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[Editor’s note: Dr. Palumbo’s video transcript has been edited to improve readability]

Welcome to
Managing Myeloma.
My name is Antonio
Palumbo, andlam a
physician working in
the Myeloma Unit at
Integrating Proteasome Plus the University of

Second-Generation IMiD-Based Torino, Italy. Today,
- 2 | am going to discuss
Regimens into Relapsed/Refractory

few issues related to

Multiple Myeloma Management integrating
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Department of Oncology regimens into
University of Torino relapsed/refractory
Torino, Italy multiple myeloma.
How can we

combine these two
agents in the treatment of multiple myeloma? The first topic | will discuss is the new data from the
combination of carfilzomib plus lenalidomide and dexamethasone. The study, which was called the

ASPIRE study, was
developed in patients
with 1 to 3 prior lines ASP'RE Study Design
of therapy. Here
we’re talking about
first and second
salvage regimens, and KRd
the schema that has -
been used in this

28-day cycles

Carfilzomib 27 mg/m2 IV (10 min)

. Randomization Days 1,2, 8,9, 15, 16

study involves Nazo0 (20 mg/m? days 1, 2, cycle 1 only)
carfilzomib at the F Lenalidomide 25 mg Days 1-21
dose of 27 mg/mz. It Dexamethasone 40 mg Days 1, 8, 15, 22
is important to Stratification:
remember that this - Bo-microglobulin After cycle 12, carfilzomib givenondays 1, 2, 15, 16
d ds to b Brior bortaeomib After cycle 18, carfilzomib discontinued

ose neeads 1o be i
reduced to 20 mg/m” « Prior lenalidomide Rd

ondays1land2in
cycle 1 only. So, we
start at 20 mg/m?* and
then increase the
dose up to 27 mg/m?,

Lenalidomide 25 mg Days 1-21

Dexamethasone 40 mg Days 1, 8, 15, 22

and this is the standard dose we use. The infusion occurs on days 1, 2, 8, 9, 15, and 16 of every 28-day
cycle. This infusion is done intravenously in approximately 10 minutes, and we combine it with
lenalidomide at the dose of 25 mg per day on day 1 through day 21; so, three weeks on and one week
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off. This is combined with dexamethasone at the dose of 40 mg on days 1, 8, 15, and 22 — basically, on a
weekly basis. If the dexamethasone is not well tolerated, the dose can be reduced from 40 mg to 20 mg,

especially in subjects over the age of 75.

In this slide, we see
the results of the
ASPIRE study. The
primary endpoint was
progression-free
survival, and this 1.0
study showed a
remarkable median
progression-free
survival of 26 months,
compared to

17 months in the
control arm, which
consisted of patients
who received
lenalidomide and
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o

Proportion Surviving
Without Progression

12 18 24

Median PFS, mo

Primary Endpoint: Progression-Free
Survival: ITT Population (N=792)

GT Rd
(n=396) (n=396)
263 176

HR (KRd/Rd) (95% CI) 0.69(0.57-0.83)
P value (one-sided)

<.0001

36
dexamethasone only. Months Since Randomization
So, the addition of the No. at Risk:

. ] . KRd 396 332 279 22 179 24
third agent — in this Rd 396 287 206 151 117 18
case, the second-
generation

proteasome inhibitor carfilzomib — did increase median progression-free survival by approximately 9
months. This is quite important, because current available regimens usually have a median progression-
free survival of about one year. This is the first time that, by adding a third agent, we were able to

Primary Endpoint: Progression-Free
Survival by Subgroup

KRd Rd HR (95% CI)
Intent-to-treat group (n) (n) i
Overall 396 396 et
Subgroup
Age, years
18-64 21 188
265 185 208
Risk group by FISH
High-risk 48 52
Standard-risk 147 170
B,-microglobulin, mg/L
<25 68 71
22.5 324 319
Prior treatment with bortezomib
No 135 136
Yes 261 260
Prior treatment with lenalidomide
317 318
79 78
Non-responsive to bortezomib in any prior regimen
No 336 338
Yes 60 58
Refractory to IMiD in any prior regimen
No 311 308
Yes 85 88
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improve median
progression-free
survival from 1 year to
2 years. Asyou can see
here, the ratio was
0.69, with the p-value
of less than 0.0001.

