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A prospective, open-label, multicenter randomized phase III
trial to compare the efficacy and safety of fixed-duration
venetoclax plus obinutuzumab versus chlorambucil plus
obinutuzumab and in previously untreated patients with
CLL and coexisting medical conditions

Treatment of CLL from 2019 onwards:
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C L L 1 4

F I R S T L I N E  T H E R A P Y U n f i t

• F I X E D - D U R AT I O N  C H E M O I M M U N O T H E R A P Y

• C O N T I N U O U S I N D E F I N I T E  M O N O T H E R A P Y



C L L 1 4

F I R S T L I N E  T H E R A P Y U n f i t

• F I X E D - D U R AT I O N  C H E M O I M M U N O T H E R A P Y

• F I X E D - D U R AT I O N  C O M B I N AT I O N T H E R A P Y

• C O N T I N U O U S I N D E F I N I T E  M O N O T H E R A P Y



C L L 1 4

C o m b i n e Venetoclax
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Venetoclax

Rituximab

Venetoclax-

Rituximab
Obinutuzumab

Venetoclax-

Obinutuzumab
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* Flinn IW. et al., Blood 2019

P < .05, ** P < .01, *** P < .001, 

**** P < .0001 by Student’s t-test;

ns=not significant; NT=not treated; 

SD=standard deviation
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B-cell (isolated from primary CLL patient samples) depletion relative to untreated controls assessed by flow cytometry

V E N E T O C L A X C O M B I N E D  W I T H  O B I N U T U Z U M A B S H O W S
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C H L O R A M B U C I L -
O B I N U T U Z U M A B

V E N E TO C L A X -
O B I N U T U Z U M A B

Months
Progression-free survival*

?
Months
Progression-free survival

31
* Goede V. et al.: NEJM 2011

Goede V. et al.: Final survival analysis of the CLL11 study, EHA 2018
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Design t h e t r i a l
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Safety Run-in Phase*
Venetoclax–

Obinutuzumab

Previously untreated 
patients with CLL and 

coexisting medical conditions 

CIRS > 6 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, Minimal Residual 

Disease, Overall 
Survival

1:1 
randomization
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Obinutuzumab f i r s t ,  
Venetoclax s e c o n d



Or venetoclax: orally, 5-week ramp-up starting cycle 1 day 22
[20, 50, 100, 200, 400 mg], then 400 mg daily until end of cycle 12

Either chlorambucil: orally, 0.5 mg/kg day 1 and day 15 cycle 1–12, every 28 days

C L L 1 4

combined with obinutuzumab:  IV infusion, 1000 mg day 1 (or 100 mg day 1 and 
900 mg day 2), 8, and 15 cycle 1, 1000 mg day 1 cycles 2–6, every 28 days



Patients´ c h a r a c t e r i s t i c s
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Patients´ characteristics I
Venetoclax-

Obinutuzumab
Chlorambucil-
Obinutuzumab

Number of patients, N 216 216
Median age in years 72 71 
Binet stage

A 21 % 20 %
B 36 % 37 %
C 43 % 43 %

Median total CIRS score 9 8
Median estimated CreaCl in ml/min 65.2 67.5
Risk category for TLS

Low 13 % 12 %
Medium 64 % 68 %
High 22 % 20 %

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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Patients´ characteristics II
Venetoclax-

Obinutuzumab
Chlorambucil-
Obinutuzumab

Number of patients, N 216 216
IGHV mutational status

Unmutated 61 % 59 %
Mutated 38 % 40 %
Not evaluable 1 % 1 %

TP53 deleted and/or mutated 12 % 12 %
Cytogenetic subgroups*

Deletion in 17p 9 % 7 %
Deletion in 11q 18 % 20 %
Trisomy in 12 18 % 21 %
No abnormalities 25 % 22 %
Deletion in 13q alone 31 % 31 %

* By Döhner et al. NEJM 2000

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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Progression-free s u r v i v a l
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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

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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V E N E TO C L A X -
O B I N U T U Z U M A B

C H L O R A M B U C I L -
O B I N U T U Z U M A B

P e r c e n t
2 4 - m o n t h s
Progression-free survival

64
P e r c e n t
2 4 - m o n t h s
Progression-free survival

88
Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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Venetoclax–Obinutuzumab
TP53 deleted and/or mutated

Chlorambucil–Obinutuzumab
TP53 deleted and/or mutated

Venetoclax–Obinutuzumab
TP53 none

Chlorambucil–Obinutuzumab
TP53 none

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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Hazard ratio 1.24 (95% CI 0.64 ‒ 2.40),  P = 0.52

Venetoclax-Obinutuzumab, 9% patients with event

Chlorambucil-Obinutuzumab, 8% patients with event

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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MRD i n  I T T
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Minimal residual disease status
Venetoclax-

Obinutuzumab
Chlorambucil-
Obinutuzumab P value

Number of patients, N 216 216
Peripheral blood

Negative (<10-4) 76 % 35 % < 0.001
Negative (<10-4) in complete response 42 % 14 % < 0.001

Bone marrow
Negative (<10-4) 57 % 17 % < 0.001
Negative (<10-4) in complete response 34 % 11 % < 0.001

By ASO-PCR 3 months after completion of treatment 

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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MRD Negative (<10-4) MRD Assay Positive PD/Death Withdrawn Missing
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Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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MRD negativity by NGS
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 %

By NGS in peripheral blood 3 months after completion of treatment 

Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236
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Conclusion n o w

C L L 1 4



C L L 1 4

F I X E D - D U R AT I O N  Ve n e t o c l a x a n d O b i n u t u z u m a b . . .



C L L 1 4

F I X E D - D U R AT I O N  Ve n e t o c l a x a n d O b i n u t u z u m a b . . .
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IGVH unmutated, TP53 mutated and/or deleted patients
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F I X E D - D U R AT I O N  Ve n e t o c l a x a n d O b i n u t u z u m a b . . .

…can be  safe ly  adminis tered  
to elderly patients with CLL and with relevant comorbidities

…provides a superior outcome
compared to chlorambucil and obinutuzumab regarding PFS, overall response rate,

complete response rate, MRD negative responses including all relevant subgroups such as

IGVH unmutated, TP53 mutated and/or deleted patients

…achieves  the  highest  ra te  of  MRD negat ive  responses  
observed in a randomized prospective study so far
Fischer et al. N Engl J Med. 2019 Jun 6;380(23):2225-2236



T w o paradigms



T W O T R E AT M E N T  p a r a d i g m s

• C O N T I N U O U S I N D E F I N I T E  M O N O T H E R A P Y

• F I X E D - D U R AT I O N  C O M B I N AT I O N T H E R A P Y



A PROSPECTIVE, RANDOMIZED, OPEN-LABEL, MULTICENTRE PHASE-III TRIAL OF
IBRUTINIB VERSUS VENETOCLAX PLUS OBINUTUZUMAB VERSUS IBRUTINIB
PLUS VENETOCLAX FOR PATIENTS WITH PREVIOUSLY UNTREATED CLL

Study Lead: Dr. Othman Al-Sawaf
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Contact cll-17@uk-koeln.de
Start of recruitment Q3/2020
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