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PROTOCOL APPROVAL: AMENDMENT 5

| have carefully read Protocol ACE-CL-006 entitled “A Randomized, Multicenter, Open-Label,
Non-Inferiority, Phase 3 Study of ACP-196 Versus Ibrutinib in Previously Treated Subjects with
High Risk Chronic Lymphocytic Leukemia”. | agree to conduct this study as outlined herein and
in compliance with Good Clinical Practices (GCP), all applicable regulatory requirements, and
with the ethical principles laid down in the Declaration of Helsinki. Furthermore, | understand
that the Sponsor, Acerta Pharma, and the IRB/IEC must approve any changes to the protocol in

writing before implementation.

| agree not to divulge to anyone, either during or after the termination of the study, any
confidential information acquired regarding the investigational product and processes or
methods of Acerta Pharma. All data pertaining to this study will be provided to Acerta Pharma.
The policy of Acerta Pharma BV requires that any presentation or publication of study data by

clinical investigators be reviewed by Acerta Pharma, before release, as specified in the protocol.

Principal Investigator’s Signature Date

Print Name
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SUMMARY OF AMENDMENT 5

Clarifying edits and typographical changes have been made throughout the protocol.

The following substantive changes were made as part of this amendment:

Change

Rationale

Global Update:
Section numbers added as applicable.

Added additional section numbers to
enable ease of locating information in
the protocol amendment.

Title Page
Updated Medical Monitor.

Updated Medical Monitor and contact
information.

Protocol Approval Page
Deleted company signatory

Align with other acalabrutinib protocols.

Synopsis
Updated to reflect changes in the protocol.

Updated to align with changes in the
protocol.

Section 1.2.1 Chemistry

Updated approval language to include chronic lymphocytic
leukemia (CLL) and small lymphocytic lymphoma (SLL).

Updated to reflect current
CALQUENCE® approval language.

Section 1.3.2 Clinical Experience of Acalabrutinib in
CLL

Deleted number of participants in clinical studies.

Section 3.2.3 Exploratory Objectives
o |

Section 4 Study Design
Added rollover language.

Updated to remove date and number of
participants and only reference
acalabrutinib Investigator Brochure for
latest information.

Added clarification.

Section 6.1.2 IMBRUVICA (Ibrutinib)
Added tablet form of ibrutinib 140-mg.

Updated to reflect availability of
capsules and tablets.

Section 6.2.1 Acalabrutinib

Removed statement to avoid grapefruit juice and Seville
orange juice.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0).

Section 6.2.5.1 Reference Safety Information

Added Reference Safety Information section with reference
to the Investigator Brochure.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0).

Section 6.2.5.2 Hemorrhage
Updated information regarding hemorrhage.

Updated to align with the current
acalabrutinib Investigator Brochure
(version 9.0).

Section 6.2.5.3 Infections
Updated information regarding infections.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0).
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Protocol ACE-CL-006

Change

Rationale

Section 6.2.5.3.1 Hepatitis B Virus Reactivation

Updated information regarding Hepatitis B virus
reactivation and monitoring requirements.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0) and to give more detailed
guidance on required timing of testing
based on the NCCN guidelines.

Section 6.2.5.3.2 Progressive Multifocal
Leukoencephalopathy

Updated language regarding progressive multifocal
leukoencephalopathy.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0).

Section 6.2.5.5 Second Primary Malignhancies

Updated information regarding second primary
malignancies.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0).

Section 6.2.5.6 Atrial Fibrillation
Updated information regarding atrial fibrillation.

Updated to align with the current
acalabrutinib Investigator Brochure
(version 9.0).

Section 6.2.7 Dosage Regimen and Administration for
Ibrutinib

Added ibrutinib 140-mg tablet.

Updated to reflect availability of ibrutinib
capsules and tablets.

Section 6.2.10.2.1 Hepatitis B Virus Reactivation
Added hepatitis B virus reactivation language.

Add to reflect current ibrutinib package
insert.

Section 6.2.10.8 Cerebrovascular Accidents

Added information regarding cerebrovascular accidents
and ibrutinib.

Added risk section for cerebrovascular
accidents to reflect current ibrutinib
package insert.