In this slide, we
highlight progression-
free survival by
subgroups, and you can
see that all of the
subgroups did show
the benefit of adding
this third agent. In the
risk groups defined by
FISH, there was an
equal improvement in
both high-risk and
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standard-risk patients. You can also see improvement in the beta-2 microglobulin, in both patients with
less than and more than 2.5 mg/L beta-2 microglobulin.

A very important point here concerns the results that were seen when patients who had received prior
treatment with bortezomib were compared with patients who had not previously received bortezomib.
The result that we see here implies that the previous treatment with bortezomib can be rechallenged by
the use of carfilzomib. The actual numbers here are not so important. Prior treatment with
lenalidomide also showed an improvement, according to whether or not patients had received prior
treatment with lenalidomide. This was the same for patients who were refractory to an IMiD in any
prior regimen, and you can see that the data favors the use of carfilzomib in combination with
lenalidomide and dexamethasone.

In this slide, you
can see that there
PFS by Risk Group is an improvement
in terms of
progression-free
survival, both in
patients with high
- " - risk as defined by
Risk Median, P-value FISH or standard
SJOFL:EH months months s(%rle(:) risk as defined by

FISH. You can see
that the median
PFS in the high-risk
population was 23
months versus 13
months, and in the
standard
population, the
median
progression-free
survival was 29
months versus 19 months. This highlights the fact that, in both high-risk and standard-risk patients, we
see a reduced risk of progression of around 30% with the addition of carfilzomib.

KRd Rd
(n=396) (n=396)
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Secondary Endpoints: Response
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®* Median duration of response was 28.6 months in the KRd group and
21.2 months in the Rd group

This slide makes a very
important point: with
this regimen, for the
first time, we saw a
complete response
(CR) rate of 30% in
relapsed/refractory
patients. Usually, the
standard CR rate is
around 30% with
combination therapy
that includes a
proteasome inhibitor,
an alkylating agent, or
an IMiD in a newly
diagnosed patient.
But we saw in the
ASPIRE study that we
have the opportunity
to achieve the same
proportion of CR rate

in relapsed/refractory patients with the use of carfilzomib in combination with lenalidomide and
dexamethasone. Similarly for the very good partial response (VGPR) rate, we saw a 70% GPR for the
three-drug combination, versus 40% for the two-drug combination. | would also like to highlight
something that is important: in addition to the difference in CR and VGPR rates, the action is absolutely
quicker with carfilzomib. The tumor reduction is probably the fastest that you can obtain currently with
the various agents we currently have available, so this is especially something to consider when you have
a patient with symptomatic disease and you need to get rid of the tumor very quickly. Certainly, this is

one of the best available regimens.
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In this slide, you
can see
progression-free
survival according
to the different
response rates,
and you can see
that, the higher
the CR rate you
obtain, and the
more profound
cytoreduction that
you obtain, the
better the
patient’s median
progression-free
survival will be. In
this graph, PFS
was almost 3
years in patients
who achieved CR
or stringent CR,

PFS by Response Category in the
KRd Group

+ Censored

sCR
R
VGPR
— PR
— MR
sD
PD

Survival Probability

10 20 30

Time From Randomization
(Months)

and is approximately 30 months for patients who achieved the VGPR rate. This is important because of
course, if you are moving from 40% to 70% VGPR rate, you will certainly increase the proportion of
patients who might even reach 3 years of progression-free survival in a relapsed setting.

