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Rezidivtherapieoptionen: EHA-ESMO Clinical
Practice Guidelines

Second-line options after VRd Second-line options after DaraVMP®<

or DaraVTD®*

Second-line options after DaraRd"*

Lenalidomide- Lenalidomide- Bortezomib- Lphalidomikly Lenalidomide- Lenalidomide- Bortezomib- Bortezomib-
R B3 and bortezomib- 2ES e
sensitive refractory sensitive prsshomat sensitive refractory sensitive refractory

KRd [1, Al Pomvd [I, A] KRd 1, A]
DaraRd [1, A] DaraKd [I, A] DaraRd [I, A]
EloRd [, A] IsaKd I, A] EloRd [, A]
PomVd [l, A] Svd [1,A] Pomvd [I, A]

DaraKd [l, A] Darakd [, ,A]
Isakd [l, A Daravd [, A
IxaRd FI, A} IsaKd [IEA]]
Svd [I,A Svd I, A

(™ VeanEI[I,]A]

Dimopoulos et al. Ann Oncol 2021 32: 309-322
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Rezidivtherapieoptionen: Wie auswahlen?

Vortherapie:
Substanzexposition und Vertraglichkeit
Ansprechen und/oder Refraktaritat

Organfunktion und Fitness

Frihere oder persistierende Toxizitat
Lebensumstande, Mobilitat
Therapieziele

uvim.
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1. Szenario: Lenalidomid-refraktar

z.B. nach Dara-VTD, HD-Mel, Dara-VTD, Len-Erhaltung

Exponiert: Daratumumab, Thalidomid, Bortezomib, Melphalan,
Lenalidomid

Refraktar: Lenalidomid

Optionen:
Dara-Kd, Isa-Kd, Dara-Pd, Dara-Vvd, PVvd, Svd
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OPTIMISMM: PVd versus Vd in second-line treatment

Median follow-up was 16.4 months

LEN Refractory LEN Nonrefractory
Median, 95% ClI Median, 95% Cl
100 +4 months 100 1 months
28: 3 PVd  17.84 12.02-NE 28: Pvd  22.01 14.69-NE
S 60 T S 60+
v 507 v 501
L L
O 401 o 401
30" 301
201 HR = 0.55 (95% C1 0.33-0.94); a 207 HR = 0.54 (95% CI 0.29-1.01);
101 p = 0276 1071 P = .0491
O T T T T T T T T T T T T 1 0 T T T T T T 1 T T 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 0O 3 6 9 12 15 18 21 24 27 30
. Months Months
No. at risk
PVd64 55 41 31 24 19 11 8 5 4 3 1 0 O 47 4 40 32 25 18 13 7 3 1 O
Vd 654230201310 6 3 1 1 1 1 1 O 0 3% 27/ 1r 10 6 > 4 0 0 O

Dimopoulos M, et al. Poster presentation at ASH 2018 [abstract 3278].
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APOLLO: Dara-Pd vs Pd

—— Daratumumab plus pomalidomide and dexamethasone group

—— Pomalidomide and dexamethasone group
HR 0-63 (95% Cl 0-47-0-85); two-sided p=0-0018
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(number censored)
Daratumumab plus pomalidomide 151 111 87 74 48
and dexamethasonegroup  (0) (6) ¥4 @ (24)
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(0) (11) (15) (15) (27)

2|0 2I4 28 32 36

Time from randomisation (months)

20 g 3 2 1
(48) (59) (64) (65) (66)
12 5 0 0 0
37 (43) (47) (0) (0)

40

(67)
0

(0)

Figure 2: Progression-free survival in the intention-to-treat population
HR=hazard ratio.

Medianes PFS: 12.4 vs 6.9 Monate
Len-refraktar: 9.9 vs 6.5 Monate

Dimopoulos et al. Lancet Oncol 2021 Vol. 22 Issue 6 Pages 801-812
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APOLLO: Dara-Pd vs Pd

100 —— Daratumumab plus pomalidomide and dexamethasone group
—— Pomalidomide and dexamethasone group