Section 6.2.10.9 Interstitial Lung Disease

Added information regarding interstitial lung disease and
ibrutinib.

Added risk section on interstitial lung
disease to reflect current ibrutinib
package insert.

Section 6.2.10.10 Leukostasis
Added information on leukostasis and ibrutinib.

Added risk section on leukostasis to
reflect current ibrutinib package insert.

Section 6.2.11 Reproductive Toxicity
Updated contraception language.

Updated contraceptive language to
reflect acalabrutinib Investigator
Brochure (version 9.0). The male
contraceptive and sperm donation
change was not made in the inclusion
criteria because the study is no longer
enrolling.

Section 6.3.1 Allowed Concomitant Medications
Added information regarding tumor lysis syndrome.

Updated to address health authority
feedback.

Section 6.3.2 Guideline for Use of CYP
Inhibiting/Inducing Drugs
Updated guidance for acalabrutinib.

Updated to reflect current acalabrutinib
Investigator Brochure (version 9.0) and
the USPIL.

Section 6.3.4 Prohibited Concomitant Medications
Updated guidance for acalabrutinib.

Updated to align with acalabrutinib
Investigator Brochure (version 9.0) and
the USPIL.
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Protocol ACE-CL-006

Change

Rationale

Section 6.5 Dietary Restrictions

Removed information regarding grapefruit, grapefruit juice
and Seville orange juice.

Updated to align with current
acalabrutinib Investigator Brochure
(version 9.0) and the USPI.

Section 7 Efficacy and Safety Procedures

Added reference to Appendix K for management of study
procedures during the pandemic.

Added reference to new appendix.

Section 7.1 Description of Procedures

Added reference to Schedule of Assessments
(Appendix A) to clarify frequency of CT scans.

Added reference to Appendix A,
Schedule of Assessments, for
frequency of CT scans.

Section 7.1 Description of Procedures

Updated information regarding reporting of adverse events.

Updated per Safety recommendation to
align with other acalabrutinib protocols.

Section 7.2.2.1 Adverse Event Reporting Period
Updated language for AE reporting period.

Updated per Safety recommendation to
reflect current language in other
acalabrutinib protocols.

Section 7.2.2.3 Adverse Events of Special Interest

Added section for adverse events of special interest to
include ventricular arrhythmias.

Added section to align with current
acalabrutinib Investigator Brochure
(version 9.0).

Section 7.2.2.4 Second Primary Malignancies
Added section for second primary malignancies.

Added section on second primary
malignancies to align with current
acalabrutinib Investigator Brochure
(version 9.0).

Section 7.2.2.5 Preghancy

Updated contact information to reflect AstraZeneca
Representative.

Updated contact information to remove
Acerta as process transitions to
AstraZeneca.

Section 7.2.2.6 Overdose Instructions
Updated language regarding overdose.

Updated to align with acalabrutinib
Investigator Brochure (version 9.0) and
to include ibrutinib.

Section 7.2.2.7 Expedited Reporting Requirements for
Serious Adverse Events/Adverse Events of Special
Interest

Clarified language to include adverse events of special
interest (AESISs).

Updated information to reflect AstraZeneca
Representative.

Updated per Safety to add AESI
reporting language.

Updated contact information to remove
Acerta as process transitions to
AstraZeneca.

Events of Special Interest
Deleted section on Events of Special Interest (7.2.2)

Removed to align protocol.

Section 7.2.2.9 Hy’s Law
Added information regarding Hy’s law.

Added section on Hy’s law to align with
other acalabrutinib protocols and
AstraZeneca procedure.

Section 8.2 Reasons for Study Exit
Updated language regarding study withdrawal.

Updated to provide clarification.

Section 9.6.1 Primary Endpoint and Methods
Clarified events and added reference to SAP.

To clarify the primary endpoint PFS is
based on IRC assessment. Add

Acerta Pharma
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Protocol ACE-CL-006

Change

Rationale

language to allow for ad hoc sensitivity
and subgroup analysis.

Section 9.6.2 Secondary Endpoints and Methods
Updated SAP statement for clarification.

Updated to provide clarification
(editorial change).

Section 9.6.3 Exploratory Endpoints
o |
.