PFS by Prior Line of Therapy (1 vs 22)

out Progression

s
=
S
a
=
o

1 prior line of therapy

This slide
highlights the
difference in PFS
according to the
number of prior
lines of therapy,
with one versus
two or more. As
you can see, the
difference is
clearly very well
maintained. If
you have only
one prior line of
therapy, or if
you have two or
more prior lines

22 prior lines of therapy

NVithout Progression

18 24 30 36 42 48

Months from Randomization

KRd Rd KRd Rd
(n=184) | (n=157) (n=212) | (n=239)

0.69 ' ooiis 0.69
R AT TR | of theraoy, the
RN R | h-cord rotio i
Cl=confidence interval; PFS=progression-free survival baS|caIIy 0.7in
both groups.
The median
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progression-free survival is 29 months with one prior line, versus 25.8 with two or more prior lines of
therapy. This clear shows that, as we saw before, even in patients who have already had two or more
prior lines of therapy, the use of a second-generation proteasome inhibitor, a new compound, clearly
shows the efficacy independently from the number of prior lines used before.

You can see
another
important
message in this
slide, which looks
at the
differentiation of
high-risk versus
standard-risk
patients. Once
again, you can see
that the addition
of carfilzomib
reduced the risk
of progression in
both groups by
approximately
30%, regardless of
risk status.

The follow-up, we
can see in this

PFS by Cytogenetic Risk Status
at Baseline

High Risk . Standard Risk

KRd KRd Rd
(n=48) (n=147) | (n=170)

| Hazard ratio (95% CI)

0.70 S 0.66
0.43-1.16) I Hazardratio(35%Cl) | (0.48-0.90)

slide, was fairly short. It wasn’t long enough, but certainly, we can begin to see an advantage with the

Secondary Endpoints: Interim Overall Survival
Analysis: Median Follow-Up 32 Months

1.0

Proportion Surviving

0.0

addition of
carfilzomib, in
terms of median
overall survival
with a hazard
ratio of 0.79 and
p-value of 0.01.

So, we can
clearly see a
difference, even
in terms of
KRd Rd .
(n=396) (n=396) overall su_rV|vaI,
Median OS, mo NE NE and even if the
HR (KRd/Rd) (95% Cl)  0.79(0.63-0.99) follow-up is
P value (one-sided) .018
probably not

(0] 6 12 18 24 30 36 42

No. at Risk: Months Since Randomization
KRd 396 369 343 315 280 191 52 2
Rd 396 356 313 281 237 144 39 ]

* Median OS was not reached; results did not cross the prespecified stopping
boundary (P=.005) at the interim analysis
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mature. In fact,
neither of the
curves are
reaching the
median at

Page 6



Managing  Integrating Proteasome Plus Second-Generation IMiD-Based Regimens in Relapsed/ Refractory

Myeloma

Multiple Myeloma Management

Presented by Antonio Palumbo, MD

present, but there is already a significant trend in terms of improved overall survival for the
combination, including carfilzomib, lenalidomide, and dexamethasone.

Now, a few
practical issues:
we’ve already
mentioned that,
in terms of
dosing, we need
to use a dose of
20 mg for only
the first two
infusions, and
then we need to
move to 27 mg
on the
subsequent
infusion, usually
with a twice
weekly
schedule.
Something that
is very
important to
highlight, in

AEs Occurring in 225% of Patients in
Either Arm

KRd (n=392) Rd (n=389)
AE, %
1

| Hematologic AEs

Anemia
Neutropenia

Thrombocytopenia

terms of the safety of this compound, is that, in terms of hematologic toxicity, it is very well tolerated.
One of the major advantages of carfilzomib is that is does not increase the hematologic toxicity over the
three-drug combination. You can clearly see from this slide that grade 3 or 4 anemia was seen in 17.9%
of patients in the KRd arm, versus 17.2% for Rd. Neutropenia was 29% for KRd versus 26% for Rd.
Thrombocytopenia, which is, to some extent, one of major limitations of bortezomib in terms of
hematologic toxicity, is 16% versus 12%. So, you can see here that the addition of the third agent is not
increasing the hematologic toxicity of the combination. This is very important in relapsed/refractory
patients, because these are the patients who will start to have some kind of thrombocytopenia, where
the hematopoiesis is reduced by previous chemotherapy. So, the ability to use a combination with no
significant increase in hematologic toxicity is quite important.

