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Welcome to Managing Myeloma. I’'m Dr. Ajay Nooka. I’'m an Associate Professor at the
Emory Winship Cancer Institute. Today, | would like to spend the next few minutes

covering the following key aspects of managing a newly diagnosed multiple myeloma
patient.
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Learning Objectives

* Describe predictive measures available for determining risk stratification
and patient centered management in newly diagnosed multiple
myeloma (NDMM)

* Outline key clinical- and patient-related factors which may influence
your selection of induction therapy for NDMM patients who are eligible
or ineligible for transplant

* Evaluate safety and efficacy of current emerging multi-drug
combinations used in the frontline setting

* ldentify the potential impact of monoclonal antibodies on the

treatment paradigm for NDMM i)

(0

| will be reviewing the predictive measures currently available for risk stratification in a
newly diagnosed myeloma patient. The key clinical- and patient-related factors that could
influence your choice of induction regimen, the safety and efficacy of the current modern
day induction regimens in the frontline setting, as well as the role of monoclonal antibodies
in the treatment of newly diagnosed myeloma patient in frontline setting.
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MM Treatment Paradigm
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The current concept of myeloma relies on attaining the best depth of response in the initial
phases of treatment. Using the most effective induction regimens, followed by an
autologous stem cell transplant as a consolidative maneuver, followed by risk adaptive
maintenance for delivering the best long-term duration of response. In the transplant
ineligible patients, the same concept applies except in the place of transplant, we use a
longer duration of induction regimen followed by continuous treatment. If you look at the
paradigm of myeloma, half of the myeloma patients’ journey revolves around these blue
blocks which is what we call the PFS1 benefit. Mathematically speaking, if you have a
billion lines of therapy to treat myeloma, billion minus 1 options fall into the green box
which is managing relapse and the one line of treatment that could offer the best depth of
response or where we can maximize the best efficacy of these treatments falls in the blue
lines of therapy.

Tumor Burden

© 2019 MediCom Worldwide, Inc.



Optimizing Induction Therapy for Newly Diagnosed Multiple Myeloma:

Navigating the Treatment Options

Prognostication
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How do we prognosticate newly diagnosed multiple myeloma patients? Historically we used
tumor burden as a prognostic factor. It did not turn out to be prognostic, so we moved away to
using routinely used lab values to start risk stratifying the patient. The ISS staging system is a
prognostic staging system that was developed by the Mayo Clinic based on data from 11,000
patients and stratifying the patients to fall into three groups, the low-risk group, the
intermediate-risk group or the high-risk group, and this turned out to be prognostic based on just
two lab values, the albumin and the beta-2 microglobulin. We also used genetics for risks
stratification. FISH is a very commonly used test using different probes to interrogate for known
myeloma chromosomal abnormalities. Unfortunately, they are limited to the probes that we use
to interrogate the regions and even though it is a highly sensitive test showing in more than 90%
of patients the lesions can be detected. The metaphase cytogenetics is very meaningful yet
highly hyperdiploid karyotype shows a highly proliferative neoplasm and a highly proliferative
myeloma and it is seen in only 20% to 30% of patients. Unfortunately, majority of the myeloma
patients have low proliferative myeloma cells, so may not be the most ideal test that would be
comprehensive. Generally, we used FISH and cytogenetics both together for genetic risk
stratification. More recently, there is a new staging system that was put out. The Revised
International Staging System which combined the ISS as well as the FISH and metaphase
cytogenetics to aim at risk- stratifying these patients that could benefit the best R-ISS stage | or
the patients who have an ISS stage | that do not have any high-risk features and have a normal
serum LDH, and these patients have five-year survival rates of close to beyond 80% and this is a
much more robust prognostic staging system than we had any of the staging systems ever before.
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Lessons Learned from the Past: SWOG S0777
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What have we learned from the past clinical trials? Historically, we used lenalidomide and
dexamethasone as the standard induction regimen in standard-risk patients, so the SWOG
S0777 trial is a very important milestone trial in the history of myeloma therapeutics. The
trial randomized patients to receive lenalidomide-dexamethasone versus lenalidomide-
dexamethasone plus bortezomib. Bortezomib only given during the first six months of the
patient’s initial treatment, and it turned out that it had a PFS benefit as well as an overall
survival benefit. If you will look closely, the median PFS benefit was more than 13 months
and the hazard ratio is 0.71, which is a 29% reduction of the risk of progression or death
and similarly, by giving the bortezomib as a part of the treatment regimen in the first six
months of treatment has resulted in overall survival benefit of close to a year. So, by using
an effective induction regimen, gaining the best depth of response in the first initial months
of treatment, you are able to confer a long-term survival advantage based on the trial from
the SWOG.
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Effect of MRD Status on PFS and OS in Multiple
Myeloma: A Meta-analysis
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So, the question that comes, what is the depth of response that we should be aiming for?
Minimal residual disease has shown to impact both the PFS as well as the overall survival.
Nikhil Munshi’s group did a meta-analysis of close to 14 studies, looking at the impact of
MRD negativity on the PFS and looked for in another 12 studies with 1,000 patients
looking at the impact of MRD negativity on the overall survival. It is not surprising to see
patients who had an MRD negativity had the best progression-free survival as well as
overall survival benefit of the outcomes. When | look closely at those patients who
achieved the CR, still MRD negativity turned out to be prognostic both for the PFS and
overall survival. Now that we saw the MRD negativity is found to be prognostic, how depth
are the sensitivity is what we should be aiming for.
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Comparison of NGS and Flow Cytometry in DFCI
IFM 2009 Post Maintenance: Sensitivity Matters
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Of 163 MRD-negative patients by flow cytometry (sensitivity 10#), 84 (51%) were MRD positive by
clonoSEQ (sensitivity 1076)

