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45 años varón sin antec patológicos

• Derivado a la consulta por leucocitosis en análisis de rutina
• Laboratorio inicial febrero 2019: GB 23.500/uL , Linfos 68%, Hb 16.9 g/dl, Plaq 

147.000/uL, LDH normal.
• Examen fisico: Linfadenopatias y esplenomegalia
• TC (03/2019): Linfadenopatias cervicales, supraclaviculares y axilares de 24 y 20mm. 

Esplenomegalia con adenopatías en hilio hepático, tronco celiaco y precava.
• Citometria de Flujo: linfos clonales CD19+,CD5+, CD20 +, CD200 +, CD23+, CD38 -

IGHV status: Unmutated IGVH

• Cytogenetico: Cariotipo complejo: 
•       43-46 XY, del11(q21q23), add(15)(p11.2), -18,-22, i(22)(p10)
• FISH: 17 Deleción Negativa. Del 11q positiva.



45 años varón sin antec patológicos

• Derivado a la consulta por leucocitosis por análisis de rutina
• Laboratorio inicial febrero 2019: GB 23.500/uL , Linfos 68%, Hb 16.9 g/dl, Plaq 

147.000/uL, LDH normal.
• Examen fisico: Linfadenopatias y esplenomegalia
• TC (03/2019): Linfadenopatias cervicales, supraclaviculares y axilares de 24 y 20mm. 

Esplenomegalia con adenopatías en hilio hepático, tronco celiaco y precava.
• Citometria de Flujo: linfos clonales CD19+,CD5+, CD20 +, CD200 +, CD23+, CD38 -

IGHV status: Unmutated IGHV

• Cytogenetico: Cariotipo complejo: 
•       43-46 XY, del11(q21q23), add(15)(p11.2), -18,-22, i(22)(p10)
• FISH: 17 Deleción neg. Del 11q positiva.

       LLC (04/2019) IGVH no mutado. RAI II. Binet B. Cariotipo complejo. Del 11q.



Estudios diagnósticos - pronósticos



Criterios de Inicio de tratamiento

Dec 2019 April 2020
GB 62.200/ul 109.500/ul

Linfocitos 50.076/ul 102.930/ul

Duplicación linfocitaria entre diciembre 2019 - abril 2020
• Linfadenopatias y esplenomegalia progresiva en evaluación clínica y por TC (3/2019 – 

8/2020) 

• 8/20 BMO 99% de infiltración por LLC 



Terapias target para LLC primera linea

Continuas
– Ibrutinib

– Acalabrutinib +/- obinutuzumab 

– Zanubrutinib

Tiempo limitado
– 1 yr Ven + obinutuzumab 

– 1 yr Ven + ibrutinib (aprobado fuera de USA)

– 1 yr Ven + acalabrutinib +/- obinutuzumab (proximo a aprobarse) 



Kinase Selectivity of BTK Inhibitors

IC50/EC50 (nM)

Kinase Ibrutinib AcalabrutinibZanubrutinib

BTK 1.5 5.1 0.5
TEC 10 126 44
ITK 4.9 > 1000 50

BMX 0.8 46 1.4
EGFR 5.3 > 1000 21

ERBB4 3.4 16 6.9
JAK3 32 > 1000 1377
BLK 0.1 > 1000 2.5

Kaptein. ASH 2018. Abstr 1871.

Kinase Selectivity Profiling at 1 µmol/L (in vitro)
Larger red circles represent stronger inhibition

Ibrutinib Acalabrutinib

Zanubrutinib

Estupiñán et al Cell Dev. Biol., 11 March 2021



Tratamientos continuos: Menos eventos adversos con 
iBTK 2G (EA grado 3) 

Urso A. et al. Cancers 2023, 15, 3859. 



Tratamientos finitos: CLL14 y GLOW toxicidad

Urso A. et al. Cancers 2023, 15, 3859. 