90
~ s HR 0-63 (95% Cl 0-47-0-85); two-sided p=0-0018
Q\D
s 70

PVd oder Dara-Pd bei 1-3 Vortherapien:

medianes PFS 11,8 Monate

(San Miguel at al. NEJM 2023: 389 Issue 4 Pages 335-347)
|

0 ! T T T T T T 1

0 4 8 12 1I5 2I0 2I4 28 32 36 40
Number at risk Time from randomisation (months)
(number censored)
Daratumumab plus pomalidomide 151 111 87 74 48 20 8 3 2 1 0
and dexamethasonegroup  (0) (6) @ @ (24) (48) (59) (64) (65) (66) (67)
Pomalidomide and dexamethasone group 153 93 61 46 27 12 5 0 0 0 0
(0] (11) (15) (15) (27) (37) (43) (47) (0) (0) (0)

Figure 2: Progression-free survival in the intention-to-treat population
HR=hazard ratio.

Medianes PFS: 12.4 vs 6.9 Monate
Len-refraktar: 9.9 vs 6.5 Monate

Dimopoulos et al. Lancet Oncol 2021 Vol. 22 Issue 6 Pages 801-812
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2. Szenario: Lenalidomid-refraktar + PNP

z.B. nach Dara-VTD, HD-Mel, Dara-VTD, Len-Erhaltung

Exponiert: Daratumumab, Thalidomid, Bortezomib, Melphalan,
Lenalidomid

Refraktar: Lenalidomid

Optionen bei persistierender PNP:
Dara-Kd, Isa-Kd, Dara-Pd




Phase 3 KdD vs Kd in RRMM (CANDOR)
Primary Endpoint: PFS (Prespecified Follow-up Analysis)l2”

KdD
(n=312)
Median treatment
; 18.3
1.0 - 4—.1‘ duration, mos
i Median PFS follow-up, 278
mos
0.8 i t
Median PFS by ORCAT, 28.6
mos
_E’ § HR?* (KdD/Kd) (95% CI) 0.59 (0.45-0.78)
>
= § 0.6
3 2
Sa
5 04 4
o o
o
o =
a=s
0.2
____ KdD
0.0 H Kd
[ [ [ [ [ [ [ [ [ [ [ [ [
0 3 6 9 12 15 18 21 24 27 30 33 36
Months Since Randomization
No. at Risk
KdD 312 279 235 210 189 178 159 146 136 105 30 6 0
Kd 154 120 99 83 69 57 47 44 39 28 4 1 0

Usmani et al. Lancet Oncol 022 Vol. 23 Issue 1 Pages 65-76



CANDOR: PFS in Lenalidomide-Exposed
and Lenalidomide-Refractory Patients*

KdD (n = 312) Kd (n = 154)
Median PFS, Median PFS,
PFS by Subgroup months months
Lenalidomide naive 189 NE 80 21.3
HR (KdD/Kd) (95% CI) 0.64 (0.43-0.95)
Lenalidomide exposed 123 25.9 74 111
HR (KdD/Kd) (95% CI) 0.49 (0.33-0.74)
Not lenalidomide-refractory 213 28.6 99 19.9
HR (KdD/Kd) (95% CI) 0.63 (0.44-0.90)
Lenalidomide-refractory 99 28.1 55 11.1
HR (KdD/Kd) (95% CI) 0.46 (0.28-0.73)

The PFS benefit with KdD was consistent across lenalidomide refractoriness

Usmani SZ, et al. Lancet Oncol. 2022;23(1):65-76.
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IKEMA: Isatuximab-Kd vs Kd

Updated PFS (primary endpoint) — IRC assessment (ITT)

1.0 1
0.9+
0.8
0.7 4
0.6 4
0.5+
0.4+
0.3 4

Kaplan-Meier estimate

0.2 -
0.1+

0.0

Number at Risk

— |sa-Kd
—Kd,
+ Censor
Isa-Kd
__________________________________ mPFS: 35.7 months
(95% CI: 25.8—-44.0)
HR 0.58 (95.4% CI: 0.42-0.79) Kd
’ ’ T ’ mPFS: 19.2 months
(95% CI: 15.8-25.0)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Time (Months)

Isa-Kd 179 164 151 136 127 114 108 85 88 81 75 72 64 62 50 18 1
Kd 123 108 99 85 73 63 53 43 39 32 29 23 21 16 10 3 2

12

Martin et al. Clin Lymphoma Myeloma Leuk 2022 Vol. 22 Suppl 2 Pages S403-S404



IKEMA: Isatuximab-Kd vs Kd

13

PFS subgroup analyses

All patients
Age

Baseline eGFR
(MDRD)

