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Kapitel 1

Stellenwert der R-Chemotherapie beim Morbus Waldenstrom
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Final Analysis of the ECWM-1 trial of the European Consortium
for Waldenstrom‘s Macroglobulinemia

Abstract # 223

Morel et al.
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Dexamethasone, Rituximab and Cyclophosphamide with Bortezomib is a
rapidly acting and highly efficient first-line treatment in Waldenstrom’
Macroglobulinemia: Final analysis of ECWM-1 trial of the European
Consortium for Waldenstrom’s Macroglobulinemia (ECWM)

Pierre Morel, MD, Christian Buske, MD, Alexander Grunenberg, MD, Efstathios Kastritis, MD, Lydia Montes MD,
Cecile Tomowiak, MD4 Roman Hajek, MD, PhD, Andreas Viardot, MD, Olivier Tournilhac, MD, Therese Aurran,
MD, Florian Bouclet, MD, Hacene Zerazhi, MD, Benedicte Hivert, MD, Damien Roos Weil, MD, PhD, Sophie de
Guibert, MD, Lena Brandefors, MD, PhD, Ramon Garcia-Sanz, MD, Maria Gomes da Silva, MD, Eva Kimby, MD,
PhD, Birgit Schmelzle, Dajana Kaszynski, Melanie Verlay, Caroline Skrzypczak, Jens Dreyhaupt, Rainer
Muche and Meletios A Dimopoulos, MD, PhD

on behalf of the European Consortium for Waldenstrém’s Macroglobulinemia (ECWM)

UNIVERSITATS . ] ]
u R ECWM-1 | Sponsor: University Hospital Ulm
u



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




ECWM-1: BASELINE PATIENT CHARACTERISTICS

| DRc(n=100) B-DRC (n=102) _ DRC (n=100) B-DRC (n=102)

Age, years median (IQR) 68.2 (59.4 - 72.8) 67.9 (60.1 - 67.0) Eval. pts: 97 Eval. pts: 102

> 65 years 61 (61 %) 62 (61%) IgM g/I, median (IQR) 31.9 (17.8 - 54.6) 30.6 (17.2 - 48.0)
> 75 years 18 (19%) 26 (26%) Serum IgM >70 g/I, % 1.0% 2.0%

Gender, n (%) Eval. pts: 97 Eval. pts: 101
Male 67 (67%) 68 (67%) Hb g/dl median (IQR) 9.7 (7.1- 15.4) 9,8.0 (8.5 - 11.3)
Female 33 (33%) 34 (33%)

ISSWM, n (%) Eval. pts: 92 Eval. pts: 100 Genotypes: n (%) Eval. pts: 57 Eval. pts: 56
Low 14 (15%) 12 (12%) MYD88!265/CXCRAWT 33 (58%) 40 (71%)
Intermediate 30 (33%) 41 (41%) MYD881265P/CXCR4MUT 19 (33%) 10 (18%)

High 48 (52%) 47 (47%) MYD88L265P/CXCR4"-2- 1(2%) 2 (4%)

ECOG, n (%) Eval. pts: 97 Eval. pts: 100 MYD88"T/CXCRAWT 4(7%) 4(7%)
0 57 (59%) 51 (51%)

1 35 (36%) 45 (45%)
2 5 (5%) 4 (4%)

Lymphadenopathy, Eval. pts: 95 Eval. pts: 101

n (%) 41 (43%) 42 (42%)

BM infiltration, Eval. pts: 78 Eval. pts: 81

% median (IQR)

36 % (22 - 54)

35% (19,0 -53,5)



ECWM-1 : first analysis {awy

Eurapian Consortium for

* First analysis: Results
 Bortezomib-Dexamethasone, Rituximab, * Adding bortezomib to DRC is associated with
= and Cyclophosphamide as First-Line Treatment
- for Waldenstrom’s Macroglobulinemia: o .
_; A Prospectively Randomized Trial Deep remission,
-~ of the European Consortium for e Shortened time to response

Waldenstrom’s Macroglobulinemia

Christian Buske, MD*; Meletios A. Dimopoulos, MD, PhD?; Alexander Grunenberg, MD?; Efstathios Kastritis, MD?; Cecile Tomowiak, MD?;