ELEVATE-RR: Phase 3 Randomized Non-inferiority
Open-Label Trial

NCT02477696 (ACE-CL-006).
aBy central laboratory testing; bContinued until disease progression or unacceptable toxicity; cConducted after enrollment completion and accrual of ~250 IRC-assessed PFS events. 
Afib/flutter, atrial fibrillation/flutter; BCL-2, B-cell leukemia/lymphoma-2; BCR, B-cell receptor; BID, twice daily; BTK, Bruton tyrosine kinase; CLL, chronic lymphocytic leukemia; CV, cardiovascular; ECOG PS, 
Eastern Cooperative Oncology Group performance status; IRC, independent review committee; iwCLL, International Workshop on CLL; PFS, progression-free survival; PI3K, phosphatidylinositol 3-kinase; PO, 
orally; QD, once daily.
1. Hallek M, et al. Blood. 2008;111:5446-56.

Patients (N=533)
Key Inclusion Criteria

• Adults with previously treated CLL 
requiring therapy (iwCLL 2008 
criteria1)

• Presence of del(17p) or del(11q)a

• ECOG PS of ≤2

Stratification
• del(17p) status (yes or no)
• ECOG PS (2 vs ≤1)
• No. prior therapies (1–3 vs ≥4)

Primary endpoint
• Non-inferiority on IRC-

assessed PFSc

Secondary endpoints 
(hierarchical order):
• Incidence of any grade atrial 

fibrillation/flutter
• Incidence of grade ≥3 infection
• Incidence of Richter 

transformation
• Overall survival

Ibrutinibb
420 mg PO QD

Acalabrutinibb
100 mg PO BID 
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Key exclusion criteria: Significant CV disease; concomitant treatment with warfarin or equivalent vitamin K 
antagonist; prior treatment with ibrutinib, a BCR inhibitor, (eg, BTK , PI3K, or Syk inhibitors) or a BCL-2 inhibitor 
(eg, venetoclax)

Byrd John, etal. ASCO 2021. Oral presentation



Primary Endpoint: Non-inferiority Met on IRC-Assessed PFS

Byrd John, etal. ASCO 2021. Oral presentationMedian follow-up: 40.9 months (range, 0.0–59.1).
CI, confidence interval; IRC, independent review committee; PFS, progression-free survival.  



ELEVATE-RR



Byrd JC et al. J Clin Oncol. 2021;39:3441-3452.



Varón 46 años LLC (04/2019) IGVH no mutado. RAI 2. Binet B. 
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Varón 46 años LLC (04/2019) IGVH no mutado. RAI 2. Binet B. 
Cariotipo complejo. Rai II. Del 17p (-) / Del 11q (+)

 
 

Randomizado a rama B: 
AVG (Acalabrutinib+ Venetoclax + Obinutuzumab. 

Alto riego de Lisis tumoral.  ECOG 0.

-Tratamiento desde el 14/09/2020 hasta 10/2021.



Eventos adversos de tratamiento con AVO

Plaq 10/20 11/20 12/20 01/21 02/21 03/21 04/21 05/21 06/21 07/22

94.000 102.000 88.000 124.000 103.000 90.000 114.000 121.000 119.000 153.000

• Inicia tratamiento en 2020 
• GB 188.700/uL , Linfos 79%, Hb 15 g%, Plaq 124.000/uL, LDH 422 (< 240). 

Prot gamma 1.35 gr/dl, comp M 1gr/dl, IEF: IgM 1087, IgG 428 e IgA 28.
   Adenomegalias y esplenomegalia progresiva 

Eventos Adversos:
• Durante 1ra infusion de Obinutuzumab 100 mg presenta reaccion infusional 

con escalofríos, subfebril, taquicardia, se suspende infusion por 4 horas y 
reanuda luego de medicar con Solumedrol (grado 3)

• Trombocitopenia grado 2



Evaluacion post-tratamiento

- Respuesta global basada en lab: linfocitos normales 
(4.420 /uL), Hb >11 g/dl (15,7 g%)  y plaquetas >100.000 
(132.000 /uL) con examen físico normal. Sin comp M

- Respuesta basada en TC: por presentar ganglio residual 
axilar izquierdo de 21x16 mm

Resto de las imágenes normales

- Al finalizar tratamiento (fuera de protocolo)à 
Citometria de sangre periférica (09/2021): Linfocitos B 
clonales no detectables con sensibilidad de 0,00098% 
(10<5). 

