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AQUILA: Study Design and Risk Stratification Methods

Screening Treatment/active monitoring phase

Key eligibility criteria:!

» >18 years of age

» Confirmed SMM diagnosis (per IMWG
2014 criteria?) for <5 years

» Clonal BMPCs >10% and >1 of:

— Serum M-protein >30 g/L; IgA SMM,;
Immunoparesis with reduction of 2
uninvolved Ig isotypes; Serum
involved:uninvolved FLC ratio >8 and
<100; Clonal BMPCs >50% to <60%

=390)

1:1 randomization (N

Daratumumab monotherapy
1800 mg SC QW C1-2, Q2W C3-6, Q4W
thereafter until 39 C/36 months*

Active monitoring
No disease-specific treatment,
with AE monitoring up to 36 months*

*or confirmed disease progression (whichever occurred first)

For this post hoc analysis, outcomes were assessed by:

Follow-up phase

Primary endpoint:

* PFS by independent
review committee per
IMWG SLiM-CRAB
criteria®

Key secondary
endpoints:

* Time to first-line
treatment for MM

* Overall survival

4 N N [ 1\
: : e IMWG scoring system:
IMWGB?VIOPZ g ;/za(l)loga"[\id ”ks k>52t re;gll‘_lcatlon. Points given based on values of serum FLC ratio, M Age:
0, M SpIKe =2 gidL, spike g/dL, percentage of BMPCs, and FISH <65 years
serum I/U FLC ratio >20 s
. . o abnormalities 65 to <75 years
0 factors=low risk; 1 factor=intermediate risk; : : : : L >
b 0—4 points=low risk; 5-8 points=low-intermediate risk; 9— 275 years
=2 factors=high risk . ) : . o
L L 12 points=intermediate; >12 points=high risk L )

a SLiIM-CRAB, 260% clonal plasma cells in bone marrow, involved/uninvolved free light chain ratio 2100 or more with the involved free light chain 2100 mg/L, magnetic resonance imagine with >1 focal marrow lesion, hypercalcemia,
renal insufficiency, anemia, bone lesions. BMPC, bone marrow plasma cell; C, cycle; FLC, free light chain; IMWG, International Myeloma Working Group; M, monoclonal; PFS, progression-free survival; SC, subcutaneous;

SMM, smoldering multiple myeloma; QW, once weekly. 1. Dimopoulos MA, et al. N Engl J Med 2025;392(18):1777-88. 2. Rajkumar SV, et al. Lancet Oncol 2014;15(12):e538-48.
Presented by P Voorhees at the 67th American Society of Hematology (ASH) Annual Meeting; December 6-9, 2025; Orlando, FL, USA




AQUILA: PFS

A Progression-free Survival
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Hazard ratio for disease progression or death, ;
0.49 (95% CI, 0.36-0.67) :
P<0.001 i
0 1 ] 1 1 I 1 1 1 ' I I 1 1 1 I I ] 1 1 i ] ] 1 I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 438 51 54 57 60 63 66 69 72
Months since Randomization
No. at Risk

Daratumumab 194 188 181 179 166 156 149 145 142 139 138 135 129 121 118 114 106 102 99 96 90 67 41 17 6
Active monitoring 196 180 175 160 142 131 120 111 100 91 87 83 78 71 67 65 60 55 51 50 49 33 19 8 2

BMPC, bone marrow plasma cells; FLC, free light chain; IMWG, International Myeloma Working Group; PFS, progression-free survival; SC, subcutaneous; SMM smoldering multiple myeloma.

Presented by P Voorhees at the 67th American Society of Hematology (ASH) Annual Meeting; December 6-9, 2025; Orlando, FL, USA



AQUILA: IMWG 2020 Subgroups: PFS
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» 60-month PFS rates, %:

IMWG 2020 Active

: Daratumumab o
Risk group monitoring
Low 78.2 71.6
Intermediate 56.2 42.9
High 60.4 23.6

PFS active monitoring vs daratumumab
monotherapy, high-risk group:

62.8% vs 37.5% events

HR 0.36 (95% CI: 0.23, 0.58)

Daratumumab monotherapy showed a PFS benefit vs active monitoring across IMWG 2020 risk
subgroups, with the largest benefit observed in the high-risk subgroup

IMWG 2020 (aka Mayo 2018 or 20-2-20) risk stratification: BMPC >20%, monoclonal spike >2 g/dL, serum I/U FLC ratio >20.
0 factors=low risk; 1 factor=intermediate risk; =2 factors=high risk

BMPC, bone marrow plasma cells; FLC, free light chain; IMWG, International Myeloma Working Group; PFS, progression-free survival; SC, subcutaneous; SMM smoldering multiple myeloma.

Presented by P Voorhees at the 67th American Society of Hematology (ASH) Annual Meeting; December 6-9, 2025; Orlando, FL, USA
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PERSEUS TRIAL — STUDY DESIGN

Induction
= VRd
§ V: 1.3 mg/m? SC
~ Days 1. 4,8, 11
S T S I R: 25 mg PO Days 1-21
LCC LA S0 . 40 mg PO/IV Days 1-4,9-12
criteria c
* Transplant- 5 D-VRd
iGN Jlll DARA: 1,800 mg SC*
= Age 18-70 years 5 QW Cycles 1-2
+ ECOGPS <2 'g Q2W Cycles 3-4
&
£ VRd administered as in
X the VRd group
4 cycles of 28 days
Primary endpoint: PFS¢

TRANSPLANT

Consolidation

VRd
V: 1.3 mg/m* 5C
Days 1.4, 8, 11
R: 25 mg PO Days 1-21
d: 40 mg PO/IV Days 1-4, 9-12

