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Saad Usmani: Hello, and welcome to today's program. I'm Dr. Saad Usmani, the Chief of the
Myeloma Service at Memorial Sloan Kettering Cancer Center. | am joined by my dear
colleague, Dr. Amrita Krishnan, who is Professor of Medicine at the City of Hope in Los
Angeles, California.
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Learning Objectives

Upon completion of this educational activity, participants should be able to:

* Qutline practical strategies for implementing new and evolving standards
of care into treatment of patients with NDMM

* Summarize clinical data supporting the use of triplet and quadruplet
regimens in NDMM patients

* Correlate patient and/or disease characteristics with appropriate triplet or
quadruplet regimens in NDMM (transplant eligible and ineligible)

* |dentify factors to be considered when developing an optimized treatment
sequencing strategy for an individual NDMM patient

rrl
!

Today, our learning objectives will focus on outlining practical strategies for implementing
new and evolving standards of care into treatment of patients with newly diagnosed
multiple myeloma, summarizing clinical data supporting the use of triplet and quadruplet
regimens in newly diagnosed multiple myeloma patients, correlating patient or disease
characteristics with appropriate triplet or quadruplet regimens in newly diagnosed multiple
myeloma, including both transplant-eligible and ineligible patients, and identifying factors
to be considered when developing an optimized treatment sequencing strategy for an
individual newly diagnosed multiple myeloma patient.
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Distilling Data in the Frontline
Treatment of Patients with NDMM:

Emerging Standards of Care

Saad Z. Usmani, MD, MBA, FACP
Chief of Myeloma Service
Memorial Sloan Kettering Cancer Center
Professor of Medicine
Weill Cornell Medical College
New York, New York

Let's start the first section. The title of this particular section is called Distilling Data in
Frontline Treatments of Patients with Newly Diagnosed Multiple Myeloma, and we are
focusing on emerging standards of care.
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Multiple Myeloma: A Systemic Plasma Cell Malignancy

. . - i 3
. EStI mated new cases a nd deaths in State-Level Incidence of MM per 100,000 Between 2012 and 2016

. . T
2021 in the United States? 4655 5663 6472 738 8189
— New cases: 34,920 '
— Deaths: 12,410

* Percentage of patients
surviving 5 years: 55.6%?2

* Median age at diagnosis: 69 years?

* MM is most common in men and
Black adults?

INational Cancer Institute. http://www.cancer.gov/cancertopics/pdg/treatment/myeloma/healthprofessional#Section_4. Updated
February 11, 2021. Accessed May 6, 2021. 2National Cancer Institute. http://seer.cancer.gov/statfacts/html/mulmy.html. Accessed May 6, r rr|

2021. 3American Cancer Society. https://cancerstatisticscenter.cancer.org/?_ga=2.47184933.325832967.1600196335- ] r I
611855784.1581698489#!/cancer-site/Myeloma. Accessed May 6, 2021.

Multiple myeloma is a systemic plasma cell malignancy. It's estimated that in the year 2021,
there were almost 35,000 newly diagnosed cases and a little over 12,000 patients who died
from this disease, and this incidence continues to grow over time. However, the good news
is that the percentage of patients who are surviving the disease beyond five years has more
than doubled in the last two decades and stands at about 55.6%. The median age of
diagnosis is 69 years in general, but it is a bit younger or a little less in terms of age in Black
adults. Multiple myeloma is most common in men, and it is the most common hematologic
malignancy in the Black population, and they tend to present at an earlier age.
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]
Multiple Myeloma Is Not One Disease

* MGUS to active MM transition period is different among patients. Diagnosis is made at
variable timepoints during the transition, so degree of end organ damage is different

* Management strategies have improved MM survival from 2-3 years in the 2000s to
>10 years in the 2020s
* Advances in understanding myeloma biology has led to new therapeutic targets
— MM pathways
— BM microenvironment
— Immune regulation and modulation
* Picking the right strategy that gives the highest likelihood of the best depth of response
in the first year of diagnosis is extremely important for survival outcomes
arar

Martinez-Lopez J, et al. Blood. 2011;118(3):529-534.; Usmani S, et al. Leukemia. 2012;26(11):2398-2405. o-aJ

One of the things that we like to highlight, if is the fact that myeloma is not one disease. It
has many different molecular subgroups, and these molecular subgroups, which we think
there are between six to eight different ones, depending on how you define them, they
have different biologic behaviors. Those genomic changes are present from the MGUS
stage onwards. This MGUS to active myeloma transition is occurring at a different time
point in different patients, and it depends on the interaction of the myeloma cells with the
bone marrow microenvironment. We see these patients with different degree of end organ
damage during this course or journey of MGUS to active myeloma.

The good news is that management strategies and new therapies have improved multiple
myeloma survivorship from a median of two to three years back in the early 2000s to over
10 years in the 2020s. Now, we are focused on finding the right strategy for patients that
gives them the highest likelihood of the deepest responses especially in their first year of
diagnosis. | think all of us in the myeloma community agree, that depth of response,
achieving it and sustaining it is very important for survival outcomes.
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Treatment Paradigm for Newly Diagnosed MM

Front Line Therapy
Transplant [ETRTRPEENS Autologous
Eligible Transplant Maintenance
[RARY Consolidation
Treatment

of relapsed

disease
Transplant Initial Therapy Maintenance
Not Eligible

SUPPOI tive Care
_I r |

We have this treatment paradigm that we've lived with now for almost two decades. I'm
going to get some opinion from my colleague Dr. Krishnan on this because | think she
would agree that this will probably change as we are getting newer cellular therapies and
bispecific antibodies into the scheme of myeloma treatment. For newly diagnosed patients
even today, we think about them in transplant-ineligible and eligible categories. The idea of
that initial induction therapy with or without stem cell transplantation is to get patients
into as deep a response as possible, and then the maintenance phase is geared towards
maintaining that depth of response. We also pay attention to supportive care in terms of
managing bone health, infection risk, overall wellbeing, pain management for our patients.
At a time point when the disease does come back, we de-stage patients and reassess and
try to find the best available option for the patients at that set point in time.
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Management Plan — Ongoing Process During Care

Data gathering

Revising Team discussion
treatment plan
Monitoring Development of
response to treatment plan
treatment plan
Implementation rri
of treatment plan N | |

The management plan for our patients even during that early phase of treatment is
dynamic. It's not that the train has left the station, and it's not going to change its course.
It's a multidisciplinary approach that we typically take for our patients because this patient
population is a little bit older in general. When we develop and implement the plan, we are
monitoring both the response to treatment as well as the safety or adverse event profile
for patients. Then we revise their treatment plan and provide data gathering and continue
to implement it. These are some general guidelines on how we are approaching myeloma
treatment.

| do want to move to this next section, and this is where, even before | start this section, |
would love to get some input from Dr. Krishnan. I'm going to be talking about transplant-
ineligible myeloma patients and how we are managing them today based on data. Dr.
Krishnan, what do you think? Do you think that we are still going to be thinking about
transplant eligibility or ineligibility in the future with all the data that's emerging?

Amrita Krishnan: Thank you Dr. Usmani. | think you may end up adding a third bucket now
is T-cell-directed therapy eligible or not. I'm sure you're going to be covering a couple of
those studies in regards to some of the bispecific T-cell engagers being used in the newly
diagnosed setting and patients not intended for transplant. Also, in terms of CAR T as well,
same idea in terms of patients not intended for transplant. | think | agree with you that
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transplant ineligible is probably going to go away, and it may be just not intended for upfront
transplant.

Saad Usmani: Yes, | agree with you. | think we are going to probably move in that direction
within the next two to three years as some of those trials that I'm going to mention come to
the fore.
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/]
MSK Approach to Transplant Ineligible NDMM

ASCT-Ineligible Patients
Patients with poor PS not related to disease, ejection fraction <50%, pulmonary function test values <50%,
concomitant multiorgan amyloidosis

Consider DVd or VCd or Rd if VRd or DRd is not appropriate
(eg, renal failure or other comorbidities)

} !

Lenalidomide maintenance IMiD/PI maintenance until Continue treatment
until progression? progression for high risk* until progression

Adjust dosing of lenalidomide based on renal function. Consider empiric age-adjusted dose reductions for all regimens, as needed.*

DRd, daratumumab, lenalidomide/dexamethasone; DVd, daratumumab/bortezomib/dexamethasone; VRd-Lite, modified VRd regimen. _r r I
10’Donnell E, et al. BrJ Haematol. 2018;182:222-230. 2Facon T, et al. Blood. 2018;132(1):LBA-2. 3Larocca A, et al. Blood. 2018;132 (1):305. r r I
4Usmani S, et al. Lancet Haematol. 2021;8(1):e45-e54.