Remisión
Completa

Hematologica

Remisión
Parcial x 

imágenes 





Fixed-Duration Acalabrutinib plus Venetoclax With or 
Without Obinutuzumab versus Chemoimmunotherapy for 
First-Line Treatment of Chronic Lymphocytic Leukemia: 

Interim Analysis of the Multicenter, Open-Label, 
Randomized, Phase 3 AMPLIFY Trial 
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Fixed-Duration Acalabrutinib plus Venetoclax With or Without 
Obinutuzumab versus Chemoimmunotherapy for First-Line 

Treatment of Chronic Lymphocytic Leukemia: Interim Analysis of 
the Multicenter, Open-Label, Randomized, Phase 3 AMPLIFY Trial 



AMPLIFY Study Design
TN CLL (N=867)

Key inclusion criteria
• Age ≥18 years 
• TN CLL requiring 

treatment per iwCLL 2018 
criteria1

• Without del(17p) or TP53a
• ECOG PS ≤2 

Key exclusion criteria
• CIRS-Geriatric >6
• Significant cardiovascular 

disease 

Stratification
• Age (>65 vs ≤65 years)
• IGHV mutational status
• Rai stage (≥3 vs <3)
• Geographic region

Primary endpoint: IRC-
assessed PFS (AV vs FCR/BR)
If primary endpoint met, 
secondary endpoints tested in 
fixed sequential hierarchy: 
1) IRC-PFS (AVO vs FCR/BR)
2) uMRD (AV vs FCR/BR)
3) uMRD (AVO vs FCR/BR) 
4) OS (AV vs FCR/BR)
5) OS (AVO vs FCR/BR)Crossover not built into 

protocol

AMPLIFY: randomized, multicenter, open-label, Ph 3 trial

NCT03836261. Data cutoff: April 30, 2024. 
aAssayed by central lab. 
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CIRS-Geriatric, Cumulative Illness Rating Scale-Geriatric; CLL, chronic lymphocytic leukemia; ECOG PS, Eastern Cooperative Oncology Group 
performance status; FCR, fludarabine-cyclophosphamide-rituximab; IGHV, immunoglobulin heavy-chain variable region gene; iwCLL, International Working Group on CLL; ORR, overall response rate; OS, overall survival; PFS, progression-free 
survival; TN, treatment-naive; uMRD, undetectable measurable residual disease.
1. Hallek M, et al. Blood. 2018;131:2745-60.

AV (14 cycles)

FCR/BR (6 cycles)

AVO (14 cycles)

R
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1:
1:

1 

Cycles (28 days each) 1 2 76543 12111098 1413

Acalabrutinib 100 mg PO BID (Cycles 1–14)

Venetoclax 400 mg PO QD (Cycles 3–14)

Obinutuzumab (AVO only) 1000 mg (Cycles 2–7)

AV and AVO 
dosing 
schedule



CONSORT Diagram

28 *A reason for discontinuation was reported for each drug discontinued, and subjects are counted a maximum of once per discontinuation reason and may be counted under multiple discontinuation reasons.
AE, adverse event; AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; FCR, fludarabine-cyclophosphamide-rituximab; ITT, intent-to-treat. 

1141 Screened

867 Randomized
274 Excluded

291 Assigned to AV (ITT) 286 Assigned to AVO (ITT) 290 Assigned to FCR/BR (ITT) 
(FCR, n=143; BR, n=147)

0 Did Not Receive Study Treatment 2 Did Not Receive Study Treatment 
(1 died, 1 Richter transformation)

31 Did Not Receive Study Treatment 
(28 withdrew consent, 3 investigator 
decision)

33 Discontinued Any Treatment*
23 AEs
3 Disease Progression
3 Investigator Decision
2 Patient Decision
1 Death
1 Other

71 Discontinued Any Treatment*
59 AEs
1 Disease Progression
5 Investigator Decision
4 Patient Decision
2 Deaths
2 Loss to Follow-up

