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Lymphome und CLL 
Was gibt es Neues in Diagnostik und Therapien



Normales Knochenmark

Blutbildung

Aspirat- Knochenmarksausstrich



Leukämie

Aspirat- Knochenmarksausstrich

CML

AML

CLL

ALL



CLL, chronic lymphocytic leukemia; MBL, monoclonal B lymphocytosis; SLL, small lymphocytic lymphoma.

Rawstron AC et al. N Engl J Med 2008; 359 (6): 575–583.

Diagnose CLL (Chronisch Lymphatische Leukämie)
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Monoclonal B-cell

lymphocytosis

(CD5+, CD19+, CD20-/+, CD23+)

≤5,000/μL >5,000/μL

Lymphadenopathy

Spleen / liver enlargement

Anemia / thrombocytopenia

Yes No

SLL MBL CLL



Staging: Binet & Rai classifications

Hb, hemoglobin; plt, platelets.

1. Binet JL et al. Cancer 1981; 48 (1): 198–206. 2. Rai KR et al. Blood 1975; 46 (2): 219-234. 3. Pflug N et al. Blood 2014; 124 (1): 49–62. 5
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Low

• Binet A: Hb ≥10.0 g/dL, 

platelets ≥100 ×10
9
/L, and 

<3 lymph node areas

• Stage 0: Lymphocytosis 

(lymphoid cells >30%)
>10 years

Intermediat

e

• Binet B: Hb ≥10.0 g/dL, 

platelets ≥100 ×10
9
/L, and 

≥3 lymph node areas

• Stage I: Lymphocytosis

• Stage II: Lymphadenopathy, 

splenomegaly and/or 

hepatomegaly 

>8 years

High

• Binet C: Hb <10.0 g/dL 

and/or Plt: <100 ×10
9
/L

• Stage III: Hb: <11.0 g/dL 

• Stage IV: Plt: <100 × 10
9
/L

~7.5 years



• Splenomegalie (>6cm, symptomatisch, progr.)

• Lymphadenopathie (>10 cm, symptomatisch, progr.)

• LDT<6 Monaten; 50% <2 Monaten (min. 30G/l)

• Autoimmunzytopenie

• Gewichtverlust >10 % in 6 Monaten

• Fieber unklarer Ursache >2 Wochen

• Nachtschweiß >1 Monat 

• schwerwiegende Fatigue

IWCL 2017

Binet C, 

Binet B / A +:

Therapieindikation



Cll12 study design

RISK ASSESSMENT

del(17p) IGHV

del(11q) ECOG PS

thymidine 

kinase

sex

β2 microglobulin age

648 PATIENTS WITH CLL

BINET STAGE A

ASYMPTOMATIC

TREATMENT-NAIVE

152 PATIENTS

NO RISK

363 PATIENTS

INCREASED RISK

181 PATIENTS

PLACEBO

versus

420 [mg/d] UNTIL SYMPTOMATIC DISEASE PROGRESSION

182 PATIENTS

IBRUTINIB

152 PATIENTS

WATCH & WAIT

FPI

APR-2014

EOS

JUL-2022

Primary endpoint analysis demonstrated superior EFS for the ibrutinib group.¹

Overall survival was not analyzed due to a lacking number of events.

The final analysis is performed at a median observation time of 69.3 (0 - 93.4) months.

¹Langerbeins P. et al. Blood. 2022 Jan 13;139(2):177-187.
¹Langerbeins P. et al. Blood. 2022 Jan 13;139(2):177-187.



Watch & wait bleibt Standard im frühen Stadium

Overall survival (OS)

P = 0.562 (HR 0.791, 95%CI 0.358-1.748)

OS FROM DIAGNOSIS

Langerbeins P. et al. EHA 2023



Cause of death (N=32)

Ibrutinib

N=182

Placebo

N=181

Watch & wait

N=152

All death cases, N (%) 12 (6.6) 14 (7.7) 6 (3.9)

Progressive CLL 1 1 -

Second malignancy 2 5 2

Infection 2 1 1

Intracranial bleeding 2 - -

Cardiac decompensation / sudden 

death

2 1 -

Concomitant disease - 1 2

Unknown 3 5 1

Langerbeins P. et al. EHA 2023



*Before BCL2i for TLS evaluation.

CBC, complete blood count; CLL, chronic lymphocytic leukemia; CT, computerized tomography; del, deletion; FISH, fluorescence in situ hybridization; IGHV, immunoglobulin heavy chain variable; 

iwCLL, international workshop on CLL; MRI, magnetic resonance imaging; NGI, not generally indicated; PET, positron emission tomography; TLS, tumor lysis syndrome. Hallek M et al. Blood 2018; 

131 (25): 2745–2760.

