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Kapitel 1

Therapie des Morbus Waldenstrom:

Altes und Neues ist gleichermafsen wichtig

m Prof. Dr. med. Christian Buske
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BTK Degrader beim Morbus Waldenstrom

PS2033: BGB-16673, A BRUTON TYROSINE KINASE (BTK) DEGRADER, IN PATIENTS WITH

RELAPSED/REFRACTORY (R/R) WALDENSTROM MACROGLOBULINEMIA (WM): A PHASE 1 CADANCE-101
STUDY UPDATE

Author(s): Judith Trotman, ChanY. Cheah, John F. Seymour, Constantine S. Tam, Ricardo D. Parrondo, Anna Maria
Frustaci, Damien Roos-Weil, Eugen Tausch, Anne-Sophie Michallet, Georg Hel3, Franziska Bach, Herbert

Eradat, Yanan Zhang, Linlin Xu, Kaiyuan Hua, Shannon Fabre, Motohisa Takai, Shelonitda Rose, Mazyar Shadman
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Study Design

CaDANCe-101
(BGB-16673-101,

NCT05006716)

Key eligibility criteria for WM
« Met IWWM-11 criteria for
treatment
22 prior therapies, including
anti-CD20 monoclonal
antibody & cBTK inhibitor
(US & EU only)

« ECOGPS 0-2 (0-1in EU)

Part 1: Monotherapy dose finding®
Part 1a: Dose escalation Part 1b: Safety expansion Part 1c: Additional safety expansion

Selected R/R B-cell malignancies

n<72
Oral, QD, 28-day cycle®
Doses: 50 mg, 100 mg, 200 mg,
350 mg, 500 mg, 600 mg

(MZL, FL, MCL, CLL/SLL, WM, DLBCL, RT)

Selected R/R B-cell malignancies
(MZL, MCL, CLL/SLL, WM)
n<120

Selected R/R B-cell malighancies
(MZL, WM, RT, DLBCL, FL)
n<100

R/R CLL/SLL

Selected R/R B-cell malighancies
(Japan only)

Selected BTK inhibitor—naive
B-cell malignancies

S AdEENEE STEET T n<30 (MZL, FL, MCL, CLL/SLL, WM) (MZL, MCL, CLL/SLL, WM, RT)
L n=6-9 n</75 )
— e
——

Determination of

Key objectives for part 1
BGB -16673 RDFE

« Primary: safety- &

tolerability, MTD, & RDFE [ A \
Secondary: PK, PD,
& preliminary efficacy* Cohort 1 Cohort 2: Cohort 3: Cohort 4: Cohort 5: Cohort 6: Cohort 7:
Post-BTK inhibitor, Post-BTK inhibitor, Post-BTK inhibitor, Post-BTK inhibitor, R/R FL R/R non-GCB Post-BTK inhibitor,
R/R CLL/SLL R/R MCL R/R WM R/R MZL DLBCL R/R RT

aData from gray portions of the figure are not included in this presentation. "Treatment was administered until progression, intolerance, or other criteria were met for treatment discontinuation. <Safety was
assessed according to NCI-CTCAE v5.0. “Responses were assessed per modified IWWM-11 criteria after 4 weeks.®

Abbreviations: BTK, Bruton tyrosine kinase; cBTK, covalent Bruton tyrosine kinase; CLL/SLL, chronic lymphocytic leukemia/small lymphocytic lymphoma; DLBCL, diffuse large B-cell lymphoma; ECOG PS, Eastern
Cooperative Oncology Group performance status; FL, follicular lymphoma; GCB, germinal center B cell; INWM, International Workshop on Waldenstrom Macroglobulinemia; MCL, mantle cell lymphoma;

MTD, maximum tolerated dose; MZL, marginal zone lymphoma; PD, pharmacodynamics; PK, pharmacokinetics; QD, once daily; RDFE, recommended dose for expansion; R/R, relapsed/refractory;

RT, Richter transformation; WM, Waldenstrém macroglobulinemia.
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Patient Characteristics and Safety

