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MASTER Trial

= Response adapted approach to newly diagnosed multiple myeloma

----------------------- - P ———————

Induction ' Consolidation : { Consolidation | * One cycle of CyBorD allowed

’ p . prior to enrollment
m ASCT -N Rma'“te"ance { + High risk enriched:
* *—| """""""""""" - At least 35% of patients

would have t(4;14), t(14;16)
or del(17p)

Second MRD-negative result by NGS assessment (10-°)

! Y =MRD t by NGS .
(X e ki e « Post Hoc Analysis:
Treatment-free observation and surveillance' * Include +1qg and t(14;20)

« Standard risk (no high risk
Dosing features)

28-day Dara-KRd cycles » High risk: one high risk
* Dara: 16 mg/m? IV on Days 1, 8, 15, and 22 (Days 1 and 15 for Cycles 3 and 4)

» Ultra High Risk: = 2 high
risk features

?
* K: 56 mg/m? IV on Days 1, 8, and 15 (20 mg/m? on first dose of Cycle 1) Deep enough )
* R:25 mg PO on Days 1-21
*» d: 40 mgIVor PO on Days 1, 8, 15, and 22

Costa et al, Lancet Haem, 2023 UCDAVIS
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MASTER Trial

Standard sk High-rish

growp(r=53)  group{r=4E)

Ultra bigh-risk  Total (n=123)
group {r=-24}

Gender

Men

‘Waomen

Age, years

Median [IQR)

=7l

Race/ethnicity
Non-HispanicWhite
Non- Hispamic Blad

Other

ECDG performance status
01

2

Gy togenetic abnormality
Hypendploidy

del{13g]

Gain or amplificationiaf 19
del{1p]

H1L14d]

CERE

t[14-16)

del17p)

155

1

I

1}

R-I55

1

I

1}

33 (62w} 24 (5%
20 [3Bw) 22 [4B%)
60(50-69)  61(52-68)
12 (23%) 10 (27%)
42 (79%] 33(72%)
0 [19%) 11(24%)
1(7%) 2 (4%)
42 [79%) 40 (Brw)
11 [31%) 6[13%)
37 [51%) 20 [447%])
19 [36%) 20(44%)
o 24(52%)
3(6%) 4(9%)
14 [26%) T(15%)
o B{17%)
o 2 (4%}
o 12 [26%)
2B [53%) 15(33%)
20 [38%) 15 [41%)
5(9.4%) 13 (26w}
25 (&%) 11[24%)
7 [51%) 23(50%]
1(z) 12 [26%)

Costa et al, Lancet Haem, 2023

13 [54%) To(5TE)
11[.15-'15] E[djﬁ:l

60 [F6-56] 61 (55-68)

2 [B%) 24 (20%) g
15 (7% 94 (76%)

4 [TFw) 25 (20%)
14w} 4(3%)
l]"[]"l'.i:l 99[-5!2!']6-]

T=a%) 24 [20%)

4(17%) 51 {41%)
1B [75%) 57 (46%)
20[83%) 84 36%)

5 [21%) 12 (10%)

a Z1 I:l]".l]
E[Ed'.i:l 1 [E"'.i:l

4(7%) B [5%)
14 [58%) 26 [21%)

5 [21%) 4B (39%)

B(33%) 46 (37%)
11 [46%) 25 (24%)

o 35 (28%)
13 [54%) £ [51%)

11 [46%) 25 [20%)

118 (96%) were evaluable for MRD
96 (81%) reached MRD negativity

« 78% of Standard Risk

« 86% of High Risk

* 79% of Ultra-High Risk
85 (72%) of MRD negative patients reached
CR

* 76% of Standard Risk

« 75% of High Risk

« 58% of Ultra-High Risk
Of 118 MRD evaluable patients, 71%
achieved MRD negativity at 10

UCDAVIS
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MASTER Trial

= — Progression Free Survival (A) at 36 months:
. = WL__‘ - Standard risk: 88%

.
2
i : - High Risk: 79%
D, | —owmo IR T : :
I - Ultra-High Risk: 50%
£ 2 sumcamormosmammmantn s 0 Overall Survival (B) at 36 months:
2+ HRCAS ¥s 0 HRXCAs: HR 5/98 (95% O 2-37-1509) p< 040001 .
’ z % % P % - Standard Risk: 94%
Hl.l'l'lirl:"ll:ﬂ:l: _ . . . 0
b s wa High Rl_sk. 9_2 Yo
swssam AW m@ 7 lom o - Ultra-High Risk: 75%
B
130 = 1+ -
804 _LI_ . N t-l--ﬂ-l—l--l-