Patients that were MRD negative by flow and MRD positive by clonoSEQ (NGS) had worse outcomes | rrl

Avet-Loiseau H. ASH 2015. Abstract 191.; Perrot A, et al. Blood. 2018;132:2456-2464.

This is a very important study from the IFM DFCI evaluating the role of an early versus a
delayed transplant, and what the study had done was to give treatment regimen to
everyone with lenalidomide-bortezomib-dexamethasone followed by randomizing patients
to receive an early transplant versus a delayed transplant. This study to the left that you
can see MRD negativity at 10 has already shown to have a PFS benefit. It is prognostic for
a PFS benefit. On the right, are seen at different levels from 10 to 10®. The one on the
blue curve shows that these patients are the ones that remain in remission for the longest
period of time if you achieve a depth of response up to 10°. In a sense, if you are not able
to identify even a one myeloma cell in a million cells, that is termed MRD negativity 10
which has been shown to be prognostic.
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Trial Design:
NDMM Patients, Transplant-eligible and Younger than 65 Years
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KR=carfilzomib, lenalidomide; ASCT=autologous stem-cell transplantation; NDMM=newly diagnosed multiple myeloma; VGPR=very good partial response WJ
Gay F, et al. ASCO 2019. Abstract 8003.

Which brings us to the day of modern induction regimens. Which are the induction
regimens that | would go with or which are the favorable induction regimens and what are
the downsides of each of these regimens and upsides of each of these regimens? This is a
four-day trial that was presented at ASCO 2019. The trial had randomized patients to three
arms. The first arm is carfilzomib, cyclophosphamide, and dexamethasone, and patients
after receiving four cycles went down to an autologous stem-cell transplant, received four
further cycles of carfilzomib, cyclophosphamide, and dexamethasone, and then there is a
second randomization to receive maintenance with lenalidomide, which is a standard of
care, or carfilzomib and lenalidomide. The second arm received four cycles of carfilzomib,
lenalidomide, and dexamethasone, followed by an autologous stem-cell transplant,
followed by four further cycles of carfilzomib, lenalidomide, and dexamethasone. The third
arm, the most interesting of all, did not receive any transplant. The patients received
altogether 12 cycles of carfilzomib, lenalidomide, and dexamethasone.
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Pre-maintenance Response Rate
All patients R-ISS | R-ISS I/l
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ASCT=autologous stem-cell transplantation; K=carfilzomib; R=lenalidomide; d=dexamethasone; KRd_ASCT_KRd=KRd induction-ASCT-KRd consolidation; r r

KRd12=12 cycles of KRd; sCR=stringent complete response; CR=complete response; VGPR=very good partial response; R-ISS=Revised International Staging System
Gay F, et al. ASCO 2019. Abstract 8003.

