25 mg PO d1-21

+ Dexamethasone 40 mg PO once weekly
Expansion 2 VGPR by Number of Cycles

Cohort

(n=32)

Plesner T, et al. ASH 2014, Abstract 84

Importantly,
daratumumab
can also be safely
combined with
other backbone
therapies,
including
lenalidomide and
dexamethasone.
This is the phase
1/2 trial looking
at the
combination of
daratumumab,
lenalidomide,
and
dexamethasone
in relapsed/
refractory
myeloma. What
you see here is

an expansion cohort, a very high overall response rate of 86%. As you see, patients stay on therapy
longer; there is also a significant improvement in their depth of response, with a VGPR rate of 64% for

patients who stay on therapy for more than 6 cycles.
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Importantly, the

Phase l/ll Trial—Daratumumab + Len/Dex
in RIR MM: Safety lenalidomide, and

« Daratumumab-related serious AEs

— Pneumonia, neutropenia, diarrhea (1 patient each receiving 16 mg/kg, early
infusion program)

— Laryngeal edema (1 patient receiving 16 mg/kg, accelerated infusion program)

combination of
daratumumab,

dexamethasone is
also very safe.
Pneumonia,
neutropenia, and
diarrhea are the
most common

+ 19/45 patients reported infusion-related reactions; mostly grade 1 and 2 adverse events.

18/19 patients with infusion-related reactions recovered and were able to continue However
the subsequent infusion !

1%t Infusion

=B mg/kg 16 mg/kg Part 2 Part 2
Part 1
(n=10)

importantly, 19 of
16 mgfkg 16 malka the 45 patients in
Part 1 Current Infusion | Accelerated Infusion this study also
859 g had an infusion-
related reaction,
most of which

Subsequent Infusion

Plesner T, et al. ASH 2014, Abstract 84

were grade 1 and
grade 2. These
occurred in cycle

1 of therapy with

the first infusions, and as the patient acclimated, these infusion reactions also diminished with time.

Daratumumab can
also be combined
with multiple
other therapies.
This slide
summarizes the
French
experience, in
which they
combined
daratumumab
with bortezomib
and
dexamethasone;
with the
combination of
bortezomib,
melphalan and
dexamethasone;
with the
combination of
bortezomib,

Phase Ib MMY1001—Daratumumab
Combination Therapy

Daratumumab + Bortezomib + Dex

Patients with Daratumumab + Bortezomib + Mel/Dex

symptomatic MM Daratumumab + Bortezomib + Thal/Dex

e Daratumumab + Pomalidomide + Dex

Newly Diagnosed Rel/Ref

DARA + DARA + DARA + DARA +
Bort +Dex Bort + Mel/Dex Bort + Thal/Dex POM-D
(n=86) (n=6) (n=86) (n=86)

Moreau P, et al. ASH 2014. Abstract 176

thalidomide and dexamethasone; and with pomalidomide and dexamethasone. As we can see here in
this very early study with minimal numbers of patients, daratumumab was safely combined with all of
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these various therapeutics. And you can see a very nice, high response rate in all of these different
combinations, again highlighting that daratumumab can be safely combined with multiple different
therapeutics.

In this phase 1 study,
daratumumab was

combined with Phase |Ib Trial—Daratumumab +
pomalidomide and Pomalidomide/Dex in R/R MM

dexamethasone. In

the ongoing phase + Ongoing multicenter, phase Ib trial in patients with relapsed or R/R MM
1B study, patients - Patients with 22 lines of tx including =2 cycles len and bortezomib

with — Dara 16 mg/kg IV qw for 2 cycles, then g2w for 4 cycles, and g4w until PD;
relapsed/refractory Pom 4 mg PO qd for 21 d; Dex 40 mg PO qw

myeloma had Total Double Refractory
greater than 2 lines (N =53) (n = 40)

of prior therapy,

including prior
lenalidomide and
dexamethasone. As
you can see, the
overall response is
58%.

Infusion-related reaction: 61% of patients

Most common AEs (225% of patients): neutropenia, anemia, fatigue, cough, nausea, dyspnea
Five patients died within 30 days of study treatment due to AEs (4 [5%]) or PD (1 [1%])

The most common
reactions that were

Chan A, et al. ASH 2015. Abstract 508.

seen in this study
were infusion-related reactions, similar to what was seen in previous daratumumab studies.