Saad Usmani: So building on that, currently this is our approach at MSK for our transplant-
ineligible patients, and transplant ineligibility is deemed on the basis of performance status
or comorbidities for patients, and it's two of these three-drug combinations. It's either RVD
lite for 8 to 12 cycles or until response plateau before patients move on to maintenance
treatment. If they have standard risk disease, it's lenalidomide only. If it is a high-risk
disease, we still try to keep them on the Pl maintenance in addition to lenalidomide. Then
for patients who start off on the daratumumab-based triplet DRd regimen, we typically
tend to continue this treatment once patients have had a response plateau, we may tweak
the regimen or discontinue one of the drugs. That really is a patient specific decision that
we typically tend to make.
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L] o o
SWOG S0777: RVd Versus Rd in Patients Without
L]
Immediate Intent for ASCT1
1007 100ty
801 80
601 60
= =
[ 723
- 401 One-sided P = .0018 © 40
(Two-sided P = .0037) Two-sided P = .0250
20 EeRe Metaen® 20 SR Medmen®
n % n %
— Rd 166/229 30 (25-39) — Rd 100/229 64 (56-NR)
RVd 137/242 43 (39-52) RVd 76/242 75 (65-NR)
% 24 48 72 % 24 48 72
Months Months
Initial Therapy
RVd for eight 21-d cycles vs Rd for six 28-d cycles in patients not intending
to proceed to upfront transplant, followed by Rd in both arms (N = 525) _rrrr|
Durie B, et al. Lancet. 2017;389:519-527. WJ

Where do these data come from? | think the RVD data really starts from the SWOG777,
which looked at RVD versus Rd as induction for patients without immediate intent for stem
cell transplant. This study showed superiority of the PI/IMiD induction compared to just Rd
induction for both PFS and OS. One critique of this study is that the median patient
population age was in the mid-60s. It included patients who would have been transplant
eligible by age or performance status. However, the bottom line is that this regimen
validated the practice of using a three-drug combination for our newly diagnosed myeloma
patients both in the transplant eligible as well as ineligible settings.

©2023, MediCom Worldwide, Inc.
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T —
RVd-Lite

* Regimen (N=53)
— Lenalidomide: 15 mg po days 1 to 21

With Number of Subjects at Risk

— Bortezomib: 1.3 mg/m? SC 1x weekly on 1.04 + Censored
days 1, 8, 15, 22
— Dexamethasone > 08
= If <75 years, 20 mg 2x weekly Lf
= If >75 years, 20 mg 1x weekly -,?,
o 067
* Results [
a
— 86% ORR = o041
— 66% 2 VGPR 2
— Median PFS: 35.1 months 5 i
»n 02
— Median OS: NR
— Median follow-up: 30 months 0.04
— Median age: 73 years (range: 65-91) 0 10 20 30 0
— PN:62% Progression-free Survival Time (Months)
— Only 1 patient had grade 3 symptoms AtRisk 50 46 37 20 2

PN, peripheral neuropathy.
O’Donnell, et al. BrJ Haematol. 2018;182:222-230.

However, the regimen that most of us use for the older patients is the RVD-lite regimen,
which was developed or examined at Mass General by our colleagues Doctors Betsy
O'Donell and Noopur Raje. It's a single-arm study using lower doses of lenalidomide at 15
milligrams and weekly dosing of bortezomib but showing very similar response rates as
well as PFS for this older patient population of median of 73 years. What they had shown in
terms of safety is good tolerability. Patients did have peripheral neuropathy with this
approach, about two-thirds of the patients. They were grade one and two and reversible
according to this report.
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Phase 3 MAIA Study: Daratumumab Plus Rd in NDMM

* Stratified by ISS (I vs Il vs III), region (North America vs other), and age (<75 vs 275 y)

* Primary endpoint: PFS
* Secondary endpoints: > CR rate, 2 VGPR rate, MRD negativity, ORR, OS, and safety

Daratumumab 16 mg/kg IV (every-wk cycles 1-2;
every 2-wk cycles 3-6; every 4-wk cycles 7+) +
lenalidomide 25 mg/d PO on d 1-21 +
dexamethasone 40 mg/wk?® PO or IV

Patients with ASCT-ineligible NDMM,
(n=368)

ECOG PS 0-2, CrCl 230 mL/min
(WENEY)] 28-d cycles until
progression

Lenalidomide 25 mg/d PO ond 1-21 +
dexamethasone 40 mg/wk? PO or IV
(n=369)

rrl
3 Reduced to 20 mg/wk if aged >75 y or BMI <18.5. - r r I

Facon T, et al. N Engl J Med. 2019;380:2104-2115.

| think the more important study which is perhaps more relevant to what we are going to
be discussing for this older patient population right now is the daratumumab,
lenalidomide, dexamethasone combination. This was an approved regimen that was
approved almost three years ago if | remember correctly based on the phase Il MAIA trial
that compared this three-drug combination to lenalidomide-dexamethasone, which at that
time was deemed the standard of care for this patient population based on the first clinical

trial.

©2023, MediCom Worldwide, Inc.
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Age

Median (range), y 73 (50-90) 74 (45-89) Type of measurable disease, n (%)

Distribution, n (%) gG 225 (61
<65y 4(1) 4(1) IgA 65 ((18))
65-<70 y 74 (20) 73 (20) Otherd 9(2)
70-<75y 130 (35) 131 (36) Detected in urine only 40 (11)
275y 160 (43) 161 (44) Detected as serum-free light 29.(8)

Male, n (%) 189 (51) 195 (53) chain only
ECOG PS score,? n (%)

0 127 (35) 123 (33) Cytogenetic profile,® n/total n (%)

1 178 (48) 187 (51) Standard risk

20 63 (17) 59 (16) e 271/319 (85)

High risk
1SS stage,* n (%) 48/319 (15)

| 98 (27) 103 (28) . . . .

I 163 (44) 156 (42) ?edlan.tm;e';l'clce initial " 0.95 (0.1-13.3)

i 107 (29) 110 (30) iagnosis o (range), months

Demographics and baseline characteristics were well balanced between arms

ITT, intention-to-treat.

or karyotype testing; high risk was defined as having a t(4;14), t(14;16), and/or del17p abnormality.
Note: percentages may not add up to 100% due to rounding.

Demographics and Baseline Characteristics (ITT)

(n =368) (n =369) (n =368) (n =369)

231 (63)
66 (18)
10 (3)
34 (9)
28 (8)

279/323 (86)
44/323 (14)

0.89 (0-14.5)

3ECOG PS is scored on a scale from 0 to 5, with 0 indicating no symptoms and higher scores indicating increasing disability. "Two patients had an ECOG PS
score >2 (1 patient each with an ECOG PS score of 3 and 4). °ISS stage is derived based on the combination of serum B,-microglobulin and albumin; higher
stages indicate more severe disease. YIncludes IgD, IgE, IgM, and biclonal. ®Cytogenetic abnormalities were identified by fluorescence in situ hybridization

If you look at this patient population, the median age was 73 and 74. In fact, 75 or older
age made up 44% of the patient population that enrolled on the study. Really a very

relevant older transplant-ineligible patient population here.

©2023, MediCom Worldwide, Inc.
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MAIA Phase 3 ORR?

Median follow-up Median follow-up
Primary: 28.0 months? Update: 56.2 months
P <0.0001 P <0.0001
100 93%
81%
80 -
Wi 2CR: } 2CR: >CR:
P 48%b> 25% 30% D-Rd Rd
% 17% Bl T scr
5 % | >VGPR: B TR
40 >VGPR: 28% | 2! : 2VGPR: VGPR
32% | 79%"° 53% b PR
20 A
28%
14%
0
D-Rd Rd

n =368 n =369

¢ D-Rd induced deeper responses, with significantly higher rates of 2 CR and > VGPR, compared with Rd

* With >28 months of additional follow-up, responses deepened with continued daratumumab therapy

Note: percentages may not add up to the total due to rounding.

a|TT population. PP <0.0001; P values were calculated from the Cochran-Mantel-Haenszel Chi-Squared test. _r r l
VGPR, very good partial response; PR, partial response; OR, odds ratio. r r l
Facon T, et al. N Engl J Med. 2019;380(22):2104-2115.

Overall response rates with daratumumab lenalidomide, dexamethasone were 93% with a

very high proportion of patients getting to a very good partial response or better. At the
almost five-year follow up mark, that percentage was 81%.

©2023, MediCom Worldwide, Inc.
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Median follow-up: 56.2 months 60-month PFS rate
100 -
=
MAIA Phase 3
¢ 80
=)
:
Updated PF 5w
2 D-Rd: median, NR
H
2 %
a n S Rd: median, 34.4 months
2
S 204
z HR, 0.53; 95% Cl, 0.43-0.66;
P <0.0001 '
0 T T T T T T T T T T T T T T T T T T T T T T 1
0 3 6 9 121518 21 24 27 30 33 36 30 42 45 48 51 54 57 60 63 66 69
Months
No. at risk

Rd 360 333 307 280 255 237 220 205 196 179 172 155 46 10 123 113 106 ¥ 63 % 122 4 2 0
D-Rd 368 347 335 320 309 300 290 276 266 256 246 237 232 22 210 19 195 170 123 &7 51 17 5 0O
60-month OS rate

100 o H
. i
-~ 1
k—‘b‘e\ |
|
g0 66.3%|
2 i - medi
2 60 - 53.1%! D-Rd: median, NR
§ _________________________________________ e w00, Rd: median,
@ NR
£ 40 i
i
i
20 i
HR, 0.68; 95% CI, 0.53-0.86; B
P=0.00132 |
0 LI s S S e B B e s e S S S S S S S e e l
0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 _r r
Months r r
No. at risk l
Rd 360 351 343 336 324 317 306 300 204 281 270258 251 241 232 223 213183134 85 42 14 5 1 0
D-Rd 368 350 346 344 338 334 328 316 305 302 207 286 280 273 266 255 29228170118 63 22 6 1 0

If you look at the PFS and overall survival at the 56-month median follow up, the median
PFS was still not reached for DRd, whereas it was 34.4 months for Rd.