Draprall surbaal ()
5 B
1 1
17

1 HRCA ws I HRCAs: HR 0491 (95% 1 0-20-4.08) p=0.90
2+ HRCAS ¥s 0 HRCAS: HR 5.12 {95%0 1.46- 1797 | p=0-011

o 1 2 36 48 60
Mumber atrisk Time (manths)
(mumbser censoned)
OHRCAS 50(0) 463} &) 40} 1235} O{h}
LHCRA 44{0) am am (13 T34 0i41)
IHRCAS 24(0) nm 1840} 12(5) L{16} el UC DAVIS

Costa et al, Lancet Haem, 2023 %3'.?.2'55“3.‘&":'2’.5



MASTER Trial

MRD-SURE (withdrawal of therapy)
- 84 (71%) met criteria and proceeded onto observation alone
- Land-marked analysis (at beginning of treatment-free observation)

C D
i —— e e
E B ||.-I - ST
2 3
= o0 3 -
E 2
§ T -
z &
< p— i
= 1 HRCA vs 0 HRCAS: HR 1-85 (95% 0 0.63-557% p=0-27 1 HRCA vs 0 HRCAS: HR 1.19 [95% O 0-17-% 46); p=0-86
Fe HECA s v 0 HRCAS: HR 4 ﬁ?(ﬁ'ﬁﬂ 1.47-14 Ei:l],.'p-ﬂ-l:l:lﬂﬂ 2+ HRCAs ws O HRCAS HRE1-47 (| 35%0 -ﬂ-l]—lﬁ-m;p—ﬂ-ﬁ
]
5 B 24 3% 48 &0 2 1 24 3% 48 40
Murnber at risk Time [maoniths} Time [months)
inumber censored)
HRCAS 33(0) 32 {0} # 1) 135 137) oEE B () W0) 14{17) 130 o1
LR 36.{0) 3 (%) 11(16) 1(35) 0ER 36 35 (1) 12 [12) 12(22) 230 034}
IHRCAS 15(0) 1140} 7 2 i) 08} 08 15(0) 15 (1) 12(2) 3{11) 0{L4) {14

UCDAVIS
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MASTER Trial

B C
108 I EE
i H=®CA w0 HRCA HR 185 (55% C1 0-83-5-53); p=0-37 4 Dara-EEd v 0 Dara-ERd HR -5 (955 O 0 15-0-559); p=i-24
2+ HACA ws. O HRCA HR 7-35 [95% £ 2-400-22 45 p=0-00048 F o B/D@a-i0Rd vi O Dara-cRd HR 44 (958 C1 0767 87); p=0-13
L 1]
b H
!. 1+ HRCH, E
i i e . I & Dara-KRd corsclidation
i i '
E an 1 HRCA e | 0 Bara-KRd consoldation
, N : | T
E a I _I:II-'I’I:A g T o 4 Dara-K8d consalidation
! | T e e e -
o . - n'l -Il FT) T T 1]
:r:: " T — as i 5
[ oo LT o e T
0 HALA a0 2 P G {16 A a pe ey ool
— - - — - 108 — Olwwddd 43 3] 5 o BE 1] FTe: ] VRS
— - o - - - - dbwwidd  EE R W o] 0 i £ |0
Ehwnddd @i TRl T T BI% i 44
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Quadruplet Therapy for Transplant Ineligible Patients:
GMMG-Concept and IMROZ

GMMG-Concept: Isatuximab-KRd for high risk NDMM IMROZ: Isatuximab-VRd vs VRd in Transplant-
Ineligbile NDMM
NDMM Patient with 1 Patient ND MM NDMM Patient with 1 Induction Continuois treatnant
cycle (4 weeks) of MMy | cycle (4 weeks) of MM (4x 6-week cycles) (4-week cycles)
treatment FISH-Analysis treatment Isa + VRd Isa + Rd
PD!
I Rd
ArmA — - Arm B
N =210 l H'gh-r.Sk s N =36 MRD (bone marrow aspirate) ; ;‘ » » * * -
In case of CRor VGPR  Atend of induction 12 mos 18mos 24mos 36 mos
[ Transplant-eligible and < 70 years of age I [Transplam-ineligible or > 70 years of age ] Day 3 5 22 29 36 o)
Isa IV (C1 only) 1 . I .
*del 17p or 1{4;14) or +1q2 Isa IV (C2-4) i
e [T I KRdx 6. e oo | .
| = = o CewE BN EE I RENEeEE (EFEENNEEEEENE
Stem Cell Mobilization I d IVIPOs 20 mg