Total
Characteristic (N=43) Total
Age, median (range), years 72 (46-81) Patients, n (%) (N=43)
Male, n (%) 28 (65.1) Any TEAE 42 (97.7)
ECOG PS, n (%) Any treatment-related 35 (81.4)
0 20 (46.5) Grade >3 29 (67.4)
[ 2R Treatment-related 18 (41.9)
2 2(47) _
Hemoglobin, median (range), g/L 103.0 (60.0-146.0) Serious 19(44.2)
Hemoglobin <110 g/L, n (%) 30 (69.8)
Neutrophils, median (range), 10°%/L 2.7(0.2-74) Leading to dose reduction
Neutrophils <1.5x10%/L, n (%) 12 (27.9) Treatment-related
Platelets, median (range), 10°/L 152.0 (14.0-455.0) Leading to treatment discontinuation
Platelets <100x10%/L, n (%) 9(20.9) Treatmentrelated
IgM, median (range), g/L 33.6 (0.3-92.6)
Mutation status at study entry, n/N with known status (%)? Leading to death S
MYD88 mutated 33/42 (78.6) Treatment-related 2(47)
D24 o od oV 4L Abbreviation: TEAE, treatment-emergent adverse event.
B TK mutated 4 .U
PLCG2 mutated 3/42 (71

No. of prior lines of therapy, median (range)

Prior therapy, n (%)

Chemotherapy 40 (93.0)
Anti-CD20 monoclonal antibodies 43 (100)

cBTK inhibitors 43 (100)

ncBTK inhibitors 7 (16.3)

BCL2 inhibitors 10 (23.3)

Proteasome inhibitors 14 (32.6)
Discontinued prior BTK inhibitor due to PD, n (%) 36 (83.7)

m Prof. Dr. med. Christian Buske
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Safety

Diarrhea 30
Contusion (bruising) 28
Thrombocytopenia® 16 —
COVID-19 21
Edema peripheral 16
Pyrexia 14 n
Rash 14 [ =]
Cough 14
Dizziness 14
Headache 14

Squamous cell carcinoma

ul
l

Bronchitis 12
Constipation 12

Fall 12 Grade 1/2

Fatigue 12 B Grade >3
Alanine aminotransferase increased 12
Upper respiratory tract infection 12

Pneumonia 9 n
0 é 1I0 1I5 2I0 2I5 3I0 3I5 4I0 4I5 5I0

Patients, %

Median duration of exposure: 14.6 (range, 0.3-38.0) months. The values of any-grade TEAEs have been calculated from individual grade 1/2 and grade >3 values rounded to the nearest whole number.
*Neutropenia combines preferred terms neutropenia and neutrophil count decreased. "Thrombocytopenia combines preferred terms thrombocytopenia and platelet count decreased.
Abbreviation: TEAE, treatment-emergent adverse event.
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Responses

Subgroup ORR, n/N? (%)

Overall 36/43 (83.7)
Number of lines of prior anticancer therapies
<4 20/23 (87.0)
>4 16/20 (80.0)
Number of prior BTK inhibitor therapies
= 20/25 (80.0)
>2 16/18 (88.9)
Refractory to last BTK inhibitor®
Yes 24/30 (80.0)
No 3/3(100.0)
MYD88 mutation
Yes 29/33 (87.9)
No 7/9 (77.8)

CXCR4 mutation

Yes 19/19 (100.0)

No 17/23 (73.9)
TP53 mutation

Yes 21/23 (91.3)

No 15/19 (78.9)
BTK mutation

Yes 13/13 (100.0)

No 23/29 (79.3)
PLCG2 mutation

Yes 3/3 (100.0)

No 33/39 (84.6)

*Percentages are calculated based on patients with known status. *Defined as having a best overall response of stable disease or less or progressive disease within 7 days of the end of treatment.
Abbreviations: BTK, Bruton tyrosine kinase; ORR, overall response rate.

m Prof. Dr. med. Christian Buske
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PFS

100

90

80 PFS rate at 18 months:
68.6% (95% ClI, 51.2%-80.9%)

70 m

60

50

PFS probability, %

40 -
30
20 -

Median PFS follow-up:
10 19.1(95% Cl, 13.9-22.1) months

0 3 6 9 12 15 18 21 24 27 30 33 36
Months

No. at risk
43 37 35 30 23 20 16 10 9 5 4 1 0

Data cutoff: February 25, 2026. Median PFS requires further follow up.
Abbreviation: PFS, progression-free survival.
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ECWM-1 Study: DRC +/- Bortezomib