Evaluation of patients with CLL
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*
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Ziel-gerichteten Therapien für die CLL

Staber P, Davids M



Obinutuzumab + Venetoclax in 1st Line: CLL-14

Othman Al-Sawaf; EHA2021:  # 409-2
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Eichhorst B. et al., NEJM 2023

Fürstenau M et al. Lancet Oncol 2024



Eichhorst B. et al., NEJM 2023

Fürstenau M et al. Lancet Oncol 2024



Eichhorst B. et al., NEJM 2023

Fürstenau M et al. Lancet Oncol 2024



Onkopedia Leitlinie, Clemens Wendtner et al. 2023

Onkopedia Leitlinie CLL 2023

Asymptomatic inactive disease 

Watch & wait

All

Symptomatic active disease 

No del(17p13)/TP53 mutation

No complex karyotype status

del(17p13)/TP53 mutation and/or

complex karyotype status

Frail (no go) 

IGHV unmutated
†

Acalabrutinib ± obinutuzumab

or

Zanubrutinib

or

Ibrutinib ± obinutuzumab
‡

Obinutuzumab + venetoclax

Ibrutinib + venetoclax

IGHV mutated
†

All
†

Acalabrutinib

or

Zanubrutinib

or

Ibrutinib
‡

Acalabrutinib ± obinutuzumab

or

Zanubrutinib

or

Ibrutinib ± obinutuzumab
‡

Obinutuzumab + venetoclax

Ibrutinib + venetoclax

Best 

supportive 

careor

or

or

or

Obinutuzumab + 

venetoclax

Ibrutinib + venetoclax

or

or



Fallbeispiel 

Eine 52-jährige Röntgen-Technische Assistentin berichtet über 

eine seit 3 Monaten zunehmende indolente Schwellung am 

M.Sternocleidomastoideus links. Im Ultraschall war ein 4 cm 

großer Lymphknoten ohne eindeutig nachweisbaren Hilus 

sichtbar. Die Serum LDH betrug zuletzt 310 U/L. 



Indolent NHL

Aggressive NHL

B-zell Lymphome

The Non-Hodgkin’s Lymphoma Classification Project. Blood 1997; 89:3909–3918.Based on 1,131 patients with B-cell malignancies at 9 sites worldwide

DLBCL

34.4%

FL

24.9%

Burkitt/Burkitt-like

3.2%

PMBCL

2.7%
MCL

6.8%

CLL/SLL*

7.6%

MZL

11.6%

Other

8.6%

WM

1.2%

CLL = chronic lymphocytic leukemia; DLBCL = diffuse large B-cell lymphoma; FL = follicular lymphoma; iNHL = indolent NHL;
MCL = mantle cell lymphoma; MZL = marginal zone lymphoma; PMBCL = primary mediastinal B-cell lymphoma; 
SLL = small lymphocytic lymphoma; WM = Waldenström’s macroglobulinemia.
* CLL/SLL included as a subcategory of iNHL in this classification but is usually treated differently; 
† ‘Other’ includes some rarer types of both indolent and aggressive NHL.



Alizadeh A et al. Nature 2000; Rosenwald A et al, N Engl J Med 2002; Chapuy B et al Nat.Med. 2018; Wright et al, Cancer Cell 2020; de Leval et al Blood 2022

Diffus großzelliges B-Zell-Lymphom: Heterogene Erkrankung

Eine 1L-Therapie: R-CHOP ?

Vitolo U et al. JCO 2017

GOYA study PHOENIX study

Younes A et al. JCO 2019

ROBUST study

Nowakowski G et al. JCO 2019

REMoDL-B study

Davies A et al Lancet Oncol. 2019

Rituxi vs Obi +CHOP R-CHOP +/- ibrutinib R-CHOP +/- lenalidomid R-CHOP +/- bortezomib

• 24-month PFS: 
76.7% with Pola-R-CHP 
versus 70.2% with R-CHOP 
(∆=6.5%)

HR 0.73 (P<0.02)

95% CI: 0.57, 0.95
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R-CH(O)P +/- PolatuzumabVedotin

Tilly T. et al NEJM 2021

POLARIX study



Diffus großzelliges B-Zell-Lymphom: Patienten mit PFS >2a, normales Überleben

Maurer MJ, et al. J Clin Oncol 2014; 32:1066–1073. 
DLBCL patients who are event free after 2–3 years can expect 

a normal lifespan

N= 767
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Maurer MJ, Annals of Oncology, 2018

OS from progression for pts. who failed to achieve PFS24 versus 
expected survival 