L] L] L] L]
Béatrice Mahé, MD; Xavier Troussard, MD; Roman Hajek, MD, PhD?; Andreas Viardot, MD?; Olivier Tournilhac, MD®; ® N O a d d It I O n a I re I eV a n t tox I C It CO m a re d
Therese Aurran, MD®; Stephane Lepretre, MD'%; Hacene Zerazhi, MD'!; Benedicte Hivert, MD*?; ique Leblond, MD, PhD*3;
Sophie de Guibert, MD'#; Lena Brandefors, MD, PhD'®; Ramon Garcia-Sanz, MD¢; Maria Gomes da Silva, MD'’; Eva Kimby, MD, PhD#;
to DRC alone ,

Birgit Schmelzle, MSc?; Dajana Kaszynski, MSc?; Jens Dreyhaupt, PhD'®; Rainer Muche, PhD*®; and Pierre Morel, MD?°

e 204 patients registered patients,
+ 2 patients excluded. * Potential risk of neurotoxicity should be

e DRCarm (Arm A): 100 patients taken into account
 B-DRC arm (Arm B): 102 patients

Median follow-up: 27.5 months.
>3 events Buske C et al J Clin Oncol 2023



ECWM-1: Final Analysis

* Stopping date: April 2024
* Median follow-up (of alive patients): 68.8 months (IQR: 64.2-77.3)

* 114 events
* 104 progressions
* 10 patients have died without progression
e 20 additional patients have died after progression.
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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
© ©
= =
Z , 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
58 A7 40 8 B-DRC 102 a0 84 71 ] 51 12

B-DRC 102 a0 75



ECWM-1: OS and Cause-specific Survival

Overall
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ECWM-1: PFS according to the CXCR4 mutational status

DRCarm A

Strata <= CXCRéwt = CXCR4mut
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5-years PFS:
CXCR4wt 37%

p=0.2
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ECWM-1: Safety

wWaldenstrdm s Macroglobuliner iz

Immediate safety Total number | Total number | DRC Arm A B-DRC Arm B
of events of patients (number of patlents*) (number of patients*)

Adverse events 1373 97
Grade>3 adverse events 101 49 52
SAE 41 27 14
Toxic death 3 2 1
Drug-related sensory neuropathies 71 20 events 51 events

(including 4 grade 3)
* unless otherwise specified
Long-term safety:

e Second malignancy: 15 patients (7.5%).
* DRCarm A: 10 patients
* B-DRC arm B: 5 patients




High VGPR/CR rate with pirtobrutinib plus venetoclax in
previously treated Waldenstrom macroglobulinemia

Abstract # 225

Castillo et al.
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Treatment schema

Key inclusion criteria Key exclusion criteria

18+ years CNS involvement

Diagnosis and need for treatment per IWWM2 Pregnancy

MYD88 L265P Active HIV, HBV, HCV infection

1+ previous therapy Previous non-covalent BTK inhibitor
Screening EOT

Pirtobrutinib 200 mg PO QD

Follow-up every 3
months for 4 years

Venetoclax 400 mg PO QD

Labs & visits | [CTICZICIT C47 [ Co10 [ Cii-i3 [ Cia16 [ Cir-19 [ C2022 [ C2% || | | |

BMBX
CT scans Q

TLS monitoring [ ]

r*' Dana-Farber cancer Institute

~N =
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Baseline

characteristics
n=2/7 patients who

completed 6

months on study

% Dana-Farber cancer Institute

Characteristic

Median age (years)
Female sex

Number of previous lines
Covalent BTKi exposure
Covalent BTKi resistant

Median serum IgM level (mg/dl)

Median hemoglobin (g/dl)
Median platelet count (k/ul)
CXCR4 mutations

TP53 mutations

Median BM involvement
Lymphadenopathy 21.5 cm

Splenomegaly 215 cm

Number/Median Percentage/Range
69 55-80
12 44%

1 1-3
14 92%
10/14 1%
2,552 551-7,249
9.4 6.6-13.3
206 22-402
12 44%

5 19%
70% 10-95%
11 41%

3 11%




Response to therapy Median follow-up

11 months (95% CI 8-18)

