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A Randomized, Multicenter, Open-Label, Phase 3 Study to Compare the Efficacy and Safety of Acalabrutinib (ACP-
196) in Combination with Venetoclax with and without Obinutuzumab Compared to Investigators Choice of
Chemoimmunotherapy in Subjects with Previously Untreated Chronic Lymphocytic Leukemia Without del(17p) or
TP53 Mutation (AMPLIFY)

Justificacion
No aportado

Objetivo Principal

To evaluate the efficacy of acalabrutinib/venetoclax (AV; Arm A) compared with chemoimmunotherapy
(fludarabine/cyclophosphamide/rituximab [FCR] or bendamustine/rituximab [BR]; Arm C)

Variables de Evaluacién Primaria

Progression-free survival (PFS), defined as the time from randomization to the first occurrence of disease
progression or death from any cause (whichever occurs first), as determined by the Independent Review Committee
(IRC) according to the International Workshop on Chronic Lymphocytic Leukemia (IWCLL) 2018 criteria.

Momentos temporales de evaluacion primaria
No aportado

Objetivo Secundario

1.To evaluate the efficacy of AV (Arm A) in comparison with chemo-immunotherapy (FCR/BR [Arm C]) 2. To
evaluate the efficacy of acalabrutinib/venetoclax/obinutuzumab (AVG; Arm B) versus FCR/BR (Arm C) 3. To
evaluate the efficacy of AV (Arm A) versus FCR/BR (Arm C) and AVG (Arm B) versus FCR/BR (Arm C)

Variables de Evaluacion Secundaria

1: Progression-free survival (PFS), defined as the time from randomization to the first occurrence of disease
progression or death from any cause (whichever occurs first), as determined by the investigator assessment.

2: PFS, defined as the time from randomization to the first occurrence of disease progression or death from any
cause (whichever occurs first), as determined by the IRC assessment and investigator assessment

3: Event-free survival (EFS), defined as the time from randomization to the first occurrence of disease progression,
initiation of subsequent anti-chronic lymphocytic leukemia (CLL) therapy, or death from any cause per IRC
assessment and the investigator assessment

- Overall response rate (ORR), defined as the proportion of subjects with a complete response (CR), complete
response with incomplete marrow recovery (CRi), nodular partial response (nPR) or partial response (PR) per IRC
assessment and investigator assessment

- Duration of objective response (DOR), defined as the time from the first occurrence of a documented objective
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response to disease progression or death from any cause per IRC assessment and investigator assessment

- Time to next Therapy (TTNT), defined as the time from randomization to institution of non-protocol specified
treatment for CLL

- Minimal residual disease (MRD) negativity rate (determined as the proportion of subjects with MRD-negativity)
measured in the peripheral blood by flow cytometry (10-4) at the start of Cycle 9 (in Arm A), the start of Cycle 10 (in
Arm B), and 12 weeks after the start of Cycle 6 (in Arm C)

- Overall survival (OS), defined as the time from randomization to death from any cause.

Momentos temporales de evaluacion secundaria
No aportado

Criterios de Inclusién

1. Men and women 18 years of age. 2. Eastern Cooperative Oncology Group (ECOG) performance status of 02. 3.
Diagnosis of CLL that meets published diagnostic criteria (Hallek et al. 2018): Monoclonal B-cells (either kappa or
lambda light chain restricted) that are clonally co-expressing B-cell marker (CD19, CD20, and CD23) and CDS5.
Prolymphocytes may comprise <55% of blood lymphocytes. Presence of 5x109 B lymphocytes/L (5000/uL) in the
peripheral blood (at any point since the initial diagnosis). 4. Active disease per IWCLL 2018 criteria that requires
treatment (see Section 4.5.6). 5. Meet the following laboratory parameters: a) Adequate bone marrow function
independent of growth factor or transfusion support within 1 week of Screening, as follows: i.ANC 750 cells/L
(0.75x109/L); ANC 500 cells/L (0.50x109/L) in subjects with documented bone marrow involvement of CLL ii.Platelet
count 50,000 cells/L (50x109/L); platelet count 30,000 cells/L (30x109/L) in subjects with documented bone marrow
involvement of CLL b)Serum aspartate aminotransferase (AST) and alanine aminotransferase (ALT) 2.5xULN.
c)Total bilirubin 2xULN, unless directly attributable to Gilberts syndrome d)Estimated creatinine clearance of 50
mL/min, calculated using the formula of Cockcroft and Gault (if male, [L40Age] x Mass (kg) / [72 x creatinine mg/dL];
multiply by 0.85 if female); estimated creatinine clearance of 70 mL/min for subjects selected by investigator to
receive FCR in Arm C