Section 9.7 Safety Analysis

Deleted AEs of special interest and other AEs of interest
sections for ibrutinib.

Updated lymphocytosis section.

Updated ECOG performance status and vital signs and
weight.

Updated for clarification.

Section 10.9 INVESTIGATOR RESPONSIBILITIES

Updated information to reflect AstraZeneca
Representative.

Updated contact information to remove
Acerta as process transitions to
AstraZeneca.

Appendix A: Schedule of Assessments
Updated to reflect changes in the protocol.

Aligned with changes made in the
protocol.

Appendix C: Examples of Coadministered Drugs That
Need Additional Consideration

Updated current table and added additional tables
regarding coadministration.

Updated with current information from
the FDA.

Appendix E: Ibrutinib Full Prescribing and Reference
Safety Information

Removed this appendix from the protocol amendment.

Removed ibrutinib United States label
from the appendix and referenced
current label in the protocol.

Appendix J: Actions Required in Cases of Increases in
Liver Biochemistry and Evaluation of Hy’s law

Added appendix on Hy’s law.

Added appendix on Hy’s law to provide
additional information to new section
added to protocol.

Appendix K: Management of Study Procedures During
Pandemic

Added appendix to discuss management of study
procedures during COVID pandemic.

Added appendix on management of
study procedures during the COVID
pandemic.
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SYNOPSIS

Study Title:

A Randomized, Multicenter, Open-Label, Non-Inferiority, Phase 3
Study of ACP-196 Versus lbrutinib in Previously Treated
Subjects with High Risk Chronic Lymphocytic Leukemia

Protocol Number:

ACE-CL-006

Study Phase:

w

Study Duration:

Approximately 6 years including enrollment time

Investigational Product

and Reference Therapy:

The investigational product, ACP-196 (acalabrutinib), will be
supplied as hard gelatin capsules for oral administration.
Commercially available ibrutinib (IMBRUVICA®) will be used as
the reference therapy.

Objectives:

Primary Objective:

To assess whether acalabrutinib is non-inferior to ibrutinib with
respect to progression-free survival (PFS) based on independent
review committee (IRC) assessment in subjects with relapsed or
refractory chronic lymphocytic leukemia (CLL) with high-risk
prognostic markers. The IRC will use the International Workshop
on Chronic Lymphocytic Leukemia Criteria (IWCLL; Hallek 2008)
with incorporation of the clarification for treatment-related
lymphocytosis (Cheson 2012)—hereafter referred to as IWCLL
2008 criteria.

Secondary Objectives:

To evaluate the benefit/risk of acalabrutinib versus ibrutinib in
terms of:

Grade = 3 infections

Richter’s transformation
o Atrial fibrillation

e Overall survival (OS)
Safety Objective:

Safety and tolerability including adverse events (AESs) of
interest and laboratory assessments

Exploratory Objectives:

Acerta Pharma
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Study Design:

This randomized, multicenter, open-label, non-inferiority (NI)
Phase 3 study is designed to evaluate the efficacy and safety of
acalabrutinib (100 mg twice daily) versus ibrutinib (420 mg once
daily) in subjects with relapsed or refractory CLL who have high-
risk prognostic factors per National Comprehensive Cancer
Network guidelines (NCCN Version 1.2016). These high-risk
prognostic factors are as follows:

e Presence of 17p deletion mutation (17p del)
e Presence of 11q deletion mutation (11q del)

Approximately 500 eligible subjects will be randomized in a

1:1 ratio into 2 arms to receive either acalabrutinib (Arm A;
N=250) or ibrutinib (Arm B; N=250).

This study will use an Interactive Web Response System (IWRS)
for randomization. Randomization will be used to minimize bias
in the assignment of subjects to treatment groups, to increase the
likelihood that known and unknown subject attributes (eg,
demographic and baseline characteristics) are evenly balanced,
and to enhance the validity of statistical comparisons across
treatment groups.