ISS staging
at study entry

High-risk cytogenetic
status

1921+

Number of prior lines
of therapy

Prior Pl treatment*

Prior IMiD treatment*

Refractory to
lenalidomide

Subgroup

<B5 years

=65 years

260 mL/min/1.73 m?
<60 mL/min/1.73 m?
|

Il

1

Yes

No

Yes

No

1

=1

Yes

No

Yes

No

Yes

No

Isa-Kd Kd
Events/total Events/total
86/179 77123
43/88 38/66
43/81 39/57
55122 60/93
23/43 10/18
39/88 4371
34/63 17131

13/26 16120
26/42 21131
50/114 4877
39/75 35/52
39/84 33/55
41/80 31/55
45/89 46/68
43/81 26/47
43/98 5176
ar/s1 37/62
49/98 40/61
31/57 30/42
85122 47181

”

-
-
-

0.5

Isa-Kd better

Kd better

Hazard ratio (95% CI)
0.576 (0.418-0.792)
0.637 (0.410-0.990)
0.487 (0.321-0.771)
0.553 (0.382-0.801)
0.562 (0.266-1.189)
0.541 (0.350-0.837)
0.608 (0.336-1.099)
0.607 (0.290-1.268)
0.724 (0.406-1.290)
0.508 (0.341-0.758)
0.582 (0.368-0.923)
0.546 (0.342-0.873)
0.712 (0.445-1.138)
0.460 (0.302-0.698)
0.824 (0.506-1.343)
0.434 (0.286-0.657)
0.562 (0.355-0.892)
0.560 (0,367-0.854)
0.586 (0.353-0.972)
0.560 (0.378-0.829)
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3. Szenario: Triple-refraktar

z.B. nach Dara-Rd > Kd oder VRD > Isa-Kd

Exponiert: CD38-AK, Proteasom-Inhibitor, Lenalidomid
Refraktar: CD38-AK, Proteasom-Inhibitor, Lenalidomid

Optionen:
Elo-Pd
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ELOQUENT-3 Study Design

An international, open-label, randomized, phase 2 trial (NCT02654132),
with a 2-sided a=0.2 and 85% power to detect a true HR of 0.57
Cycles 1-2 Cycles 3+ Follow-up every

>2 orior lines of Elotuzumab | Elotuzumab 4 weeks®
_h2 prior lines o 10 makg v | 20 maikg IV -
therapy Weekly Every 4 Primary

Refractory to last Pomalidomide * PFS by investigator
therapy d 4 mg orally; Days 1-21 Secondary

Patients with MM

Refractory or Dexamethasone - Overall response

relapsed and 40 mg2 equivalent®; weekly rate (ORR)
refractory

to lenalidomide and * Overall survival (OS)
a proteasome Pomalidomide Exploratory

T 4 mg orally; Days 1-21
inhibitor 9 y y « Safety

Prior pomalidomide Dexamethasone - Duration of response
not permitted 40 mg? orally; weekly (DOR)

) ) Cycles are 28 days
a20 mg in patients aged >75 years

bDexamethasone was split between oral (28 or 8 mg in patients aged <75 or >75 years) and |V (8 mg) doses on days with elotuzumab
¢Follow-up continued until disease progression; follow-up for survival occurred at least every 12 weeks

HR, hazard ratio
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Progression-Free Survival (ITT Definition)

1.0 7 EPd Pd
09 A n=60 n=57
0.8 A
HR=0.54 (95% CI 0.34, 0.86); p=0.0078
» 0.7 1
LL
% 06 A :
S Median PFS 10.3 mo 4.7 mo
2 05 A 95% ClI 5.6, NE 2.8,7.2
=
L 0.4 A 2
o
Q 0.3 A
0.2 1
0.1 1
0.0 1
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Patients at risk Time (months)
EPd 6 5 4 4 4 4 3 3 3 2 2 1
Pd04863173275574111111110
5 5 4 3 3 2 2 2 1 1 1
> 1 2 3 1 4 2 0 6 4 0 8632 110000 00

ITT, intent-to-treat; NE, not estimable N Engl J Med 2018 Vol. 379 Issue 19 Pages 1811-1822
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ELOQUENT-3: PFS sungroup analysis

A  PFS in patients who were double-refractory to lenalidomide and a proteasome inhibitor