If you look at the pre-maintenance response rates, that is before starting the second
randomization, the VGPR rates are almost similar across all patients whether they receive a
transplant or not receive a transplant if they are receiving carfilzomib, lenalidomide, and
dexamethasone induction. The benefit seems to favor more for the R-ISS stage | patients if
the goal for an autologous stem-cell transplant where VGPR rates were seen and 92%
versus patients who received 12 cycles of carfilzomib, lenalidomide, and dexamethasone
having a 79% VGPR rate. R-ISS stage Il and Ill did not seem to impact much with an
autologous stem-cell transplant.
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Persistent One-year MRD Negativity Rate

“Second-generation flow cytometry”, sensitivity 10-5
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negativity

not
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In KRd_ASCT, 10 patients evaluable for persistent MRD negativity at 1 year have R-ISS not available due to missing FISH or LDH data.
In KRd_12, 11 patients evaluable for persistent MRD negativity at 1 year have R-ISS not available due to missing FISH or LDH data. r r I
ASCT=autologous stem-cell transplantation; K=carfilzomib; R=lenalidomide; d=dexamethasone; KRd_ASCT=KRd induction-ASCT-KRd consolidation; ] r r
KRd12=12 cycles of KRd; MRD=minimal residual disease; R-ISS=Revised International Staging System; neg=negative
Gay F, et al. ASCO 2019. Abstract 8003.

Now, the devil lies in the details, if you look more closely with the persistent one-year MRD
negative rates, patients who received KRd plus the stem-cell transplant, even among these
high-risk patients of R-ISS stage Il or lll, they had the one year persistent MRD negative
rates at 90%. If you look at those patients who did not receive a transplant, even with the
best induction regimen, the MRD negative rates started falling down. At one year,
persistent MRD was seen in only 78% of these patients, suggesting the importance of an
autologous stem-cell transplant, even in the days of modern-day induction regimens.
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CASSIOPEIA Study Design

* Phase 3 study of D-VTd versus VTd in transplant-eligible NDMM (N = 1,085), 111 sites from 9/2015 to 8/2017

| Induction | Consolidationl Maintenancel

D-VTd

[ ] D-VTd D monothera
D: 16 mg/kg IV QW Cycles 1-2, Q2 T . Py
Kev eligibili ) a D: 16 mg/kg IV Q2W = D 16 mg/kg IV Q8W
y eligibility = Cycles 3-4 2 2| .
o 5! 2 > A | V:1.3mg/m2SCDays 1,4,8,11 . < until PD (2 years -
criteria: al V: 1.3 mg/m?SC Days 1, 4, 8, 11 A _ _
= ; T: 100 mg/day PO a5 maximum, then
§1/| T: 100 mg/day PO Nl 120 mg IV/PO? 2% b ti til PD =3
* Transplant- g d: 20-40 mg IV/PO? s : g3 observation until PD) ;
eligible E P 28 3
° c c °
NDMM < L g 2
o T 5
* 18-65 years @ A = .
e y ; g VTd N VTd 8 Observation
COG 0- VTd administered as in the D-VTd {~| ; ™| VTd administered as in the D-VTd — until PD —
arm | - arm (2 years maximum)
4 Cycles of 28 days 2 Cycles of 28 days —
" t4 ¥ Part 1 Y U [ Part 2 —
I 1
D-VTd=daratumumab/bortezomib/thalidomide/dexamethasone; VTd=bortezomib/thalidomide/dexamethasone; ECOG=Eastern Cooperative Oncology Group;
IV=intravenous; QW=weekly; Q2W=every 2 weeks; SC=subcutaneous; PO=oral; PR=partial response; Q8W=every 8 weeks; PD=progressive disease r r |
3Dexamethasone 40 mg on Days 1, 2, 8, 9, 15, 16, 22, 23 of Cycles 1-2 and Days 1 & 2 of Cycles 3-4; 20 mg on Days 8, 9, 15, 16 of Cycles 3-4; . r rJ
20 mg on Days 1, 2, 8, 9, 15, 16 of Cycles 5-6. P

Avet-Loiseau H, et al. ASCO 2019. Abstract 8017.