D-VRd
DARA: 1,800 mg SCb Q2W

VRd administered as in
the VRd group

2 cycles of 28 days

Key secondary endpoints: Overall =CR rate overall MRD-negativity rate,d OS

Maintenance

R
R: 10 mg PO Days 1-28 until PD

D-R Continue
DARA: 1,800 mg : D-R
SCb QAW until PD
R: 10 mg PO
Days 1-28

28-day cycles

Discontinue DARA therapy only Restart DARA therapy upon
after 224 months of D-R maintenance for patients confirmed loss of CR without
with 2CR and 12 months of PD or

sustained MRD negativity recurrence of MRD

Sonneveld et al., NEJM, December 2024




PERSEUS TRIAL: D-VRd + D-R Maintenance significantly improved PFS
and Depth of Response versus VRd + R

1 reach W.CJ,.",;“M Median follow-up: Overall and sustained MRD-negativity rates*
9.7 months 47.5 months

48-month PFS
1

e 100 MRD negativity (10%) MRD negativity (10°%) Sustained MRD negativity (10%)
° v 1 : 212 months
g - e ——
¢ 80+ 1 1 D-VRd £ <0.0001* 7 < 0,0001% £ <0,0001
Odds ratio, 3.40 Ocds ratio, .07 Odds atio, 442
g I 1 67.7% VRd 95% CL 2.47-469) (93% €L 2.90-5.43) (95% CL X.22-6.08)
l 9 - -
.g. il . : 80 r5 ok 80 80
2 : : ® 701 70 + 5.4% 70 1 e
3 409 ! ! 5 60 - 60 - 80 -
1 1 L4
.g ! 1 2 50 1 47.5% 50 50 -
2
204 : : £ 40 40 40 1
i 1 HR, 0.42;95% CI, 0.30-0.59; P <0.0001 N g 30 - 30 - 322% 30 - 20.7%
1 1 N
0 L] L) L) L] L) L) L] L) L) L) L) L] L] L) L) L) L) L) ° 20 J 20 Jd 20 4
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 g
Months 10 10 - 10
No. at risk 0 4 v 0 4 0 -
VRd 354 335 321 311 304 297 291 283 278 270 258 247 238 228 219 175 67 13 0O <P g OWRe — - yrd
D-VRA 355 345 335 320 327 322 318 316 313 300 305 302 299 205 286 226 90 11 0 n=355)  (0=354) (0 =355)  (ne354) (n=355)  (m=354)

58% reduction in the risk of progression or Deep and durable MRD negativity

death in patients receiving D-VRd achieved with D-VRd

HR, hazard ratio; CL confidence interval. *MRD-negativity rate was defined 35 the proportion of patients who achieved both MRD negativity and 2CR. MRD was assessed using bone marrow aspirates and
evaluated via NGS (clonoSEQ assay, version 2.0; Adaptive Biotechnologies, Seattie, WA, USA), ®P values were calculated with the use of the stratified Cochvan-Mantel-Haenszel chi-square test.

“Pvalue was calculated with the use of Fisher's exact test.

1. Sonneveld P, et al N £ngl J Med. 2024;390{4):301-313.

Presented by P Rodogues-Otero a1 the Amencan Sooety of Clinscal Oncology (ASCO) Annual Meeting: May 31-June 4, 2024: Thucago, 1L, USA

Sonneveld et al., NEJM, December 2024




Isatuximab, Lenalidomide, Bortezomib and Dexamethasone
Induction Therapy for Transplant-E|
Diagnosed Multiple Myeloma: Fina Zulassung 08/2025
KLINIKUM Analysis of Part 1 of an Open-label,
HEIDELBERG Phase 3 Trial (GMiviu-HUL /)

Hartmut Goldschmidt!-2, Uta Bertsch:2, Ema Pozek3, Axel Benner3, Roland Fenk?, Britta Besemer>, Christine Hanoun®, Roland Schroers’,
Ivana von Metzler8, Mathias Hanel®, Christoph Mann??, Lisa B. Leypoldt!!, Bernhard Heilmeier'?, Stefanie Huhn?, Sabine K. Vogel?,
Michael Hundemer?, Christof Scheid*3, Igor W. Blau'4, Steffen Luntz!°, Tobias A. W. Holderried'¢, Karolin Trautmann-Grill'7, Deniz Gezer!é,
Maika Klaiber-Hakimi'?, Martin Miiller?°, Evgenii Shumilov?!, Wolfgang Knauf??, Christian S. Michel?3, Thomas Geer?*, Hendrik Riesenberg?>,
Christoph Lutz25, Marc S. Raab'2, Martin Hoffmann?’, Katja C. Weisel'!, Hans J. Salwender??, and Elias K. Mai? for the German-speaking
Myeloma Multicenter Group (GMMG) HD7 investigators

