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• Relapsed CLL 
– after chemoimmunotherapy 
– With TP53 abnormalities 

 





• 56 y.o. male, no comorbidities 
• 2011 à Diagnosis of CLL, stage A(I), ZAP-70+. UM IgHV 
• 2013 à Stage B(II); FISH: del11qà FCR x 6 cycles  à CR, MRD+ 
• 2016 à Relapse: Abdominal mass, LDH: 570 IU/L (NV < 450), 

FISH: del11q23 (TP53 wt) 



1. Watch & Wait 
2. Repeat FCR 
3. Bendamustine +  rituximab 
4. Ibrutinib 
5. Idelalisib + rituximab 
6. Lymph-node biopsy 



Giné et al, Haematologica, 2010 

“Accelerated CLL”: cell proliferation as 
prognostic marker 



1. Watch & Wait 
2. Repeat FCR 
3. Bendamustine + rituximab 
4. Ibrutinib 
5. Idelalisib + rituximab 
6. Venetoclax 



OR 
% 

CR 
% 

Median 
PFS 

months 

Median  
OS 

months 
All 74 30 21 46.5 

Abnormal 
17p 35 0 5 10.5 

Fludarabine  
refractory 56 7 8 38 

>70 years 68 13 13 22 

Badoux et al. Blood. 2011;117(11):3016-3024 

OR % 74 
CR%  30 



R B B 

Day  0     1+2       28, 28+29 57; 57+58    85;  85+86      113; 113+114    141; 141+142   
  

R B B R B B R B B R B B R B B 

B = Bendamustine     70mg/m2 day 1-2 q4wks, cycle 1-6 

R = Rituximab    375 mg/m2 day 0, cycle 1, 500 mg/m2 cycle 2-6 

Bendamustine + Rituximab in Relapsed CLL 

Fischer et al. JCO Sep. 10, 2011:3559-3566 

Treatment schedule 
 



Best Response (N = 78*)  

Fischer et al. JCO Sep. 10, 2011:3559-3566 

Response N (%) 
ORR 46 59 
CR (CRu) 7 9 
nPR 2 - 
PR 37 47 
SD 20 26 
PD 5 6 



          FCR   BR 
CR% 30 9 
OR% 74 59 

Median 
PFS 21 Months 15 Months 
OS 47 Months 36 Months 

PFS 30 Months *    15 Months ** 
OS 50 Months 36 Months 

*     1 Prior 
**   2 Prior 



PFS 

Pagel et al. iwCLL 2015; 146 (Poster Presentation) 

OS 



• RESONATE + RESONATE-2 (EXCLUDING DEL17p) 
• Median FU: 22 m front-line, 30 months for R/R 
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1:1* 

  
Patients with  

previously  
treated 

CLL/SLL 
Crossover to ibrutinib  

420 mg once daily 
after  

IRC-confirmed PD (n 
= 90) 

 
First patient crossed 

over  
in May 2014 

Enrollment Dates: 
Sept 2012 - Jan 

2014 
 
Ibrutinib 
(treat to PD or 
unacceptable 
toxicity)  

 

Placebo 
(treat to PD or 
unacceptable 
toxicity) 

Placebo + BR (N = 289) 
BR† (maximum of 6 cycles)  
 

Oral placebo once daily  
starting on Cycle 1, Day 2 

 
Ibrutinib + BR (N = 289) 
BR† (maximum of 6 cycles) 
 

Oral ibrutinib 420 mg once 
daily starting on Cycle 1, Day 2 
 

Chanan-Khan et al, ASCO, 2015 



PFS OS 

PFS 24 m 74,8% vs 20,9% 



Chanan-Khan et al. Lancet Oncol 2015; [epub] (Suppl Info) 



Hillmen P et al., ASH 2015 (abstract 2944, poster presentation) 
Chanan-Khan A, et al. Lancet Oncol. 2015. [Epub ahead of print] 

 

http://www.hematology.org/




• 72 yo male 
• Hypertension à enalapril 
• 2014 à Bendamustine + Rituximab 
• 2015 à Rapid relapse 

– Palpable lymph-nodes, rapid enlargment 
– ”B-symtomps” (weight loss) 
– lymphocytes 78,000/mm3 
– Hb 112 g/L 
– Platelets 120,000/mm3 
– FISH: del17p 80% of nuclei 

• What are your therapeutic options? 



1. W & W 
2. Obinutuzumab + chlorambucil 
3. BR 
4. Alemtuzumab +  transplant 
5. Ibrutinib 
6. Idelalisib + rituximab 
7. Venetoclax 



Zenz et al, Blood 2008 
Rossi et al, Clin Cancer Res 2009 

Dicker et al, Leukemia 2009 
Malcokiva et al, Blood 2009 

Rossi et al, Blood 2014 

MBL Early stage Treatment 
requirement 

CLL 
Refractory 

Richter 

Abnormal 17p/TP53 1.5% 4.8% 10% 44% 66% 

TP53 mut 3% 12% 25% 

Del17p / TP53 7% 25% 30% 

Del17p (only) 1% 7% 10% 



Adapted from Czabotar PE et al. Nat Rev Mol Cell Biol. 2014;15(1):49-63, Ashkenazi A. Nat Rev Drug Discov. 2008;7(12):1001-12, and Elmore S. Toxicol Pathol. 2007;35(4):495-516. 

Oncogene 
products 

Intracellular 
damage 

TP53 

BIM PUMA BAD NOXA 

BCL-XL MCL-1 BCL-2 

APOPTOSIS 

BCR 

BTK 

PI3Kδ PLCϒ2 AKT 

CELL PROLIFERATION 
MATURATION 

ENVIRONMENT INTERACTION 

CHEMOTHERAPY 
IBRUTINIB 
ACALABRUTINIB 

DNA 
damage 

IDELALISIB 
DUVELISIB 

SYK 

TAK659 
FOSTAMATINIB 



Abegglen et al, JAMA 2015 





Jones J et al., EHA 2016 



• N=243 pts with del17p (PCYC-1102, RESONATE and RESONATE-17) 
• 50% with ≥ 3 prior lines of therapy 
• Median FU 28 months 

PFS 

OS 







NOTCH1 

IGHV ATM 

BIRC3 

SF3B1 

TP53 

Mutated 
Unmutated 

Variant 
Wild Type 

Variant 
Wild Type 

Variant 
Wild Type 

Variant 
Wild Type 

Variant 
Wild Type 

Stilgenbauer et al, Lancet Oncol 2016 





N= Phase Population ORR ORR 
Flud Ref 

CRR MRD neg 

M12-1751 99 Phase 1 R/R CLL 80% 79% 20% 6/17 tested 

M13-9822 107 Phase 2 del17p 79% 10% 18/45 tested 

1. Roberts AW. NEJM 2016;374:311–322 
2. Stilgenbauer S, et al.  Lancet Oncology, 2016 

 
  



Biological risk: 17p (FISH) 
Comorbidities 

PFS < 36 months 

Fit 

Del17p/TP53 

Ibrutinib 
Idelalisib + R 
Venetoclax 

(FDA) 

Late 
Relapse 

(FCR / BR) 
Ibrutinib 

Idelalisib+R 

Unfit 

High-risk 
CLL 

Ibrutinib 
Idelalisib + R 

Late 
Relapse 

BR 
Ibrutinib 

Idealisib+R 

Frail 

Supportive 
Care 

IBRUTINIB + BR 



The moneychanger and his wife (1539), Museo del Prado, Madrid 
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