51 Discontinued Any Treatment*
30 AEs
3 Disease Progression
12 Investigator Decision
3 Patient Decision
6 Deaths
1 Other

291 Received Any Study Treatment 
(Safety Population)

284 Received Any Study Treatment 
(Safety Population)

259 Received Any Study Treatment 
(Safety Population)

258 Completed All Study Treatment 212 Completed All Study Treatment 208 Completed All Study Treatment

22 Withdrawn From Study
18 Deaths
4 Consent Withdrawn

41 Withdrawn From Study
36 Deaths
1 Consent Withdrawn
2 Investigator Decision
1 Loss to Follow-up
1 Other

79 Withdrawn From Study
40 Deaths
33 Consent Withdrawn
5 Investigator Decision
1 Other

269 Remained on Study 245 Remained on Study 211 Remained on Study



Demographics and Baseline Characteristics
Characteristic AV (n=291) AVO (n=286) FCR/BR (n=290)
Age, median (range), yr 61 (31–84) 61 (29–81) 61 (26–86)

≤65 yr 212 (72.9) 210 (73.4) 213 (73.4)
>65 yr 79 (27.1) 76 (26.6) 77 (26.6)

Male sex 178 (61.2) 198 (69.2) 183 (63.1)
ECOG PS score

0–1 262 (90.0) 272 (95.1) 262 (90.3)
2 28 (9.6) 14 (4.9) 26 (9.0)

Geographic region*
Europe 184 (63.2) 179 (62.6) 183 (63.1)
North America 50 (17.2) 51 (17.8) 50 (17.2)
Other 57 (19.6) 56 (19.6) 57 (19.7)

Rai stage
0–II 154 (52.9) 170 (59.4) 163 (56.2)
III–IV 137 (47.1) 116 (40.6) 127 (43.8)

del(11q) present 51 (17.5) 56 (19.6) 46 (15.9)
Unmutated IGHV 167 (57.4) 169 (59.1) 172 (59.3)
Complex karyotype 

(≥3 aberrations) 45 (15.5) 46 (16.1) 42 (14.5)
Data are n (%) unless otherwise specified.
*Europe includes Eastern and Western Europe; Other includes Argentina, Australia, Brazil, China, Korea, Saudi Arabia, South Africa, and Taiwan.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; ECOG PS, Eastern Cooperative Oncology Group performance status; FCR, fludarabine-cyclophosphamide-rituximab; IGHV, immunoglobulin 
heavy-chain variable region gene. 
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IRC-assessed PFS

ITT population. Median follow-up from randomization: 40.8 months (range, 0–59 months).
Hazard ratio (95% CI) computed using a Cox proportional-hazards model stratified by the randomization strata. P-value based on stratified log-rank test.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CI, confidence interval; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review committee; 
ITT, intent-to-treat; NR, not reached; PFS, progression-free survival.

Median PFS was NR for AV and AVO, and was 47.6 mo for FCR/BR
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HR (95% CI) P value

P=0.0038
P<0.0001

0.65 (0.49 to 0.87)
0.42 (0.30 to 0.59)

AV vs FCR/BR
AVO vs FCR/BR
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Brown J, et al. ASH 2024. Oral presentation.
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• En el subgrupo no 
mutado las diferencias 
en SLP fueron 
significativas a favor de 
AVO.

• La SLP en pacientes 
que recibieron AVO fue 
similar en mutados vs 
no mutados.



COVID-19 AEs, Treatment Discontinuations, and Deaths

32

AV (n=291) AVO (n=284) FCR/BR (n=259)

Any confirmed/suspected COVID-19 
AE 64 (22.0) 69 (24.3) 10 (3.9)

Any confirmed/suspected COVID-19 
AE leading to discontinuation of any 
treatment

7 (2.4) 23 (8.1) 3 (1.2)

Deaths due to COVID-19* 10 (3.4) 25 (8.7) 21 (7.2)

Data are n (%).
*Deaths due to COVID-19 are based on the ITT population (AV, n=291; AVO, n=286; FCR/BR, n=290).
AE, adverse event; AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; FCR, fludarabine-cyclophosphamide-rituximab.
AEs with an onset date or that worsened on or after the date of first dose and up to and including 30 days following the date of last dose of treatment or up to the day prior to start of subsequent anti-CLL therapy, whichever came first. Deaths included 
all deaths reported throughout the study.

