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Kapitel 1

Morbus Waldenström assozierte Neuropathie – Neuigkeiten in der Behandlung? 
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Prospective Study of 
Acalabrutinib with 
Rituximab in Patients with 
Symptomatic Anti-MAG 
Mediated IgM Peripheral 
Neuropathy
Shayna Sarosiek, Andrew R Branagan, Christopher T Doughty, 
Catherine A Flynn, Megan Little, Katherine Stockman, Timothy 
White, Kirsten Meid, Steven P Treon, Jorge J Castillo

Abstract No 213
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• 20-25% of patients with an IgM paraprotein have peripheral 
neuropathy

• Multiple potential etiologies, such as amyloidosis, cryoglobulinemia, 
POEMS, or anti-myelin associated glycoprotein (MAG) antibodies

• 40-50% of patients with IgM-associated neuropathy have anti-MAG 
antibodies

IgM and neuropathy

Yeung, et al. J Neurol 1991
Nobile-Orazio, et al. Neurology 1987
Ramchandren, et al Curr Neurol Neurosci Rep 2012
Stork, et al J Neuroimmunol 2014
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• Chronic, symmetric, length-dependent sensorimotor 
demyelinating polyneuropathy

• Progressive neuropathy, up to 50% of patients will develop 
significant disability within 10-15 years after diagnosis, severely 
affect QOL and functional status

Anti-MAG neuropathy

Castillo, et al. Am J Hematol 2021
Campagnolo, et al. J Peripher Nerv Syst 2019
Latov N Ann Neurol 1995
Nobile-Orazio, et al Brain 2000
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• IVIG
• Single-agent Rituximab 

• Mixed results in case series and small randomized trials
• Low response rate, delayed responses

• Chemoimmunotherapy 
• Fludarabine or cyclophosphamide
• Faster responses than rituximab alone, but added toxicity

• Ibrutinib
• Three-patient case series 

Treatment of anti-MAG neuropathy

Dalakas, et al Ann Neurol 2009
Iancu Ferfoglia, et al J Peripher Nerv Syst 2016
Leger, et al Neurology 2013
Hospital, et al Haematologica 2013
Castellani, et al. Neurol Neuroimmunol Neuroinflamm 2020



9

• Single-arm open label Phase II trial

• Includes patients with anti-MAG 
neuropathy and either IgM monoclonal 
gammopathy or WM

• Acalabrutinib 100 mg twice daily
• Rituximab (biosimilar or ofatumumab)

Acalabrutinib-Rituximab study
www.clinicaltrials.gov:

NCT05065554
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• IgM monoclonal protein 

• Presence of anti-MAG antibodies

• Sensory neuropathy with predominantly 
demyelinating features on nerve 
conduction studies

• Modified Rankin Scale score of 1 with 
progressing symptoms or ≥2

Key Inclusion Criteria

MODIFIED RANKIN SCALE
0: no neuropathy
1: neuropathy with no 
significant disability
2: neuropathy with slight 
disability
3: neuropathy with moderate 
disability
4: neuropathy with moderately 
severe disability
5: neuropathy with severe 
disability; bedridden
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Hematologic responses (7 evaluable patients)
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Neurologic assessment (7 evaluable patients)

I-RODS
Scored by patient
• (0) impossible
• (1) performed with difficulty
• (2) easily performed

Total score of 0 (severe 
limitations) to 48 (no limitation)

Baseline median score: 38.1 
(range 23-47)

Median score change: improvement of 1.4
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Neurologic assessment (7 evaluable patients)
INCAT Disability Score

Scored by physician
Total score of 0 (normal) to 10 (severe disability)

Baseline median score: 2.3 (range 1-3)
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Neurologic assessment (7 evaluable patients)

MRC Distal Sum Score

Scored by physician
• Measures muscle contraction
• Fingers, wrist, ankles and toe

Total score of 0 (no muscle 
contraction) to 80 (normal)

Baseline median score: 75.6 
(range 68-80)

INCAT ISS

Scored by physician
• Pinprick / vibration in arm 

and leg 
• Two-point discrimination

Total score of 0 (normal) to 
20 (severe deficit)

Baseline median score: 7.6 
(range 4-10)
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• Preliminary results show 100% hematologic response

• Preliminary results show stability or improvement on multiple 
neurologic scales, including physician and patient-reported 
scoring systems

• Ideal neurologic assessment tool yet to be determined

• Clinical trial enrollment is ongoing and final outcomes are 
pending

Conclusions
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Kapitel 2

Morbus Waldenström BTKi Therapie – Switching?



Clinical Outcomes in Patients With Waldenström Macroglobulinemia Receiving  
Ibrutinib on the Phase 3 ASPEN Study ≥1 Year After Transitioning to Zanubrutinib

Ramon Garcia-Sanz,1 Roger Owen,2 Wojciech Jurczak,3 Meletios Dimopoulos,4 Helen McCarthy,5 Gavin  
Cull,6 Stephen Opat,7 Jorge J. Castillo,8 Marie José Kersten,9 Bjorn Wahlin,10 Sebastian Grosicki,11 Radha  

Prathikanti,12 Tian Tian,12 Heather Allewelt,12 Aileen Cohen,12 Constantine Tam13