SEAL trial

n=3678



Summary of outcome in aggressive B-NHL: We have a situation

Considering 100 patients treated with R-CHOP in first line

40 relapsed/refractory160 cured by R-CHOP

20 transplant 

ineligible

20 transplant 

eligible2

10 refractory 

to salvage

10 respond

to salvage3

6 relapse after 

transplant

4 cured by 

transplant3

1. Friedberg J. Hematology 2011; 498–505;
2. Gisselbrecht C, et al. J Clin Oncol 2010; 28:4184–4190.;
3. Gisselbrecht C, et al. J Clin Oncol 2012; 30:4462–4469..
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Update Jan 2024



Therapeutische Zielstrukturen für B-Zell Lymphome

Acalbrut in ib
Zanubrut in ib

Loxo-305

Rituxim ab

PI3Kdel t a

Idelalisib

Copanlisib

Umbralisib

CD19
Tafasi tam ab

Acalbrutinib

Zanubrutinib

Loxo-305

Rituximab

Ublituximab

PI3K
delta

Idelalisib
Duvelisib

Umbralisib

Ofatumumab

CD19 d irected CAR-T:
Axi-cel

Tisa-cel

Liso-cel

CD19 Ant ibody-conjugates
Loncastuximab tesirine

C
D
7
9
A

C
D

7
9

B

CD79B d irected Ant ibody-conjugates
Polatuzumab vedotin

Bi-speci f ic Ab 

(CD20-CD3)
Mosunetuzumab

Glofitamab

Epcoritamab

Odronextamab

IMIDs

Lenalidomide

EZH2

Tazemetostat

Proteasome Inh.

Bortezomib



Chimeric antigen receptors

• Remarkable 
success in B cell 
acute leukemia 
(targeting CD19); 
up to 90% 
complete remission  

• Early results in 
solid tumors are 
encouraging  

• Risk of cytokine 
storm 

• Outgrowth of 
antigen-loss 
variants of 
tumors?

N Engl J Med 2014; 371:1507-1517, October 16, 2014



Development of chimeric antigen receptors 

ZUMA trials from Kite used CD19-(CD28z) CAR Ts

TRANSCEND studies from Juno and 

JULIET studies from Novartis used CD19-(4-1BBz) CAR Ts.



Axi-cel Tisa-cel Liso-cel

PFSPFSPFS

Lancet Oncol 2019; 20: 31–42 Lancet 2020; 396: 839–52 N Engl J Med 2019;380:45-56

Patienten ab der 3. Therapielinie



Axi-Cel Monotherapy in R/R DLBCL (>2L)
Curative Potential of Axicabtagene Ciloleucel (Axi-Cel): an Exploratory Long-Term Survival

Assessment in Patients with Refractory Large B-Cell Lymphoma from ZUMA-1

ASH 2023 # 4864; Sattva S. Neelapu et al., Houston, TX, USA

Neelapu et al.     ASH 2023   Abstract # 4864FOR REACTIVE USE ONLY

RESULTS – Figure 2. Lymphoma-Related Event-Free 
Survival

41
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‡

With ≥5 years of follow-up (median 63.1 months), 
the 5-year LREFS rate was 33.5% (95% CI, 24.4-42.9)

Neelapu et al.     ASH 2023   Abstract # 4864FOR REACTIVE USE ONLY

RESULTS – Figure 3. Duration of Complete Response
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‡

The 5-year estimate of DOCR (n=59) was 56.7% 
(95% CI, 43.0-68.3)



CAR T-cells vs. SOC in 2L LBCL
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Zuma-23: CAR-T in 1L HR DLBCL

An Adaptive Phase 3, Randomized, Open-Label, Multicenter Study to Compare the Efficacy and 

Safety of Axicabtagene Ciloleucel versus Standard of Care Therapy as First-Line Therapy in 

Subjects with High-Risk Large B-Cell Lymphoma (ZUMA-23)

Contact: Philipp Staber at al., AKH, MedUniWien



Bi-specific antibodies (> 2 previous therapies)



Dickinson MJ et al.  NEJM 2022



Thieblemont C et al.  JCO 2023
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Zusammenfassung aggressive B-zell Lymphome

100 Patienten mit R-CHOP 

40 relapsed/refractory160 cured by R-CHOP

20 transplant 

ineligible

20 transplant 

eligible2

10 refractory 

to salvage

10 respond

to salvage3

6 relapse after 

transplant

4 cured by 

transplant3

1. Friedberg J. Hematology 2011; 498–505;
2. Gisselbrecht C, et al. J Clin Oncol 2010; 28:4184–4190.;
3. Gisselbrecht C, et al. J Clin Oncol 2012; 30:4462–4469..

18 may be cured by 

new options 4

80%

4.   Neelapu S. et al NEJM 2017 and others …



Vielen Dank für Ihre Aufmerksamkeit!

Noch Fragen?
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