linternal Medicine V, Hematology, Oncology and Rheumatology, Heidelberg University Hospital, Heidelberg, Germany; 2National Center for Tumor Diseases Heidelberg, Heidelberg, Germany; 3Division of
Biostatistics, German Cancer Research Center (DKFZ) Heidelberg, Heidelberg, Germany; “Department of Hematology, Oncology and Clinical Immunology, University Hospital Diisseldorf, Diisseldorf, Germany;
SDepartment of Internal Medicine Il, University Hospital Tiibingen, Tiibingen, Germany; éDepartment for Hematology and Stem Cell Transplantation, University Hospital Essen, Essen, Germany; ’Medical Clinic Il,
Ruhr-University Bochum, Bochum, Germany; 8Department of Medicine Il — Hematology and Oncology, Goethe-University Frankfurt, University Hospital, Frankfurt am Main, Germany; °Department of Internal
Medicine lll, Klinikum Chemnitz, Chemnitz, Germany; °Department for Hematology, Oncology and Immunology, University Hospital GieRen and Marburg, Marburg, Germany; !Department of Oncology,
Hematology and BMT, University Medical Center Hamburg-Eppendorf, Hamburg, Germany; 12Clinic for Oncology and Hematology, Hospital Barmherzige Brueder Regensburg, Regensburg, Germany; 3 Department
of Internal Medicine I, University Hospital Cologne, Cologne, Germany; **Medical Clinic, Charité University Medicine Berlin, Berlin, Germany; **Coordination Centre for Clinical Trials (KKS) Heidelberg, Heidelberg,
Germany; *Department of Hematology, Oncology, Stem Cell Transplantation, Immune and Cell Therapy, Clinical Inmunology and Rheumatology, University Hospital Bonn, Bonn, Germany; ’Department of
Internal Medicine I, University Hospital Dresden, Dresden, Germany; ‘8Department of Hematology, Oncology, Hemostaseology, and Stem Cell Transplantation, Faculty of Medicine, RWTH Aachen University,
Aachen, Germany; °Clinic for Hematology, Oncology and Palliative Care, Marien Hospital Diisseldorf, Diisseldorf, Germany; 2°Clinic for Hematology, Oncology and Immunology, Klinikum Siloah Hannover,
Hannover, Germany; 2'Department of Medicine A, Hematology, Oncology and Pneumology, University Hospital Miinster, Miinster, Germany; 22Center for Hematology and Oncology Bethanien, Frankfurt am Main,
Germany; 22Department of Internal Medicine 111, University Hospital Mainz, Mainz, Germany; 2*Department of Internal Medicine lll, Diakoneo Clinic Schwibisch-Hall, Schwibisch-Hall, Germany;
ZHematology/Oncology Center, Bielefeld, Germany; 2Hematology/Oncology Center, Koblenz, Germany; 2’Medical Clinic A, Clinic Ludwigshafen, Ludwigshafen, Germany; U I{
28Asklepios Tumorzentrum Hamburg, AK Altona and AK St. Georg, Hamburg, Germany H D

ASH 2024; Final Abstract Code: 769
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Study design — Part 1

Isa-RVd x 2
=9 %
Induction (3 x 6-week cycles) E E S
35
[ n T
Rvd <5
4 1\
Stratification for randomization Isa: 10 mg/kg IV Cycle 1 Cycles 2-3
prior to: Days 1, 8, 15, 22, and 29 Days 1, 15, 29

1. Induction: R-ISS stage (l/Il versus
11l versus not classified)

2. Maintenance: R-ISS stage at

R: 10/15/25 mg PO; Days 1-14 and 22-35 )

study entry (I/1l versus Il versus V: 1.3 mg/m?2 SC;
not classified) and MRD- after last Days 1, 4, 8, 11, 22, 25, 29, and 32
HDM (no versus yes versus d: 20 mg POP; Days 1-2, 4-5, 8-9, 11-12, 15,
unknown) 22-23, 25-26, 29-30, and 32-33

\ J

p

Primary end points®: Post-induction MRD— (NGF, 10-%); PFS after second randomization

Key secondary end points: PFS (whole study); OS (whole study and from second randomization); post-induction CR; CR and MRD- after
HDM and during and after maintenance therapy

Selected secondary end point: PFS after first randomization

Here, we present the PFS from first randomization comparing Isa-RVd and RVd induction therapies

aMelphalan 200 mg/mz2. On days of isatuximab infusion, dexamethasone will be administered intravenously as part of the premedication.

ASCT, autologous stem cell transplant; CR, complete response; d, dexamethasone; HDM, high-dose melphalan; HR, high-risk; Isa, isatuximab; 1V,
intravenous; MRD—, minimal residual disease negativity; NDMM, newly diagnosed multiple myeloma; PD, progressive disease; PO, oral;

R, lenalidomide; R-ISS, Revised International Staging System; SC, subcutaneous; V, bortezomib.

10




MRD- and continued MRD- rates in the ITT population

OR, 2.13
(95% CI, 1.56-2.92) OR. 1.84
(95% ?:F’:';iz 51) Feo.00 (95% €1, 1.28-2.63)  \oarva
- ' | P=0.0008
70 - P<0.0001" 66.2% 70 1 —— "Rv
60 - 01  s31%
3 50.1% 47.7% R 50
) 38.0%
P % 40 1
E = 30 +
E O 5
10 -
0 A

' b
MRD- after induction' MRD- post transplant Continued MRD-

Further deepening of MRD response between the end of induction and post transplant

was observed with Isa-RVd vs RVd, despite lack of consolidation after transplant

“P value derived from stratified conditional logistic regression analysis. 2independent of IMWG response status. °Continued MRD- defined as

MRD- persisting from post induction to post transplant. 1. Goldschmidt H, et al. Lancet Haematol. 2022;9:e810-e821.

Cl, confidence interval; CR, complete response; d, dexamethasone; Isa, isatuximab; IMWG, International Myeloma Working Group; ITT, intent-to-treat;
MRD, minimal residual disease; MRD—, minimal residual disease negativity; OR, odds ratio; R, lenalidomide; V, bortezomib; VGPR, very good partial
response.

September 2025 Dr. med. K. Veelken



Future perspectives
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HD7

Maintenance (4-week cycles)

* Follow-up of the GMMG-HD?7 trial is ongoing

* The next readout from the GMMG-HD?7 trial will be the primary end point for part 2:
PFS from second randomization comparing maintenance therapy with Isa-lenalidomide or
lenalidomide alone

GMMG-HD7 is the only Phase 3 study with a second randomization before

maintenance incorporating SOC lenalidomide, which allows the effects of
isatuximab in induction and maintenance to be isolated and evaluated separately

aMelphalan 200 mg/m2. ASCT, autologous stem cell transplant; CR, complete response; d, dexamethasone; HDM, high-dose melphalan; HR,
high-risk; Isa, isatuximab; NDMM, newly diagnosed multiple myeloma; PD, progressive disease; PFS, progression-free survival; R, lenalidomide;
SOC, standard of care;

V, bortezomib.