The median OS had not been reached in either arm. It was statistically significant in favor of
DRd at that mark with the hazard ratio of 0.68, so demonstrating that DRd is a very
effective regimen. Because the median PFS is still not reached this will be a very challenging
benchmark for the other clinical trials evaluating patients in this population.
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]
CEPHEUS: Study Design

* Phase 3 study of DARA-VRd versus VRd in transplant-ineligible NDMM

Induction/Consolidation

. VRd Primary endpoint:
§ —{ V: 1.3 mg/m?2 SC Days 1,4,8,11 « Overall MRD
Key eligibility 0 R: 25 mg PO Days 1-14 A 5
criteria: = | d:20mgPo/Iv Days 1,2,4,5,89,11,12 negativity rate at 10
: = Rd Secondary endpoints:
* Transplant- 2 R: 25 mg PO Days 1-21 | | *PFS
ineligible NDMM IS e d: 40 mg PO * Durable MRD
or deferred £ : Days 1,8,15,22 ivi
« CrCl <40 mL/min g DARA: 1,800 mg SC ays 1,5,15, negativity at 1-yr
< ECOG PS <2 E Cycles 1-2 QW * Response
- Cycles 3-8 Q3W «PFS2
- VRd: Same as control
*0S
8 Cycles of 21 days 28-day cycles r r |
Zweegman S, et al. ASCO 2019. Abstract TPS8066. ClinicalTrials.gov Identifier: NCT03652064. Accessed February 24, 2022. -ﬁ‘J

The field is moving on from that, and now this debate of whether we should use a Pl or an
anti-CD38 monoclonal antibody with lenalidomide, dexamethasone in this older patient
population to say, "How about we just combine these therapies together?"

The CEPHEUS trial is fully enrolled. This study began right before the pandemic hit actually,
comparing the combination of daratumumab along with VRd as part of induction compared
to VRd as part of induction. Then both the arms got Rd. Essentially this is a comparison of
the SWOG777 approach versus including daratumumab as part of induction treatment
within that SWOG777 approach. This is just an induction question of incorporating
daratumumab into the frontline setting.

©2023, MediCom Worldwide, Inc. 16
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/]
IMROZ: Study Design

* Phase 3 study of IsaVRd vs VRd in patients with transplant-ineligible NDMM

Induction Continuous
(4x6 week cycles) (4-week cycles) ) )
* MM (IMWG criteria) i<} Primary endpoint
. d 5 * PFS
_§5_ years and not =z IsaRd until disease progression, Key secondary endpoints
eligible for 5 unacceptable adverse events «>VGPR
transplant = =
N . -
« <65 years with £ MRD negativity rate
comorbidities = Rd until disease progression, * ORR
impacting possibility & W unacceptable adverse events *TTP
o~
of transplant & * PFS2
Orlowski RZ, et al. ASCO 2018. Abstract TPS8055.; ClinicalTrials.gov Identifier: NCT03319667. Accessed July 7, 2021. -A-AJ

In a very similar way, the other anti-CD38 monoclonal antibody isatuximab is being studied
in the IMROZ trial. Here the therapy, in addition to receiving isatuximab with VRd, the
maintenance is continuous with isa, lenalidomide, dexamethasone until relapse or
progression, whereas, the standard of care arm on this study is the SWOG777 way of
treating patients. Both very interesting studies in a very common patient population out in
the community. If we look at the global myeloma care, | think both these trials will be very
important.

©2023, MediCom Worldwide, Inc. 17
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CARTITUDE-5: Randomized, Phase 3 in NDMM,
Not Intended for Transplant

- Rd maintenance |_,
K.yc;r.grii:!“ty B (Ul'lﬁl PD} Long_tenn
= c follow-up
A Emn gi:%r;o:fe:mt -% B Follow-up [l for survival,
N bseq
intended for iniial e W e
ASCT (either not DEE S Obse sﬁ
eligible or deferring) S M= W Cita.cel N atim:" i
+ Sample Size:
~600

rrl

r
j !

Then lastly, this is a very exciting study. Dr. Krishnan alluded to this study. This is the
CARTITUDE-5 trial, where the standard of care arm is the SWOG777 study again. Patients
who are getting VRd as part of their induction treatment, followed by RD as maintenance.
In the experimental arm after that phase of VRd induction treatment, the experimental arm
gifts the BCMA-directed CAR T-cell therapy Cilta-cel, which all of us know is very active in
both late relapse labs and even in early relapsed multiple myeloma. | think this whole
discussion around transplant ineligibility, and how we're approaching newly diagnosed
multiple myeloma will likely change in the next few years based on these clinical trials. | do
want to highlight before | turn things over to Dr. Krishnan to talk about the transplant-
eligible patient population approach on this discussion that we've been having within the
myeloma community about the older, frail patients and how to extrapolate data from these
transplant-ineligible studies for those patients.

©2023, MediCom Worldwide, Inc. 18
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Incorporating Comprehensive Geriatric Assessment

Function Physical Health

e Activities of daily living e Comorbidity
e Instrumental activities of daily living * Medications

e Physical performance measures e Polypharmacy, inappropriate
e Falls medications

e Nutrition
e Vision/hearing impairment

Psychological Status

* Depression Socioeconomic

e Anxiety e Living situation/ caregiver

¢ Dementia ¢ Financial resources

e Delirium |
Courtesy of Dr. Tanya Wildes ‘-‘J

Many programs are starting to incorporate comprehensive geriatric assessments and
partnering with their geri-oncology colleagues in evaluating the older myeloma patients.
This is a slide courtesy of Dr. Tanya Wildes, who has been a champion for older myeloma
patient care, where she and her colleagues evaluate patients with comprehensive geriatric
assessments, and then utilizes those attenuated regimens in those patients. We're seeing
some clinical trials emerge through the US cooperative group mechanism as well.

Dr. Krishnan, before you go to your talk, what are your thoughts around this? Are you
thinking about incorporating this schema or approach in your older patients?

Amrita Krishnan: We certainly have a center for geriatric oncology at City of Hope as well. |
think the challenge has been, to be honest, in regard to the resources and to be able to do
the geriatric assessment. | think everyone agrees it's very important but how to do itin a
way that one is fairly efficient, number two, that you adequately supported to be able to do
it. | think that's where it's still a work in progress. There's a lot of ideas now in terms of
using technology to assist with that. My colleague Dr. Nathwani has published using an iPad
screening for geriatric assessment. Anything we can do to help make it streamlined, | think,
will help us use it more.

Saad Usmani: | completely agree with you. We need more people like Dr. Wildes and Dr.
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Nathwani to be doing this work in our respective teams and really taking this on. With that
being said, Dr. Krishnan, I'll turn things over to you to talk about approaches towards
transplant-eligible patients.
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Managing a Case of Transplant-Eligible
Newly Diagnosed Multiple Myeloma

Amrita Krishnan, MD, FACP
Director, Judy and Bernard Briskin Center
for Multiple Myeloma Research
Professor, Department of Hematology & Hematopoietic
Cell Transplantation
City of Hope
Los Angeles, California

Amrita Krishnan: Thank you, Dr. Usmani. Some of my themes will be pretty similar to
yours, which tells you that this idea of transplant eligible and non-eligible is fading away
and some other regimens that will look also very familiar because, again, those groups are
starting to merge closer and closer together. You've already outlined this well.
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Disease Activity

o4 INTERNATIONAL
MYELOMA
FOUNDATION

Multiple Myeloma is Not One Disease!

RVD+ASCT+
Lenalidomide Maintenance

Relapse 2

Relapse 3

Relapse 1

Relapse 2
Relapse 1

Relapse 1

Time: Years!

_rrfrl

Everyone's myeloma is different. It's not one disease. The pace of disease can be different.
We've all had patients who've been in remission 10-15 years versus those who continue to
relapse. It's not always driven just by cytogenetics. It makes us realize there's a lot more in
regards to adequately treating myeloma that we need to understand. Certainly, the
immune microenvironment is a big part of that and in part why we're so interested in these
other T-cell-based therapies.
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Relapsing Nature of Multiple Myeloma:
Clones Change Over Time
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MGUS, monoclonal gammopathy of undetermined significance y r r I
Adapted from Durie B, et al. Blood. 2012;120:1067-1076.

Also, obviously, the idea of clonal evolution of myeloma that you alluded to as well, as
patients progress through the various stages of their myeloma is important as we think
about targeted therapies. In fact, even more so if we're going to really focus on BCMA-
targeted therapies and this idea of relapse post those therapies. Is it a new clone? Is it a

BCMA-resistant clone, for example. Those are all very interesting concepts that we're
learning more about.
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Stage and Risk Stratify Newly Diagnosed MM

* It will influence:
— PROGNOSIS
— Clinical trial selection
— THERAPY
* Rationale
— Provides less toxic, less costly therapy, retaining future options
* Itis already happening!
— t(4:14) — treated with bortezomib based regimen
— 1(11;14) — responsive to venetoclax
— p53 deletion — treated with bortezomib and for prolonged periods
* Only true concern is the potential to “undertreat” standard risk MM

— But this has never been proven —in fact, the TOTAL THERAPY experiment demonstrated that
intense therapy does not cure MM _l' [

LEIJ

First of all, | think you won’t disagree with the slide because this is your slide. Thank you for
sharing that. In terms of, again, the idea that why do we stratify patients to help in terms of
the prognosis for them? Even more importantly now, | think | would say we're using
stratification to help guide therapy in regards to, as we'll talk about the MASTER study, is
ideas of stopping therapy after patients achieve a deep remission, for example. Also, in
terms of are we going to use a quadruplet versus a triplet induction? How intense are we
going to be about our maintenance therapy? All those decisions now are in part based on
risk stratification. Ultimately, we hope to be more biomarker-driven. Some of that we're
doing. You alluded to that in the high-risk population using proteasome inhibitors.
Eventually, one hopes to see that in terms of patients with t(11;14) the use of BCL2
inhibitors more and more maybe even in the frontline setting, for example. We all
acknowledge patients with p53 deletion, and especially those with more than one high-risk
chromosome abnormality remain a big challenge for us.
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Only Few MM Patients Reach Later Lines of Therapy

% MM pts
reaching
Lot

% attrition

by LOT V v
34% 23% 23% 14%

In every new LOT, ~15-35% of patients are lost

-frfrl

Figure adapted from Yong K, et al. BrJ Haematol. 2016;175(2):252-264. WJ

| think you spoke to this very well. Our first shot is our best shot, and that's | think what we
need to keep doing in regards to being aggressive at our initial induction therapy because
many patients never make it to those later lines of therapy. That's also why there's an
interest in moving many of these new therapies earlier and earlier in the course of the
disease.
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]
Goals of Therapy

* Induce deep remissions
* Long remissions

* Improve symptoms

* QOL; stop therapy

* ?CURE
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!