Which brings us to the next trial which is using daratumumab in the induction regimens. As
you are all aware, daratumumab is a CD38 monoclonal antibody that is approved for the
treatment of relapsed/refractory myeloma in combination with bortezomib, lenalidomide,
and pomalidomide, and it is approved in the transplant ineligible patients in combination with
lenalidomide-dexamethasone as well as in combination with bortezomib, melphalan, and
prednisone, the trials which | would be reviewing in a few minutes. CASSIOPEIA is a trial, that
was run by IFM and HOVON, randomized patients received bortezomib, thalidomide,
dexamethasone versus daratumumab in combination with bortezomib, thalidomide, and
dexamethasone, and thalidomide is the most common immunomodulatory agent that is used
outside the United States. So patients would receive four cycles of induction, followed by a
transplant, followed by further two cycles of consolidation and there is another second
randomization evaluating the role of maintenance. This is a very important study designed for
us because it is asking a simple question, is there any role for prolonged maintenance in the
light of an effective induction regimen using a monoclonal antibody, using the transplant and
gaining those depths of responses? The results for the part 1 study which is the induction
followed by transplant followed by consolidation to the primary endpoint of stringent
complete response were the ones that were presented recently at ASCO 2019. The study
methods primary endpoints stringent complete response rates were 29% versus 20% favoring
the daratumumab arm.

© 2019 MediCom Worldwide, Inc. 11



Optimizing Induction Therapy for Newly Diagnosed Multiple Myeloma:
Navigating the Treatment Options

Safety

TEAEs of Interest Stem Cell Collection and Transplantation?

D-VTd VTd

Infusion-related reactions, n (%)

Patients receiving plerixafor for 110 (22) 39(8)

Any grade 190 (35) - mobilization, n (%)b
Grade 3 or 4 19 (4) -
Infections, n (%) CD34* cells collected, median (108/kg)° 6.3 8.9
Any grade 351 (66) 306 (57)
Grade 3 or 4 118(22) 105 (20) Patients receiving transplant, n (%)? 489 (91) = 484 (90)

Most common serious infection, n (%)
Pneumonia 19 (4) 9(2) Patients achieving hematopoietic

> act 488 (100) 482 (100)
Second primary malignancies, n (%) 10 (2) 12 (2) reconstitution, n (%)°f

2Additional stem cell collection and transplantation results presented during Poster session: Hulin C, et al. ASCO 2019. Abstract 8042. PAmong patients who

underwent mobilization (D-VTd, n = 506; VTd, n = 492). “Among patients who underwent peripheral blood stem cell apheresis (D-VTd, n = 504; VTd, n = 490). _r r |
dIn the safety population (D-VTd, n = 536; VTd, n = 538). °Among patients receiving transplant (D-VTd, n = 489; VTd, n = 484). 'Hematopoietic reconstitution r r
requires: neutrophils >0.5 x 10%/L, leukocytes >1.0 x 10%/L, and platelets >50 x 10%/L (without transfusion). —

Moreau P, et al. ASCO 2019. Abstract 8003.

Safety wise, there are no major side effects that were predominantly seen with
daratumumab except the infusion reactions most of them are grade 1 or 2, and the
infection rates grade 3 or 4 are almost similar, secondary primary malignancies are almost
similar. More importantly, in a patient who is a transplant eligible patient, daratumumab
did not impact the eligibility to collect the stem cells or it did not impact the receipt of a
transplant.
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From an efficacy perspective, at a depth of MRD negativity 10-, this is shown to be
delivering the best depth of responses with 64% of patients in the daratumumab arm
achieving MRD negativity, compared to 44% in the non-daratumumab arm. Towards the
right you see the forest plot where almost every subset has gotten a benefit from receiving
daratumumab except a few subgroups like the high-risk patients did not seem to benefit as
much as the standard-risk patients. | will be discussing it in a minute.
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* Median (range) follow-up: 18.8 (0.0-32.2) months

Efficacy: PFS From First Randomization

18-month PFS?