1 8 15 22 29

0
Isa IV (C5-17) 1 kg .

Isa IV (C18+) 10 mg/kg

dIVIPO 20 mg

dx2

I-KR Maintenance I-KR Maintenance

Lyepoldt et al JCO 2023 UCDAVIS
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Quadruplet Therapy for Transplant Ineligible Patients:
GMMG-Concept and IMROZ

= Primary Outcomes:
— GMMG-Concept: MRD negativity <10~ by next-gen flow
— IMROZ: Progression Free Survival
 MRD outcomes: <10° by next-gen sequencing

GMMG IMROZ IVRd IMROZ: VRd
Age (median (range)) 74 (64-87) 72 (60-80) 72 (55-80)
Cytogenetics
Standard 0 78% 77%
High Risk 100% 15% 19%
Unknown 7% 4%
Lyepoldt et al JCO 2023 UCDAVIS
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Quadruplet Therapy for Transplant Ineligible Patients:

GMMG-Concept and IMROZ

ITT arm B (TNE: n = 26)

35%
discontinued
prior to
Consolidation

Lyepoldt et al JCO 2023
Facon et al NEJM 2024

[— Intercurrent iliness (n= 1)

Started induction {n = 25)

<l
-

Discontinuad during induction n=5)
—» Unaccoptable toxicity n=3)
Continuation would be detrimental (n = 2}

Startad Isa-KRd intensification (n = 20)

ol
*

Discontinued during/after  (n=23}
intensification
Progressive disease
Diath

—>

EEE)

Patient request

Started consolidation (n = 17)

Discontinued during consolidation {n = 1}
Death n=1)

)

y

Continued on maintenance (n = 16)

512 patients screened ‘

| 66 screen faillures

445 enrolled

v

265 randomly assigned to |sa-VRd ‘

—P‘ 2 not treated

h 4
| 263 received assigned treatment ‘

23%

discontinued ™\

v

‘ 181 randomly assigned to VRd |

—bv‘ 0 not treated ‘

h 4
‘ 181 received assigned reatment |

138 discontinued treatment

28%
discontinued

137 discontinued treatment
G7 proaressive disease”

23 patient request
11 ather

60 adverse events

paor compiiance 10 protoco

50 adverse events

patentreques
4 other

h 4
‘ 125 ongoing treatment ‘

Y
| 265 in intention-to-treat analysis ‘

h 4
‘ 44 ongoing treatment |

v
‘ 181 in intention-to-treat analysis |

UCDAVIS
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Quadruplet Therapy for Transplant Ineligible Patients:
GMMG-Concept and IMROZ

GMMG-Concept

THE Patiants
larm B; m = 26}
=CH: 38%
GE5 O
] «CR: 5%
23 D57 o
30 Io 7
I sCR
Il CR
| VGPR
B PR
2 3 3 SOPDVME
End of End of End of
Induction Intensification Consclidation

Lyepoldt et al JCO 2023
Facon et al NEJM 2024

MRBD Negativity

100%

67."%

{BE% C1,
058810 1)

TE Patients  TME Patients

larm Al

{arm B)

IMROZ

A Best Overall Response
Odds ratio for =VGPR, 1.73 (95% Cl, 0.99-3.01)

1
Pvalue for =CR, 0.01
1
1 Cwerall response, Owerall response,
004 913 82.3
07 09 |
‘E g0 =CR, =CR,
HEE R 641
£
504
&
8 4o+
=
8 304 =VGPR, L =VGPR,
a 7o 891 229
1o
oL 5 9.4
Isatuximab-VR VRd Alone

M Stringent complete
response

1 Complete response
(CR)

[ Very good partial
response (VGPR)
Partial response

B Minimal Residual Disease— Negative Status

Odds ratio, 1.80
Odds ratio, 1.79 (959 Cl, 1.23-2.65)
80+ (95% CI, 1.22-2.63) P=0.003

Percentage of Patients
i
&
=)
3]

Odds ratio, 2.73
(95% Cl, 1.80—4.14)

468

Isatuximab VRd alone |satuwimab VRd alone
VRd
Intention-to-Treat Complete
Population Response

|satuximab VRd alone
VRd
Sustained for
=12 Menths

UCDAVIS
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Quadruplet Therapy for Transplant Ineligible Patients:

GMMG-Concept and IMROZ

PFS: GMMG-Concept

TME Patiants

100 -

75
=

e 50 -
LL
=

25 -

Time Since Start of Allocation to Trial (months)
Mo, at risk:
Patients 26 3 1B 18 15 14 a 3 2

Lyepoldt et al JCO 2023
Facon et al NEJM 2024

No. at Risk

WRd alone

g
2
-4
3
Wi
2
=
R
g i
s 20+ Hazard ratio for progression or death, !
E 104 0.60 (98.5% CI, 0.41-0.58) !
P=0.001 by log-rank test !
0 T T T T T T T T T ] T 1
o & 17 18 24 30 36 41 42 54 &0 6B T2
Muonths
lsatuximab-VRd 265 243 234 217 2ol 190 177 164 153 lod 43 2 O
181 155 141 121 1o4 o9& 8% &1 7o 51 20 2 O

UCDAVIS
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Maintenance Therapy Post SCT




CALGB100104: The Old (Current?) Standard |

= Design:

— Phase lll RCT

— Lenalidomide 10-15 mg vs Placebo continued
= Patients

— 460 randomized

— Median age 59

— Median Create 0.9

— |ISS stage | in 75% of patients

— PR In 49%, CR in 32% after transplant

UCDAVIS
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Lenalidomide Maintenance: “

Long term follow up of CALGB100104

Second Primaries:
Overall Survival cost of doing business

B . B
255 Median OS 114 mo vs 84 mo 07 o
—— Placebo (death)
0-8- — Lenalidomide (death)
. Accounting for cross over
- _ 3
improves the HR to 0.52 £ o]
% (0.36-0.73)
< 60-
e 00 e N T T T T T
E 0 20 40 60 80 100 120
_a Number at risk Time since ASCT (months)
= Placebo 229 201 162 128 90 25 1
a‘, 40 - Lenalidomide 231 213 179 147 110 34 5
>
< C
1.09 -----Placebo (SPM)
---- Lenalidomide (SPM)
— Placebo (myeloma)
20_ 0-8-4 — Lenalidomide (myeloma)
z 06+
HR 0-61 (95% Cl 0-46-0-80); p=0-0004 3
0 £ 04
0 20 40 60 80 100 120
Time since ASCT (month o
Ntk ime since ASCT (months)
Placebo 229 205 169 137 96 26 1 oot
Lenalldomlde 231 220 193 167 128 44 7 Numberat risk Survival time since ASCT (months)
Placebo 229 205 169 137 96 26 1
Lenalidomide 231 220 193 167 128 44 7

McCarthy et al, NEJM 2012
Holstein et al, Lancet Haem, 2017
McCarthy et al, ASH 2018

UCDAVIS
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Awaiting

results of MRD
results from

PERSEUS

Stem cell
B Rl I oy I -~ Maintenance R unti PD or
N B
; Stem cell MRD
el e : | ool D-R until PD
-» D-VRd conditioning, D-VRd "b'D_uRau
4 cydles and 2 cycles D m—
transplant negative m
Minimum oy
(212 months
imonts of sustained
MRD
ity
No second

Voorhees et al Blood 2020, Lancet Haem 2023
Sonneveld et al NEJM 2024

randomization

UCDAVIS
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PFS Benefit with Daratumumab Inclusion

A 3-year 4-year
progression-free  progression-free
survival survival
g
2
=
2
& :
c H
S H
] f
g 304 —Rvd ' H
8 — D-Rvd i ;
a 204 ' :
HR 0-45 (95% C1 0-21-0-95), : :
10 p-0032 ; :
0 T 1 T 1 T 1 T U T U U U | ; 1 'l U T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Number at risk
(number censored)

Rvd 103 93 77 72 70 68 63 61 59 53 51 46 42 39 35 33 25 12 3 3 O
(0) (9) (22)(27)(28)(30)(35) (37) (37)(40)(42)(46)(48)(50) (51) (53)(60)(73) (82)(82) (85)

D-RVd 104 98 94 90 90 89 86 85 81 81 79 68 59 58 56 54 45 23 12 3 O
(0) (5) (8) (10)(10)(10)(12) (13) (15) (15) (17) (27) (35) (36) (38)(40)(48) (70) (81)(90)(93)

Voorhees et al Blood 2020, Lancet Haem 2023
Sonneveld et al NEIM 2024

A Kaplan-Meier Estimates

Percentage of Patients Surviving
without Disease Progression

g

w
3
T

2
3
T

w
8
T

»
3
T

\Q‘\H‘\% D-VRd

104 Hazard ratio for disease progression or death, 0.42 (95% Cl, 0.30-0.59)

P<0.001

VRd

No. at Risk

D-VRd

T T T T T T T T T T T T T T T
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Months since Randomization