Randomization will be performed stratified by the following
factors:

e Presence of 17p del

e Eastern Cooperative Oncology Group (ECOG)
performance status (ECOG = 2 versus ECOG <1)

e Number of prior therapies (1-3 versus = 4)

Subiject participation will include a Screening Phase, a Treatment
Phase, Post-treatment Phase and a Post-disease Progression
Phase. The Screening Phase will last up to 28 days before first
dose of study drug, during which the subject’s eligibility and
baseline characteristics will be determined. Treatment with study
drug may be continued until an unacceptable drug-related toxicity
occurs or until disease progression (ie, Treatment Phase). Dose
maodification provisions are provided in the study protocol. Note:
temporary withholding of study drug for as little as 7 days can
cause a transient worsening of disease and/or of constitutional
symptoms. Refer to Section 8.1 for more information on
assessing disease progression under these circumstances.

Assessment for tumor response and progression will be
conducted in accordance with the IWCLL 2008 criteria until
disease progression. Disease assessments are required every
12 weeks from Week 1 Day 1 through Week 100, and then every
24 weeks until 5 years on study and then yearly thereafter for all
subjects (including subjects who discontinue from the study due
to an AE) until confirmation of disease progression or death,
consent withdrawal, or lost to follow-up.

Acerta Pharma
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All subjects who discontinue study drug will have a safety
follow-up visit 30 (+ 7) days after the last dose of study treatment
regardless of whether the subject receives another anticancer
therapy or demonstrates disease progression within that
timeframe. As described above, all subjects who discontinue
study drug due to an intolerable AE will be followed on study for
disease progression or death (ie, Post-treatment Phase).

The Post-disease Progression Phase will begin once a subject
has progressive disease confirmed by the IRC. During this
phase, subsequent anticancer therapy with start date of therapy,
IWCLL indication for treatment initiation, additional malignancy
occurrence, and subject survival status will be recorded. The
Post-disease Progression Phase will continue until death, lost to
follow up, consent withdrawal, or study closure, whichever occurs
first.

Population: Subijects with previously treated CLL with high-risk prognostic
factors as defined in the inclusion criteria.
Centers: Approximately 200 centers in North America, Europe, Australia,

and New Zealand.

Key Inclusion Criteria:

1. Men and women = 18 years of age.

2. ECOG performance status of O to 2.

3. Diagnosis of CLL that meets published diagnostic criteria
(Hallek 2008):

a. Monoclonal B-cells (either kappa or lambda light
chain restricted) that are clonally co-expressing
= 1 B-cell marker (CD19, CD20, or CD23) and
CDS5.

b. Prolymphocytes may comprise < 55% of blood
lymphocytes.

c. Presence of 25 x 10° B lymphocytes/L (5000 pL)
in the peripheral blood (at any point since
diagnosis)

4. Must have = 1 of the following high-risk prognostic factors:

a. Presence of 17p del by central laboratory

b. Presence of 11q del by central laboratory

5. Active disease meeting = 1 of the following IWCLL 2008
criteria for requiring treatment:

a. Evidence of progressive marrow failure as
manifested by the development of, or worsening
of, anemia (hemoglobin < 10 g/dL) and/or
thrombocytopenia (platelets < 100,000/uL).

b. Massive (ie, 2 6 cm below the left costal margin),
progressive, or symptomatic splenomegaly

c. Massive nodes (ie, = 10 cm in the longest
diameter), progressive, or symptomatic
lymphadenopathy.

d. Progressive lymphocytosis with an increase of
> 50% over a 2-month period or a lymphocyte
doubling time (LDT) of < 6 months. LDT may be
obtained by linear regression extrapolation of

Acerta Pharma
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absolute lymphocyte counts (ALC) obtained at
intervals of 2 weeks over an observation period of
2 to 3 months. In subjects with initial blood
lymphocyte counts of < 30 X 10%L (30,000/uL),
LDT should not be used as a single parameter to
define indication for treatment. In addition, factors
contributing to lymphocytosis or lymphadenopathy
other than CLL (eg, infections) should be
excluded.

e. Autoimmune anemia and/or thrombocytopenia that
is poorly responsive to standard therapy.

f. Constitutional symptoms documented in the
subject’s chart with supportive objective
measures, as appropriate, defined as = 1 of the
following disease-related symptoms or signs:

i. Unintentional weight loss = 10% within the
previous 6 months before Screening.

ii. Significant fatigue (ie, ECOG performance
status 2 or worse; inability to work or
perform usual activities).

iii. Fevers higher than 100.5°F or 38.0°C for
2 or more weeks before Screening without
evidence of infection.

iv. Night sweats for > 1 month before
Screening without evidence of infection.