HR=hazard ratio.
aKaplan-Meier estimate.
Moreau P, et al. ASCO 2019. Abstract 8003.
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53% reduction in the risk of progression or death in the D-VTd arm
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So, if you look at the PFS from the first randomization, the benefit is again towards the

daratumumab group, has its ratio of 0.47 which is a 53% reduction of the risk of

progression or death.
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o
Efficacy: OS
[ ]
* Median OS was not reached in either treatment arm
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= Events, n (%) 14 (3) 32 (6)
HR (95% Cl) 0.43 (0.23-0.80)
207" 18-month OS rate, % (95% Cl) 98 (96-99) 95 (92-97)
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Moreau P, et al. ASCO 2019. Abstract 8003.

Similar benefit was seen from the overall survival. The curves start to separate but it is too
early to make any strong conclusions. The curves again are suggesting these are all
beneficial towards the daratumumab arm with the high-risk ratio of 0.43.
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GRIFFIN Safety Run-in Cohort: Daratumumab + VRd

* Preliminary efficacy in safety run-in phase of open-label, randomized phase Il trial

Induction: Cycles 1-4 Consolidation: Cycles 5-6" Maintenance: Cycles 7-32*

D-VRd in 21-day cycles D-Rd in 28-day cycles

Transplant-eligible

adults with NDMM, D: 16 mg/kg IV D1, 8, 15 D-VRd in 21-day cycles a ?a = '”Pg’gsflz"l’atfcr; 5
ECOG PS <2 and CrC! b 2 ] :10 mg -21 of C7-
in* CERIT B, EhEb D: 16 me/kg IV D1 and 15 mg PO D1-21 of C10+
230 mL/min R: 25 mg PO D1-14 VRd: as in induction (if tolerable)
(N=16) d: 20mg PO D1, 2, 8, 9, 15, 16

d: 20 mg PO D1

*Len dose adjusted in patients with CrCl <50 mL/min. *Consolidation began 60-100 days after ASCT. *Patients completing maintenance were permitted to continue single-agent len.

Response, % End of Induction End of Consolidation During Maintenance
ORR 94 100 100
sCR 0 25 63
CR 6 38 31
VGPR 50 38
PR 38 0 0 ‘r_[;r‘[ll_'

Voorhees P. ASH 2018. Abstract 151.

The most commonly used induction regimen in the United States is VRd. Is there any
benefit to adding daratumumab to VRd regimen to deepen those responses similar to what
we have seen from the CASSIOPEIA trial? The GRIFFIN trial is the one that asked this
guestion, which randomized patients to receive daratumumab plus bortezomib plus
lenalidomide and dexamethasone versus bortezomib, lenalidomide, and dexamethasone or
the RVD. It is a 200-patient trial. The trial has completed accrual. The results would be
anticipated anytime and what we have known so far are the safety run-in cohort results
that were presented at ASH last year in 2018, showing that if you are delivering
daratumumab in combination with lenalidomide, bortezomib, and dexamethasone, you are
able to see a stringent complete response rates in the range of 63%, which is two-thirds of
the patients achieving the stringent complete response when you get a four-drug regimen
with the monoclonal antibody. So, we are all eager to see the final results for the GRIFFIN
study.
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Daratumumab + KRd in Newly Diagnosed MM:
Response

* Median number of treatment cycles: 11.5 (range: 1.0-13.0)

After 4 Cycles, n =21 After 8 Cycles, n = 15* Best Response, n =21

100 100 100

100 100 87 100 91

I 80 71 E 80 "g 80

T 60 2 60 £ 60
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Depth of response improved with duration of treatment
*Five patients who proceeded to ASCT before cycle 8 and one patient who discontinued due to PD at cycle 7 were excluded.
*  Median follow-up: 10.8 mos (range: 4.0-12.5)
rirg

e 0S:100% at follow-up "Wl l

Jakubowiak AJ. ASCO 2017. Abstract 8000.