13

35

7
1

2020

2023

2021

2022

39

5

3

9

Other

• Vaccination timing did not 
seem to differ by region

47.3

52.7%

82% in 2020 or 
1H2021

52.7%
Unvaccinated

COVID-19 
Deaths by Year

COVID-19 
Deaths by Region

% COVID-19 
Vaccinated

N. America

E. Europe

W. Europe

47.3%
Vaccinated



Median PFS: NR (AV and AVO) and 49.2 mo (FCR/BR)

PFS Censoring COVID-19 Deaths (Prespecified Analysis)

33

Total COVID-19 deaths (censored for PFS sensitivity): AV, 10 (8), AVO, 25 (25), FCR/BR, 21 (18); patients with PD event prior to COVID-19 death were not censored for PFS.
PFS was assessed by IRC; median follow-up from randomization: 40.8 months (range, 0–59 months).
Hazard ratio (95% CI) computed using a Cox proportional-hazards model stratified by the randomization strata. P-value based on stratified log-rank test.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CI, confidence interval; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review committee; NR, not reached; 
PD, progressive disease; PFS, progression-free survival.
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uMRD Rates (Flow Cytometry [<10-4] in PB)

34

Key secondary endpoint (ITT population): AV vs FCR/BR: P<0.0001 (favoring FCR/BR); AVO vs FCR/BR: P=0.0003 (favoring AVO; not adjusted for multiplicity).
*ITT population: all randomized patients regardless of whether MRD assessment was performed at the specified time point (missing assessments considered MRD+). 
†Evaluable patients: those with MRD assessment at the specified timepoint.
EOT: cycle 14 day 28 for AV (± obinutuzumab); cycle 6 day 1 (±28-day window) (FCR/BR). 
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; EOT, end of therapy; EOT+3, end of therapy plus 12 weeks; FCR, fludarabine-cyclophosphamide-rituximab; ITT, intent-to-treat; 
MRD+, detectable measurable residual disease; PB, peripheral blood; uMRD, undetectable measurable residual disease.

ITT Population* Evaluable Patients†
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Key secondary endpoint timing: cycle 9, day 1 (AV arm), cycle 10, day 1 (AVO arm), and cycle 6, day 1 plus 12 weeks (FCR/BR)

• >90% de uMRD con 
AVO.

• Bajas tasas de uMRD 
con AV



PFS in the uMRD Subgroup at EOT (Flow Cytometry [<10-4] in PB)

35

PFS assessed by IRC among MRD-evaluable patients; uMRD assessed by flow cytometry (10-4) in peripheral blood.
Hazard ratio (95% CI) computed using an unstratified Cox proportional-hazards model. 
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CI, confidence interval; EOT, end of therapy; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review 
committee; MRD, measurable residual disease; NR, not reached; PB, peripheral blood; PFS, progression-free survival; uMRD, undetectable measurable residual disease.
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Brown J, et al. ASH 2024. Oral presentation.



PFS in the MRD+ Subgroup at EOT (Flow Cytometry [<10-4] in PB)

36

PFS assessed by IRC among MRD-evaluable patients; uMRD assessed by flow cytometry (10-4) in peripheral blood.
Hazard ratio (95% CI) computed using an unstratified Cox proportional-hazards model. 
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CI, confidence interval; EOT, end of therapy; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; IRC, independent review 
committee; MRD, measurable residual disease; NR, not reached; PB, peripheral blood; PFS, progression-free survival.
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Brown J, et al. ASH 2024. Oral presentation.



Overall Survival

37

With AV vs FCR/BR With AV and AVO vs FCR/BR 
(COVID-19 Deaths Censored)

ITT population.
Hazard ratio (95% CI) computed using a Cox proportional-hazards model stratified by the randomization strata. P-value based on stratified log-rank test.
AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; CI, confidence interval; FCR, fludarabine-cyclophosphamide-rituximab; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival.
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HR (95% CI)

0.33 (0.18 to 0.56)
0.76 (0.49 to 1.18)

AV vs FCR/BR
AVO vs FCR/BR

36-mo OS

94.1%
87.7%
85.9%

HR (95% CI)

0.27 (0.11 to 0.60)
0.47 (0.22 to 0.95)

AV vs FCR/BR
AVO vs FCR/BR

36-mo OS

97.5%
96.2%
93.7%

AVO

AV

FCR/BR

AV

AVOFCR/BR

COVID-19 deaths: 10 (AV), 25 (AVO), 21 (FCR/BR)



Safety Summary
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AV (n=291) AVO (n=284) FCR/BR (n=259)