Criterios de Exclusioén

1. Any prior CLL-specific therapies (except corticosteroid treatment administered due to necessary immediate
intervention; within the last 10 days before start of study treatment, only dose equivalents up to 20 mg prednisone
daily are permitted). 2. Detected del(17p) or TP53 mutation. 3. Transformation of CLL to aggressive non-Hodgkin
lymphoma (NHL) (e.g., Richters transformation, PLL, or diffuse large B cell ymphoma [DLBCL]), or central nervous
system (CNS) involvement by leukemia. 4. Any comorbidity or organ system impairment rated with a single CIRS
score of 4 (excluding the eyes/ears/nose/throat/larynx organ system), or a total CIRS score of >6. 5. Uncontrolled
autoimmune hemolytic anemia or idiopathic thrombocytopenic purpura. 6. History of confirmed progressive multifocal
leukoencephalopathy (PML). 7. Received any investigational drug within 30 days before first dose of study drug. 8.
Major surgical procedure within 30 days before the first dose of study drug. Note: If a subject had major surgery, they
must have recovered adequately from any toxicity and/or complications from the intervention before the first dose of
study drug. 9. History of prior malignancy that could affect compliance with the protocol, or interpretation of results,
except for the following: Curatively treated basal cell carcinoma or squamous cell carcinoma of the skin or carcinoma
in situ of the cervix or carcinoma in situ of the prostate at any time prior to study. Other cancers not specified above
which have been curatively treated by surgery and/or radiation therapy from which subject is disease-free for 3 years
without further treatment.
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Centros

HOSPITAL DE LA SANTA CREU | SANT Hospital General Universitario Gregorio
PAU Maranon

Barcelona Madrid

Servicio de Hematologia Hematology

HOSPITAL GENERAL UNIVERSITARIO HOSPITAL UNIVERSITARI |

GREGORIO MARANON POLITECNIC LA FE
Madrid Valencia

Servicio de Hematologia Servicio de Hematologia
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HOSPITAL UNIVERSITARI VALL HOSPITAL UNIVERSITARIO DE
D'HEBRON SALAMANCA

Barcelona Salamanca

Servicio de Hematologia Servicio de Hematologia

HOSPITAL UNIVERSITARIO INFANTA HOSPITAL UNIVERSITARIO MARQUES
LEONOR DE VALDECILLA

Madrid Santander

Servicio de Hematologia y Hemoterapia Servicio de Hematologia
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Medicamentos
BENDAMUSTINE VENETOCLAX
POWDER FOR CONCENTRATE FOR SOLUTION FOR FILM-COATED TABLET
INFUSION ORAL

INTRAVENOUS USE

Principios Activos: N/A

Experimental

FLUDARABINE
CONCENTRATE FOR SOLUTION FOR INFUSION
INTRAVENOUS USE

Principios Activos: N/A

Experimental

OBINUTUZUMAB
SOLUTION FOR INFUSION
INTRAVENOUS USE

Principios Activos: N/A

Huérfano Experimental

CYCLOPHOSPHAMIDE
POWDER FOR SOLUTION FOR INJECTION/INFUSION
INTRAVENOUS USE

Principios Activos: N/A

Experimental

Principios Activos: N/A

Experimental

VENETOCLAX
FILM-COATED TABLET
ORAL

Principios Activos: N/A

Experimental

RITUXIMAB
CONCENTRATE FOR SOLUTION FOR INFUSION
INTRAVENOUS USE

Principios Activos: N/A

Experimental

VENETOCLAX
FILM-COATED TABLET
ORAL

Principios Activos: N/A

Experimental
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Therapeutic area
Diseases [C] - Cancer [CO04]|