How about daratumumab in combination with carfilzomib, lenalidomide, and
dexamethasone in the newly diagnosed setting? This was a study that was presented by
Andrzej Jakubowiak, the results showed that VGPR rates are significantly higher as the best
response rates in a small patient population. These were 91% VGPR rates and stringent CR
rates in half the patients. A very good combination, well tolerated, and this could be further
evaluated.
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Phase Ill ALCYONE Trial: VMP £ Daratumumab in ASCT-
Ineligible Patients With Newly Diagnosed Myeloma

Daratumumab monotherapy phase

100 b 24 mos 30 mos

80 D-VMP

Median:

T 60 57% reduction in risk of : _ ’ ched
e - | progressionordeathin |- ___ oo _____l_________ Py
& 40 Dara-VMP arm 1 36% |
/ i | 28% VmP
20 ' | Median: 19.1
! ! mos
(95% CI: 0.35-0.54; P < .0001) ! !
0 1 T 1 T 1 T 1 II 1 II T T T
0 3 6 9 12 15 18 21 24 27 30 33 36 39
Patients at Risk, n Mos
VMP 356 304 277 262 245 206 169 127 102 59 27 5 0 0 |
D-VMP 350 322 312 298 292 265 243 220 203 138 73 31 9 0 _rl"rl'

Dimopoulos M. ASH 2018. Abstract 156.

Coming through the transplant ineligible patients, the trials that have led us to the approval
of daratumumab in the frontline setting are the ALCYONE trial and the MAIA trial. ALCYONE
trial randomized patients to receive bortezomib, melphalan, and prednisone versus
bortezomib, melphalan, prednisone, and daratumumab. As you can see from these PFS
curves, the curves start to separate very very early on, even within the first few months,
the patients start to see a benefit with the daratumumab arm. At the 30 months, the
median PFS has not been reached for the daratumumab arm and VMP median was 19.1
months, at 30 months 60% of patients who were in the daratumumab arm did not
progress, whereas 28% of the patients who are on the VMP arm did not progress. This
study had shown that by giving daratumumab in combination to VMP in transplant
ineligible patients, 57% reduction of risk of progression or death can be achieved by adding
daratumumab in upfront setting. This study led to the approval of this combination of the
United States as well as EU.
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Phase Ill MAIA Trial: Survival with DaraRd vs Rd in
Older or ASCT-Ineligible Patients
Median follow-up: 28 mos (range: 0.0-41.1) P < .0001
100" f=ea, D-Rd I_ |
B, 30 mos Median: 1001 ORR: 93%
o \ 71% not reached 201 ORR: 81%
] > CR: >CR:
£ 607 56% T 6048 25%
> Rd oz |
i . € 40 > VGPR:
a 40 Median: © > VGPR: 53%
79%
201 HR:0.56 (95% CI: 0.43-0.73; 31.9mos 201
P < .0001) 0
0 T T T T T T T T r T T T T DaraRd Rd
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 (n =368) (n=369)
Pts Risk, n Mos mPR ®WVGPR ECR ®sCR
Rd 369 332 307 280 254 236 219 200 149 94 50 18 3 2 0 . L .
DaraRd 368 347 335 320 309 300 290 271 203 146 86 35 11 1 0 MRD negativity increased with
addition of daratumumab
Daratumumab treatment favored in most subgroups analyzed, including — DaraRD: 24% MRD negative
age, race, ISS stages, ECOG PS scores — Rd: 7% MRD negative _r r |
Reduced risk of progression or death with MRD negativity in both arms Cr
Facon T. ASH 2018. Abstract LBA-2.

Lenalidomide-dexamethasone is the other combination or the back bone that we
commonly use in the United States. MAIA trial asked the question of the benefit of
daratumumab if you combine it with the lenalidomide-dexamethasone in the transplant
ineligible patients. The trial randomized patients received daratumumab-lenalidomide
dexamethasone versus lenalidomide-dexamethasone. At the 30 months, the median PFS
for the daratumumab arm has not been reached whereas the median PFS was 31.9 months
for the lenalidomide-dexamethasone arm and the overall response rates were significantly
higher, and even to the point in the transplant ineligible patients you have in a quarter of
the patients achieving MRD negativity 10~. It shows the efficacy of these modern induction
regimens.
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Impact of Daratumumab Induction in the
High-risk Subset

ALCYONE
Cytogenetic risk H
High risk 48 44 e+ 0.85(0.44-1.65)
Standard risk 271 279 LN 0.49 (0.36-0.67)
MAIA
Cytogenetic risk :
High risk 45 181 53 180 re- 078 (0.43-1.43)
Standard risk 257 174 261 NE Y 0.39 (0.28-0.55)
CASSIOPEIA
Cytogenetic profile at trial entry?® :
High risk 24 (28) 20 (24) = 0.83 (0.42-1.66)
Standard risk 85 (19) 136 (30) S 1.82 (1.34-2.48)
i R i frl
o1 5 10 -
WTd Better D-VTd Better s