You already said this, and | completely agree. The goal of our therapy is to get a response
quickly, to get a deep response, and a long response. Ultimately, we want to make sure that
those responses translate into better quality of life. Ultimately, we want to cure the
disease, and one could argue that cure means being able to stop therapy as well.
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-
DETERMINATION: Study Design and Patient Disposition

‘ DETERMINATION: Delayed vs Early Transplant with Revlimid Maintenance and Antimyeloma Triple Therapy ‘

RVd cycle 1
(N=729) LU ‘ RVd cycles W Stem cell ‘ R maintenance
Rvd-alone ‘ 2.3 collection ‘ RVd cycles 4-8 (N=291)
(N=357) J B

Randomization
(N=722)

Str_atified by: Arm B: RVd+ASCT RVd cycles ( Stem cell (Melphalan 200 mg/m? + RVd cycles W ( R maintenance
158 disease sta;ﬂ: (N=365) 23 L collection L ASCT (N=310) 4.5 J L (N=289)
ris|

Each RVd cycle (21 days):
R 25 mg/day PO, days 1-14
V 1.3 mg/m?1V/SC, days 1, 4, 8, 11

Lenalidomide maintenance
Months 1-3: 10 mg/day
Month 4 onwards: 15 mg/day

Induction * ASCT + consolidation
treatment duration = ~6 months

| T e——

Dex 20/10 mg PO, days 1, 2, 4,5, 8,9, 11, 12
T ————— -’
Primary endpoint: PFS
Secondary endpoints: response rates; DOR; TTP; OS; Qol; safety r r

,r..flJ

Paul G. Richardson, MD

Let's talk about this idea of transplant. We had a long discussion earlier about not intended
for transplant. Here, we have the phase Ill randomized study.

Looking at, | really don't think of it as a transplant versus no transplant, but more as an
early versus delayed transplant trial using RVD induction and patients being randomized to
RVD versus RVD followed by transplant, followed by RVD consolidation, and both arms
getting lenalidomide maintenance until disease progression.
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Primary Endpoint: Progression-free Survival (PFS)

Probability of progression-free survival

Events — no. (%) Median PFS, months (95% Cl) S-year PFS, % (95% Cl)
024 _ Rvd-alone 189 (52.9%) 46.2 (38.1-53.7) 41.5 (35.7-47.2)
- RVd+ASCT 139 (38.1%) 67.5 (58.6-NR) 55.6 (49.4-61.3)
HR 1.53 (1.23-1.91), p<0.0001
0 T T T T T T T
0 12 24 36 48 60 72 84
Time from randomization (months)
Patients at risk
RVd-alone 357 250 187 160 126 96 60 40
RVd+ASCT 365 276 226 191 160 118 7 42

Cl, confidence interval; HR, hazard ratio; Data cut off: 12/12/21 - r r I
Paul G. Richardson, MD

The primary endpoint of the DETERMINATION study was progression-free survival, and you
could see that it was clearly met with an improved progression-free survival of 67 months
in the autologous transplant arm.
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]
PFS by Stratification Factor — Cytogenetic Risk

Events -no. (%)
— RVd-alone 37(86.1)
28(42.4)

0 survivi

Probabilfy of progression-lree survival

Probability of progression-ire

- RVd-alone 135(50.4)
-~ RVd+ASCT 103(37.6)
L) T T T T T o T T T
36 a8 60 72 84 o 12 24 60 84

36
Time from randomization (months) Time from randomization (months)

Patients at risk Patients at risk
Rvd-alone 268 197 156 134 108 8
175 151 12

Rvdalone 66 £

RVA+ASCT 66 RVA+ASCT 274 2

3 50 3
45 a7 20 24 16 12 8 12 6 o4 58 ol
Median PFS, months RVd-alone RVd+ASCT Median PFS, months RVd-alone RVd+ASCT

High-risk 17.1 55.5 Standard-risk 53.2 823
HR 1.99 (95% Cl 1.21-3.26) HR 1.38 (95% Cl 1.07-1.79)

-rrfrl

Paul G. Richardson, MD

If you look at cytogenetic risk, and again, back to our initial point of risk stratification, you
can see even more so for those high-risk patients, transplant seems to benefit them with a
PFS of 55 versus 17 months only in the RVD alone arm. Even in standard-risk patients, you
could see a benefit again in terms of PFS to early transplant.
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MRD/PFS by MRD Status

Preliminary analysis 7 MRD- status 5-year PFS, % HR (95% CI)
—— RVd-alone 59.2
0.91 (0.46-1.79)
_ o8 RVd+ASCT 53.5
3
E
108 RVd-alone, 90 RVd+ASCT H
patients with samples from £ oed
start of maintenance H
H
5 04
z
H
Rate of MRD-negative status g
(NGS, 10°%): 02 MRD+ status Median PFS, months HR (95% CI)
. RVd-alone 334
39.8% vs 54.4% 1.67(0.98-2.85)
RVd+ASCT 50.6
0Odds ratio 0.55 (unadjusted H A M - - - A - - -
95% Cl 0.30-1.01) Pationts at isk Time since startof
e RVd-alone, MRD- 43 37 33 28 2 16 1" 5 1 o
= RVA+ASCT, MRD- 40 47 37 32 25 19 13 3 3 o
e RVd-alone, MRD+ €5 39 32 25 15 14 10 3 o o
——— RVA*ASCT,MRO+ 41 52 % 2 s " 6 2 2 1)

Paul G. Richardson, MD

If you look in terms of this idea of getting a deep remission, that holds true as well. The
patients who became MRD-negative seem to have the longest PFS. One could argue that
that holds true, whether or not you get a transplant for sure. My bias would be your chance
of becoming MRD-negative is certainly higher in the transplant arm versus the non-
transplant arm.
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DETERMINATION: Key Findings

Addition of ASCT to triplet induction and lenalidomide

. " ) Practice-informing:
maintenance to progression results in:

o Highly significant increase in PFS, with improvement in median ¢ Confirms overall PFS benefit with early ASCT in first-line setting,

of over 21 months esp. high-risk; reaffirms ASCT as a standard-of-care
¢ Similar OS after a median follow-up of 76 months ¢ Demonstrates clinical benefit of maintenance until progression
* Similar ORR and rates of > VGPR and > CR (IMWG criteria) by and confirms this as standard-of-care
central response review committee * Supports personalized approaches, with no OS difference to
o Higher rate of MRD-negative responses in preliminary data date, and option of keeping ASCT in reserve for selected patients
from start of maintenance ¢ Endorses potential of MRD negativity to guide decision-making
e Higher toxicity rates; transient, clinically meaningful decrease * Outlir}es.comparative thicity, BauE and Io_ng-termf as well as
in QoL during transplant, then improvements from baseline Qol findings t? further inform patient choice, provider
throughout maintenance recornmendatmns ; ;
» No overall difference in rate of second primary malignancies, * Provides context for emerging quadruplet regimens
but higher incidence of AML/MDS incorporating monoclonal antibodies and next-generation

novel therapies

AML, acute myeloid leukemia; CR, complete response; IMWG, International Myeloma Working Group; MDS, myelodysplastic syndromes; _r r l
ORR, overall response rate; OS, overall survival; PFS, progression-free survival; QoL, quality of life; VGPR, very good partial response. r r l
Paul G. Richardson, MD

This is a summary slide from the ASCO presentation by Dr. Richardson in regards to the
DETERMINATION key findings that it met the primary endpoint of an overall progression-
free survival benefit with early transplant and the upfront setting. To remind you, this study
used lenalidomide until disease progression, and this continued to support that idea.
Though that may be one area where the field is continuing to evolve. To acknowledge,
there is no overall survival difference right now with a median follow up of 76 months.
Nonetheless, | would purport that one, this trial was not designed for that, it was designed
for PFS. Number two, survival of myeloma patients is continuing to improve and evolve,
and demonstrating OS benefits is much more challenging and may not necessarily always
be what drives our decision-making process. | would also point out the important point
that there was no difference in the overall rate of second primary malignancies in both
arms. There was a slightly higher incidence of AML MDS in the transplant arm. Overall, that
rate was not statistically significantly different. Again, another area where the field's
evolving in terms of trying to understand who is at higher risk for getting these second
malignancies and the idea of CHIPs, for example, at baseline may also help guide our
therapy.
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KlIs the New V
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Now, of course, the field doesn't end there. VRd was the gold standard when this trial was
done. That's rapidly evolving and one could argue that K is the new V now.
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FORTE Trial Design

Induction

4 x 28-day cycles Consolidation

4 x 28-day cycles

[Arm A: KCd (n=159)

K: 36* mg/m:d 1-2, 8-9, 15-16 Arm A: KCd (n=159) 20 o

[BEED AT, 6 25 (same as induction) progression or intolerance
d: 20 mg d 1-2, 8-9, 15-16, 22-23

474 NDMM,
transplant-eligible,
younger than 65
years

Arm B: KRd (n=158)

K: 36* mg/m?d 1-2, 8-9, 15-16
R:25 mgd 1-21

d: 20 mg d 1-2, 8-9, 15-16, 22-23

Arm B: KRd (n=158)
(same as induction)

Mobilization

KR

K: 36 mg/m2d 1, 2, 15, 16
up to 2 years'

[Arm C: KRd (n=157) . R: 10 mg d 1-21 until

K: 36* mg/m2d 1-2, 8-9, 15-16 Arm C: KRd Arm C: KRd (n=157) progression or intolerance
R:25d1-21 i(ljsslt:i:;) (same as induction)
d: 20 mg d 1-2, 8-9, 15-16, 22-23

4 x 28-day cycles

Second randomization (1:1)

)
o
2
c
2
=3
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N
£
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*20 mg/m? d 1-2, cycle 1 only
K 70 mg/m?2 d 1, 15 every 28 days up to 2 years in patients that have started the maintenance treatment from 6 months before the r r I

approval of Amendment 5.0 onwards " r r I

Gay F, et al. Lancet Oncol. 2021;22(12):1705-1720.

