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TIME TO NEXT TREATMENT

P value <0.0001, HR 0.205







Safety Run-in Phase*
Venetoclax–

Obinutuzumab

Previously untreated 
patients with CLL and 

coexisting medical 
conditions 

CIRS > 6 and/or CrCl < 
70mL/min

* Fischer K  et al. Venetoclax and Obinutuzumab in chronic lymphocytic leukemia, Blood 11 May 2017

Chlorambucil–
Obinutuzumab

6 cycles

Venetoclax–
Obinutuzumab

6 cycles

Venetoclax

6 cycles

Chlorambucil

6 cycles

Follow -up Phase

Primary endpoint:
Progression-free

survival

Key secondary endpoints:
Response, M inimal 
Residual Disease, 

Overall 
Survival

1:1 
randomization

Trial Design
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Hazard ratio 0.35 (95% CI 0.23 ‒ 0.53), P < 0.0001

28 months median follow-up

6 12 18 24 30 36

Venetoclax–
Obinutuzumab

Chlorambucil–
Obinutuzumab

PROGRESSION-FREE SURVIVAL Fischer et al. 
Presidential Symposium
Hall 5; 16:45
S149



MRD LEVELS OVER TIME

Chlorambucil-
Obinutuzumab

Venetoclax-
Obinutuzumab

By ASO-PCR in peripheral blood 
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Venetoclax-
Obinutuzumab

Chlorambucil-
Obinutuzumab

Number of patients, N 216 216
Minimal residual disease level

< 10-6 42 % 7 %
≥ 10-6 and <10-5 26 % 13 %
≥ 10-5 and <10-4 11 % 14 %
≥ 10-4 and <10-2 6 % 23 %
≥ 10-2 5 % 29 %
No sample / not evaluable 12 % 14 %

MRD NEGATIVITY BY NGS

By NGS in peripheral blood 3 months after completion of treatment 



Resonate-2 Trial: Ibrutinib vs. Chlorambucil

Burger et al., NEJM  273 (25): 2425-37, 2016











Comparison of MRD results of 4 recent trials using venetoclax combinations in CLL
First 
Author

Journal 
Year

Name of Trial Therapeutic intervention
MRD, PB 10-4

ITT-based
Time point of
MRD 
assessmentN/N %

Fischer 
NEJM 
2019

CLL14
Venetoclax + 

Obinutuzumab 
1L 165/216 76 @15 months

Cramer
Lancet 
Oncol
2018

CLL2-BAG
(Benda)

Venetoclax + 
Obinutuzumab

1L 31/34 91 @15 months

RR 24/29 83 @15 months

Jain
NEJM 
2019

CAPTIVATE
Ibrutinib + 
Venetoclax

1L 29/80 36 @12 months

Hillmen
JCO 
2019

CLARTIY
Ibrutinib + 
Venetoclax

RR 28/53 53 @14 months



CLL first line treatment (updated June 2019)

Stage
del(17p) or

p53mut
Fitness IGVH Therapy

Binet A-B, Rai 0-II, 
inactive disease Irrelevant Irrelevant Irrelevant None

Active disease or
Binet C or Rai III-IV

Yes Irrelevant Irrelevant Ibrutinib or Venetoclax + Obinutuzumab or Idelalisib + 
Rituximab (if contraindications for ibrutinib)* 

No

Go go
M FCR (BR above 65 years) or ibrutinib*

U Ibrutinib or FCR (BR above 65 years)*

Slow go
M Venetoclax + Obinutuzumab or Chlorambucil + 

Obinutuzumab or Ibrutinib*

U Venetoclax + Obinutuzumab or Ibrutinib or Chlorambucil + 
Obinutuzumab*

* Consider and discuss with patient: long-term vs fixed (6-12 m) duration therapy, lack of convincing evidence of overall survival differences, specific side effects of each therapeutic option
(myelosuppression, infections, secondary malignancies for CIT; cardiac toxicity, bleeding and autoimmune disease for Ibru; TLS and infections for Ven-Obi; autoimmune disease (diarrhea) 
and opportunistic infections for Idelalisib).
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