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Kapitel 1

Morbus Waldenström

Qual der Wahl – welchen BTKi Inhibitor sollen wir nehmen? 
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ASPEN study design: zanubrutinib vs ibrutinib in MYD88MUT WM

Stratification factors
• CXCR4 status (CXCR4WHM vs CXCR4WT/missing)
• Number of prior lines of therapy (0 vs 1-3 vs >3)

R
1:1

MYD88MUT WM 
patients

N=201 (164 R/R)

Arm A: Zanubrutinib
n= 102

160 mg BID until PD

Arm B: Ibrutinib
n= 99

420 mg QD until PD

Cohort 1

MYD88WT WM 
patients

N=28 (23 R/R)

Arm C: Zanubrutinib
N=28

160 mg BID until PD
Cohort 2

Eligible Patients

• Histologic diagnosis of WM

• Meeting ≥1 criterion for 
treatment initiation1

• If treatment naïve (TN*), must 
be considered unsuitable for 
standard 
chemoimmunotherapy

• No prior BTK inhibitors



Demographics and disease characteristics

Characteristics, n (%)
Overall ITT

Ibrutinib​
(n=99)​

Zanubrutinib​
(n=102)​

Age, years median (range)
>65 years
>75 years

70.0 (38, 90)
70 (70.7)
22 (22.2)

70.0 (45, 87) 
61 (59.8) 
34 (33.3)

Gender, n (%)
Male
Female

65 (65.7)
34 (34.3)

69 (67.6)
33 (32.4)

Prior Lines of Therapy, n (%)    
0 
1–3
>3

18 (18.2)
74 (74.7)
7 (7.1)

19 (18.6)
76 (74.5)

7 (6.9)
Genotype by central lab*, n (%)

MYD88L265P/CXCR4WT

MYD88L265P/CXCR4WHIM
90 (90.9)

8 (8.1)
91 (89.2)
11 (10.8)

IPSS WM1

Low
Intermediate
High

13 (13.1)
42 (42.4)
44 (44.4)

17 (16.7)
38 (37.3)
47 (46.1)

Hemoglobin ≤110 g/L 53 (53.5) 67 (65.7)
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Best Overall Response by Investigator Over Time

Data cutoff: October 31, 2021.
CR, complete response; MR, major response; MRR, major response rate; PD, progressive disease; PR, partial response; SD, stable disease; VGPR, very good partial response.
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Progression-Free and Overall Survival in ITT population

Data cutoff: October 31, 2021.
aBy investigator assessment.
OS, overall survival; PFS, progression-free survival.



Progression-Free Survival in Patients With CXCR4MUT

Data cutoff: October 31, 2021.
aCXCR4 mutation determined by NGS. 92 ibrutinib patients and 98 zanubrutinib patients had NGS results available.
CI, confidence interval; CXCR4, C-X-C chemokine receptor type 4 gene; NGS, next-generation sequencing; MUT, mutant; PD, progressive disease; PFS, progression-free survival; VGPR, very good partial response; 
WT, wild-type.



Prevalence analysis for adverse events of interest

Data cutoff: October 31, 2021.
aEvents of the same preferred term that occurred within 1 day of the previous event were combined as one event. Patients with ongoing or new events in the interval is counted. bPercentage is based on N. cN is the number of 
patients who are on treatment in each time interval or who discontinued treatment but the time from first dose date to the earliest date of (last dose date + 30 days, initiation of new anticancer therapy, end of study, death or 
cutoff date) is within the time interval.

Patientsa,b, %

Atrial Fibrillation
Zanubrutinib

Ibrutinib
Hypertension

Zanubrutinib
Ibrutinib

Bleeding
Zanubrutinib

Ibrutinib
Neutropenia

Zanubrutinib
Ibrutinib

Infection
Zanubrutinib

Ibrutinib
62,2

11,2

57,1

11,2

11,2

61,4

24,8

44,6

10,9

2,0

0 50 100

0-12 months

54,9

8,5

46,3

24,4

13,4

43,3

17,8

32,2

12,2

3,3

0 50 100

>12-24 months

59,7

9,7

43,1

23,6

18,1

38,8

8,8

30,0

8,8

5,0

0 50 100

>24-36 months

48,4

9,4

42,2

21,9

17,2

34,7

8,3

23,6

9,7

4,2

0 50 100

>36 months

Zanubrutinib (N)c

Ibrutinib (N)c
101
98

90
82

80
72

72
64
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Kapitel 2

Marginalzonenlymphom

Rituximab/Lenalidomid – wo stehen wir mit der Kombination beim 
MZL? 
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Studiendesign
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Patient Characteristics
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Response



17

Duration of Response
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PFS
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Toxicity
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Kapitel 3

Marginalzonenlymphom

PI3K? – Chronos 3
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Kapitel 4

Marginalzonenlymphom

BTKi?  - die Reise geht weiter
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Zusammenfassung | Take-Home-Messages

• Morbus Waldenström
− Zanubrutinib mit hoher Wirksamkeit und guter Verträglichkeit, gute Option bei 

CXCR4 mutierten und MYD88 WT Patienten
• Marginalzonenlymphom 

− Rituximab/Lenalidomid als wirksame Substanz beim MZL: 39% CR, DOR 39 
Monate  weitere Entwicklung – R2 plus Tafasitamab? R2 plus Bi-specifics?

− PI3K Inhibitors mit Zukunft? Copanlisib 28 Monate median PFS, 39% CR –
Zulassung? 

− BTK Inhibitoren wirken! Acalabrutinib mit Wirksamkeit und guter Verträglichkeit 
als Einzelsubstanz bei rezidivierten MZL. Zulassung? 



www.lymphome.de/eha2022

Für den Inhalt verantwortlich:

Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm 

Die Kurzpräsentationen sind online unter

63rd ASH Meeting 2021EHA2022 HYBRID



Diese hatten keinen Einfluss auf die Inhalte.

Das Informationsprojekt wird unterstützt von den Firmen:

63rd ASH Meeting 2021EHA2022 HYBRID
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