We certainly have data from Dr. Gay and colleagues in terms of the FORTE study looking at
KRd plus or minus transplant. You could see certainly KRd superior to KCd.
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Overall Survival: Random 1 and Random 2

KRd plus ASCT vs. KCd plus ASCT: HR 0-66, 95% Cl 0-39 - 1-11, p=0-11 Carfilzomib plus lenalidomide vs. lenalidomide alone:

KRd12 vs. KCd plus ASCT: HR 0-7, 95% CI 0-42 - 1-17, p=0-17 HR 0-54, 95% CI 0-26 - 111, p=0-095
KRd plus ASCT vs. KRd12: HR 0-94, 95% CI 0-54 - 1:63, p=0-81 100 -
100
75
75 R
S 50 I
3
T Events Median Total =
3 — KRAplusASCT 24 NR(NRNR) 158 $ Events Median  Total
25 { = KRd12 26 NR (NR-NR) 157 2% - ‘Ceir:“izzwizeplus " NR (NR-NR) 178
— KCdplus ASCT 35 NR (NR-NR) 159 > o
00 0
¢ " 20_ * 5 7 “ % = 0 10 20 30 40
Time sinoe fstandomisaon (nonts) Time since second randomisation (months)
158 (0) 151 (1) 141(5) 136 (8) 129 (14) 74 (64) 7(127) CE R lrakdoiis
KRd12 157 (0) 147 (6) 142(7) 135 (8) 128(12) 80(54) 8(123) e :;g}ai :;‘;:g: 122% ::21(2?{ :g:::é)'
CT 159 (0) 148(1) 139(5) 127(7) 11 (17) 64(60) 8(116)

Number at risk (number censored) Number atrisk (number censored)

Random 1, tirst randomization (induction/consolidation treatment); Random 2, second randomization (maintenance treatment);

0S, overall survival; ASCT, autologous stem-cell trasplantation; K, carfilzomib; R, lenalidomide; C, cyclophosphamide; d, dexamethasone; r r I
KCd_ASCT, KCd induction-ASCT-KCd consolidation; KRd_ASCT, KRd induction-ASCT-KRd consolidation; KRd12, 12 cycles of KRd; p, P-value; -

KR, carfilzomib-lenalidomide maintenance; R, lenalidomide maintenance; HR, hazard ratio; Cl, confidence interval; p, p-value. r r I
Gay F, et al. Lancet Oncol. 2021;22(12):1705-1720.

There was a second randomization in this study to KR versus R, same theme here that OS is

not different, but this is relatively early follow-up. Certainly, there was a PFS benefit to the
KR arm.
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Gain and Ampl 1q

Random 1 Random 2

Gain 1q

Progression-free survival

284 342

20 EY 40
Months

vs. KCd_ASCT: HR 0.35, p=0.001
vs. KRd12: HR 0.45, p=0.02
KRd12 vs. KCd_ASCT: HR 0.78, p=0.38

20
Months

Months *
vs. KCd_ASCT: HR 1.16, p=0.72
vs. KRd12: HR 0.87, p=0.73
KRd12 vs. KCA_ASCT: HR 1.34, p=0.46

Gay F. ASCO 2021.; Mina R. EHA 2021.

KR vs. R: HR 0.54, p=0.07

KR vs. R: HR 0.83, p=0.72

30

Especially in those challenging patients, the high-risk groups. Those who had gain of 1qg. In
terms of 17p, the one group that remains the big challenge was amplification of 1qg. Four or
more copies. Even those patients did not seem to benefit from the KR versus R
maintenance. Again, suggesting we still have room to think about newer therapies for

these very high-risk patients.
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GRIFFIN: Phase 2, Randomized, Open-Label Study of
Dara-RVd vs VRd in Transplant-Eligible NDMM

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

DETEE

Dara-RVd .
maintenance

Key eligibility criteria Dara-Rvd

*NDMM
*18-70 years

«Transplant eligible
*ECOG score <2
*CrCl 230 mL/min

mN-200225>»>

R maintenance

T
R
A
N
S
P
L
A
N
T

Cycles: 21 days Cycles: 21 days Cycles: 28 days

Primary end point: sCR rate after consolidation

[rrl

Laubach J.L. et al. Abstract #79. Presented at the 2021 American Society of Hematology Annual Meeting, December 11, 2021. ““J

Now, Dr. Usmani talked about quadruplet induction in the non-transplant setting. Here, we
have it in the transplant setting with the GRIFFIN study, dara-RVd versus RVD, a phase Il
randomized study.
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Patients, %

100
12
EX B
b
20 52%
2CR:
64 81%
60
40

GRIFFIN: Responses Deepened Over Time

sCR, P=0.0079*
2CR, P = 0.0005°

2CR:

83%

. NP
13% 2 2CR: SCR
42% 2CR: :
46 59% 60%

i
w
[
N

HMscrk Bk MvePrR PR SD/PD/NE

PR=partial response; SD/PD/NE=stable disease/progressive disease/not evaluable. Data are shown for the response-evaluable population.
Laubach J.L. et al. Abstract #79. Presented at the 2021 American Society of Hematology Annual Meeting, December 11, 2021.

20 A 35
13 & 14 14
0 4 2 8 8 8 8
End of End of At 1 year of End of End of At 1 year of End of
induction®  consolidation® maintenance® induction® consolidation® maintenance® study®
D-RVd Rvd

Mscr Mcr VGPR PR SD/PD/NE

* Rates of 2 CR improved over time and the deepest responses occurred at the end of study maintenance
* At all timepoints, response rates for D-RVd were consistently higher versus Rvd

I

s

You can see that the quadruplet arm had a much higher response rate and even more
importantly greater depth of response. Those responses deepened over time.
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GRIFFIN: PFS in the ITT Population

3-year PFS rate 4-year PFS rate

87.2%

* Median follow-up: 49.6 months 1:2 'w 89.0%
80

* Median PFS was not reached in
either group

70 A 80.7%
60 -
50

AhdcA  D-RVd

d—=sssem—o—o Rvd
70.0%

* PFS was longer for D-RVd/D-R versus
RVd/R, with a clinically meaningful
55% reduction in the risk of disease

40
30 A

% surviving without progression

2HR and 95% Cl from a Cox proportional hazards model with treatment as the sole explanatory variable and stratified with ISS staging
(I, 11, and 11I) and baseline CrCl (30-50 mL/min or >50 mL/min) at randomization.

Laubach J.L. et al. Abstract #79. Presented at the 2021 American Society of Hematology Annual Meeting, December 11, 2021.

20 4
progression or death 104 HRO045(e5%CI021095)
P=0.0324°

ot

* The separation of the PFS curves 0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
ime, month:
occurred beyond 1 year Novat ik Time, months

. Rvd 103 93 77 72 70 68 63 61 59 53 51 46 42 39 35 33 25 12 3 3 0

Of malntenance D-RVd 104 98 94 90 90 8 8 8 8 8 79 68 59 58 56 54 45 23 12 3 [

arur

An HR <1 indicates an advantage for D-RVd. P-value is based on the log-rank test stratified with ISS staging and baseline CrCl at randomization. r r l

Now, we also have a progression-free survival benefit for the quadruple arm compared to
the triplet RVD arm at 87% versus 70%, suggesting, at least in my mind, that the majority of

patients, we are now moving towards a quadruplet-based induction.
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Final Analysis of Griffin Among Clinically Relevant Subgroups

A. DRV Rvd B. — S
—_— Median Median
MRD negativity (10°), n/N (%) Odds ratio (35% C1) wN  PFS mo) n/N  PFS (mo) Mazard ratio (95% Cf)

ITT (overall) 67/104 (64.4) 317103 (30.1) L ores 4.23(2.35-7.62) ITT (overall) 1o NR 187103 NR [ - 0.45(0.21-0.95)
Age 265 years 19728 (67.9) 5/26(17.9) E r—— 9.71(2.78-33.92) Age 265 years 228 NR 528 NR l—.—éﬁ 0.29(0.06-1.48)
85 stage Il diseasa 1014 (71.4) 514 (35.7) -:—.— 450(0.91-22.15) 155 stage Il disease 214 NR 614 331 '_'_E' 0.23(0.05-1.13)
High cytogenetic riske 16 (43 8) 414(288) Ce o 1,94 (0.42-8.92) High cytogenetic risk® 5118 NR 514 361 '—O—i—* 0.54(0.15-1.88)
Revised high cytogenetic risk" 23142 (54.8) 12737 (32.4) i—H 2.52(1.01-6.32) Revised high cytogenetic risk® 742 NR 10437 479 —e—] 0.38(0.14-1.01)
gain‘amplq 2134 (61.8) 8/28 (28.6) El—'—‘ 4.04(1.38-11.81) gaivamplq 6/34 NR 8 479 l—0—54 042(0.14-1.27)
1 HRCA 1732 53.1) 1/28(37.9) e 1.85(0.67-5.15) 1 HRCA 3w MR 829 479 e : 0.19(0.05-0.75)
22 HRCA 610 (60.0 18 (125) é—-—b 10.50 (0.91-121.39) 22 HRCA® 4n0 338 n NR —l— 1.65(0.30-9.18)
gain‘amplq + 1 HRCA 619 66.7) 06 1 NE (NE-NE) gainfamp1q + 1 HRCA' w9 28 387 —— 0.81(0.15-4.47)

e mai i | .