September 2025 Dr. med. K. Veelken



Phase Il IMROZ & CEPHEUS: Study Designs

Induction phase
Cycles 1-4
IMROZ (6-week cycles)
NDMM =
N~440 o Isa + VRd
oo g
| E 3:2
o
o
S VRd
(14

Induction/Consolidation

phase

CEPHEUS 2?§alesc1c-:-lzs
NDMM = :
N~360 S IRJl DaraSC+VRd
[ 'g =

)

)

S VRd

1 4

N~180

Continuous phase
Cycles 5 onwards
(4-week cycles)

Isa +Rd

PD

Rd

Maintenance phase
Cycles 9 onwards
(21-day cycles)

Dara SC +Rd

Zulassung 2025

Primary endpoint:
PFS

Key secondary endpoints:
CR rate, MRD- CR (NGS, 10)
rate, 2VGPR rate, OS

Disease progression,
unacceptable toxicities,
patient withdrawal

Primary endpoint:
Overall MRD negaticity
>= CR

Key secondary endpoints:
PFS, sustained (>12 months)
MRD negativity, >= CR rate

Disease progression,
unacceptable toxicities,
patient withdrawal




IMROZ TRIAL

162 PFS events: 84 (31.7%) in Isa-VRd; 78 (43.1%) in VRd'
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Isatuximmab, Bortezomib, Lenalidomide and Dexamethasone for Multiple
Myeloma, NEJM, 2024

__ CEPHEUS TRIAL
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Daratumumab plus bortezomib lenalidomide and dexamethasone for
transplant-ineligible or transplant-deferred newly diagnosed multiple
myeloma: the randomized phase 3 CEPHEUS trial; Nature Medicine,
2025




Was kommt nach 2025?




Auswahl Studien bei NDMM:

- MIDAS Trial
(Erstlinientherapie mit Isa-KRd gesteuert nach MRD)

BTE:

- MajesTEC5/HD10
(5-fach Kombination in Erstlinie: Tec-Dara(V)Rd)

- CARTITUDEG
(Dara-VRd + Ciltacel+ ET vs. SOC)

- HD8 (Isa s.c. Rvd vs. Isa i.v. RVd)

ET nach ABSCT:

-MajesTEC 4 (Tec-Len vs. Len mono)
-MAGNETISMM7 (Elranatamab vs. Lenalidomid)
-HD9 (Iberdomid vs. Iberdomid + Isatuximab s. c.)

B NTE:

MajesTEC7 (Tec-DR vs.
DRd)

DREAMM-9
(Belantamab Mafodotin
VRd vs. VRd)

MAGNETISMM6

(Elranatamab-DR vs.
DRd)




Fazit Erstlinientherapie:

Vierfach-Induktion mit einem CD38-Antikorper, IMiD, Proteasominhibitor und
Dexamethason ist der Goldstandard fiir Patienten mit neudiagnostiziertem
Multiplen Myelom (NE und NTE)

Doublette (Daratumumab-Lenalidomid) in Erhaltungstherapie nach Quadruplet
Induktionstherapie mit Dara-VRd (analog PERSEUS)

Etablierung von Carfilzomib-basiertem Quadruplet fiir HR NDMM (CONCEPT,
MIDAS); bisher nicht zugelassen!

Stellenwert MRD — adaptierter Therapiestrategien? Stellenwert ASCT bei MRD
negativen Patienten?

Outlook: Integration der nachsten Generation an Immuntherapien in die erste
Behandlungslinie (bispezifische Antikorper, CAR-T Zellen)




Behandlungen bel
erneuter Krankheitsaktivitat

slide master



age 18-75 years

Autologe Rezidivtransplantation?
ReLApsE-Studie Langzeitergebnisse (mFU 8 yrs)

Relapsed Multiple Myeloma (15t - 3 relapse)

( liandomizatioq )
‘ 3x Rd 3xRd
Cyclophosphamide + G-CSF Cylophosphamide + G-CSF
stem cell collection stem cell collection
Rd HDCT (Mel 200 mg/m?)
until progressive disease +ASCT

R-maintenance
. until progressive disease
! ,
| patients with progressive disease: |

| HDCT (Mel 200 mg/im?) + ASCT |
lrecommended (as post-trial lmatment)"

100 % -

5% -

PFS probability
3
#

25% -

0% -

\

%

p=0.9

\

PFS
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Months

138 &8 57 42 27 22 18 10 6 4 1

Median PFS

Arm A: 19.3 months
Arm B: 20.5 months
HR 0.98

100% -1 «

— ArmA
Arm B

| p=0.44 L\

T 'Y
0 12 24 36 48 60 72 84 96 108 120 132

Months
138 129 1156 100 80 71 60 47 26 12 3 0

Median OS
— Arm A: 62.7 months
— Arm B: 67.1 months
— HR0.89

Kein Uberlebensvorteil fir Rezidiv-TPL nach vorheriger Erstlinien-TPL UK)