1007
3127 (11%)
E_u_.
_ 12127 (44%)
¥ BO- B Minor response (MR)
3 B Partial response (PR)
2 B Very good partial response (VGPR)
:;i 40 Complete response (CR)
- 11/27 (41%)
1/27 (4%)

VGPR/CR rate 56% (15/27)

° Dana-Farber cancer Institute
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Safety profile
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DOUBLE-HIT ALTERATIONS OF TPS53 IDENTIFY ULTRA HIGH-
RISK DISEASE IN PREVIOUSLY TREATED, MYD88 MUTATED

WALDENSTROM MACROGLOBULINEMIA

Abstract # 224

Tsakmaklis et al.

m Prof. Dr. med. Christian Buske
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What is the landscape for TP53 alterations
in previously treated WM?

Does the type of prior therapy exposure
impact acquisition of TP53 alterations?




Methods and Patient Characteristics

Factor Level Value Group Treatment N % of patients
N 164 Chemotherapy Alkylating agents (AA) 70 85.4
. - Nucleoside analogues (NA) 28 34.1
Age at Diagnosis 57.8 (33.4-86.7) AA or NA 66 205
Age at Bone Marrow Biopsy 64.9 (36.7-88.5) AA and NA 16 19.5
Female 64 (39%) Non-chemotherapy Proteasome inhibitors (PI) 74 90.2
Sex Male 100 (61%) :m BTK inhibitors (BTKi) 25 30.5
: Pl + BTKi 17 20.7
Hemoglobin (g/dL) 11.2 (6.9-15) Srximab alon - 0.3
lgM (mg/dL) 3070 (28-8880)
Bone marrow involvement 425 (595) | ° WES performed on DNA from CD19*BM LPC and
(%) PB CD19 cells (germline) from 164 previously
0 ]
CXCR4 Status M\ﬁl j: (Z:%’) treated WM patients.
, S.7A) |, Analysis restricted to patients with 25% MYDS88
Lines of therapy 1.5 (1-9) VAE to ensure ad te tumor content
Time from diagnosis (years)* 6.18 (0.04-22.8) _oe sure adequate tumor content.
Time from first treatment® . Medla?n target coverage was 115X a?nd 625X for
443(0.04227) [ germline and tumor samples, respectively.

(years)

American Society of Hematology

* To study biopsy




TP53ALT in 19/164 (12%) of Previously Treated WM Patients

Sample  Variant Type TP53 VAF MYD88 VAF  TP53 VAF/ MYD88 VAF  Impacts binding domain? Chrl7 Status TP53*7 Status
PT019 R156G ~ Missense mutation  0.339 0.429 0.790 Y Intact Double-hit
PT019 @45D  Missense mutation  (.398 - 0.928 Y Intact -
PT019 R248Q  Missense mutation  0.005 - 0.012 Y Intact -
PT024 EIS8OK  Missense mutation  0.014 0.381 0.037 Y Del Double-hit
PT024 X187 splice Splice donor variant ~ 0.036 - 0.094 Y Del -
PT024 R273C  Missense mutation  0.015 - 0.039 Y Del -
PT024 R306*  Nonsense mutation  0.053 0.139 N Del -
PT024 R337C  Missense mutation  0.042 - 0.110 N Del -
PT036 R306*  Nonsense mutation  0.593 0.527 1.125 N UPD Double-hit
PT048 (238G~ Missense mutation  0.944 0.445 2.121 Y UPD Double-hit
PTO50 X261 splice Splice site 0.04 0.655 0.061 Y Intact Single-hit
PT064 YI63C ~ Missense mutation 0.45 0.438 1.027 Y Del Double-hit
PT064 VI57F Missense mutation  0.278 - 0.635 Y Del -
PT076  AB6Hfs*37 Frameshift 0.052 0.09 0.578 Y Intact Single-hit
PT105 HI68R  Missense mutation  0.351 0.343 1.023 Y Del Double-hit
PTI28 R248Q  Missense mutation  0.452 0.476 0.950 Y Intact Single-hit
PT133 R273C  Missense mutation  0.606 0.678 0.894 Y Del Double-hit
PT178 YI63C  Missense mutation 0.79 0.677 1.167 Y UPD Double-hit
PTI81 P177L  Missense mutation  0.089 0.33 0.270 Y Intact Single-hit
PTI81 Y220Mfs*27 Frameshift 0.021 - 0.064 Y Intact -
PT199 R196*  Nonsense mutation  (.209 0.169 1.237 Y Del Double-hit
PT221 R248W  Missense mutation  0.283 0.233 1.215 Y Del Double-hit
PT251 [195T  Missense mutation  0.272 0.521 0.522 Y Intact Single-hit
PT069 WT WT NA 0.473 NA Y Del Single-hit
PT127 WI WT NA 0.388 NA Y Del Single-hit
PT104 WI WT NA 0.346 NA Y Del Single-hit
PT070 WI WT NA 0.318 NA Y Del Single-hit