Posting Date: May 31, 2016
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Cough

Pyrexia

Upper respiratory tract infection m : : : X :
infections; for
Hypokalemia - : 4

This slide

. - . . highlights some of
AEs Occurring in 225% of Patients in the non-

Either Arm

hematologic
adverse events
and you can see
here the
difference in
grade 3 or 4 non-
hematologic
toxicities seen
with this regimen.
These are very

. : limited, with the
] T T usual differences
in terms of

see here that
diarrheais 3
versus 4, fatigue

is 7 versus 6, and

upper respiratory infection is 2 versus 1. You don’t see any major non-hematologic side effects.

| think it’s
important to
highlight this next
point. This slide
summarizes
adverse events of
major interest.
What is the
difference, and to
which of these
should we pay
some attention?
First of all,
peripheral
neuropathy: this is
another major
advantage in
comparison to
bortezomib, as the
risk of peripheral
neuropathy in KRd

Other AEs of Interest
Safety Population (n=781)

KRd (n=392) Rd (n=389)

AE, %

e T o -
Porphoratmmuropay |74 | 28 | w0 | a1 |
pronson | 143 | 43 | es | 1s |
CE T O 0 O

Pulmonary embolism

Second primary malignancy*

*Groupedterm

is identical to Rd. Peripheral neuropathy of all grades is 17.1% in KRd versus 17.0% in Rd. Peripheral
neuropathy grade 3 or 4 is 3% in KRd versus 3% in Rd. So, peripheral neuropathy and thrombocytopenia
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are two conditions by which you have a selective indication for this compound, in addition to the
opportunity to have a 30% CR rate today, which is unprecedented in relapsed/refractory patients.

On the other hand, what we should probably pay more attention to is hypertension. You can see the
incidence of hypertension with KRD is 14% versus 7% with Rd, and this is something you need to
monitor for during the infusion. | would certainly check the patient’s blood pressure before beginning
the infusion, again 10 minutes after the end of the infusion, and then 1 or 2 hours after the end of the
infusion. Some of these patients may develop hypertension; even though it will only last only 1 or 2
days, we still must look at this potential risk factor, because this is probably one of the best ways to
avoid and eventually predict some cardiac side effects.

In terms of cardiac failure, there is a difference between KRd and Rd, but, once again, it is minimal, with
3.8% for KRd versus 1.8% for Rd. Deep vein thrombosis is again very limited, 1.8% versus 1%, as is
pulmonary embolism at 3.1% versus 2.3%. There is certainly no signal in terms of a major increase in
incidence of either deep vein thrombosis or pulmonary embolism. Also, in terms of a second primary
malignancy, the numbers for KRd are identical to Rd, so there is no major increase in terms of second
primary malignancy. My message here is primarily focused on blood pressure, in that we need to check
the patient’s blood pressure during the infusion to avoid potential hypertension which, when combined
with dexamethasone, might create the basis for some cardiac failure.

Another very

. : important
Health-Related Quality-of-Life message
concerns quality
of life. Asyou
can see here, the
difference in
terms of quality
of life is quite
relevant. We do
not always see
this type of graph
for quality of life.
You can see how
quickly the tumor
is reduced in the
KRd group, and
this translates

EORTC Global Health Status improved
-6~ Carfilzomib group in the KRd group vs the Rd group over
—+= Control group 18 cycles of treatment (P=.0001)

£
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50

Cycle 1 Cycle 3 Cycle 6 Cycle 12 Cycle 18 . . i
(Baseline) Assessment Time Point (Day 1) 'mme.dlately Into
a major
difference in
terms of quality of life. This is also sustained from cycle 3 through cycle 18, and is something that is not

always evident in other studies.
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Randomization
N =525

Stratification:

« 1SS (I, 1, 1)
Intent to
transplant@
progression
(yes/no)