0.1 1 10 100 01 1 10

— —

RvVd better  D-RVd better D-RVd better RVd better

A. MRD-negativity (10°%) B. PFS in clinically relevant subgroups

MRD=minimal residual disease; ISS=International Staging System; HRCA=high-risk chromosomal abnormalities; Cl=confidence interval; NE=not evaluable; PFS=progression-free survival; D-
RVd=daratumumab plus lenalidomide/bortezomib/dexamethasone; RVd= lenalidomide/bortezomib/dexamethasone; NR=not reached.

aHigh-risk cytogenetics are defined based on FISH testing as 21 of the following: del17p, t(4;14), or t(14;16).

bRevised high-risk cytogenetics are defined based on FISH testing as 21 HRCA: del17p, t(4;14), t(14;16), t(14;20) or gain/amplq (23 copies of chromosome 1g21).

°HRCA include chromosomal abnormalities per the revised definition.

Chari, A et al. Blood. 2022;140 (Suppl 1):7278-7281. https://doi.org/10.1182/blood-2022-162339

| think this is the other big question has always come out is the idea in terms of subgroups,
especially those high-risk subgroups, and there does seem to be a benefit for that
qguadruple in those high-risk patients, including those with 1g abnormalities. Again, | think
the same concept we've been seeing with CD38 antibodies, it can help improve outcomes
for high-risk patients, but it can't bring them back to the same as standard risk.
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GMMG-HD7: Study Design

* Open-label, randomized, multicenter phase 3 trial
Induction (3 x 6-Wk Cycles) Maintenance (4-Wk Cycles)

Isatuximab 10 mg/kg*
Bortezomib 1.3 mg/m?"

Isatuximab 10 mg/kg* +

Lenalidomide 10 - 15 mg®
Dexamethasone 20 mgll

Lenalidomide 25 mg"

Data cutoff: April 2021.

* Secondary endpoints: CR after induction, safety
*  MRD negativity assessed after cycle 3, HDT, 12 mos, and 24 mos as well as at end of study

Goldschmidt H. Abstract #463. Presented at the 2021 American Society of Hematology Annual Meeting, December 12, 2021.

*  Primary endpoint: MRD negativity at end of induction (NGF, sensitivity 107) stratified according to R-ISS

Adults with NDMM / Dexamethasone 20 mg’
who are eligible for HDT 3yr
HDT and ASCT ASCT or PD
(N = 662) \ Bortezomib 1.3 mg/m? AW
Lenalidomide 25 mg Lenalidomide 10 -> 15 mg®
Dexamethasone 20 mg" Dexamethasone 20 mgll
(n=329)

*Cycle 1: D1, 8, 15, 22, 29; cycles 2-3: D1, 15, 29. *Cycle 1: D1, 8, 15, 22; Cycles 2-3: D1, 15; Cycle 4+: D1.
"Bortezomib D1, 4, 8, 11, 22, 25, 29, 32; lenalidomide Days 1-14 and 22-35; SDays 1-28. Increase dose to 15_ mg after 3 mos
dexamethasone D1, 2, 4,5, 8, 9, 11, 12, 15, 22, 23, 25, 26, 29, 30, 32, 33. Ipexamethasone D1, 8, 15, 22 in C1.

[

rl
(0]

Of course, that is not the only anti-CD38 antibody there. We also have isatuximab. Here, we

have the GMMG-HD7 study of isatuximab-RVD versus RVD.
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. Ll .o .o .o
GMMG-HD7: MRD Negativity (Primary Endpoint) and
L]
Response Rates at End of Induction
Patients with MRD Negativity at End of Induction Response Rates at End of Induction
OR 1.83 (95% Cl 1.34-2.51) W Isa-Rvdt Rvd P=.02*
60 - _ P <.001*
50.1% P<.001* 100 ———  90.0% 83.6%

50 A 80 4 77.3%
s 35.6% = p=.15 60.5%
g i £ 60l peoae '
[ v
£ 0, 5 wl™ ALT% 362%
5 20 g 24.2% 21.6%

il

0 - T 0- T T T T
Isa-VRd VRd CR 2nCR 2VGPR 2PR
(n=331) (n=329)
Not assessable/missing* MRD status low: Isa-VRd, 10.6%; VRd, 15.2% * Significant increase in 2VGPR with Isa-VRd
 Significant increase in ORR

*Due either to loss to follow-up, missing bone marrow samples, or technical failures in measurement counted as nonresponders. -rrrrl I
Goldschmidt H. Abstract #463. Presented at the 2021 American Society of Hematology Annual Meeting, December 12, 2021.

You see a same similar theme in terms of higher rates of response and deeper responses in
the quadruplet arm at 50% MRD negative at the end of induction versus 35% in the VRd
arm alone.
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Pts with 1 cycle (4 wks). NDMM patients

time point after 3 induction cycles I-KRd X 4
"Dose adaption of lenalidomide according to renal function
*20 mg in patients 275 years

Weisel K, et al. J Clin Oncol. 2020;38(15_suppl):8508.
Trial information available at www.clinicaltrials.gov: NCT03104842.

High-Risk MM: GMMG CONCEPT: Isa-KRD

Pts with 1 cycle (4 wks):

of MM treatment | ! of MM treatment |

lsa-KRd Induction o IR
Cycle 1 rm v = 3 5 % v Arm B
Isatuximab 10 mg/kg day 1, 8, 15, 22 N=117 High-risk disease N=36
Carfilzomib 20 mg/m? day 1, 2 | ligibl d 1 lant-ineligibl d 570
Carfilzomib 36 mg/m?day 8, 9, 15, 16 Transplant-eligible and <70 yo ransplant-ineligible an yo
Lenalidomide* 25 mg day 1-21 1 N v
Dexamethasone' 40 mg* day 1, 8, 15, 22 I-KRd X 6 del 17p or '(‘?;14) or I-KRd X 6

+1q21 (>3 copies) + 1SS2/3
Cycle 2-6
Isatuximab 10 mg/kg day 1, 15
Carfilzomib 36 mg/m2day 1, 2, 8, 9, 15, 16 Mobilization
Lenalidomide’ 25 mg day 1221 | Mobilization |
Dexamethasone* 40 mg* day 1, 8, 15, 22 MEL200 + ASCT @E
28-day-cycle

MEL200 + ASCT (if no CR)
*Cy-based mobilization was moved in an amendment to

I-KRd X 4

T

[l

&0

| think this is the one that | find the most interesting because it puts it all together in

regards to using KRd and using an anti-CD38 antibodies. Isatuximab-KRd in the German

CONCEPT study, there's both a transplant arm and a non-transplant arm using, again,

intensive induction, intensive consolidation, and intensive maintenance as you can see

here.
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* All evaluable patients: n=50
100

* > VGPR: 90%; CR/sCR: 46% 90
— Arm A: 41/46 > VGPR 80
g 70
— Arm B: all (n=4) VGPR 2 60
c
. . S 50
* Arm A: MRD-assessment in 33 patients & a0
during induction 30
— 20 patients MRD negative 20
10

— 11 patients MRD positive

— 2 not assessable

Results of MRD assessments after induction treatment are not reported and available yet.
Leypoldt LB, et al. Leukemia. November 3, 2021 [Online ahead of print].

ISA-KRD: Results Post Six Induction Cycles

100% ORR (2PR)

40

44

Best response during induction

msCR
CR
VGPR
m PR

arar

.LEIJ

What you see is a small numbers of patients in the early paper, 50 patients, but a 100%
response rate with 90% of patients getting a VGPR or better.
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100
75+
50

25+

Progression-Free Survival

* 12-month PFS: 79.6% (68.3%; 90.9%)
* 24-month PFS: 75.5% (63.5%; 87.6%)

Median follow-up: 24.9 months

Progression-Free Survival

Subjects:

0 10 20 30
Time Since Inclusion in Months

50 48 44 40 39 34 2517 9 6 1

Planned Interim Analysis of the GMMG-Concept Trial Updated
Progression-Free Survival to be Reported at ASH December 11, 2022

Leypoldt LB, et al. Leukemia. November 3, 2021 [Online ahead of print].