1.0 -
0.9 +
0.8 -
0.7 1
0.6 -
0 5
0.4 -
0.3 -
0.2 -
Bk

Probability of Progression-free Survival

0.0 -

Control
group

Elotuzumab
group

HR 0.56 (95% ClI, 0.33-0.97)

Median PFS 10.2 mo 4.7 mo
©95%Cl)  (5.6-NE) (2.8-7.9)
e ey Elotuzumab group
l-
i T
" -
o--o
@ 0 --9

Control group

No. at Risk

Elotuzumab group 41
Control group 41

38 35 34 31
35 30 23 21

-
-

5 6 7 8 9
Months

T L] L] T T 1

10 11 12 18 14 15 16

20 26 22 29 19 18 9 3 1 0
18 17 16 12 10 8 6 4 2

N Engl J Med 2018 Vol. 379 Issue 19 Pages 1811-1822
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Triple-refraktar: Wie ist der Stand?

Vergleichsarm der KarMMa3-Studie! (2-4 Vortherapien):
Investigator's choice: Kd, DPd, EPd, DVD, IRD
Medianes PFS (n=132): 4,4 Monate

Triple-refraktar (n=89): 3,5 Monate

2 Vortherapien (n=39): 4,8 Monate

3 Vortherapien (n=49): 3,2 Monate

4 Vortherapien (n=44): 4,9 Monate

LocoMMotion-Studie? (> 1 Vortherapie):
Medianes PFS (n=248): 4,6 Monate
Triple-refraktar (n=183): 3,9 Monate

IN Engl J Med 2023 Vol. 389 (4): 335-347 2Leukemia 2022 Vol. 36 (5):1371-1376

—
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Selinexor + Dexamethason in triple-refractory
myeloma: STORM study

A Progression-free Survival

E 1.00+
g
a ORR: 26%
Q . =1
= .
: mMPFS:
7
@ 0.50
B
4
o
s
> 0.25+
E
1]
S
E 000 T T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 11
Months
No. at Risk 122 85 51 33 19 12 10 6 3 3 3 2

Chiari et al. N Engl J Med 2019 Vol. 381 (8): 727-738
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Celmods in triple-refractory myeloma
Cereblon E3 Ligase Modulatoren:
Iberdomide + Dexamethasone?:

90 patients in dose escalation cohort: ORR 32%
107 patients in expansion cohort: ORR 26%

Mezigdomide + Dexamethasone:
101 patients in phase 2: ORR 42%
Median DOR: 7.6 months

Median PFS: 4.4 months

ILancet Haematol 2022 Vol. 9 Issue 11 Pages €822-e832 2N Engl J Med 2023; 389:1009-1022

—
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Melflufen + Dexamethason: HORIZON Studie

PFS nach Median 5 Vortherapien 0S nach Median 5 Vortherapien
4,2 Mon. (3,9 Mon. TCR)' 11,6 Mon. (11,2 Mon. TCR)'
100 100
. 0)
) ORR: 29% )
~ 60 ~ 60
g S
o @
s
a 40 o 40
20 20
M N =t
o + Censored I_hﬁ_' o + Censored
0 3 6 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24 27 30 33
Monate Monate
. Ereignisse, mPFS . Ereignisse, mOS
Population n (%) Mon., (95 % CI) Population n (%) Mon., (95 % CI)
Gesamtpopulation B Gesamtpopulation _
(N =157) 121 (77)) 4,2 (3,4 - 4,9) (N =157) 88 (56,1) 11,6 (9,3 — 15,4)
Triple-class refraktar 94 (79.0 3,9 (3,0 - 4,6) Triple-class refraktar 72 (60,5) 1.2 (77 -13.2)

(n=119) T (n=119)

Richardson PG, et al. J Clin Oncol 2020; 39: 757 — 767
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Zusammenfassung

Immer mehr Triplet- und Quadruplet-Therapien in der 1. Linie

= In der Regel Behandlung bis zum Progress

= Hoher Bedarf an wirksamen Therapieoptionen ab 1. Rezidiv

= Oft Triple-Refraktaritat nach 2 Linien (1 Linie z.B. CONCEPT Studie)

= Bei Triple-Refrakaritat medianes PFS 3-4 Monate (auch mit neuen
Substanzen)

= Friher Einsatz vom immuntherapeutischen Optionen
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