HD

Baertsch MA, et al. Blood, 2025




CAR-T-Zell-Therapie ab 2. Linie

Cartitude-4 phase lll trial (1-3 Vortherapien) — BCMA-targeted CAR-T cells

PFS OS

100 Median follow-up 33.6 months
g . Median follow-up 33.6 months 30-month OS
B .| TS 30-month PFS 80 - T T 76.4%
o o A e athenemmmemsussssnais 4 Cilta-cel
b4 R !
g y Lt
a >~y
3 B £ soc
AMMRA AAA A Cilta-cel =
£ 59.4% ©
= X
3 40- 40 -
o
£
> ST
e 20- SR 20
B 25.7% - soc
® HR (95% CI): 029 (0.22-0.39); P<0. oao1M HR (95% ClI): 0.55 (0.39-0.79); P=0.0009*°
0—'*-—“T—"_‘ T — ——— T — 0 L] L] L L)
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
No. at risk months No. at risk Months
Cilta-cel 208 177 172 165 157 150 145 136 132 1290 111 65 20 13 5 0 Cilta-cel 208 201 190 183 175 173 171 167 163 159 146 93 44 24 9 0
SOC 211 176 133 116 96 80 74 65 61 52 47 25 12 1 1 0 SOC 211 207 196 184 173 163 154 147 137 133 127 71 35 13 4 0

Cilta-cel (Carvykti) als Standard ab der 2. Linie

(Voraussetzungen: CAR-T-Fahigkeit, Lenalidomid-Refrakteritat)

San Miguel J et al.,

NEJM, 2023 UK |

HD



Besondere Nebenwirkungen der CAR T Zelltherapie: CRS and ICANS

»
>

CRS

+ Fieber(Beginn wenige Stunden bis 7 Tage nach Infusion) — IL-6_Hemmu_ng
» Rigor, Schwache, Kofschmerzen, Muskelschmerzen — CortlcogterOIde
* Schweelungen, Blutdruckabfall, Sauerstoffmangel Supportive care

ICANS (meist mit CRS) . .
» Aufmerksamkeitsdefizit, Sprachstorungen, Zittern, Lethargie, Schreibstorung — Corticosteroide
» Aphasie, Krampfanfalle, Gehirnentziindung, Kraftverlust, Kopfschmerzen Supportive care

ICANS, immune effector cell-associated neurologic syndrome.
Santomasso B, et al. Am Soc Clin Oncol Educ Book. 2019;39:433-44. Siegler EL, et al. Front Immunol. 2020;11:1973.




Neurotoxizitat

This presentation is strictly aimed for educational purposes and does not replace personalized medical advice from physicians. The case study is based on a theoretical situation and any correlation to a real
person is not intended and should not be inferred.
Courtesy of L. Schubert.




Neurologische Spatfolgen: Selten aber wichtig zu wissen

Gesichtsnervenlahmung: Parkinson-ahnliches Syndrom
selten, voriibergehend sehr selten, evtl. bleibend

EHA2021 Virtual Congress - Updates-in-Hematology session www.bergerhenryent.com; Butler et al. 22017



http://www.bergerhenryent.com/

Belantamab mafodotin

Wirkmechanismen

Effector

sy ADCC/ADCP

Normal receptor-
ligand binding

Fc receptor (afucosylated)

Markers
of ICD

s, " chr'

ATP Y -
* 9 Innate immune

AV
5 N VY - - cells and cytokines
death

o i
~0:. = d ? 2
HMGB1 Tumor specific
CTLs

Belantamab mafodotin is a
humanized, afucosylated, anti-
BCMA monoclonal antibody
conjugated to the microtubule
inhibitor monomethyl auristatin F
by a protease-resistant cysteine
linker?-3

Belantamab mafodotin induces
immune-independent ADC-
mediated apoptosis; immune-
dependent enhancement of ADCC
and ADCP; and release of
markers characteristic of ICD,
leading to an adaptive immune
response34




Anti-CD38-refraktar, LEN-refraktar: Belantamab

DREAMM-7 Is a Phase 3 Study Examining a Belantamab Mafodotin—-Based
Combination in RRMM in 2L+ (NCT04246047)

>

| « 21 prior line of MM therapyl
ocume urng

Recruitment period

=13 months from FPI (May 7, 2020) to
LPI (June 28, 2021)

Eligibility criteria

« Patients aged 218 years

or after the most recent
therapy

* No prior treatment with anti-
BCMA

* Not refractory or intolerant
to daratumumab or
bortezomib

1:1 randomization

Stratification

* Prior lines of treatment (1 vs 2 or 3 vs 24)
* R-ISS stage (I vs /1)

* Prior bortezomib (yes vs no)

Treatment period

Until end of study, withdrawal of consent, disease progression,

death, or unacceptable toxicity
Cycles 1-8

Belantamab mafodotin 2.5 mg/kg IV Q3W
+

bortezomib 1.3 mg/m? SC on days 1, 4, 8,
and 11 of cycles 1-8 (21-day cycle)

dexamothaomZOmg'onﬂmedayofand
day after bortezomib for cycles 1-8

Daratumumab 16 mg/kg IV cycles 1-3 QW

and cycles 4-8 Q3W
+

bortezomib 1.3 mg/m? SC on days 1, 4, 8,
and 11 of cycles 1-8 (21-day cycle)
+

dexamethasone 20 mg® on the day of and
day after bortezomib for cycles 1-8

Follow-up period

Cycle 9+
Follow-up
Belantamab for PFS
mafodotin - Q3w Follow-up for
monotherapy 2 (for patients 0S Q12w
25mg/kgIVQ3w s o (for patients
c
] discontinue et
& d discontinue
- ue to
© due to PD or
o dsemsilss ther reasons)
sd otherthan °
° PD)
Daratumumab g
monotherapy ﬁ Diseass
16 mo/kg IV Q4W assessments
Q3w

Disease assessment visits: Q3W from cycle 1 day 1 until disease progression

* Primary endpoint: PFS
* Key secondary endpoints: OS, DOR, MRD

« Additional secondary endpoints: CRR, ORR,
CBR, TTR, TTP, PFS2, AEs, ocular findings, QOL




Anti-CD38-refraktar, LEN-refraktar: Belantamab

p DREAMM-8 is a phase 3 study examining a belantamab mafodotin—-based
combination in 2L+ RRMM (NCT04484623)"2