[
(0]

This trial initial PFS was very encouraging, 79% at 12 months.
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- ...
ISA-KRD: Planned Interim Analysis of the GMMG-CONCEPT Trial

Interim analysis (I1A) of the primary endpoint MRD negativity after consolidation for TE-patients and the
corresponding final analysis of transplant non-eligible (TNE) patients
All evaluable patients: n=125

TE —ITT Population: MRD assessment (n=93)

*  67.7% (n=63) MRD negative

*  3.2% (n=3) MRD positive

*  24.7% (n=23) time point not reached

* 4.3% (n=4) missing

* 4 patients not assessable, 2 patients did not start

TNE-ITT Population: MRD assessment in 24 patients

*  54.2% (n=13) MRD negative

* 0% MRD positive

*  45.8% (n=11) time point not reached

rrl

The primary endpoint was significantly reached in both study arms (P=0.0004 for TE-ITT-IA and P=0.012 for TNE-ITT) r r l
Weisel K, et al. ASH 2022. Abstract 759.

This trial's going to be updated at ASH this year. This is what we know so far from the
abstract that's been released, that in the transplant population now, we have a 68% MRD
negative rate and 54% in the non-transplant population.
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-
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g !

ISA-KRD: Results Post Consolidation
Planned Interim Analysis of the GMMG-CONCEPT Trial

I . U
Overall Response Rate 94% (n=94)

>CR 72.7% (n=72)

VGPR 18.2% (18)

PR 4% (n=4)

PD 1% (n=1)

Time point not reached 4% (n=4)
- [MEmT@=26) |
>CR 57.7% (n=15)

VGPR 30.8% (n=8)

Unknown 3.8% (n=1)

Time point not reached 7.7% (n=2)

Weisel K, et al. ASH 2022. Abstract 759.

5

An overall response rate 94% in the transplant-eligible population.
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]
Planned Interim Analysis of the GMMG-CONCEPT

Trial: Safety Analysis

* |n total, 85.2% (n=104) developed > grade 3 treatment-emergent adverse
events (TEAEs)

* Serious TEAEs occurred in 64.8% (n=79) of patients

* TEAEs leading to discontinuation of study treatment occurred in 5 patients

arur

N=122 r rl

Weisel K, et al. ASH 2022. Abstract 759.

What we're really waiting for is in regards to the PFS, and they've left that as a teaser that
they're going to present the updated PFS results at the ASH meeting.
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Goals of Therapy

Deep

Stop Therapy

Response Long

Remission

-rrfrl

We certainly will await that, but | would say that one can see here that quadruplet

induction helps us get closer to our goal of a deep response and hopefully a long response.

Ultimately, we also want to stop therapy.
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Daratumumab, Carfilzomib, Lenalidomide and Dexamethasone
(Dara-KRd), Autologous Transplantation and MRD Response-
Adapted Consolidation and Treatment Cessation-Final Primary
Endpoint Analysis of the MASTER Trial

Luciano J. Costal, Saurabh Chhabra?, Natalie S. Callander, MD3? , Eva Medvedova®, Bhagirathbhai Dholaria®,
Rebecca Silbermann?, Kelly Godby?, Binod Dhakal?, Susan Bal, Smith Giri!, Anita D’Souza?, Timothy Schmidt3, Aric
Hall3, Pamela Hardwick?, Robert F. Cornell®, Parameswaran Hari?

1- University of Alabama at Birmingham; 2- Medical College of Wisconsin; 3- University of Wisconsin at Madison;
4- Oregon Health and Science University; 5- Vanderbilt University

COMMIT- Academic Consortium to Overcome Multiple Myeloma through Innovative Trials

We have the MASTER study of using MRD to help guide us in regards to stopping therapy.
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Treatment

Dara-KRd

* Daratumumab 16 mg/m? days 1, 8, 15, 22 (days 1, 15 C 3-6; day 1 C >6)
* Carfilzomib (20) 56 mg/m? Days 1, 8, 15

* Lenalidomide 25 mg Days 1-21

* Dexamethasone 40 mg PO Days 1, 8, 15, 22

Induction Consolidation Consolidation
—_— - - - — =p Lenalidomide
Dara-KRd x 4 AHCT Dara-KRd x 4 Dara-KRd x 4 Maintenance
< \ < \
s 2 bXcd X4
* + [ MRD () +  |"MRD(-) +  |2"MRD ()
2 Q (<10) o (<10%) Q (<10°%)
= = S =
ic; MRD assessment by NGS ”MRD-SURE” -Treatment-free observation and MRD surveillance*
*24 and 72 weeks after completion of therapy MASTER triaI

Very intensive induction, daratumumab KRd transplant, daratumumab KRd consolidation,

and then lenalidomide maintenance with MRD at multiple time points. | do point out that
the MRD is to 10~.
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Best IMWG Response by Phase of Therapy (ITT)

33%

63%

67%
84% &

36%

25%
2% ﬁ -
Post Induction Cycle 2 Post induction Cycle 4 Post Transplant MRD-Adapted Consolidation

mSD H PR B VGPR OCR OsCR

N=123
MASTER trial

You can see that certainly with this intensive regimen, you get very high response rates and
high depth of response as well, 98% of patients' VGPR are better by the time they get to
consolidation.
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Progression-Free and Overall Survival
: S HRER ] 1 HRCA |
g — OHRCA L
0.8] 0 HRCA 05
E 3 2+ HRCA
- 06| Ultra-high ris|
H H {Ultra-high risk)
H 2+ HRCA 3
g 0.4 (Ultra-high risk) 8 04
0.2 0.2|
P<0.001 P=0.003
0.9 6 12 18 24 30 005 5 12 18 24 30
Months Months
No. at risk: Rk ks
OHRCA 50 a9 46 36 27 10 OHECA: S50 - "G % 29 1
1HRCA 24 “ 3% o e 2 1HRCA 44 4 36 0 2 9
2¢HRCA 24 2 19 12 7 2 S P 2 15 - 5 3
0 HRCA 91% 0 HRCA 96%
2-year PFS 1 HRCA 97% 2-year OS 1 HRCA 100%
2+ HRCA 58% 2+ HRCA 76%
HRCA = gain/amp 1q, t(4;14), t(14;16), t(14;20) or del(17p) MASTER trial

You can see that certainly a very encouraging progression-free survival in patients with zero
or one high-risk cytogenetic abnormality.

Challenging still in regards to those ultra high-risk patients with two or more high-risk
cytogenetic abnormalities.
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* 84 patients achieved MRD-SURE
* Median follow up in MRD-SURE: 14.2 mo.

* Risk of MRD resurgence or progression
12 months after treatment cessation

- OHRCA-4%
- 1HRCA-0%
- 2+ HRCA-27%
* None of patients entering

MRD-SURE died from
MM progression

HRCA = gain/amp 1q, t(4;14), t(14;16), t(14;20) or del(17p)

MRD-SURE

Cumulative incidence of MRD resurgence or progression

o]

0.8

of MRD
o
=

Progression

2+ HRCA
(Ultra-high risk)

! 0 HRCA
P=0.001 S
. 1 HRCA

No. at risk:
0 HRCA 33
1HRCA 36
2+ HRCA 15

6

31
24
23

12 18
Months

23 12
21 14
5 0

MASTER trial

| think this is probably the most important point of this to me is even if you become MRD
negative in a high-risk cytogenetic, ultra high-risk patients, unfortunately, stopping therapy
in that group of patients, they have a very high rate of MRD resurgence or progression. It
says that for that group of patients, we still need to think about new treatment approaches.
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MASTER-2 (NCT05231629 )

Induction Intensification Consolidation Maintenance
Dara-R
g - 5
e iz
78 w2 1 3
aE) E <_ /. MRD (-) randomization a e
& 8 PN b s MRD2 and
N e~ l l MRD3 <10
1 Dara-R
: ® —> x 13 cycles l
1
LETERV L] ' -
x 6 cycles
£ 2 recours [ Siecons = M VST
Arm M é‘ '»o\) (, I x3 cycles >
g N\)Q N‘“ ; £ (I
3 MRD (+) randomization ) E e
S 2
P
R ) (Otherwise soc
\ ara-| » N
LT L amerance
~—

-
MRD assessment by ClonoSEQ® r r |

*MRD-SURE — Treatment-free observation and MRD surveillance

Here is one of the teasers of one of the proposed new treatment approaches. The MASTER
2.0 which you can see here, is now incorporating T-cell engagers as part of that
consolidation approach. Again, interesting, and we'll see the future of how that may

influence us being able to stop therapy.
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Outcomes of MRD-Adapted Treatment Modulation in Patients
with NDMM Receiving Dara-KRd and Autologous Transplantation:
Extended Follow-up of the MASTER Trial

A PFS — All Patients (N=123) B PFS - Patients in MRD-SURE (N=84)
o 8
g = _, OHRCA
— O
52 .gﬁ’ 1HRC
£” 3e
22 ] 2
go & 2+ HRCA
o g9 P=0.008
23 ] o =U.
g ; P<0.001 2+ HRCA gc
<) S o
2o o
e e No Ongoing Treatment >
g 3
St 2comecutve MU0 L o 5w g
) 0 ® 12Mnnt:12 fromzénse( ngTrelmaesnt “ @ Nh:r:l.;::::risk Months from MRD-SURE
i oz o2 o2 s oz o= oo FEEEE-IE I A
i - S I S - 2HRCA 5 W4 2 7T 3 1 0
HRCA = gain/amp 1q, t(4;14), t(14;16), t(14;20), del(17p)

This is the extended follow up from the MASTER studies showing the same idea, again, that

the two more high-risk genetic abnormalities still have a very much lower PFS even in those

who become MRD negative.
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PERSEUS: A Phase 3 Study Comparing D-VRd vs VRd in
Patients Transplant-Eligible NDMM: Ex-US Study

Phase 3, Randomized, Multicenter Study

Key Inclusion VRd VRd
Criteria V: 1.3 mg/m?SC V: 1.3 mg/m?SC
8,11 , 11

1-21

« Transplant-eligible PO D!
0 mg PO D1-4, 9-12

NDMM
« Age 1870 years
+ ECOGPS <2 >
positive D-R until PD.