355 345 335 329 327 322 318 316 313 309 305 302 299 295 286 226 90 11 0
354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0

B Subgroup Analyses

Subgroup

Sex
Male
Female
Age
<65 yr
265 yr
Race
White
Other
1SS disease stage
|
1
n
Type of multiple myeloma
1gG
Non-IgG
Cytogenetic risk
Standard
High
Indeterminate
ECOG performance-status score
0
=1

Disease ian
or Death Survival
D-VRd VRd D-VR VRd
no. of events otal no. of patients mo

36/211 61/205 NE NE
14/144 42/149 NE NE
30/261 84/267 NE NE
20/94 19/87 NE NE
471330 95323 NE NE

325 8/31 NE NE
18/186  35/178 NE NE
19/114 43125 NE NE
13/55 25/50 NE 419
28/204  58/185 NE NE
13/78 31/9 NE NE
25/264 62/266 NE NE
24/76 38/78 NE 44.1

115 3/10 NE NE
28/221 60/230 NE NE
22/134  43/124 NE NE

Hazard Ratio for Disease Progression

=
—eo—i
o

o+

or Death (95% CI)

0.51(0.34-0.77)
0.29 (0.16-0.53)

030 (0.20-0.46)
0.97 (0.52-1.81)

0.42 (0.30-0.60)
0.40 (0.11-1.50)

0.46 (0.26-0.81)
0.37 (0.22-0.64)
0.42 (0.22-0.83)

036 (0.23-0.57)
0.46 (0.24-0.88)

0.35 (0.22-0.56)
0.59 (0.36-0.99)
0.16 (0.02-1.56)

0.42 (0.27-0.66)
0.41 (0.25-0.69)

UCDAVIS
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Response over time (GRIFFIN)

Voorhees et al Blood 2020

Patients (%)

Il Stringent complete response [l Complete response [ Very good partial response

Partial response

100
90
80
70-
60
50—
40
304
20
104

0

Complete
response
or better,
19%

2%
s

[ Stable disease, progressive disease, or not evaluable

Complete
response | Complete
or better, response
42% or better,
60%
8% 8%

End of induction*

. T T } Complete
- response
i or better,
| Complete 13%
response n
or better, | Complete -
52% response
= or better,
83% .
3% 4 |
1% 1% 8%
|

I I
End of post-autologous End of induction*

HSCT consolidation*®

Final analysist

I 1
End of post-autologous

HSCT consolidation®

Final analysist

~

D-RVd group

~

RVd group

Depth of response improves
during maintenance, more
so in the daratumumab arm

UCDAVIS

COMPREHENSIVE
CANCER CENTER




Dara-Len in patients with MRD+ disease post SCT. AURIGA

AURIGA study

Maintenance
Key eligibility criteria Len Primary
* NDMM with 2VGPR Len: 10 mg PO Days 1-28 * MRD-negativity conversion
* MRD positive (10°° sensitivity (15 mg PO daily, if well tolerated after 3 rate (10°%) by 12 months
threshold by NGS) cycles) Continue

* No prior anti-CD38 exposure .
until PD PFS

* ASCT within 12 months of start of * Overall MRD-negativity conversion rate

1:1 RANDOMIZATION

induction DARA SC + len or « Durable MRD negativi
* A minimum of 4 cycles of DARA: 1,800 mg 5C 36 cycles * CR/sCR
induction QW Cycles 1-2, Q2W Cydles 3-6, Q4W . 0S
* Randomization within 6 months of thereafter « Duration of CR/sCR
ASCT date Len: 10 mg PO Days 1-28 « HRQoL
(15 mg PO daily, if wel « Safety
tolerated after 3 cycles)
Stratified by cytogenetic risk MRD by NGS at 12, 18, FPI: May 2019
(high vs standard/unknown) 24, and 36 months
Badros et al, Blood 2024 UC S