SWOG S0777 Study Design

Eight 21-day Cycles of VRd

Bortezomib 1.3 mg/m2 1V
Days1,4, 8, and11
Lenalidomide 25 mg/day PO
Days1-14

Dexamethasone 20 mg/day PO
Days1,2,4,5,8,9,11,12

Six 28-day Cycles of Rd

Lenalidomide 25 mg/day PO
Days 1-21

Dexamethasone 40 mg/day PO
Days1, 8, 15,22

Now, we do have
another
opportunity,
which is, of
course, the
combination of
bortezomib,
lenalidomide and
dexamethasone,
or VRd. In this
regimen,
bortezomib is
usually given in
21-day cycles,
with infusion of
1.3 mg?*/Lon
days 1, 4, 8, and
11.
Lenalidomide is
always given at
the dose of

25 mg/day on days 1 through 14, and dexamethasone is given at the dose of 20 mg of days 1, 2, 4, 5, 8,
9, 11, and 12. This is the typical dose of VRd, and how can we differentiate VRd from KRd? Certainly,
carfilzomib might represent an improvement, as the rate of CR is certainly increased, there is no risk of
peripheral neuropathy, and there is a slight increase in terms of cardiac events. Based on this, you can
differentiate that, of the two regimens, bortezomib could probably be considered, to some extent, the
first choice, and carfilzomib the next re-challenge, in terms of proteosome inhibitor infusion.

These are some
data coming from a
study recently
presented at ASH by
SWOG, and you can
see here the
difference in newly
diagnosed patients
—not in the
relapsed/refractory
setting. As we can
see here, in this
study, VRd had a
15% CR rate in
newly diagnosed
patients, versus 8%
for Rd, and a VGPR
rate of 30% versus
23% in the Rd

group.

Confirmed Response*:
VRd versus Rd

SD or better

'PD orBea_th 4

*Assessable patients
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Progression-Free Survival By
Assigned Treatment Arm

Median
Events /N in Months
VRd 137/242 43 (39, 52)
Rd 166/229 30 (25, 39)

T Log-rank P value = 0.0018 (one sided)*

0%
0

*Stratified

1 HR = 0.712 (0.560, 0.906)*

24 48
Months from Registration

see an improvement in terms of overall survival in the VRd group, as well.

So, these are the two
major regimens.
Certainly,
combinations now
should always include
a proteasome inhibitor
and an IMiD.
Carfilzomib does have
a higher CR rate
compared to
bortezomib, with less
peripheral
neuropathy, but it also
has some signal in
terms of cardiac side
effects. Itis probably
the best choice for a
possible re-challenge
after bortezomib
infusion.

Posting Date: May 31, 2016

In this study of
newly diagnosed
patients, this
regimen
translated into
major
improvements in
terms of
progression-free
survival, with a
median of 43
months for VRd
versus 30 months
for Rd.

As you can see
here, certainly the
curves are
relevant, with
hazard ratio of
0.7. It's also
important that we

Overall Survival By Assigned

Treatment Arm

HR =0.709(0.516, 0.973)

Log-rank Pvalue =0.0250 (two sided)*

Median

Deaths /N In Months
VRd 76/242 75(66..)
100/229 64 (56, .)

24 48

Months from Registration
*Stratified
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New Treatment Algorithm for
Elderly MM

Patient status assessment

| Age
ADL
IADL
| Charlson comorbidity score

FIT INTERMEDIATEFIT FRAIL

Age <80 yr Fit >80 yr Unfit >80 yr
ADL 6 ADL 5 ADL =4
IADL 8 IADL 6-7 IADL <5

Charlson 0 Charlson 1 Charlson z2

Go-go  Moderate-go Slow-go

Full-dose regimens Reduced-dose regimens P ai?a(:il";;e:';;:z:ch
Doselevel 0 Dose level -1 Dose level -2

ADL=activity of daily living; IADL=instrumental ADL; ASCT=autologous stem celltransplantation
Palumbo A, et al. Blood. 2011;118:4519-4529.