Investigated Disease
Previously untreated Chronic Lymphocytic Leukemia Without del(17p) or TP53 Mutation

Scientific Title
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A Randomized, Multicenter, Open-Label, Phase 3 Study to Compare the Efficacy and Safety of Acalabrutinib (ACP-
196) in Combination with Venetoclax with and without Obinutuzumab Compared to Investigators Choice of
Chemoimmunotherapy in Subjects with Previously Untreated Chronic Lymphocytic Leukemia Without del(17p) or
TP53 Mutation (AMPLIFY)

Rationale
Not provided

Main Objective

To evaluate the efficacy of acalabrutinib/venetoclax (AV; Arm A) compared with chemoimmunotherapy
(fludarabine/cyclophosphamide/rituximab [FCR] or bendamustine/rituximab [BR]; Arm C)

Primary Endpoints

Progression-free survival (PFS), defined as the time from randomization to the first occurrence of disease
progression or death from any cause (whichever occurs first), as determined by the Independent Review Committee
(IRC) according to the International Workshop on Chronic Lymphocytic Leukemia (IWCLL) 2018 criteria.

Temporary moments of secondary assessment
Not provided

Secondary Objective

1.To evaluate the efficacy of AV (Arm A) in comparison with chemo-immunotherapy (FCR/BR [Arm C]) 2. To
evaluate the efficacy of acalabrutinib/venetoclax/obinutuzumab (AVG; Arm B) versus FCR/BR (Arm C) 3. To
evaluate the efficacy of AV (Arm A) versus FCR/BR (Arm C) and AVG (Arm B) versus FCR/BR (Arm C)

Secondary Endpoints

1: Progression-free survival (PFS), defined as the time from randomization to the first occurrence of disease
progression or death from any cause (whichever occurs first), as determined by the investigator assessment.

2: PFS, defined as the time from randomization to the first occurrence of disease progression or death from any
cause (whichever occurs first), as determined by the IRC assessment and investigator assessment

3: Event-free survival (EFS), defined as the time from randomization to the first occurrence of disease progression,
initiation of subsequent anti-chronic lymphocytic leukemia (CLL) therapy, or death from any cause per IRC
assessment and the investigator assessment

- Overall response rate (ORR), defined as the proportion of subjects with a complete response (CR), complete
response with incomplete marrow recovery (CRi), nodular partial response (nPR) or partial response (PR) per IRC
assessment and investigator assessment

- Duration of objective response (DOR), defined as the time from the first occurrence of a documented objective
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response to disease progression or death from any cause per IRC assessment and investigator assessment

- Time to next Therapy (TTNT), defined as the time from randomization to institution of non-protocol specified
treatment for CLL

- Minimal residual disease (MRD) negativity rate (determined as the proportion of subjects with MRD-negativity)
measured in the peripheral blood by flow cytometry (10-4) at the start of Cycle 9 (in Arm A), the start of Cycle 10 (in
Arm B), and 12 weeks after the start of Cycle 6 (in Arm C)

- Overall survival (OS), defined as the time from randomization to death from any cause.