Schema from Rahul Banerjee’s Twitter Feed %3':255"&'.'@'2’.5



Dara-Len in patients with MRD+ disease post SCT. AURIGA

Badros et al, Blood 2024

Table 1. Patient demographic and disease characteristics in the ITT population

D-R R
Age, years n=99 n=101
Median (range) 63 (35-77) 62 (35-78)
Category. n (%)
<65 61 (61.6) 61 (60.4)
65-70 23(23.2) 21(20.8)
=70 15(15.2) 19(188)
Sex. n (%) n=00 n=101
Male 61 (61.6) 58 (574
Female 38 (38.4) 43 (42.6)
Race, n (%) n=99 n=101
White 67 (67.7) 68 (67.3)
Black or Affican Amencan 20(20.2) 24(23.8)
Asian 5(5.1) 1(1.0)
American Indian or Alaska Native 0 1(1.0)
Other* 5(5.1) 5(5.0)
Not reported 2(2.0) 2(2.0)
ECOG PS score, n (%) n=09 n=101
0 45 (45.5) 55 (54.5)
1 52(52.5) 44 (43.0)
2 2(2.0) 2(2.0)
ISS disease stage, n (%) n=091 n=98
I 40 (44.0) 38(388)
I 28 (30.8) 37(37.8)
m 23 (25.3) 23 (23.5)
Number of induction cycles n=08 n=299
Median (range) 5.0 (4.0-8.0) 5.0 (4.0-8.0)
Crytogenetic risk at diagnosis n=292 n=39
Standard risk 63 (68.5) 66 (74.2)
High risk' 22(23.9) 15(169) S
del(17p) 13 (14.1) 334
t(4:14) 10 (10.9) 12 (13.5)
t(14:16) 6(6.5) 7(7.9)
Unknown 7(7.6) 8 (0.0
Revised cytogenetic nisk at diagnosis n=03 n=239
Standard risk 52(55.9) 53 (59.6)
High risk* 32(344) 30(337) =
del(17p) 13 (14.0) 334
t(4;14) 10 (10.8) 12(13.5) UC DAVIS
14:16 6(6.5 7(7.9
140 Pt 03 COMPREHENSIVE

gain/amp(1g21) 16 (17.2) 22(24.7) CANCER CENTER




Dara-Len in patients with MRD+ disease post SCT. AURIGA

Primary Outcome: MRD- Conversion Rate PFS Better in DR vs R
Did not meet stopping rule (yet?)
: OR.* 4.62 .
: OR," 4.40
EI%H re 2[]F[,*4.51 SR AT (95% CI, 2.26-8.58) Flgurﬁu 4
& (95% C, 2.37-8.57) ' P<0.0001!
e P<0.0001t
.E B0 <
e :
s 40 2
2 =
£ = !
H 20 1 =1 |
e £ !
: =
g o g |
D-R R D-R R D-R R E }
505%  18.8% 13%  258% 56.8%  23.2% z |
(50/99)  (19/101) (4675 (16/62) (50/88)  (19/82) 20 |
ITT population® Patients achieving =CRE MRD-evaluable population” i
| F.05385%,0,0.20-097) P= 0.036f l
0 3 6 0 12 15 18 21 24 27 30 33 36 39 42
. Months
No. at risk
R 101 B3 86 78 T 62 56 43 43 24 & 2 2 1 0
DR 99 93 9 & B 78 72 65 59 5H4 46 I 6 1 0O

Badros et al, Blood 2024 %3'32'55"5&"‘:'2’.5



So: Daratumumab iIs the new standard?

= Maybe?
— Data for dara inclusion in patients destined for transplant is certainly compelling

— In MRD+ patients post SCT, we have randomized data supporting doublets

= Multiple questions remain, however:
— How long?

— If patients have an adequate response to induction/transplant can we forgo dara?
= Ongoing DRAMMATIC trial is directly addressing daratumumab-
lenalidomide vs lenalidomide alone post transplant, agnostic of induction

COMPREHENSIVE
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Carfilzomib + Lenalidomide: the FORTeqriaI

__________ A} =—EEEEEETEEEAN =EEEEETETETEEA
I | 1

| Intensification
__________ F e e T

MEL200-ASCT

MOBILIZATION

4x KCd MEL200-ASCT 4x KCd
K: 364 mg/im? d 1-2,8-9,15-16 K: 36 mg/m? d 1-2,8-9,15-16
C: 300 mg/m? d 1,8,15 C: 300 mg/m? d1,8,15
d: 20 mg. d 1-2,8-9,15-16,22-23 d: 20 mg. d 1-2,8-9,15-16,22-23

20 mg/m? on days 1-2, cycle 1 only.
*Carfilzomib 70 mg/m* days 1, 15 every 28 days up to 2 years for patients that have started the maintenance treatment
from 6 months before the approval of Amendment 5-0 onwards.