So, now are there any subgroups that | have doubts about the benefit of daratumumab in
the upfront setting? The first two trials are the ones that were in the transplant ineligible
patients, the ALCYONE trial and in the MAIA trial. If you look closely in the first two graphs,
the benefit seems to be more for the standard-risk patients, high-risk patients do not
receive the same kind of benefit that the standard-risk patients have received. Again, these
are not pre-specified analysis. This is a subset analysis that was seen in a small subset of
patients, so | would not take this as the final recommendation but these need to be further
proved in further studies using daratumumab in the upfront setting. The daratumumab
should not be used in the high-risk setting.

If you look in the CASSIOPEIA trial which is using daratumumab induction regimen in the
transplant eligible patients, what you see towards the right is daratumumab to be better.
Again, it showed the same results as the previous transplant ineligible patients, that
standard-risk patients got the better benefit in terms of achieving better and stringent
complete responses.
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Emory Algorithm for Newly Diagnosed Patients

Newly diagnosed myeloma

CEL

Transplant eligible? |

RVd + daratumumab | RVD lite
VMP + b
All oth_er high- T (4;18)
risk N Lenalidomide
' _maintenance | '

Induction therapy |
Standard risk
Standard risk
RVd + daratumumab
Rd + d| k ‘
l All other high-risk | T(4;14) |
_RVD Boir)t(::gm;g or Al other high-risk: del 17p, t (14;16), _RvD Bortezomib J [r l
- i t (14;20) and plasma cell leukemia

CPD

- L

VD=bortezomib/dexamethasone; Rd=lenalidomide/dexamethasone; RVD=bortezomib/lenalidomide/dexamethasone; RVD-lite=modified RVD;
VMP=bortezomib/melphalan/prednisone

Based on the currently available literature, we have changed the algorithm to the following:
So, for the patients who are transplant eligible, the most common induction regimen of
choice for a high-risk patient that we recommend is carfilzomib, lenalidomide, and
dexamethasone followed by early transplant for the FORTE trial and for standard-risk
patients for the GRIFFIN trial, RV plus daratumumab with an option to go for earlier delay
transplant. In the transplant ineligible patients for the high-risk patients, we will stick on to
RVD lite as the choice of induction regimen, but the for the standard-risk patient,
lenalidomide-dexamethasone plus daratumumab for the MAIA trial or VMP plus
daratumumab for the ALCYONE trial or RVD plus daratumumab for the GRIFFIN trial are still
options at this point of time.
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Conclusions Regarding Induction Regimens in
Newly Diagnosed Myeloma

* RVD experience leads us to believe patients will benefit from a four-drug
induction regimen among most patients

* Novel induction therapies are in the horizon, using monoclonal antibodies
seems a very enticing approach to deepen the responses with the intent to
achieve MRD negativity.

* KRd and transplant will be the ideal induction regimen for high-risk patients
* More data with mabs are needed for the subset with high-risk myeloma
* Cost of the mabs in the upfront setting as well as the TAEs are justifiable

* Time to embrace the change _rrrrl,l

To conclude, our RVD experience lead us to believe patients will benefit by adding more
drugs in the upfront setting to gain the best depth of response. More importantly, the
fourth agent that we always look for should not have any overlapping toxicities and here
clearly, daratumumab does not have any overlapping toxicities and the monoclonal
antibodies seem to be showing a very innovative and enticing approach to gain the best
depth of response in terms of MRD negativity. In the high-risk patients, KRd seems to be
having the best efficacy as well as safety at this point of time, so we stick to KRd and
transplant in the high-risk patients. We need more data to say that daratumumab should
not be administered to the high-risk patients. At this point, we are still for further phase 3
trials. | have not discussed a lot about the cost of the monoclonal antibodies in the upfront
setting but theoretically, it is seems to be justifiable at this point so as the treatment
emergent adverse events. It is time to embrace the change, at least for a majority of the
patients. We are seeing significant improvement in the depths of responses and we will be
seeing more and more clinical trials that will give us more information.
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