Duration of exposure, median 
(range), mo 12.9 (1–18) 12.9 (0–18) 5.6 (1–11)

Summary of AEs

Any AE 270 (92.8) 269 (94.7) 236 (91.1)

Any AE grade ≥3 156 (53.6) 197 (69.4) 157 (60.6)

Any serious AE 72 (24.7) 109 (38.4) 71 (27.4)

Serious AEs leading to death 10 (3.4) 17 (6.0) 9 (3.5)

AE leading to treatment 
discontinuation 23 (7.9) 57 (20.1) 28 (10.8)

Data are n (%) unless otherwise noted.
AEs with an onset date or that worsened on or after the date of first dose and up to and including 30 days following the date of last dose of treatment or up to the day prior to start of subsequent anti-CLL therapy, whichever came first.
AE, adverse event; AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; FCR, fludarabine-cyclophosphamide-rituximab.



Most Common AEs (Any Grade: ≥15%; Grade ≥3: ≥5%, Any Arm)

AV (n=291) AVO (n=284) FCR/BR (n=259)

Preferred Term Any Grade Grade ≥3 Any Grade Grade ≥3 Any Grade Grade ≥3

Neutropenia 90 (30.9) 78 (26.8) 114 (40.1) 100 (35.2) 99 (38.2) 84 (32.4)

Diarrhea 95 (32.6) 5 (1.7) 103 (36.3) 4 (1.4) 28 (10.8) 1 (0.4)

Headache 102 (35.1) 4 (1.4) 80 (28.2) 1 (0.4) 20 (7.7) 1 (0.4)

Nausea 43 (14.8) 0 62 (21.8) 2 (0.7) 93 (35.9) 0

Infusion-related reaction 0 0 56 (19.7) 6 (2.1) 85 (32.8) 9 (3.5)

COVID-19 55 (18.9) 8 (2.7) 58 (20.4) 19 (6.7) 6 (2.3) 4 (1.5)

Pyrexia 17 (5.8) 1 (0.3) 44 (15.5) 5 (1.8) 47 (18.1) 6 (2.3)

Contusion 40 (13.7) 0 44 (15.5) 0 4 (1.5) 0

Neutrophil count decreased 18 (6.2) 16 (5.5) 29 (10.2) 29 (10.2) 27 (10.4) 22 (8.5)

Thrombocytopenia 13 (4.5) 4 (1.4) 24 (8.5) 17 (6.0) 33 (12.7) 22 (8.5)

COVID-19 pneumonia 21 (7.2) 16 (5.5) 35 (12.3) 33 (11.6) 7 (2.7) 7 (2.7)

Febrile neutropenia 5 (1.7) 5 (1.7) 7 (2.5) 7 (2.5) 24 (9.3) 24 (9.3)

Anemia 20 (6.9) 11 (3.8) 13 (4.6) 6 (2.1) 25 (9.7) 17 (6.6)
Data are n (%).
Table includes AEs occurring in ≥15% (any grade) or ≥5% (grade ≥3) of any treatment arm. AEs with an onset date or that worsened on or after the date of first dose and up to and including 30 days following the date of last dose of treatment or up to 
the day prior to start of subsequent anti-CLL therapy, whichever came first.
AE, adverse event; AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; FCR, fludarabine-cyclophosphamide-rituximab.
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Events of Clinical Interest
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AV (n=291) AVO (n=284) FCR/BR (n=259)

Any Grade Grade ≥3 Any Grade Grade ≥3 Any Grade Grade ≥3

Any ECI 222 (76.3) 136 (46.7) 242 (85.2) 188 (66.2) 185 (71.4) 141 (54.4)

Cardiac events 27 (9.3) 5 (1.7) 34 (12.0) 7 (2.5) 9 (3.5) 3 (1.2)

Atrial fibrillation 2 (0.7) 1 (0.3) 6 (2.1) 2 (0.7) 2 (0.8) 2 (0.8)

Ventricular tachyarrhythmiasa 2 (0.7) 0 3 (1.1) 0 0 0

Hypertension 12 (4.1) 8 (2.7) 11 (3.9) 6 (2.1) 7 (2.7) 2 (0.8)

Hemorrhage 94 (32.3) 3 (1.0) 86 (30.3) 6 (2.1) 11 (4.2) 1 (0.4)