Abbreviations. R1, first randomisation (induction/consolidation treatment); R2, second randomisation (maintenance
treatment); K, carfilzomib; C, cyclophosphamide; R, lenalidomide; -d, dexamethasone; d, days; MEL200, melphalan at
200 mg/m*; ASCT, autologous stem-cell transplantation.

Gay et al, Lancet Onc 2021;
Mina et al Lancet Onc 2022
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Carfilzomib + Lenalidomide: the FORTE trial

« High risk cytogenetics at
randomization 2:

B
e KR: 27% 1001
* R:28% k
* High risk cytogenetics
(including amp(1q)) at | JE -
randomization 2: o

. Time since second randomisation (months)
® KR . 5 6% Number at risk

(number censored)
Carfilzomib plus lenalidomide 178 (1) 162(2) 151 (5) 123(22) 41(95)

® R: 53% Lenalidomide alone 178 (0) 154 (0) 135(2) 108 (11) 39 (75)

UCDAVIS
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Number at risk
(number censored)

A
100 -
S
=" 757
©
2
z
2
[
£ 50+
T —— OHRCA
2 — 1HRCA
g —— 2+ HRCA
8 254
A 1 HRCA vs 0 HRCA: HR 1-68 (95% C1 1.01-2-80); p=0-048
2+ HRCA vs 0 HRCA: HR 274 (95% Cl 1.60-4-69); p=0-0003
2+ HRCA vs 1 HRCA: HR 1-63 (95% C1 1-00-2-66); p=0-051
0 T T T ]
10 20 30 40
OHRCA 120(0) 109 (1) 101 (2) 88 (10) 33(63)
1HRCA 109 (1) 93(1) 88(2) 74 (8) 23(51)
2+HRCA 63(0) 54 (0) 43(1) 30(4) 10(24)

Gay et al, Lancet Onc 2021;
Mina et al Lancet Onc 2022

Carfilzomib + Lenalidomide: the FORTE trial

HR (95% CI) Interaction p
Overall —— 0-59 (0-38-0-91)
Cytogenetic risk*
0 HRCA — 0-41(0-16-1-04) 0-65
1 HRCA oo, 0-70(0-36-1-35)
2+ HRCA —_— 0-53 (0-24-1-15)
del(17p)
No —— 0-59 (0-37-0-93) 0-87
Yes ——=——— 0-65(0-20-2-13)
t(4:14)
No —— 0-57 (0-36-0-92)  0-76
Yes e 0-69 (0-24—1-96)
1q
normal 1q —— 0-52 (0-26-1-04) 0-87
gain(1qg) (3 copies) — 0-54 (0-28-1-05)
amp(1q) (=4 copies) —_— 0-72(0-25-2-04)
del(1p)
No —l— 0-66 (0-42-1-02)  0-16
Yes 0-20 (0-04-0-98)
T 1
0-04 1 213
Favours KR Favours R
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Triplet “Maintenance” in high risk patients:
GMMG-CONCEPT

NDMM Patient with 1 Patient ND MM NDMM Patient with 1
cycle (4 weeks) of MM ! | cycle (4 weeks) of MM
treatment FISH-Analysis treatment

ArmA i I Arm B
N =210 1 = High-risk disease* N =36
Transplant-eligible and < 70 years of age Transplant-ineligible or > 70 years of age
*del 17p or t{4;14) or +1q21
(23 copies) + 1S52/3

Stem Cell Mobilization**

INTENSIFICATION™*

I-KR Maintenance I-KR Maintenance
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Triplet “Maintenance” in high risk patients:

GMMG-CONCEPT

A TE Patients
(arm A; n =99)
qd 13 17
§ >CR: 48%
= (95% Cl, 3
2 39 38t057) el >CR: 73%
c 51 5510 73) {90% L,
o 6310 81)
a b5
w
[
E
9 37
§ 25
= 18
10
\_ rs S5 G- 5
End of End of End of
Induction ASCT Consolidation

O

100

80

<
=
p
=
@ 60
fat — 212 months
(3]
= 40 ~— 6-12 months
D(E — 0-6 months
w 20 A PD/death
= e Censored
T T 1 T 1 1
0 10 20 30 40 50 60

Time (months)

Leypoldt et al JCO 2023

MRD negative:

Ever: 82%
Sustained x6: 73%
Sustained x 12: 63%

100 TE Patients
Ly Median PFS & OS
= not reached
o 3 yr PFS 69%
) 2 yr OS 84%
0O 6 12 18 24 30 36 42 48 54 60
N Time Since Start of Allocation to Trial (months)