PF824: ROLE OF COMPLETE OR VERY GOOD PARTIAL RESPONSE (CR/VGPR) AND EARLY PROGRESSION
AFTER DEXAMETHASONE RITUXIMAB CYCLOPHOSPHAMIDE (DRC) +/- BORTEZOMIB IN WALDENSTROM
MACROGLOBULINEMIA IN THE ECWM1 TRIAL

Author(s): Pierre Morel, Efstathios Kastritis, Caroline Skrzypczak, Alexander Grunenberg, Lydia Montes, Cecile
Tomowiak, Roman Hajek, Andreas Viardot, Olivier Tournilhac, Therese Aurran, Florian Bouclet, Hacene

Zerazhi, Benedicte Hivert Fournier, Damien Roos Weil, Sophie De Guibert, Lena Brandefors, Daniela Robu, Ramodn
Garcia Sanz, Maria Ramos Lopes Gomes da Silva, Eva Kimby, Birgit Schmelzle, Dajana Kaszynski, Melanie

Verlay, Jens Dreyhaupt, Meletios A. Dimopoulos, Christian Buske

m Prof. Dr. med. Christian Buske
Kompetenznetz
Seite 11

Maligne Lymphome EHA 2026 Stockholm, Schweden Universitatsklinikum Ulm



Study Design %c,w,,,

Cycle 1-6 (28 days/cycle)

Dexamethasone 20 mg p.o. (D1)

Rituximab 375 mg/m?i.v. (C1 D1) / Rituximab 1400 mg sc (D1)
Eyclophosphamide 100 mg/m? x 2 p.o. (D1-5)

First ine WM patients

in need of treatment*

Cycle 1-6 (28 days/cycle)

Bortezomib 1.6 mg/m?s.c. (D1,8,15)

Dexamethasone 20 mg p.o. (D1)

Rituximab 375 mg/m?i.v. (C1D1) / Rituximab 1400 mg sc (D1)
Eyclophosphamide 100 mg/m? x 2 p.o. (D1-5)

*according to the criteria developed
at the 2"¥ workshop on WM.

Study design and sample Size:
* 90% power at a 0.05 significance level to detect a difference of 0.15 (0.65 [DRC] to 0.80 [B-DRC]) in 2-year PFS

(i.e. hazard ratio=0.518).

« Sequential design with 3 sequential tests = 106 events

12



ECWM-1: PFS and TTNT Y.

Time to Next Treatment

Strata == DRC =+* B-DRC

Progression-Free Survival

Strata == DRC =+* B-DRC

1.00 1.00
20751 20751
0 0
o o
0 0
o o
o (.50 1 a 0.50
© ©
= =
= , o >
@ 0251 Median PFS: & @ 0.25- Median TTNT:
p=0.62 DRC 50.1 months ! : p=0.98 DRC 67.5 months
B-DRC 55.9 months B-DRC 68.8 months
0.00- o 0.00-
0 12 24 36 48 60 72 0 12 24 36 48 60 72
Months Months
Number at risk Number at risk
DRC 100 38 71 56 47 33 10 DRC 100 85 80 76 67 52 14
B-DRC 102 a0 75 58 A7 40 8 B-DRC 102 a0 84 71 ] 51 12

Morel et al., ASH 2025



ECWM-1: OS and Cause-specific Survival

Overall
Strata ==~ DRC =+ B-DRC
1.00
20751
=
o
0
o
a 0.501
©
=
g 5 0sS:
B 0.251 -\‘/)ears :
p=023 DRC 91%
B-DRC 89%
0.00 1
0 12 24 36 48 60 72
Months
Number at risk
DRC 100 a0 88 87 85 82 41
B-DRC 102 a4 91 89 a2 77 32

W,
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ECWM-1: OS and Cause-specific Survival
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ECWM-1: Responses over time