Temporary moments of secondary assessment
Not provided

Inclusion criteria

1. Men and women 18 years of age. 2. Eastern Cooperative Oncology Group (ECOG) performance status of 02. 3.
Diagnosis of CLL that meets published diagnostic criteria (Hallek et al. 2018): Monoclonal B-cells (either kappa or
lambda light chain restricted) that are clonally co-expressing B-cell marker (CD19, CD20, and CD23) and CDS5.
Prolymphocytes may comprise <55% of blood lymphocytes. Presence of 5x109 B lymphocytes/L (5000/uL) in the
peripheral blood (at any point since the initial diagnosis). 4. Active disease per IWCLL 2018 criteria that requires
treatment (see Section 4.5.6). 5. Meet the following laboratory parameters: a) Adequate bone marrow function
independent of growth factor or transfusion support within 1 week of Screening, as follows: i.ANC 750 cells/L
(0.75x109/L); ANC 500 cells/L (0.50x109/L) in subjects with documented bone marrow involvement of CLL ii.Platelet
count 50,000 cells/L (50x109/L); platelet count 30,000 cells/L (30x109/L) in subjects with documented bone marrow
involvement of CLL b)Serum aspartate aminotransferase (AST) and alanine aminotransferase (ALT) 2.5xULN.
c)Total bilirubin 2xULN, unless directly attributable to Gilberts syndrome d)Estimated creatinine clearance of 50
mL/min, calculated using the formula of Cockcroft and Gault (if male, [L40Age] x Mass (kg) / [72 x creatinine mg/dL];
multiply by 0.85 if female); estimated creatinine clearance of 70 mL/min for subjects selected by investigator to
receive FCR in Arm C

Exclusion criteria

1. Any prior CLL-specific therapies (except corticosteroid treatment administered due to necessary immediate
intervention; within the last 10 days before start of study treatment, only dose equivalents up to 20 mg prednisone
daily are permitted). 2. Detected del(17p) or TP53 mutation. 3. Transformation of CLL to aggressive non-Hodgkin
lymphoma (NHL) (e.g., Richters transformation, PLL, or diffuse large B cell ymphoma [DLBCL]), or central nervous
system (CNS) involvement by leukemia. 4. Any comorbidity or organ system impairment rated with a single CIRS
score of 4 (excluding the eyes/ears/nose/throat/larynx organ system), or a total CIRS score of >6. 5. Uncontrolled
autoimmune hemolytic anemia or idiopathic thrombocytopenic purpura. 6. History of confirmed progressive multifocal
leukoencephalopathy (PML). 7. Received any investigational drug within 30 days before first dose of study drug. 8.
Major surgical procedure within 30 days before the first dose of study drug. Note: If a subject had major surgery, they
must have recovered adequately from any toxicity and/or complications from the intervention before the first dose of
study drug. 9. History of prior malignancy that could affect compliance with the protocol, or interpretation of results,
except for the following: Curatively treated basal cell carcinoma or squamous cell carcinoma of the skin or carcinoma
in situ of the cervix or carcinoma in situ of the prostate at any time prior to study. Other cancers not specified above
which have been curatively treated by surgery and/or radiation therapy from which subject is disease-free for 3 years
without further treatment.
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Restarted
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Not aported
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Medication
BENDAMUSTINE VENETOCLAX
POWDER FOR CONCENTRATE FOR SOLUTION FOR FILM-COATED TABLET
INFUSION ORAL

INTRAVENOUS USE

Active Principles: N/A

Experimental

FLUDARABINE
CONCENTRATE FOR SOLUTION FOR INFUSION
INTRAVENOUS USE

Active Principles: N/A

Experimental

OBINUTUZUMAB
SOLUTION FOR INFUSION
INTRAVENOUS USE

Active Principles: N/A

Orphan Experimental

CYCLOPHOSPHAMIDE
POWDER FOR SOLUTION FOR INJECTION/INFUSION
INTRAVENOUS USE

Active Principles: N/A

Experimental

Active Principles: N/A

Experimental

VENETOCLAX
FILM-COATED TABLET
ORAL

Active Principles: N/A

Experimental

RITUXIMAB
CONCENTRATE FOR SOLUTION FOR INFUSION
INTRAVENOUS USE

Active Principles: N/A

Experimental

VENETOCLAX
FILM-COATED TABLET
ORAL

Active Principles: N/A

Experimental
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ACALABRUTINIB
CAPSULE, HARD
ORAL

Active Principles: N/A

Orphan

Experimental

No results
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