6. Must have received = 1 prior therapies for CLL.

8. Meet the following laboratory parameters:

a. Absolute neutrophil count (ANC) = 750 cells/pL
(0.75 x 10%L) or 2 500 cells/pL (0.50 x 10%L) in
subjects with documented bone marrow
involvement and independent of growth factor
support 7 days before assessment.

b. Platelet count = 30,000 cells/uL (30 x 10%/L)
without transfusion support 7 days before
assessment. Subjects with transfusion-dependent
thrombocytopenia are excluded.

c. Serum aspartate transaminase (AST/SGOT) and
alanine transaminase (ALT/SGPT) < 3.0 x upper
limit of normal (ULN).

d. Total bilirubin < 1.5 x ULN.

e. Estimated creatinine clearance (ie, estimated
glomerular filtration rate [eGFR] using
Cockcroft-Gault) = 30 mL/min.

9. Able to receive all outpatient treatment, all laboratory
monitoring, and all radiologic evaluations at the institution
that administers study drug for the entire study.

10. Women who are sexually active and can bear children
must agree to use highly effective forms of contraception
while on the study and for 2 days after the last dose of
acalabrutinib or 90 days after the last dose of ibrutinib,

Acerta Pharma
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11.

12.

13.

whichever is longer. Highly effective forms of
contraception are defined in Section 6.2.11.

Men who are sexually active and can beget children must
agree to use highly effective forms of contraception during
the study and for 2 days after the last dose of
acalabrutinib or 90 days after the last dose of ibrutinib,
whichever is longer. Highly effective forms of
contraception are defined in Section 6.2.11.

Men must agree to refrain from sperm donation during the
study and for 2 days after the last dose of acalabrutinib or
90 days after the last dose of ibrutinib, whichever is
longer.

Are willing and able to adhere to the study visit schedule,
understand and comply with other protocol requirements,
and provide written informed consent and authorization to
use protected health information. Note vulnerable
subjects are not allowed on this protocol (eg, prisoners or
institutionalized subjects).

Key Exclusion Criteria:

Known central nervous system (CNS) lymphoma or
leukemia.

Known prolymphocytic leukemia or history of, or currently
suspected, Richter’s syndrome.

Uncontrolled autoimmune hemolytic anemia (AIHA) or
idiopathic thrombocytopenic purpura (ITP) defined as
declining hemoglobin or platelet count secondary to
autoimmune destruction within the screening period or
requirement for high doses of steroids (> 20 mg daily of
prednisone daily or equivalent).

Prior exposure to ibrutinib or to a B-cell receptor (BCR)
inhibitor (eg, Bruton tyrosine kinase [Btk] inhibitors or
phosphoinositide-3 [PI3] kinase inhibitors or Syk
inhibitors) or a BCL-2 inhibitor (eg, ABT-199).
Received any chemotherapy, external beam radiation
therapy, anticancer antibodies, or investigational drug
within 30 days before first dose of study drug.

Corticosteroid use > 20 mg within 1 week before first dose
of study drug, except as indicated for other medical
conditions such as inhaled steroid for asthma, topical
steroid use, or as premedication for administration of
study drug or contrast. For example, subjects requiring
steroids at daily doses > 20 mg prednisone equivalent
systemic exposure daily, or those who are administered
steroids for leukemia control or white blood cell count
lowering are excluded.

Prior radio- or toxin-conjugated antibody therapy.

Prior allogeneic stem cell transplant or autologous
transplant.

Acerta Pharma
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Protocol ACE-CL-006

9. Major surgery within 4 weeks before first dose of study
drug.

10. History of prior malignancy except for the following:

a. Malignancy treated with curative intent and with no
evidence of active disease present for more than
3 years before Screening and felt to be at low risk
for recurrence by treating physician.

b. Adequately treated lentigo maligna melanoma
without current evidence of disease or adequately
controlled non-melanomatous skin cancer

c. Adequately treated cervical carcinoma in situ
without current evidence of disease

11. Significant cardiovascular disease such as uncontrolled or
symptomatic arrhythmias, congestive heart failure, or
myocardial infarction within 6 months of screening, or any
Class 3 or 4 cardiac disease as defined by the New York
Heart Association Functional Classification, or corrected
QT interval (QTc) > 480 msec at screening.