1Hospital Universitario de Salamanca, Salamanca, Spain; 2St. James’s University Hospital, Leeds, UK; 3MSC National Research Institute of Oncology,  
Krakow, Poland; 4General Hospital of Athens-Alexandra, Llisia, Greece; 5Royal Bournemouth Hospital, Bournemouth, UK; 6Sir Charles Gairdner  Hospital, 

Nedlands, Australia; 7Monash Health, Victoria, Australia; 8Dana-Farber Cancer Institute, Boston, MA, USA; 9Amsterdam University Medical  Centers, 
Location University of Amsterdam, Amsterdam, the Netherlands; 10Karolinska Universitetssjukhuset Solna, Solna, Sweden; 11Medical University  of Silesia, 

Katowice, Poland; 12BeiGene USA, Inc, San Mateo, CA, USA; 13Alfred Hospital and Monash University, Melbourne, Victoria, Australia

Abstract No 3043



Patients With WM Tolerating Ibrutinib on ASPEN were  
Switched to Zanubrutinib on LTE1

a Reasons for study discontinuation (5 patients): death (n=3); lost to follow-up (n=1); and withdrawal (n=1).
b Reasons for treatment discontinuation (5 patients who left the study plus 2 who remained in the study): ‘’other’’ reasons (n=3); AEs (n=2); PD (n=1); and withdrawal (n=1).
AE, adverse events; DBL, database lock; MYD88, Myeloid differentiation primary response 88; PD, progressive disease; RR, relapsed/refractory.



Recurrence or Continuation of Ibrutinib TEAEs on  
Zanubrutinib

NOS, not otherwise specified; TEAE, treatment-emergent adverse event.



Efficacy Results

aGrouped terms.
BOR, best overall response; CR, complete response (negative immunofixation, not confirmed by bone marrow biopsy); IgM, immunoglobulin M; MR, minor response; N/A, not applicable;  
PD, progressive disease; PI, principal investigator; PR, partial response; RA, response assessment; VGPR, very good partial response.



Change in [IgM] From Last Response Assessment in  
ASPEN Study to BOR in LTE1 Study

BOR, best overall response; IgM, immunoglobulin M.



Conclusions

• The majority of ibrutinib-emergent adverse events did not recur or continue with  
zanubrutinib treatment, despite advanced and increasing age

• WM disease response was maintained or improved in 96% of efficacy-evaluable patients  
(44/46)

• While limited by sample size and nonrandomized/ad hoc analysis, data suggest that  
patients who are tolerating ibrutinib may switch to zanubrutinib without compromising, and  
may improve upon, safety or efficacy; long-term follow-up is ongoing

BTKi, Bruton’s tyrosine kinase inhibitor; TEAE, treatment-emergent adverse events; WM, Waldenström macroglobulinemia .
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Kapitel 3

Morbus Waldenström  - CAR-Ts bei sekundärer Transformation? 



Abstract 616
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Kapitel 4

Marginalzonenlymphom: neue Therapieansätze? 
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Monotherapy With Second-Generation BCL2 Inhibitor Sonrotoclax (BGB-11417)  

isWell Tolerated with High Response Rates in Patients with

Relapsed/Refractory Marginal Zone Lymphoma: 

Data from an Ongoing Phase 1 Study

Alessandra Tedeschi,1 Chan Y. Cheah,2-4 Stephen Opat,5,6 Emma Verner,7,8 Laura 
Magnano,9 Narendranath Epperla,10 James Hilger,11 Yiqian Fang,11 David Simpson,11 Haiyi 
Guo,11 and Mary AnnAnderson12

1ASST Grande Ospedale Metropolitano Niguarda, Milan, Italy; 2Department of Haematology, Sir Charles Gairdner Hospital and PathWest Laboratory 
Medicine, Nedlands, WA, Australia; 3Medical School, University of Western Australia, Crawley, WA, Australia; 4Linear Clinical Research, Nedlands, WA, 
Australia; 5Monash University, Clayton, VIC, Australia; 6Monash Health, Clayton, VIC, Australia; 7Concord Repatriation General Hospital, Concord, NSW, 
Australia; 8University of Sydney, Sydney, NSW,  Australia; 9Hospital Clínicde Barcelona, Barcelona, Spain; 10The Ohio State University Comprehensive
Cancer Center, Columbus, OH, USA; 11BeiGene (Shanghai) Co, Ltd, Shanghai, China, and BeiGene USA, Inc, San Mateo, CA, USA; 12Peter Mac Callum
Cancer Centre, Melbourne, VIC,Australia

Abstract No 3032



Seite 36
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 37
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 38
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 39
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 40
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 41
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 42
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023



Seite 43
Prof. Dr. med. Christian Buske

Universitätsklinikum Ulm65th ASH Meeting 2023

Zusammenfassung | Take-Home-Messages

• Morbus Waldenström

− Beim Morbus Waldenström bleibt die Neuropathie eine therapeutische Herausforderung. Die 
Wirksamkeit von BTK Inhibitoren muss in unabhängigen Studien validiert werden.

− Switching von Ibrutinib zu Zanubrutinib ist sehr gut möglich, und zum Teil mit einer 
Verbesserung von Symptomen und Krankheitskontrolle assoziiert.

− CAR-T Zellen hocheffektiv bei transformierten WM

• Marginalzonenlymphom

− Die Therapieoptionen beim rezidiverten MZL sind limitiert. Möglicherweise bieten BCL2 
Inhibitoren der zweiten Generation neue Therapiechancen
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