160
140
120
100
B0
&0
a0
20
o

1 4 7 1013 16 19 22 25 28 31 34 37 4043 464952 5558 61 64 67 70 73

mCR/VGPR ®mPR mMR wmStable/progresive



ECWM-1: PFS according to response at 1 year

Response at 12 months == no CRVGPR =+* CR/NVGPR

1.00 1

0.751

Survival probability
2

o

[\

on
i

0.00 1
0 12 24 36 48 60 72
Months
Number at risk
no CRVGPR 126 101 30 63 50 10 2
7 0

CRVGPR 38 35 32 26 22



Conclusions

In patients with WM receiving first-line DRC-based regimen:

 Failure to achieve CR/VGPR at 12 months, is associated with significantly shorter
subsequent PFS. This endpoint should be considered as an endpoint of interest for future
trials, providing a potential early surrogate for PFS in clinical trials in WM

» Systematic assessment of survival afiter 1st progression and multistate model indicate
that 24 months is not the optimal time point for identifying the rare early progression of

adverse significance,:
 Landmark at 24 months: no difference in subsequent survival:



Kapitel 2

Morbus Waldenstrém: wo stehen in der Ara neuer Therapien

m Prof. Dr. med. Christian Buske
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Gesamtiberleben beim Morbus Waldenstrom

PF941: IMPROVED CAUSE-SPECIFIC SURVIVAL FOR WALDENSTROM MACROGLOBULINEMIA IN THE ERA
OF NOVEL THERAPIES

Author(s): Muhammad Azeem Khan, Gunjan Gaur, Jithma Abeykoon, Morie Gertz, Shaji Kumar, Rebecca
King, Jonas Paludo, Thomas Habermann, Ronald Go, Joselle Cook, Nadine Abdallah, Gita
Thanarajasingam, Francis Buadi, Angela Dispenzieri, Thompson Thompson, Thomas Witzig, Wilson
Gonsalves, Grzegorz Nowakowski, David Dingli, Vincent Rajkumar, Eli Muchtar, Surendra Dasari, Joseph
Novak, Patricia Greipp, Rahma Warsame, Stephen Ansell, Prashant Kapoor, Saurabh Zanwar

m Prof. Dr. med. Christian Buske
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Methods

Kompetenznetz

We conducted a single center retrospective
study of patients diagnosed with WM at Mayo
Clinic, Rochester, MN, between 01/01/1996
and 12/31/2018.

AD was defined by symptoms or organ
dysfunction attributable to WM.

Patients were grouped into time periods in
which AD was diaghosed.

An analysis comparing characteristics and
survival between time periods between 1996-
2005 and post-2006 as well as pre-2001,
2001-2007, 2008-2013, and post-2013 was
done. Categorical variables were compared

using the Chi-square test or Fisher’s exact test.

*AD = active disease

Overall survival (OS) and cause specific survival
(CSS) was evaluated using the Kaplan—Meier
method with group comparisons by log-rank
test.

For CSS, deaths attributable to causes other
than WM were treated as censored events. In
cases where the cause of death was unknown,
but WM was in remission at the time of death,
the death was considered non-WM related.
Competing risk analysis was performed to
account for non—disease-related deaths.

Prof. Dr. med. Christian Buske
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No Difference in OS over time

Kompetenznetz

Maligne Lymphome

Time Era

~— Pre-2001
2001-2007

- 2008-2012

- Post-2013

EHA 2026 Stockholm, Schweden

Overall Survival for 4 Era Cohort

1.0

0.9

0.8

0.7 -
= 0.6 -
€05{ p=0.86
e
Q. 0.4

0.3

0.2

0.1

0.0

0 5 10 15
Time in Years
Number at risk

@ == 131 102 61 39
L 244 196 134 68
E == | 383 275 154 39
= == | 262 165 57 0
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Substantial Difference in Cause specific survival over time

Cause Specific Survival for 4 Era Cohort
1.01
0.9
0.8+
0.7 -
206
2 0.5 < 0.0001
Time Era - ke
— Pre-2001 & 04
2001-2007 0.3-
- 2008-2012
— Post-2013 0.21
0.1
0.0+
0 5 10 15
Time in Years
Number at risk
w == 131 102 61 39
L] 244 196 134 68
g == 383 275 154 39
S | 262 165 57 0
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Kapitel 3

Morbus Waldenstrom: endlich MRD als Thema?