 TP53MUT only (N=5); dell7p only
(N=4); TP53 double-hit (N=10).

* 19 unique TP53 variants were
observed; 4 variants occurred in >1
patient (R248Q, R273C, R306*, and
Y163C).

TP53 : [Somatic Mutation Rate: 9.15%]
NM_000546

- | P53 | |P53Jerramer|—'

T T T T 1
0 100 200 300 393

Frame_Shift_Del
Missense_Mutation
Splice_Site

» Nonsense_Mutation

: American Society of Hematology
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TP53 ALT Were More Common in CT- vs. Non-CT-Exposed Patients

Never Exposed CT Exposed

- TP53 unaltered - TP53 altered

p=0.088

"9 American Society of Hematology

Multivariate Logistic Regression

Term pvalve ___JOR_____

Prior AA or NA 0.102 2.89
CXCR4 Mutated 0.118 2.28
Age at Biopsy 0.589 1.01
>1 Prior Therapy 0.945 0.96
Actively Progressing 0.909 1.06

Double-hit TP53AL
18.8% who received both AA and NA
6.1% who received either AA or NA
3.6% who received no CT
p=0.069




TP53 Double-hit is Associated with inferior OS
in previously treated WM patients

8- g
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0 5 10 15 20 0 5 10 15 20
Years from bone marrow biopsy Years from bone marrow biopsy
Number at risk Number at risk
TP53 Intact 145 127 61 4 0 Double-hit TP53 10 6 1 0 0]
TP53 Alt 19 12 3 0 0 Single-hit TP53 9 6 2 0 0
TP53 unaltered 145 127 61 4 0
TP53 Intact == === == TP53 Alt

=== Double-hit TP53 = = Single-hit TP53 === TP53 unaltered

Median follow-up 10 yrs (95% CI 9.2-10.7 yrs) from study biopsy

. American Society of Hematology




Kapitel 2

Patientenpraferenzen bei der Behandlung des Morbus
Waldenstrom
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WM-VOICE study: An International Discrete Choice Experiment on Treatment
Preferences in 1,455 Patients with Waldenstrom Macroglobulinemia

Abstract # 519

Becking et al.
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WM-VOICE study o \Tr/ e

An International Discrete Choice Experiment on
Treatment Preferences in 1,455 Patients J( \\

with Waldenstrom Macroglobulinemia
WM-VOICE

Anne-Marie L. Becking, MD, PhD student
Amsterdam UMC, Department of Hematology
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WM-VOICE: respondents

Accrual (Oct ‘24 — Feb ‘25)
Total DCE respondents: N = 1,455

Australia
n=209

Canada
n=219

"{’ American Society of Hematology

Baseline characteristics

Sex, male:
Age:

Med time since WM diagnosis:

Previously treated:
Med no. of Tx lines:

Prior chemotherapy:
Prior rituximab:
Prior BTK inhibitors:

)
p

J
r,
“/.
N
&
()

818 (56%)
61-70 yrs (33%)
71-80 yrs (42%)

6 yrs (IQR 3-10)
1,155 (79%)
1 (IQR 1-2)

849 (58%)
847 (58%)
456 (31%)



WM-VOICE: DCE results

Conditional relative importance Response  Administration Treatment Temporary Persistent Secondary
duration mode duration toxicity toxicity malignancy
|

Average marginal effects 021

30%

0

0
20%
-0
10%
-0
h Q‘Q‘ 7

0%

@ American Society of Hematology
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Conclusion L4