Major hemorrhage 3 (1.0) 3 (1.0) 8 (2.8) 6 (2.1) 2 (0.8) 1 (0.4)

Neutropenia (any)b 108 (37.1) 94 (32.3) 143 (50.4) 131 (46.1) 132 (51.0) 112 (43.2)

Infections (any) 148 (50.9) 36 (12.4) 153 (53.9) 67 (23.6) 82 (31.7) 26 (10.0)

Second primary malignancies 15 (5.2) 5 (1.7) 12 (4.2) 5 (1.8) 2 (0.8) 0

Excl. non-melanoma skin 8 (2.7) 5 (1.7) 7 (2.5) 4 (1.4) 1 (0.4) 0

Tumor lysis syndrome 1 (0.3) 1 (0.3) 1 (0.4) 1 (0.4) 8 (3.1) 8 (3.1)

Data are n (%). ECIs listed by category and sub-category.
aVentricular tachyarrhythmias consisted of ventricular extrasystoles (n=1 in AV arm; n=2 in AVO arm) and ventricular tachycardia (n=1 each in AV and AVO arms). 
bIncludes neutropenia, neutrophil count decreased, and febrile neutropenia.
AEs with an onset date or that worsen on or after the date of first dose and up to and including 30 days following the date of last dose of treatment or up to the day prior to start of subsequent anti-CLL therapy, whichever comes first.
AE, adverse event; AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BR, bendamustine-rituximab; ECI, event of clinical interest; FCR, fludarabine-cyclophosphamide-rituximab.
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Conclusions
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• AMPLIFY provides the first phase 3 evidence of fixed-duration therapy combining 
a 2G BTKi with venetoclax (with or without anti-CD20) in TN CLL

• This interim analysis of AMPLIFY (median follow-up: 40.8 months) in fit patients 
with TN CLL demonstrated:
‒ Significantly improved PFS with fixed-duration AV and AVO vs FCR/BR

o Including in the uIGHV subgroup
‒ Longer OS with AV versus FCR/BR (primary analysis) and with both AV and 

AVO vs FCR/BR (censoring COVID-19 deaths)
‒ Highest uMRD rates in the AVO arm (ITT and evaluable populations)

o Longer PFS in those with uMRD at EOT (all 3 treatment arms)

• Incidence of cardiac AEs remained low in both the AV and AVO regimens

2G, second generation; AE, adverse event; AV, acalabrutinib-venetoclax; AVO, acalabrutinib-venetoclax-obinutuzumab; BCL2i, B cell lymphoma 2 inhibitor; BR, bendamustine-rituximab; BTKi, Bruton tyrosine kinase inhibitor; CLL, chronic lymphocytic 
leukemia; EOT, end of therapy; FCR, fludarabine-cyclophosphamide-rituximab; ITT, intent-to-treat; OS, overall survival; PFS, progression-free survival; TN, treatment-naive; uIGHV, unmutated immunoglobulin heavy-chain variable region gene; 
uMRD, undetectable measurable residual disease.
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Major Phase 3 Trials Support the Use of Targeted Agents in TN CLL

Ibrutinib 

ü RESONATE-2:superior 
PFS and OS vs Clb

ü iLLUMINATE: superior 
PFS vs GClb

ü ALLIANCE: superior 
PFS vs BR in older 
patients

ü ECOG 1912: superior 
PFS and OS vs FCR in 
younger patients

ü FLAIR: superior PFS 
and OS vs FCR in 
younger patients 

ü ELEVATE-TN: superior 
PFS for acalabrutinib 
regimens vs GClb

ü SEQUOIA: superior PFS 
vs BR

ü CLL14: VenG superior to 
GClb in unfit patients

ü CLL13: VenG superior to 
FCR/BR in fit patients

Acalabrutinib  Zanubrutinib Venetoclax 

Continuous BTKi

FD BCL-2 inh
combination

ü GLOW: I+V superior PFS vs GClb
ü FLAIR: I+V superior PFS vs FCR 

Ibru + Ven 

FD Ibrutinib and 
BCL-2 inh

Authors slide

ü AMPLIFY: AV or AVO superior 
      PFS vs FCR/BR

Acala + Ven 

FD Acala and BCL-
2 inh
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