In conclusion, when we look at all of these therapeutic options in relapsed/refractory myeloma, how do
we put all this together? We have multiple three-drug options, including carfilzomib, lenalidomide, and
dexamethasone; elotuzumab, lenalidomide, and dexamethasone; as well as our oral proteasome
inhibitor ixazomib, lenalidomide, and dexamethasone. With all the usual caveats of comparing across
phase 3 studies, we see the highest overall response rate and longest progression-free survival with the
combination of carfilzomib, lenalidomide, and dexamethasone in the relapsed/refractory setting.

| think ENDEAVOR is the most important practice-changing study, with the first head-to-head
comparison in myeloma. In a direct comparison of carfilzomib to bortezomib, we see a doubling of the
complete remission rate, as well as a doubling of the progression-free survival and the duration of
response, with carfilzomib compared to bortezomib. | think this is an important practice-changing
event, as we have now established the superiority of carfilzomib as the proteasome inhibitor of choice.
Importantly, when using carfilzomib, it is critical to infuse carfilzomib over 30 minutes, and not use a 10-
minute bolus infusion. | think this is important to the safe administration of carfilzomib.

Thinking about all of these therapeutic options can be quite challenging. It’'s always important to
understand how to use these regimens, and to focus on the underlying myeloma and oncologic
principles that have been proven time and time again. Number one: the depth of response matters.
Our goal of therapy now is to get patients into complete remission, as well as minimal residual disease,
and those therapies that can lead us to a complete remission are important options for patients.

©2016 MediCom Worldwide, Inc. Page 13



Managing Relapsed/Refractory Multiple Myeloma: Navigating Treatment Pathways
Myeloma  prosented by Jatin J. Shah, MD

Conclusion

Multiple three options K-Rd, Elo-Rd, Ixa-Rd
- With usual caveats: highest ORR and longest PFS with KRD
ENDEAVOR is first head-to-head frial in MM: carfilzomib vs bortezomib
- Practice changing; doubling of CR, PFS and DOR with carfilzomib
— Infuse over 30 minutes
Key to understanding how to use each regimen is to focus on overlying
MM principles:
~ Depth of resp > matters; CR and MRD
—  Use your best drugs and regimens early
= Don't wait to use best drugs to salvage later

Number two: we
need to use our
best drugs and
use them early;
don’t wait to use
our best drugs at
salvage or a later
time. Though
historically in
myeloma, we
thought about
retreatment or
using therapies

Panobinostat has robust data in 22 previous treatments including bortezomib again or waiting
and an IMID with improvement in PFS from 4.7 to 12.5 months to use our best
- Better partner may be carfilzomib or IMID or subcutaneous bortezomib dru gs later in
Q|ﬁerent|ate the two new monoc_lonat antibodies. They are different drugs, terms of salvage
different targets, and both effective ti h
Daratumumab: exciting data in refractory myeloma and rapidly incorporated options, we have
into earlier lines of therapy in 2016 clearly shown
that using our

best drugs early

is an important therapeutic principle to use in myeloma.

Panobinostat has robust data in patients with 2 or more lines of prior therapy, including bortezomib and
an IMiD, with an improvement in progression-free survival from 4.7 to 12.5 months. The better partner
drug, in fact, may be with carfilzomib or IMiDs or subcutaneous bortezomib. | think this is another
important therapy to consider in our patients with relapsed/refractory myeloma.

Finally, it is important to differentiate our two monoclonal antibodies. Elotuzumab targets SLAMF7,
which is expressed both on plasma cells, as well as NK cells, and has an immunostimulatory component,
as well. Daratumumab targets CD38, which is also ubiquitously expressed on plasma cells. It is a very
nice single-agent activity and is able to be combined very nicely with multiple therapeutic agents. You
will see some very nice phase 3 data now from daratumumab, to be seen at both ASCO and EHA in 2016.
However, it is important to realize that both of these monoclonal antibodies are very different. They
work in different targets and have a different mechanism of action that we can see.

In conclusion, there are multiple therapeutic options available to our patients. We have our proteasome
inhibitors with bortezomib, carfilzomib, and ixazomib. We have our immunomodulatory drugs with
lenalidomide and pomalidomide. We have our new class of drugs with HDAC inhibitors with
panobinostat, monoclonal antibodies with elotuzumab and daratumumab, as well as our standard
alkylating-based therapy and steroids. These are all important therapeutic options for our patients.

| hope this has been helpful in understanding how we can combine these options, and how we can best
use these options for our myeloma patients. Thank you.
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