m Prof. Dr. med. Christian Buske
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MRD beim Morbus Waldenstrom

PS2031: PROGNOSTICATION AND MINIMAL RESIDUAL DISEASE (MRD) MONITORING OF MYD88L265P IN
IGM-GAMMOPATHIES: INSIGHT FROM THE “BIO-WM” PROSPECTIVE TRIAL OF THE FONDAZIONE
ITALIANA LINFOMI (FIL)

Author(s): Daniela Drandi, Silvia Zibellini, Luigi Marcheselli, Enrico Amaducci, Chiara Varraso, Elisa

Genuardi, Irene Dogliotti, Emilia Cappello, Federica Cavallo, Camilla Sasso, Angela Ferrari, Benedetta

Bianchi, Marina Deodato, Luca Laurenti, Patrizia Tosi, Emanuele Cencini, Giacomo Loseto, Dario Marino, Monia
Marchetti, Filomena Russo, Antonello Sica, Jacopo Olivieri, Gianmarco Favrin, Cristina Jiménez Sdnchez, Noemi
Puig, Luca Arcaini, Benedetto Bruno, Ramon Garcia-Sanz, Simone Ferrero, Marzia Varettoni

m Prof. Dr. med. Christian Buske
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Methods

In a series of 300 patients with Waldenstrom
Macroglobulinemia (229 WM) and IgM-
monoclonal gammopathy of undetermined
significance (71 MGUS), 274 paired BM, PB, and
plasma derived cfDNA samples were analyzed
for MYD88L265F by droplet dPCR at diagnosis and
MRD was prospectively evaluated post-
treatment, tracking MYD88L%5P in 60 WM

patients receiving chemo-immunotherapy.

m Prof. Dr. med. Christian Buske
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cfDNA closely mirrored BM in WM and IgM-MGUS, showing comparable
detection rates (91% vs 96%)

B &M
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N omMa
g4 I BM-CD19+
=
=
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Log1O{MRD/1e ]
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MRD-negativity at end of treatment correlated with higher 4-year PFS

rPB DN A
1.0 ~ 1.00 q 1.00
D.75 = i 0.75 -
e
= 0.50 0.50 0.50
oo
=
e
(o
0.25 0.25 0.25
Logrank p=0.176 Logrank p=0.035 E— Logrank p=0.171
= MRD -ve , = MRD -ve . =— MRD -ve
— , = MRD +ve o —
0.00 - MRD +ve 0.00 4 0.00 - MRD +ve
0 12 24 a6 48 &0 (i) 12 24 a6 48 &0 Q 12 24 36 a5 [S19]
at rmk E Al nsk
17 e 14 11 1D v .4 46 az aE 32 22 28 24 3 20 17 12
3 30 =4 21 20 14 = 3 = z L 1 24 =2 15 14 14 [: ]
Time, months

CONCLUSIONS

This study provides evidence for the utility and clinical impact of MYD88.265F assessment by dPCR as a simple and robust non-invasive tool for

diagnosis, outcome prediction and MRD monitoring in IgM gammopathies, supporting its integration into routine clinical practice and future trial design.
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Kapitel 4

Marginalzonenlymphom: weiter auf dem Weg in die chemotherapiefreie Welt?

m Prof. Dr. med. Christian Buske
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Chemotherapiefreie Ansatze beim MZL
PS2050: PRELIMINARY ANALYSIS OF ORELABRUTINIB COMBINED WITH OBINUTUZUMARB IN THE
TREATMENT OF MARGINAL ZONE LYMPHOMA (ORION STUDY)

Author(s): Rui Lv, Tingyu Wang, Yuting Yan, Tengteng Yu, Wenijie Xiong, Ying Yu, Qi Wang, Shuaishuai
Zhang, Hesong Zou, Shuhui Deng, Yan Xu, Dehui Zou, Liang Huang, Gang An, lugui giu, ShuhuaYi

m Prof. Dr. med. Christian Buske
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Study Design

« This is a prospective, single-arm, phase |l
trial (NCT06513234; Figure 1).