Recruitment period Treatment period
Until PD, death, unacceptable toxicity, end of study, or
October 2020 1o December 2022 sliidrawal of consent

Belantamab mafodotin

ROy 302 % 2.5 mg/kg IV (cycle 1) then 1.9 mg/kg IV Q4W fromcycle 2 Primary endpoint:
*  Adults with MM c onward IFl’vl:vs;,él;?cass%sedper
+ S~
|- 1 prioriine of MM | & 2 pomalidomide 4 mg orally on days 1-21 (28-day cycles) :
— + =
LEN N b dexamethasone 40 mg® on days 1, 8, 15, and 22 s Key secondary endpoints:
e Documented PD L g % 0OS, MRD negativity, and DOR
during or after their = ol Bortezomib 2
most recent therapy & "3 1.3mg/m? SCondays 1, 4, 8, and 11 of cycles 1-8 then % A 0Monal sacondery
*  No prior treatment = L days 1 and 8 (21-day cycles) ° :
with anti-BCMA or — g + Lo ﬁ endpoints include:
pomalidomide: not w=1 pomalidomide 4 mg orally on days 1-14 (21-day cycles) ORR, CRR, 2VGPR, TTBR,
refractory/intolerant > S TTR, TTP, PFS2, AEs, ocular
to bortezomib =  dexamethasone 20 mg® on the day of and day after findings, HRQOL, and PROs
Stratification®:
» Prior lines of treatment (1 vs 2 or 3 vs 24)
* Prior bortezomib (yes vs no)

» Prior anti-CD38 therapy (yes vs no)

4

LC



Anti-CD38-refraktar, LEN-refraktar: Belantamab
Subgruppenanalysen LEN-refraktare Pat.

DREAMM-7 (BVd) DREAMM-8 (BPd)

Lenalidomide Refractory Lenalidomide Refractory*
PESs BVd DVd HRe ”
| : (N=79) (N=87) (95% CI) " Interim OS PVd (N=111
107 == Events, n (%) 33 (42) 64 (74) i sod < sl s =t
PFS, median 25.0 8.6 (6 19-0.48) E Events, n 54 (43) 70 {63)
- 18 months (E el e (15.1:89) (8415 5 ol Median PFS (85% CI),  24.0 (17088 9.2 (7.2-12.5)
08 ™ 3 0.8 - onhe
.
Ny g - HR (85% C1) 0.45 (0.31-0.65)
g \1#,- Median A S
E 06 \ 25.0 months £ 06 . Ty
o 1 1%
: e : g
e © Months
T
» 2 04
w04 Median L =
o K G
8.6 manths —)
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S . [ M
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No. at sk Time since randomization, months i of evarta) >
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Mt MY, of ol Presested ot the Eurapesn Hematology Adsooetos 2034 Myt Congrens. Mot P33 Seprintod seih sertress on by U suther

Trudel S, et al Presented at the Intormational Myeloma Society Annual Meeting 2024, Abstract OA-62. Reprinted with permission by the author

Medianes PFS bei LEN-Refrakteritat mit BVd/BPd betragt 2 Jahre

(vergleichbar mit Dara-Kd [CANDOR phlil]) UK
HD




Belantamab mafodotin

Okulare Toxizitat: Visusverschlechterung

Changes in BCVA Resolved in Patients With Complete Follow-Up

20/207

R Pt - ' “'
w[l ¥ 0 TS

Reprirged from Shi C, et al. J Vis. 2020:2((8).29. Copyright © 2020 Tha Authors.

20/501 20/200°

Bilateral worsening of BCVA in patient: | with normal baseline 20/25 or better

(20/50) or worse® (20/200) or worse®

Patients, n/N (%) 84/242 (35) 5/242 (2)
Time to onset of first event, median (range), days 79 (16-1320) 105 (47-304)
Time to resolution of first event to baseline, median (range), days® | 64 (8-908) 87 (22-194)
Time to improvement of first event, medlar{ 7(rango), aay;;_A- | S— 22-(6-257) ' 19 (8~26) “
First event resolved, n/N (%)° 78/84 (93) 4/5 (80)
First event improved, n/N (%)¢ 81/84 (96) 5/5 (100)
Follow-up ended with event ongoing, n/N (%) 2/84 (2) 0

. Ruesed with from the Socety of .,rm‘“‘-m Al fights esanmd wwlmwmbwmwlw
N @ The rate of discontinuations due to any ocular event was 10%

LC



Zusammenfassung

 Frihes Rezidiv
« Grundsatzlich Therapiewahl nach Vortherapie, Refrakteritat und Patientenfaktoren (Komorbiditaten,
Praferenzen)

« Anti-BCMA CAR-T Zellen entwickeln sich zum Standard flr geeignete Patienten (Cilta-cel)
* Fitness, Lenalidomid-Refrakteritat

« Herausforderung der Lenalidomid- und/oder Anti-CD38-Refrakteritat (nach Erstlinie)
« Anti-CD38/Carfilzomib/Dexamethason
« Belantamab mafodotin/Pomalidomid/Dex bzw. Belantamab mafodotin/Bortezomib/Dex
« Herausforderung okulare Toxizitat: Dosisreduktion, Intervallverlangerung
* Reversibilitat
« Einfluss auf spatere BCMA-gerichtete Therapien? (bispezifische Antikdrper)
* Weitere Optionen
« Selinexor/Bortezomib/Dexamethason
* Reduzierte Startdosis und konsequente Antiemeseprophylaxe
 Elotuzumab/Pomalidomid Dexamethason




Optionen nach
mehrfacher Vortherapie

slide master



Bispezifische Antikdrper

bispezifische AK/BiTE

Tumor cell

Batlevi CL, et al. Nat Rev Clin Oncol. 2016;13(1):25-40., Marin-Acevedo JA, et al. J Hematol Oncol. 2018;11(1):8., Thomas A, et al. Lancet Oncol. 2016;17(6):e254-e262., Baeuerle PA, et al.
Cancer Res. 2009;69(12):4941-4944., Brudno JN, et al. Blood Rev. 2019;34:45-55., Porter DL, et al. N Engl J Med. 2011;365(8):725-733.