12. Unable to swallow capsules or malabsorption syndrome,
disease significantly affecting gastrointestinal function, or
resection of the stomach or small bowel or gastric bypass,
symptomatic inflammatory bowel disease, or partial or
complete bowel obstruction.

13. Uncontrolled active systemic fungal, bacterial, viral, or
other infection (defined as exhibiting ongoing
signs/symptoms related to the infection and without
improvement, despite appropriate antibiotics or other
treatment) or ongoing intravenous anti-infective treatment.

14. Known history of infection with human immunodeficiency
virus (HIV).

15. Serologic status reflecting active hepatitis B or C infection.
Subijects with hepatitis B core antibody positive who are
surface antigen negative or who are hepatitis C antibody
positive will need to have a negative polymerase chain
reaction (PCR) result before randomization. Those who
are hepatitis B surface antigen positive or hepatitis B PCR
positive and those who are hepatitis C PCR positive will
be excluded.

16. History of stroke or intracranial hemorrhage within
6 months before randomization.

17. History of bleeding diathesis (eg, hemophilia, von
Willebrand disease).
18. Requires or receiving anticoagulation with warfarin or

equivalent vitamin K antagonists (eg, phenprocoumon)
within 7 days of first dose of study drug.

19. Requires treatment with a strong cytochrome P450 3A
(CYP3A) inhibitor/inducer.

Acerta Pharma
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20. Requires treatment with proton-pump inhibitors (eg,
omeprazole, esomeprazole, lansoprazole,
dexlansoprazole, rabeprazole, or pantoprazole)

21. Breastfeeding or pregnant.

22. Concurrent participation in another therapeutic clinical
trial.

23. Presence of a gastrointestinal ulcer diagnosed by
endoscopy within 3 months before screening

Primary Endpoint for The primary endpoint of the study is PFS. The primary

Final Analysis: hypothesis is acalabrutinib is non-inferior to ibrutinib with respect
to PFS as assessed by IRC review per IWCLL 2008 criteria.
Secondary Endpoints: To compare between acalabrutinib and ibrutinib in terms of:
Incidence of Grade = 3 infections

Incidence of Richter’s transformation
Incidence of atrial fibrillation

oS

Frequency, severity, and relatedness of AEs

Frequency of AEs requiring discontinuation of study drug or
dose reductions

Change in laboratory assessments

Safety Endpoints:

Exploratory Endpoints:

Acerta Pharma Confidential Page 13
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Study Treatment:

Acalabrutinib 100 mg Twice per Day (Treatment Arm A):

Acalabrutinib is provided as 100-mg hard gelatin capsules.
Acalabrutinib 100 mg will be orally administered twice per day
(BID). Doses will be administered 12 hours apart with a window
of £ 1 hour. Acalabrutinib will be administered daily until disease
progression or unacceptable toxicity.

Ibrutinib 420 mg Once per Day (Treatment Arm B):
Commercially available ibrutinib supplied as hard gelatin
capsules or tablets (140-mg strength) for oral administration will
be administered per the IMBRUVICA approved label. Ibrutinib
420 mg (3 capsules or tablets) will be orally administered once
per day (QD). lbrutinib will be administered until disease
progression or unacceptable toxicity

Concomitant Therapy
and Clinical Practice:

Permitted Concomitant Therapy:

Standard supportive care medications are permitted. Use of
hematopoietic growth factors is permitted per the American
Society of Clinical Oncology (ASCO) guidelines.

Prohibited Concomitant Therapy:

Any chemotherapy, anticancer immunotherapy, corticosteroids
(at dosages equivalent to prednisone > 20 mg/day), warfarin or
equivalent vitamin K antagonists, experimental therapy, and
radiotherapy are prohibited.

