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FRONT-LINE THERAPY WITH BTK INHIBITORS
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FRONT-LINE BTK INHIBITORS SUPERIOR TO CIT IN UM-IGHV PATIENTS

SEQUOIA: UNMUTATED IGHV

UM-Zanu

UM-BR

ECOG: UNMUTATED IGHV



Favorable outcomes for IGHV-mutated patients treated with FCR in multiple studies



How many fit patients are IGHV mutated with a long lasting response with FCR ?



FRONT-LINE BTK INHIBITORS IN TP53 DISRUPTED PATIENTS

AHN et al. study SEQUOIA Cohort 2



§ Ibrutinib d/c rates at 5 yr: front line, 41%4; 
R/R, 54%1

Ibrutinib Discontinuation Across 4 Clinical Trials
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Other event
Transformation
CLL progression

Woyach. JCO. 2017;35:1437. 2. Lampson. Expert Rev Hematol. 2018;11:185. 3. Mato. ASH 2019. Abstr 501. 
4. Burger. Leukemia. 2020;34:787. 



At follow-up up to 7 years                       
23%  of patients experienced 
AEs 
as the primary cause of 
ibrutinib discontinuation

The Resonate2 Trial: treatment discontinuations due to AEs

Ghia et al., 2021 EHA



Ibrutinib dicontinuations:  the GIMEMA LLC1114 trial

29.1%



Second generation BTK inhibitors

SECOND GENERATION BTK INHIBITORS:EFFECTIVE WITH MORE FAVORABLE TOXICITY PROFILE



Sharman et al., ASCO 2021

ELEVATE TN trial: Acalabrutinib with + Obinutuzumab vs                                                                    
Acalabrutinib vs. Obinutuzumab+ Chlorambucil in TN Patients With CLL 

PFS

ELEVATE-RR: Ibrutinib vs Acalabrutinib in Patients With High-Risk R/R CLL 



SEQUOIA (BGB-3111-304): 1L Zanubrutinib vs BR
PFS

Tam et al., ASH 2021

Median follow-up: 
26.2 months

ALPINE: Atrial Fibrillation/Flutter



FRONT-LINE THERAPY WITH BCL2 INHIBITORS



Venetoclax-obinutuzumab for TN patients with CLL: 4-year follow.up
of the randomized CLL14 Trial

Fisher et al., NEJM 2019; Al-Sawaf O, et al. EHA 2021; 

chlorambucil × 12 cycles
0.5 mg/kg PO D1 and D15 of each cycle
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venetoclax × 12 cycles
Ramp-up* starting C1D22, then 400 mg PO QD from C3D1 

Previously untreated CLL 
with coexisting conditions 

Total CIRS score >6 
or CrCl <70 mL/min

Stratification factors:
• Binet stage
• Geographic regions

obinutuzumab × 6 cycles
100 mg IV C1D1 & 900 mg C1D2, or 1000 mg 
C1D1; 1000 mg C1D8 and D15, then D1 C2–6

obinutuzumab × 6 cycles
100 mg IV C1D1 & 900 mg C1D2, or 1000 mg 
C1D1; 1000 mg C1D8 and D15, then D1 C2–6

Characteristic VenO (n=216) OClb (n=216)
Age Median, years (IQR) 72 (67–77) 71 (66–77)

TLS risk category, n (%) Intermediate
High

139 (64)
48 (22)

147 (68)
43 (20)

Total CIRS score >6, n (%) 186 (86) 177 (82)
Estimated CrCl* <70 mL/min, n/N (%) 129/215 (60) 119/213 (56)

IGHV mutation status, n/N (%) Unmutated 121/200 (61) 123/208 (59)

TP53 deleted and/or mutated, n/N (%)* 25/209 (12) 24/208 (12)

Primary Endpoint (ITT Population):
• PFS – investigator-assessed

Key Secondary Endpoints (ITT Population):
• PFS – IRC-assessed 
• ORR and CR 3 months after EoT
• MRD– rate (PB and BM) 3 months after 

EoT
• OS
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Investigator-Assessed PFS (ITT Population): 4 Years Post-Randomization