Teclistamab, Elranatamab, Linvoseltamab und Talquetamab:
zugelassene bispezifische Antikdrper

* EMA Zulassung:

* Teclistamab, Elranatamab, Linvoseltamab und Talquetamab sind indiziert fir die Behandlung des
rezidivierten und refraktdaren multiplen Myeloms bei erwachsenen Patienten, die mindestens drei
vorausgegangene Therapien, einschlielllich eines Immunmodulators, eines Proteasominhibitors und eines
Anti-CD38-Antikorpers, erhalten und unter der letzten Therapie eine Krankheitsprogression gezeigt haben.

https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-idecabtagene-vicleucel-multiple-myeloma



https://www.fda.gov/drugs/drug-approvals-and-databases/fda-approves-idecabtagene-vicleucel-multiple-myeloma

MajesTEC-1: Gesamtansprechen, Beispiel Teclistamab

80 - mPR mVGPR ®mCR = sCR

20 4 63.0% (104/165)

60 - - -
>CR: Im Median 5 Vortherapielinien

un
o

39.4% « 78% Dreifach-refraktar (PI, IMID, CD38)

_ . =VGPR: « Fast 40% mit kompletter Remission
58.8%

Patients, %
8 38

* 46% mit kompletter Remission waren MRD negativ

N
o
1

-
o
1

o
1

All Treated




Dauer des Ansprechens: Beispiel Elranatamab

Dauer des Ansprechens

1007
90+
80

704

. Nach 2.5 Jahren
Patienten 79.1 %

mit=CR 959 c|: 62.1-89.0)

60

40
30
20
104

0_

Probability, %

= Patients with =PR
Patients with =CR

B0~

Mediane DOR
nicht erreicht
(95% Cl: 29.4-NE)

61.0%

(95% Cl: 47.8-71.8)

Patienten
mit =PR

Patienten 0 3 6 ° 1215

mit=PR 75 70 65 57 50 45
mit=CR 46 46 46 43 40 36

18 21 24 27 30 33 36 39
Months

41 39 37 32 27 11 1 0
35 35 33 28 23 1 1 0

« Im Laufe der Zeit
Vertiefung des
Ansprechens

« Dauer des Ansprechens >
30 Monate

« Progressionsfreie Zeit
17 Monate




MajesTEC-3: Phase 3 Study Design

Key inclusion criteria Primary endpoint
« RRMM Tec-Dara *+ PFS per IRC
* 1-3 prior LOTs including a Pl and lenalidomide N=291 Kev secondary endooints
= Paﬁe"bt:e“ﬂz OTY 1 P'd":" LOT must 14 SC dosing following Dara schedule i gCRdand gyRRd oS
have been lenalidomide refractory per : - s o
IMWG criteria """WU;“"" > gsao BogRRY {102
« ECOG PS score of 0-2 N=58
Koy elintion % 22 Oct 2021 1o DPd/DVd * MySIm-Q Total Symptom score
SR R, 29 Sept 2023° N=296 (91% DPd) . nocadety Sayokie
wapy by investigator’'s choice® ety
* Refractory to anti-CD38 mAbs*® * PK and immunogenicity
® Tec 1.5 mg/kg
® Tec 3mglkg Cycle 1 QW Cycle 2QW Cycle 3-6 Q2W Cycle 7+ Q4W
© Dara 1800 mg DI D2 D4 D8 D15 D2 DI D8 D15 D22 DI D8 DI5 D2 D1 D8 D15 D22
Tec Osup'O [&] @ © e ® = & ki < @
Dara © g » o @ o © » e e O

Dex(pre-medf @ @ @ @

SC dosing aligned with Dara schedule, with monthly dosing after 6 cycles;

steroid sparing after Cycle 1 Day 8

*Prior exposure 1o ant-CD38 mAbs was permitted. *Duning the COVID-18 pandemic. ‘OPd/DVd were administerad per the approved schedules. "Response and disease progression were assessed by a blinded IRC per IMWG
criteria. *Dexamethasone, acetaminophen, and diphenhydramine pre-medication was required for the first 2 weeks. subsequent dexamethasone was not required thersafter. ‘Patients received SUD of 0.08 mg/kg and 0.3 mg/kg on
Days 2 and 4, respectively
CR, complete response; D, day; Dex, dexamethasone; DPd, daratumumab, pomalidomide, and dexamethasone, DVd, daratumumab, bortezomib, and dexamethasone; ECOG PS, Eastern Cooperative Oncology Group
performance status; IMWG, Intemational Myeloma Working Group, IRC, independent review committee; MRD, minimal residual disease; MySim-Q, Multiple Mysloma Symptom and Impact Questionnaire; ORR, overall response
rate; PFS, progression-free survival; P1, proteasome inhibitor; PK, pharmacokinetics; pre-med, pre-medication; QW, weekly; Q2W, every 2 weeks, Q4W, avery 4 weeks, SC, subcutaneous; SUD, step-up dosing

Presanted by M-V Matecs af the 67th American Society of Hematology (ASH) Annual Meeting and Exposition; Decamber 6.9, 2025; Orando, FL, USA