Patients 99 90 81 76 74 68 60 39 16 8 1

100
75 -\‘

50 4

c

0S (%)

25

0O 6 12 18 24 30 36 42 48 54 60
Time Since Start of Allocation to Trial (months)

No. at risk:
Patients 99 94 87 82 81 75 65 44 19 10 3
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Triplet “Maintenance” in high risk patients:
GMMG-CONCEPT

= No: 1 HRCA
= Yes: 22 HRCA

T T T L] T T L] T T T

0 6 12 18 24 30 36 42 48 54 60

Time Since Start of Allocation to Trial
(months)

No. at risk:

No
Yes

No, at risk:

60 6 51 49 47 A4 » 24 w0 6
N 26 2 19 19 w7 14 10 a 1 o

Hazard ratio, 0.118
95% C1, 0,049 t0 0.289; P = 0027

204 — MRD negative
w— Non-MRD negative

T T T L] T T T 1

P
0 6 12 18 24 30 36 42 48 54 60

Time (months)

MRDnegative 81 77 74 70 64 52 34 14 9 2 0

Non-MRD
negative

Leypoldt et al JCO 2023

9% 58 22 5 “4 3 3 z o 0 0

100

75 -
&
v 50
[V
o

25 4 — No: normal LOH

= Yes: clevated LDH

T T T T T L) T T T T

0 6 12 18 24 30 36 42 48 54 60

Time Since Start of Allocation to Trial

(months)

No. at risk:
No 75 13 68 B4 63 B7 51 3/ 15 8 1
Yos 240 AT U 32 A 8 % 4 A o o

100 +

75 -
—
=
v 504
[V
o

25 = MRD negative

= Non-MRD negative

T T Ll 1 L] T T

0 6 12 18 24 30 36 42

Time Since Start of Maintenance

Landmark (months)
No. at risk:
MRD negative 60 60 59 63 43 23 " 3
Non-MRD
igative 12 " 10 8 6 1 0 0

100 <

75
s
v 504
i
o

25 o —— No:no de7p

—— Yes: del17p

T T T T T T T T 7T
0 6 12 18 24 30 36 42 48 54 60

Time Since Start of Allocation to Trial

(months)
No. at risk:
No 64 51 48 45 43 3 33 20 9 5 0
Yes a4 3 32 30 30 22 26 18 7 3 1

25 4 —— Sustained MRD negative (26 months)
= Not Sustained MRD negative (26 months)

L T L L} T 1 L}

0 6 12 18 24 30 36 42

Time Since Start of Maintenance
Landmark (months)

No. at risk;

Sustained
MRD
negative
(26 months)
Not
Sustained
MRD 30 29 29 25 22 n 7 2
negative

(26 months)

a2 a2z a0 36 27 13 7 1
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Summary: Induction: Should all patients get a CD-38
monoclonal antibody?

= Transplant Eligible: Yes
— Quadruplets are outperforming triplets in terms of PFS and MRD negativity

— OS data still remains to be seen

= Transplant Ineligible: Maybe

— |If a patient is fit (eg they could get a transplant physically but have some other
barrier): a quadruplet may be the right choice

— Unfit/Frail patients: I'm less convinced.
« GMMG-Concept and IMROZ had high drop out rates due to AE

« SWOG 2209 is currently enrolling comparing two DRd and VRd-lite in this
setting
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Maintenance Therapy

= Ongoing maintenance therapy has consistently demonstrated improved PFS, and
with long enough follow up, OS benefits in MM patients post-transplant

= Multi-agent approaches appear to improve PFS
= (Un)fortunately — all subgroups appear to benefit

* Fixed duration and response-adapted de-escalation approaches are currently
under investigation
— DRAMMATIC, PERSEUS

= Qverall survival data may help us understand the potential long term risks of
Inducing resistance and ongoing immunosuppression vs PFS benefits, and
identify populations most likely to benefit from more aggressive maintenance
therapy
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My approach to maintenance (off of trial)

= | consider Dara-Len maintenance in all patients

— “balanced discussion” about potential increased risks (infection) and inconvenience, unknown
overall survival benefit

= In high risk patients | consider KR maintenance for 2 years (FORTE)
— Esp if del(17p) or multiple high risk cytogenetic abnormalities
— Functional high risk (inadequate response to DVRd induction)

= | do not currently offer triplet maintenance
— At what point does this cease to be maintenance therapy?
= Do | stop maintenance?

— Not yet, though MASTER data in standard risk is exciting
— Ongoing DRAMMATIC trial to help answer this question (with OS endpoint)
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