Acalabrutinib and Concomitant Therapy:

The effect of agents that reduce gastric acidity (eg, proton-pump
inhibitors, H2-receptor antagonists or antacids) on acalabrutinib
absorption was evaluated in a healthy volunteer study
(ACE-HV-004). Results from this study indicate that subjects
should avoid the use of calcium carbonate containing drugs or
supplements (eg, antacids and calcium supplements) for a period
of at least 2 hours before and after taking acalabrutinib.

Subjects should also avoid the use of H2-receptor antagonists for
a period at least 2 hours before and after taking acalabrutinib.
Use of omeprazole or esomeprazole or lansoprazole (or any
other proton-pump inhibitors) while taking acalabrutinib is not
recommended as it may lower acalabrutinib exposure.

Concomitant administration of strong CYP3A inhibitors/inducers
and acalabrutinib should be avoided, when possible.

Safety Plan:

An independent Data Monitoring Committee (DMC), chaired by a
physician with expertise in CLL, will monitor the safety of the
subjects in this study.

Acerta Pharma
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An early safety analysis will be performed after approximately

50 subjects have been treated for approximately 8 weeks. This
analysis will focus on deaths, treatment discontinuations, serious
adverse events (SAESs), and Grade 3/4 AEs as well as special
events of interest. The Medical Monitor will review, in a blinded
fashion, this information on an ongoing basis until this early
safety analysis is conducted. Detailed information on the role of
the DMC and frequency of meetings will be provided in the DMC
charter separate from this protocol.

Statistical Methods and
Data Analysis:

All efficacy analyses will be performed using the intent-to-treat
(ITT) population.

Primary Efficacy Analysis:

The primary efficacy endpoint is PFS, which is defined as the
time from the date of randomization until disease progression
(assessed by the IRC per IWCLL 2008 criteria) or death from any
cause, whichever occurs first. The primary analysis is event-
based and will be conducted after enroliment is completed and
approximately 250 IRC-assessed events have occurred.

The primary analysis for this study will be conducted to assess
whether acalabrutinib is non-inferior (NI) to ibrutinib with respect
to PFS. The two-sided 95% confidence interval (Cl) for the
hazard ratio (HR) of acalabrutinib versus ibrutinib will be
estimated using a stratified Cox regression model.

The upper bound of the 95% CI for HR will be compared with NI
bound of calculated.

Secondary Endpoints and Analysis:

If acalabrutinib is shown non-inferior to ibrutinib, the secondary
endpoints will be tested in a manner that maintains the Type |
error rate at < 5%.

The incidences of treatment-emergent Grade = 3 infections,
Richter’s transformation and atrial fibrillation will be summarized
and compared between the 2 treatment arms using 2-sided
Cochran-Mantel-Haenszel tests adjusted for the randomization
strata.

Differences between the treatment arms in OS will be assessed
using Kaplan-Meier methods and a stratified log-rank test. The
OS HR and its 95% CI will be presented using a stratified Cox
regression model.

The Statistical Analysis Plan (SAP) will describe the methodology
to be used for multiplicity adjustment.

Safety Analysis:

Detailed tabulations of safety data (AEs and clinical laboratory
tests) will be provided for all subjects receiving = 1 dose of study

Acerta Pharma
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drug. The number and percent of subjects with
treatment-emergent AEs (TEAES) will be summarized. Summary
of other safety parameters by treatment group will be provided
where appropriate.

Sample Size:

A recently completed trial that studied PFS in CLL (Byrd 2014)
showed that ibrutinib (the reference/comparator drug in Protocol
ACE-CL-006) was superior to ofatumumab, a drug approved for
the treatment of CLL in patients with previously treated CLL.
Superiority in that study was shown in the overall study
population (HR=0.21) as well as in patients with 17p del
(HR=0.25) or 11q del (HR=0.14).

Protocol ACE-CL-006 is designed to have 80% power to show
that the upper bound of a 2-sided 95% CI for PFS is < 1.429 (the
NI bound).

With randomization in a 1:1 ratio, the trial will require
approximately 250 events if acalabrutinib and ibrutinib are truly
equally effective. Assuming an enrollment period of about
B ond a follow-up period of approximately SN
after the last subject enters the study, the estimated sample size
is 500 subjects (250 per arm).
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