MajesTEC-3: PFS (Primary Endpoint)

o 100 36-m? PFS
g 2 ' 83.4%
o e & SH-AEmEEE s {esmanesens+a—an—  T@C-Dara
w 80 4 ' 2
§ | Median, NR
o ;
3 :
£ 40 :
; '
- : DPd/DVd
% 21 HR, 0.17 (95% Cl, 0.12-0.23); P<0.00012 Median, 18.1 months
2 Median follow-up: 34.5 months :
0 . - v ' r - - - - - v T -
0 3 6 9 12 15 18 21 24 27 30 33 8 39 42 45 48
No. at risk Months
Tec-Dara 201 262 249 240 240 233 230 227 222 218 214 142 89 34 9 0
DP4/DVd 206 254 218 188 167 149 135 124 112 99 87 52 26 14 3 1 0

Tec-Dara significantly improved PFS, with a plateauing curve after ~6 months and

>90% of patients progression-free at 6 months sustaining such a benefit at 3 years

*The P value crossed the prespecified stopping boundary for superiority for the first interim analysis (P=0.0139)
Cl, confidence interval; HR, hazard ratio; NR, not reached
Reproduced with parmission © The New England Jounal of Medicine (2025).

Presented by M-V Mateos at the 57th American Society of Hemalology (ASH) Annual Meoting and Expoaition; December 64, 2025; Orlando, FL, USA



MajesTEC-3: OS

100 = 36-m.o 0s
i 83.3%
80 \H‘—*"ﬂwb—n:mw‘oﬁm*-« Tec-Dara
" Median, NR
B
o 60 1 '
5 : DPd/DVd
% : Median, NR
5 401 '
@ '
b HR, 0.46 (95% CI, 0.32-0.65); P<0.0001 E
Median follow-up: 34.5 months i
0 ' . - : - ' : : - y - ; : . — \
0 3 6 9 12 15 18 21 24 27 30 a3 36 39 42 45 48
No. at risk Months
Tec-Dara 291 212 259 252 249 247 246 243 239 232 221 160 100 40 9 0 0
DPADVd 296 285 274 265 250 236 220 221 218 208 190 127 66 33 5 1 0

Tec-Dara significantly improved OS versus DPd/DVd, with 83% of patients alive at 3 years

Analysis of RMST demonstrated an OS benefit for Teo-Dara versus DPA/DVd (RMST difference, 2.15 months, P=0 0088)
RMST, restricted mean survival time.
Reproduced with permission © The New England Joumal of Medicine (2025)

Prasonted by M-V Malnos al tha 67th American Socisty of Hemalology (ASH) Annual Meeting and Exposition, December 6.8, 2025; Orlando, FL. USA




MajesTEC-3: Grade 23 Infections Over Time

Qw & Q2w Q4w —
Tec-Dara dosing Tec-Dara dosing B Tec-Dara
M poPd/DVd
40 |
353
35 4
30 4

Percentage of
patients with 25 1
any onset of 21 5
grade 23
infections, % 15 -

10
5 -
0 -

<6 mo >12-s18 mo >24-s530 mo
Tec-Dara (n/N)* 100/283 41/244 25/233 24/219 24/210 16/197
DPd/DVd (n/N)* 60/290 39/228 281175 14/138 9/117 8/91

Any onset grade 23 infections were comparable across arms after 6 months and decreased over time

*includes patients who are in the TEAE-reporting period for the specific window. Noting that patients are counted only once in 3 window for any given event, regardiess of the number of times they actually experenced the event
within the specific time window.

Prosented by M-V Mataas at the §7th Amencan Sooety of Hemalology (ASH) Annual Meeting and Exposibon. December 8-8. 2025: Orlando. FL, USA



Zukunft: Trispezifische Antikorper, z.B. BCMAXGPRC5DxCD3

( )
100 mg Q4W SC with 1 step-up dose selected as RP2D Weniger Nebenwirkungen ?
Dose escalation Taste Weight decrease  Skin Nail
\ J
Dose and schedule A 100 mg Q4W SC l @ l — @
optimization (5 mg step-up dose)
Step-up dose Weniger Geschmacks- und Gewichtsverlust (?)
optimization
J . J
3 - - ‘ ( \
Sehr haufiges und tiefes Ansprechen Langes Ansprechen ?
BCMA/GPRCSD exposed BCMA/GPRCSD nalve 104" ' e o
E BT " N L‘\L 1
A o | e L]
200 .:iﬂ 668.7% § 60+ i
55.0% (1421) >CR: E |
70.4%) 5 407 :
[ 96.3% % i
S 201 |
g - RP2D !
-+= All doses |
% 5 12 18 24
—- = Patients at risk Months
53300 mg m 100 mg QAW RP2D 27 27 12 2 0 0
(RP20) y \ Alldoses 118 83 37 11 1 0 y

39

Presented by NWCJ van de Donk at the American Society of Clinical Oncology (ASCO) Annual Meeting; May 30-June 3, 2025; Chicago, IL, USA & Virtual



Zusammenfassung

zur Behandlung des Multiplen Myeloms sind sehr vielversprechende Immuntherapien in der
Entwicklung und nun auch zugelassen.

Sowohl CAR T Zellen als auch bispezifische Antikorper erreichen hohe und andauernde
Ansprechraten auch in sehr stark vorbehandelten Patienten.

Die CAR T Zelltherapie beim Myelom ist ab dem ersten Rezidiv der Erkrankung verfiigbar, weitere in
der Entwicklung.

Vier bispezifische Antikdrper ebenfalls zugelassen. Ausblick Tri-spezifische Antikorper

Der beste Zeitpunkt fiir den Einsatz dieser Therapien im Krankheitsverlauf muss noch
herausgefunden werden. CAR T besser vor bispezifischen Antikorpern

Moglicherweise in Zukunft in vivo CARs (ohne Herstellung, ohne Lymphdepletion)

Zur erfolgreichen Therapie ist eine vertrauensvolle Zusammenarbeit zwischen Patienten und Arzten
sehr wichtig.
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