Key eligibility criteria

» Age 218 years;

» Histopathologically confirmed CD20+ MZL;

» Systemic treatment-naive MZL, including
patients who previously received local
and/or  antimicrobial  therapy, and

subsequently progressed or relapsed, or Endpoints
were unsuitable for local therapy; » Primary endpoint: 12-month CRR.
» ECOG PS of 0-2. » Secondary endpoints: ORR, PFS, OS, and
safety.

m Prof. Dr. med. Christian Buske
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Characteristics, n All patients  Characteristics, All patients

Patient Characteristics

(%) (n=44) n (%) (n=44)

Median age, years 60.5

(range) (29.0-80.0) Ann Arbor stage

Sex [l 4(9.1)
Male 20 (45.5) v 40 (90.9)
Female 22 (50.0) MZL-IPI

Histology 0 7 (15.9)
MALT 5(11.4) 1-2 24 (54.5)
NMZL 9 (20.5) 23 13 (29.6)
SMZL 30 (68.2) B symptom

ECOG PS No 30 (68.2)
0 40 (90.9) Yes 14 (31.8)
1 4(9.1) Splenomegaly 33 (75.0)

Bone marrow .

- 36 (81.8) Bulky disease 5(11.4)

Hepatomegaly 3 (6.8)

Prof. Dr. med. Christian Buske
Universitatsklinikum Ulm Seite 32
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Responses

Response 6 cycles (n=30) Best response (n=44)
CR, n % (95 Cl) 24 (80.0) 36 (81.8)

PR, n (%) 5(16.7) 7 (15.9)

SD, n (%) 0 (0.0) 0 (0.0)

PD, n (%) 14{3.3) 1(2.3)

NE 0 (0.0) 0 (0.0)

ORR, n % (95 CI) 29 (96.7) 43 (97.7)

DCR, n % (95 CI) 29 (96.7) 43 (97.7)

m Prof. Dr. med. Christian Buske
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Responses by Subtype

Figure 2. Efficacy by subtype
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Safety

Kompetenznetz

Maligne Lymphome

EHA 2026 Stockholm, Schweden

reactivation

Events, n (%)

Leukopenia 31 (70.5)

Neutropenia 72.7)

32 (
Thrombocytopenia 30 (68.2)
(

Anemia 21 (47.7)
Lymphopenia 27 (61.4)
Febrile neutropenia 2 (4.5)
Rash 2 (4.5)
ALT increased 13 (29.5)
AST increased 14 (31.9)
Hyperbilirubinemia 11 (25.0)
Bleeding tendency 2(4.5)
Hepatitis B virus 1(2.3)

Prof. Dr. med. Christian Buske

Universitatsklinikum Ulm

Any grade

Grade 1
5(11.4)

7 (15.9)

9 (20.5)

5 (11.4)

8 (18.2)
0

2 (4.5)

10 (22.7)
12 (27.3)
10 (22.7)

2 (4.5)
0

Grade2 Grade=23

17 (38.6) 9 (20.5)
12 (27.3) 13 (29.5)
9(20.5) 12(27.2)
10 (22.7) 6 (13.6)
19 (43.2)

0 2 (4.5)

0 0
245 1(2.3)
1(23) 1(23)

0 1(2.3)

0 0

0 1(2.3)
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Zusammenfassung | Take-Home-Messages

e Morbus Waldenstrom

- BTK Degraders gehoren zu den vielversprechendsten neuen Substanzen beim
Morbus Waldenstrom mit hoher Wirksamkeit in der klinisch schwierigen Situation

des cBTKi resistenten Patienten
- Das Erreichen einer tiefen Remission 12 Monate nach Beginn von DRC in der
Erstlinie erlaubt es Hochrisikopatienten zu identifizieren

- Erste Daten zeigen, dass MRD Messungen mittels cfDNA beim Morbus
Waldenstrom moglich und pradiktiv sind

* Marginalzonenlymphom

- Chemotherapiefreie Kombinationen in der Erstlinie sind vielversprechend: hohe
Wirksamkeit des cBTKi Orelabrutinib mit Obinutuzumab

m Prof. Dr. med. Christian Buske
Kompetenznetz

Maligne Lymphome ~ EHA 2026 Stockholm, Schweden Universitatsklinikum Ulm



Alle Kurzprasentationen sind online unter

www.lymphome.de/eha2026
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