« WM-VOICE first to study international WM patient treatment preferences

6 treatment properties identified, significantly influencing choices

o Strong similarity across 5 Western countries

e Patient choices mainly driven by long response duration and avoidance of
severe toxicity

o Administration mode (iv vs. oral) and treatment-free interval less influential

 Could support shared-decision making, drug development and trial design

‘.2 American Society of Hematology



Kapitel 3

Bedeutung des PET/CT fir die Bestimmung des Ansprechens
beim Marginalzonenlymphom
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Utility of 18F-FDG PET/CT for response assessment in marginal zone lymphomas:
preliminary results of the IELSG44 international study

Abstract # 1810

Ceriani et al.

m Prof. Dr. med. Christian Buske
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Background

 Controversial role of 18F-FDG PET/CT in MZL

* Routine use not recommended by current Lugano classification

* [ELSG44/PIMENTO multicenter retrospective study designed to assess PET role in MZL:
— staging
— response assessment

— outcome prediction

American Society of Hematology | 67th ASH Annual Meeting

Cerianietal, abs25-4730




Results

357 patients from 21 centers in 4 countries
* 307 with baseline PET/CT scans
* 68 with post-treatment PET scans

* 162 with both baseline and end-of-therapy PET/CT

156/162 with clinical follow-up data and scans available for central review
* 88 extranodal MZL
* 43 nodal MZL
* 21 splenic MZL
4 MZL, not otherwise specified

American Society of Hematology | 67th ASH Annual Meeting Cerianietal, abs25-4730




Results (cont.)

* median follow-up: 2.7 years (IQR: 1.4-4.5)
* CMR defined as DS 1-3 did not predict outcome

100} Time to progression 100 Overall survival

80|

80 -

: il X
60 | 60
40 - I 40 -

Logrank test, P = 0.629 I Logrank test, P = 0.613

Survival probability (%)
Survival probability (%)

200 psioa: 5-yr TTP, 66% 200 pegoa: 5-yr TTP, 89%
| ——DS4-5: 5-yrTTP,63% [ ——DS 4-5: 5-yr TTP, 92%
0 [ . | . ] . 1 ! ] " ] A ] s | 0 [ s ] . | : | s | . | L ] ; |
0 2 4 6 8 10 12 14 0 2 4 6 8 10 12 14
Time (years) Time (years)

American Society of Hematology | 67th ASH Annual Meeting Cerianietal, abs25-4730




Results (cont.)

* Post-treatment reduction in SUVmax did not predict outcomes with conventional thresholds

(-66% and -70%) mn the entire cohort, but it was predictive of progression regardless of
baseline SUV with the ROC-defined cutoff (-85.5%)

American Society of Hematology |

67th ASH Annual Meeting

Survival probability (%)

100}

40

20

30

60 |

Time to progression

LLLI T LLLLU T I_‘
I
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Cerianietal, abs25-4730




Zusammenfassung | Take-Home-Messages

Morbus Waldenstrom:

* DRC plus/minus Bortezomib ist eine hocheffektive und gut vertragliche Erstlinientherapie, die eine mediane Zeit
bis zur ndchsten Therapie von fast 70 Monaten und ein lymphomspezifisches Uberleben von 96%/97% nach 5 Jahren
erzielt

* Pirtobrutinib/Venetoclax ist eine vielversprechende zeitlich begrenzte chemotherapiefreie Therapie, die nach ersten
Daten sehr gut vertraglich ist und tiefe Remissionen bei der Mehrzahl der Patienten erzielen kann

* Therapien mit Alkylanzien und Nukleosidanaloga konnten mit einer hoheren Rate an TP53 Alterationen assoziiert sein

* Double hit TP53 Alterationen sind in einer retrospektiven Analyse mit einem deutlich schlechteren Therapieergebnis
verbunden

e FiUr Patienten ist vor allem eine geringe Toxizitat sowie eine lange Ansprechdauer der Behandlung entscheidend fir die
Akzeptanz einer Therapie

Marginalzonenlymphom:

* Die Rolle des PET/CTs fir die Beurteilung des Ansprechens kann derzeit nicht als gesichert gelten

m Prof. Dr. med. Christian Buske
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