1:1 Randomization (N=690)

4 Cycles of 28 days

Primary Endpoint . PFS

Key Secondary * MRD . PFS2
Endpoints . ORR . 0s

*Patients with a post-ASCT recovery period >12 weeks off DARA SC should restart DARA SC Q2W for 2 cycles, then Q4W thereafter.
*If >1 year of sustained MRD negativity, restart DARA SC (QW for 8 weeks, Q2W for 16 weeks, Q4W thereafter) at the time of loss of MRD

negativity or relapse from CR.

C, cycle; CRAB, calcium, renal, anemia, bone; D, daratumumab; d, dexamethasone; D#, day; MM, multiple myeloma; PD, progressive disease; r r I
QW, every week; Q2W, every 2 weeks; R, lenalidomide; SC, subcutaneous; V, bortezomib. r r I
Sonneveld P, et al. ASCO 2019. Poster presentation. Abstract TPS8055. NCT03710603.

We still are interested, though, in stopping therapy. We have the PERSEUS study.
We're waiting to get a readout on that. The primary input was PFS. The interesting
part of this study was the randomization to Rev (lenalidomide) or daratumumab,
Rev maintenance. Then MRD assessment, and then patients being able to come off
of at least the daratumumab but maintained on both arms, maintained on Rev to
see at least if you can deescalate. It doesn't completely stop therapy, but again,
another idea of using MRD to help guide our therapy.
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DRAMMATIC: SWOG $1803

Lenalidomide (L) (N= 475) + Continue L
Key eligibility \ M—
+ First Registration: Study-Entry Cycle 13 Cycles 4+ R : —_—
+ Symptomatic multiple myeloma _ . D N Continue L
requiring systemic therapy R Lenalidomide 10 mg PO Lenalidomide 15 mg, if __> D
prior to induction therapy and A tolerated 0 st
M1 oplL
ASCT A
* Age 18-75 ) . Lenalidomide + Daratumumab (LD) (N = 475) s ‘1
+ Zubrod Performance Status 0- D s E
2 0 Cycle 1-3 > Cycles 4+
+ Second Regis\_lra!inn: Eligibility M e E + 3 Continue
+ Lenalidomide REMS I 1 Lenalidomide 10 mg PO Lenalidomide 15 mg, if S — LD
requirements z tolerated M
« Lab normalization E AT Tie
+ ASCT related toxicity grade < 1 € )
« Third Registration: Second N
Randomization N =950 Daratumumab 16 mg/kg Daratumumab D1 only T 7 Stop LD
* Received 2 yr maintenance IV D1, 8, 15, 22
* MRD results 106

Primary endpoint

* Overall survival (OS) and will be compared between patients randomized to L vs LD

ULe
Peter Voorhees

Then the SWOG, a dramatic study, in fact does stop therapy. Patients get any induction, get
a transplant, get randomized to lenalidomide, daraumumab or lenalidomide alone. At two
years, they have another MRD assessment. Those patients who are MRD negative are
randomized to either continuing or stopping therapy on their assigned arm. This, it would
say, in a true randomized fashion will help us answer this question about can you stop
therapy if you get a deep response?
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Physicians . Scientific faculty and BMT nurse coordinators Non-Hematology Members

business/development support Patholo;
Stephen Forman, M.D., FA.C.P. Amy Albanese, R.N. Michelle Afkhami, M.D.
Scott Goldsmith, M.D. Jonathan Keats, Ph.D. Chris Ferri, R.N. Patricia Aoun, M.D., M.P.H.
Myo Htut, M.D. Flavia Pichiorri, Ph.D. Linda Seymour, R.N. Young Kim, M.D.
Murali Janakiram, M.D. John Williams, Ph.D lleana Robinson, R.N.
Nitya Nathwani, M.D. Xiuli Wang, M.D., Ph.D. Mona Shroff, R.N. Pharmacist
Steven Rosen, M.D. Sofia Wang, Ph.D. Sepideh Shayani, Pharm.D.
Michael Rosenzweig, M.D., M.S. Alex Pozhitkov, Ph.D.
Firoozeh Sahebi, M.D. Li D!.u, I?hAD‘ Operational staff

Dori Triplett, M.P.H.

James Sanchez, Ph.D. Anju Nair, MS, CCRP Statisticians

Ann Morales, M.S., C.C.R.P. Dani Caruso, MS, CCRP Joycelynne Palmer, Ph.D.

Ally Mardiroos Dolatabadi, B.S. Arnab Chowdhury, Ph.D.
Olga Ambriz, MPH

Phase I nurse coordinators Becca Gorski, MPH Bioinformatics Core

Tracy Evans, R.N. Hgather Lewis,‘B.S. Xiwei Wu, Ph.D.

Amancio Roca, R.N. FalthlAnomachl, Pharm.D. .

Cherry De Padua, R.N. Radhika N‘agalla, Pharm.D. IDSA Pharmacist

Stephanie Goral, R.N. Kyanne O’Bryant, MPH Betty Ha, Pharm.D.

Nanie Lingad, R.N. G?Inaz Namdar, MPH, CCRP

sandra Verna, LVN Elizabeth Hartman

Rebekah Kelly, LVN _rrrrl

Again, I'd like to acknowledge all my colleagues at our Briskin Myeloma Center. It truly
takes a village to treat myeloma. Thank you.

Saad Usmani: Thank you so much, Dr. Krishnan for such an outstanding overview of
everything that's going on in a very busy transplant-eligible patient population. | think there
are other strategies that will likely be incorporated, things that we have not included is how
the bispecifics are planned in that frontline strategy. Perhaps, in another year or two, we're
going to be talking about some of that information.

Amrita Krishnan: | would tell you, certainly for MajesTEC-7, for example, in regard to Tec
(teclistamab), daratumumab, lenalidomide versus daratumumab, lenalidomide,

dexamethasone, | think will be a very interesting study for us.

Saad Usmani: | completely agree.
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Conclusions

* Risk stratification is important in directing therapy for NDMM

* High-risk patients have improved PFS with upfront HCT consolidation c/w
RVD alone as per the DETERMINATION study

* Addition of daratumumab appears to benefit patients with 1q gain/
amplification and IHRCA in the updated analysis of GRIFFIN

— But ultra high-risk 22hRCA do not have the same benefit and new approaches
are needed

— Even ultra high-risk who achieve MRD SURE as per the MASTER trial have a

high rate of disease recurrence (r

r
!

Just to summarize things for our audience the field is fairly dynamic right now. | think one
thing that we agree upon as a principal is trying to get patients into as good a response as
possible with the optimal strategy from the time they're diagnosed onwards. Does not
matter if they're transplant eligible or not. Even that definition is going to be changing in
the future as CAR T-cell therapies and even the bispecific antibodies, which we did not talk
about much during this conversation that these are strategies that are making their way
into the frontline treatment, and the conversation will likely evolve around our optimal
strategies for those frontline treatments. Then the other point, Dr. Krishnan, I'm going to
highlight it, is we will try to move towards more tailored treatment between standard and
high-risk patients, and even thinking about defining duration of treatment for patients. Dr.
Krishnan, any other thoughts from our discussion so far?

Amrita Krishnan: | think just the speed of which the field is moving is pretty remarkable
that we had our first bispecific specific T-cell engager approved in October 2022. We're
already talking now about trials, using it in the frontline setting. | think that is fantastic for
patients. | think some of this is a learning curve, though, the same way when some of the
other drugs first came out. For example, with T-cell engagers and the infection risk. Again,
as we use it in the frontline setting, | think this idea of stopping therapy after fixed duration
will be also important because we obviously want to maximize benefit and minimize risk.
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Conclusions

* Risk stratification is important in directing therapy for NDMM

* High-risk patients have improved PFS with upfront HCT consolidation c/w
RVD alone as per the DETERMINATION study

* Addition of daratumumab appears to benefit patients with 1q gain/
amplification and IHRCA in the updated analysis of GRIFFIN

— But ultra high-risk 22hRCA do not have the same benefit and new approaches
are needed

— Even ultra high-risk who achieve MRD SURE as per the MASTER trial have a

high rate of disease recurrence (r

r
!

Saad Usmani: Then just thinking about we have the ASH meeting with a lot of new data
being presented, and many of us are going to be there live. For the last few years, we've
seen a lot of focus on BCMA as a target of different modalities. What do you think are the
more exciting things that you're going to be looking forward to at ASH Dr. Krishnan?

Amrita Krishnan: | think the data on the FcRH5 targeting the drug cevostamab is going to
be very interesting. That's probably underrepresented target. | think the nice thing about
the cevo is the data that's going to be presented at ASH of discontinuing and continued
responses in patients even when they're off therapy, which is very encouraging for us.
Obviously, GPRC5D is the other new kid on the block. Now, we actually have two bispecific
T-cell engagers targeting GPRC and also CAR T targeting GPRC5D. | think that certainly is a
great interest. The future discussions are going to be how do you sequence these bispecific
T-cell engagers, and how do you sequence CAR T in that mix as well?

Saad Usmani: | agree. It was actually good to see several GPRC5D targeting strategies.
Then, for BCMA, | was also intrigued by some of the combination data that's going to be
shared beyond just the antibody-antibody combinations. | think there's a BCMA anti-CD38
IMiD combination data that's also being shared. I'm really looking forward to that because
that lays the platform for frontline strategies for some of the patient populations that we
talked about in our discussion.
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