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ZanubrutinibIbrutinib + Venetoclax
Acalabrutinib +/- Obinutuzumab
Zanubrutinib

CLL

Brexucabtagen Autoleucel****Zanubrutinib
Pirtobrutinib****

Zanubrutinib***Mantelzell-
Lymphom

ZanubrutinibMarginalzonen-
lymphom

ZanubrutinibZanubrutinibWaldenström

Zanubrutinib + Obinutuzumab
Mosunetuzumab
Tisagenlecleucel
Axicabtagen-Ciloleucel*

Follikuläres 
Lymphom

Epcoritamab
Glofitamab
Axicabtagen-Ciloleucel, 
Tisagenlecleucel
Lisocabtagen-Maraleucel
Loncastuximab Tesirin

Tafasitamab + Lenalidomid
Axicabtagen-Ciloleucel**

Polatuzumab-Vedotin
+ Rituximab-CHP

Aggressives B-NHL

*4.Linie **POD12***
nicht CIT-geignet****nach BTKi

Antibody-Drug-Conjugate CAR Antibody IMiD
Bispecific Antibody BTKi BCL2i
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CLL
1.Line: Feste Dauer, maßgeschneidert ohne bis zum Progress?
≥ 2.Linie









Baseline + Prognostic markers









IGHV mutation status & FISH abnormality



Safety



Conclusion

• IV in PFS, OS + Response Rate 
besser als FCR

• Effekt in allen Subgruppen, aber 
vor allem  IgHV unmutated / TP53 
affected

• Toxizität geringer als FCR
(aber kardiale Events!)

• Deutlich längere 
Behandlungszeit im IV-Arm !

• Kein Vergleich zu open end/fixed
duration IV !











Oganatuzumab

CIT = FCR < 65, BR ≥ 65
RV = Venetoclax + Rituximab
GV = Venetoclax + Obinutuzumab
GIV = Venetoclax + Ibrutinib + Obinutuzumab







ELEVATE TN



Brown, JR et al. Oral Presentation at ASH 2023; abstract number 202

EXTENDED FOLLOW-UP OF ALPINE RANDOMIZED PHASE 3 STUDY 

CONFIRMS SUSTAINED SUPERIOR PROGRESSION-FREE SURVIVAL 

OF ZANUBRUTINIB VERSUS IBRUTINIB FOR TREATMENT OF 

RELAPSED/REFRACTORY CHRONIC LYMPHOCYTIC LEUKEMIA AND 

SMALL LYMPHOCYTIC LYMPHOMA (R/R CLL/SLL)

Zanubrutinib 160 mg BID 

Stratification factors: 

Age, geographic 
region, refractoriness, 

del(17p)/TP53

R
1:1

R/R CLL/SLL with ≥1 prior treatment

(N=652)

Key Inclusion Criteria

• R/R to ≥1 prior systemic therapy for 
CLL/SLL

• Measurable lymphadenopathy by CT 
or MRI

• Requires treatment per iwCLL

Key Exclusion Criteria 

• Prior BTK inhibitor therapy

• Treatment with warfarin or other 
vitamin K antagonists

Treatment until disease progression 

or unacceptable toxicity

Ibrutinib 420 mg QD 



Data cutoff: 15 Sep 2023.

CI=confidence interval, PFS=progression-free survival.
Brown, JR et al. Oral Presentation at ASH 2023; abstract number 202.

ALPINE: PFS and OS At Extended Follow-up

Median study follow-up 

of 39.0 months



ALPINE – ePFS

Data cutoff: 15 Sep 2023
aPooled MedDRA preferred terms. bIncludes preferred terms of COVID-19, COVID-19 pneumonia, and suspected COVID-19.
Brown, JR et al. Oral Presentation at ASH 2023; abstract number 202.

Adverse Events of Special Interesta Occurring in 

≥2 Patients 

Ibrutinib

(n=324)

Zanubrutinib

(n=324)

Grade ≥3Any GradeGrade ≥3Any Grade

111 (34.3)260 (80.2)115 (35.5)264 (81.5)Infection

5 (1.5)13 (4.0)6 (1.9)8 (2.5)Opportunistic Infections

38 (11.7)105 (32.4)56 (17.3)145 (44.8)COVID-19 Relatedb

13 (4.0)144 (44.4)12 (3.7)142 (43.8)Bleeding

13 (4.0)16 (4.9)12 (3.7)13 (4.0)Major Hemorrhage 

47 (14.5)80 (24.7)53 (16.4)86 (26.5)Hypertension

16 (4.9)53 (16.4)10 (3.1)22 (6.8)Atrial fibrillation/flutter

11 (3.4)59 (18.2)7 (2.2)53 (16.4)Anemia

72 (22.2)94 (29.0)72 (22.2)100 (30.9)Neutropenia

19 (5.9)53 (16.4)12 (3.7)43 (13.3)Thrombocytopenia

19 (5.9)52 (16.0)26 (8.0)46 (14.2)Second primary malignancies 









Follikuläre Lymphome
Vitamin D und Rituximab? 

Was im Rezidiv?

























No impact on response



Aggressive B-NHL
2. Linie: werden wir besser?















Loncastuximab-tesirine and „real world“



Loncastuximab-tesirine and „real world“



Loncastuximab-tesirine and „real world“