VenO
(n=216)

OClb
(n=216)

HR (95% CI)
p-value

0.33 (0.25–0.45)
p<0.0001, descriptive

48-month PFS  
estimate, %

74.0 35.4

Median PFS, months NR 36.4 

• Median observation time: 52 months

• All patients off treatment for ≥3 years
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Al-Sawaf O et al. EHA 2021
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Investigator-Assessed PFS by IGHV mutational status:
4 Years Post-Randomization
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Investigator-Assessed PFS in Patients with Aberrant TP53: 
4 Years Post-Randomization
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Al-Sawaf O et al. EHA 2021



PFS by MRD status by ASO-PCR at EOT 

MRD negativity at EOT: MRD conversion

Venetoclax-obinutuzumab for TN patients with CLL: 4-year follow-up of the CLL14 Trial
MRD negativity (>10-4)  at EOT by ASO PCR

Al-Sawaf O et al. EHA 2021

Time to Next Treatment: 4 Years Post-Randomization
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Grade ≥3 AEs of interest with VenO during and after treatment

Treatment discontinuation due to any AE 13%



Baseline characteristics, n (%) N=75*
Median age, years (range) 53.45 (38–65)
Lymphocyte count x 109/L (range) 96.2 (5.3–556.5)
Bulky nodes (lymph nodes size ≥5 
cm) (%)

18 (25)

Binet stage B/C (%) 37 (49) - 26 (35)
TLS risk: high (%) 33 (44)
Beta-2 microglobulin ≥ 3.5 mg/L 27 (41)
Increased LDH 26 (35)
CD38 ≥30% 38 (51)
TP53 mutation 9 (12)
Unmutated IGHV 71 (96)

Front-Line Venetoclax and Rituximab for the Treatment of Young Patients with CLL               
and Unfavorable Biologic Profile. The GIMEMA Study ‘Veritas’



Front-Line Venetoclax and Rituximab for the Treatment of Young Patients with CLL               
and Unfavorable Biologic Profile. The GIMEMA Study ‘Veritas’

iwCLL response rates at EOT

95%

%

Responses with uMRD by ASO-PCR at EOT

69%
59%

PB BM



Mauro FR et al. 2021 SIE

OVERALL SURVIVAL

• No progression

24 months OS: 96%
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THE GIMEMA VIS TRIAL: STUDY DESIGN



FRONT-LINE THERAPY WITH BTK+BCL2 INHIBITORS



Jain et al.
NEJM 2019

CAPTIVATE MRD
Wierda etal.

JCO 2021

CAPTIVATE FD GLOW
Munir et al.

ASH 2021

IVO
Rogers et al,

ASH  2020

AVO
Davids et al.

Lancet Oncol 2021

BOVEN                    
Soumerai et al . 

ASCO 2020

GAIA-GIVE
Eichhorst et al., 

ASH 2021

N 80 164 159 106 unfit 25 37 39 231 unfit

Treatment 
duration

27 > 15± mant 15 15> 14 16>25 8>24 12 >36

Median FU, 
months

24 31 28 34 41 28 11 28
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Front-line Ibrutinib-Venetoclax-based combinations



CLL17: Ibrutinib + Venetoclax vs Venetoclax + Obinutuzumab vs Ibrutinib
in Treatment-Naive CLL

§ Randomized, open-label, multicenter phase III  trial

§ Primary endpoint: Investigator-assessed PFS

§ Secondary endpoints: uMRD, MRD in PB, ORR, CR/CRi rate, safety

NCT04608318.

Adults with  untreated CLL, 
adequate BM function, GFR 
>30 mL/min, ECOG PS 0-2

(Planned N = 897)

Ibrutinib
420 mg PO daily until PD or intolerance

Ibrutinib 
420 mg PO daily (C1D1-C15D28)

Venetoclax
400 mg PO daily (C4D1 – C15D28)†

Venetoclax
400 mg PO daily (C1 D22 – C12 D28)

Obinutuzumab
1000 mg IV (C1D1, 8, 15 – C2-6 D1)



Grazie!