Now, something
that | think is
always important
to remember is
dosage and how
to approach
identifying the
most effective
dosage for the
individual
patient. More
and more, we're
facing patients
over the age of
75. More and
more, we’re
facing patients
that are not only
old, but they're
also experiencing
some
comorbidities.

So, what is important is to evaluate the patient first and put together age and comorbidity. The first
message is that age is a condition of frailty over the age of 80, not over the age of 75. Someone without
any comorbidities is fit up to the age of 80, and becomes frail after the age of 80. Of course, someone
becomes frail at a younger age if comorbidities are present. So, these are the two major concepts to
remember, 80 years as the cut off in terms of age, and the presence of comorbidities, major
comorbidities that can be defined by the Chalrson score, even in the younger patients, even in 60-year-
old patients. On the top of that, we must also evaluate two issues, the activities of daily living (ADL) and
the instrumental activities of daily living (IADL), sometimes referred to as the brain and the leg
condition, which is another way of saying, basically, how much someone is mentally independent and

how much someone is physically dependent.
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We can manage
this condition of
frailty in two
different ways.
One way is to
move from a

Treatment Algorithm for Elderly MM

PATIENT STATUS ASSESSMENT three-drug
Age (score 0 -1 -2) Charlson (score 0 —1) combination to a
ADL (score 0 —1) IADL (score 0 —1) two-d rug

combination, but
the other way is
also to use a
three-drug
combination at a

Additive total score =0 Additive total score =1

. B . =

Additive total score 22

. B

Full-dose Full-dose Reduced dose lower dose. We
TRIPLET REGIMENS || POUBLET REGIMENS should always
VMP 53 r: take in
MPT s consideration
those two

options, and
certainly, option

Palumbo A, et al. Blood. 2015;25(13):2068-2074.

number one is
very simple: we move from a three-drug to a two-drug combination.

We can see option two in this slide, which is to reduce the dosage. And, here, we have something to
consider. The dose of lenalidomide can be reduced from 25 mg to 15 mg. Remember that 50% of the
patients over the

age of 70 might
have a creatinine
clearance around
50, and we are
already in a dose
range of 15 mg.
Bortezomib should
be reduced from
twice weekly to the
weekly infusion.

Treatment Algorithm

DOSE LEVEL 0

Lenalidomide 25 mg/d
d 1-21 / 4 wks

DOSE LEVEL -1

15 mg/d
d 1-21 /4 wks

DOSE LEVEL -2

10 mg/d
d 1-21 /4 wks

This is something
that is probably
often suggested in
patients over the
age of 65 who are
not in major need of
quick tumor
reduction. Similarly
carfilzomib could
also be reduced to
20 mg and this, to

Posting Date: May 31, 2016

50 mg/d

Thalidomide 100 mg/d '

Bortezomib 1.3 mg/m?
d1,8,15,22 / 5 wks

1.0 mg/m?2
d1,8,15,22 / 5 wks

Melphalan 0.2 mg/kg/d
d1-4/5 wks

0.15 mg/kg
d 1-4 / 5 wks

Prednisone 2 mg/kg/d
d1-4/5 wks

1.5 mg/kg/d
d 1-4 / 5 wks

Palumbo A, etal. N EnglJ Med. 2011;364:1046-1060.

50 mg/every other day

1.3 mg/m2
d1,15/4 wks

0.10 mg/kg
d1-4 /5 wks

1 mg/kg/d
d 1-4 /5 wks
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some extent, may represent something to take into consideration. So, always remember that we might
face those two conditions, the fit and frail, and that frail patients will require some more caution in the
treatment approach.

Here are some
studies showing
Progression-Free Survival the difference
between two and
three drugs. And
you can see here
that there is
basically no
major difference
between two and
three drug
combinations in
— elderly

g . et B0 el 0 4 8 12 16 20 24 28 32 36 40 44 pOpU|ati0nS in
which a
significant
proportion of the
patients have

LaroccaA, et al. Clin Lymphoma Myeloma Leuk. 2013;13(suppl1):abstract P-147. Updated data concomitant

presented at IMW 2013.; Larocca A, et al. Gr Emat Milano. 2012.; Niesvizky R, et al. Haemalologica. .

2010;95(suppl2).abstract 0358. Updated data presented at EHA 2010. comorbidities.
One issue that is
not always

followed but could be considered, is that, when we are in the gray zone between fit and frail, we’re not
sure whether the patient will be able to tolerate the treatment we are using. We might start with two-
drug combination and then, after two to three courses, go from induction to consolidation and add the
third agent. It doesn’t matter what we might add, but what | think is important is to start with the lower
dose intensity for a couple of cycles, to make sure that the patient can tolerate the regimen, and then
move into a consolidation state by adding the third agent. | think this is also important, because it is
what we basically do with induction and transplantation: we start with a lower dose intensity and then
we consolidate. It is also important to remember that in maintenance, it is probably relevant to reduce
the dose, to be able to maintain the patient’s treatment for a prolonged period of time.
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To close, we can
see in this slide
Treatment Strategy what is changing

today. Basically,
we have the
treatment schema
for our patients,
which is probably
Induction Consolidation Maintenance the combination of
a proteasome

Two drugs Three drugs Maintenance

IMID + dex Pl + cyclo + dex IMiD L
or or or inhibitor plus an
Pl + dex Pl + IMiD + dex Pl IMiD plus
4 cycles 6/9 cycles until progression transplant in the
so-called young
Hematologic adverse events patients, with the
same combination
but without

To reduce toxicities To improve efficacy To prolong remission .
transplant in the

elderly fit patients,
and two-drug
combination for

IMiD=immunomodulatory drug; Pl=proteasome inhibitor; dex=dexamethasone;
cyclo=cyclophosphamide

the frail elderly.

Now, we come to
the more
complicated topic Future Therapeutic Algorithm
how to use these
regimens in the
future in the

relapsed/refractory - Young Fit Elderly Frail Elderly
setting. To make '
this complicated VRD/VCD - ASCT l VRD/VCD

issue very simple, Pl-based : A o nd |
we do have the i tapy A || | _
second-generation Taraay*0 | Elo-Rd/DaraRd | Elo-RdiDaraRd | Elo-Rd/Dara-Rd |
!:)ro.te'asome Pom-based P vd P vd

inhibitors, Therapy il s

carfilzomib ; ‘

) HDAC basgd Panob-Vd ‘ Panob-Vd Panob-Vd
intravenously and Therapy

ixazomib oral. In the
relapsed/refractory
setting, we want to

. Carf=carfilzomib; Ixa=ixazomib; Elo=elotuzumab; Dara=daratumumab; Pom=pomalidomide;
once again use the Panob=panobinostat

combination of IMiD

and proteasome inhibitor, but we also have the availability of the monoclonal antibodies, daratumumab
and elotuzumab. And once again, this may represent another therapeutic choice, in case we do not
want to use a combination of proteasome inhibitor and IMiD. The other issue that we should also take
into consideration is that, as we’re moving from bortezomib to carfilzomib, we’re also moving from
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lenalidomide to pomalidomide. So, in patients with whom we’ve already been using lenalidomide, in

the next therapeutic sequence, we want to introduce pomalidomide as a third-generation IMiD.

Thank you for viewing this activity. For additional resources regarding integrating regimens into
relapsed/refractory multiple myeloma management, please view the Regimen Protocol Tool on

ManagingMyeloma.com. Thank you very much for the attention.

.

Managing Myeloma’s Regimen Protocols

To support you in using the most
appropriate therapies for your
patients with multiple

myeloma, Managing Myeloma has
worked with clinical experts to
develop this protocol series. Each
protocol focuses on the latest
information from clinical trials on
prescribing, administering, and

monitoring a new agent or regimen.

In these practice resources, you'll
find comprehensive, referenced
guidance in the safe and effective
use of therapies for your patients
with this disease

www.managingmyeloma.com//mtr/regimen-protocols
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