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PROTOCOL AMENDMENTS
Protocol Version Issue Date
Original Protocol 20 December 2012
Amendment INT-1 26 December 2013
Amendment INT-2 15 December 2014
Amendment INT-3 20 August 2015
Amendment INT-4 29 April 2016
Amendment INT-5 12 July 2017
Amendment INT-6 16 August 2019
Amendment INT-7 19 December 2019

Amendments are listed beginning with the most recent amendment.

Amendment INT-7 (19 December 2019)

The overall reasons for the amendment: To update safety information to align with the ibrutinib Investigator’s
Brochure (IB) to include information regarding cerebrovascular accidents as a new safety observation identified
from the post-marketing setting, and to clarify that assessment of pulse/heart rate and blood pressure is expected at
every protocol-specified visit until end of treatment.

Applicable Section(s)  Description of Change(s)

Rationale: To update the safety for ibrutinib, including information on cerebrovascular accidents.

1.6 Lymphocytosis
and Leukostasis;

1.7. Clinical Safety of
Ibrutinib

Safety information on ibrutinib updated to align with the current IB.

Rationale: To clarify that regular monitoring of pulse/heart rate and blood pressure is expected during the
Treatment Phase.

Table 1, Time and
Events Schedule (row
“Vital signs and
height”; footnote “j”
added);

9.5 Safety
Evaluations

Additional pulse/heart rate and blood pressure assessments added.

Footnote j added to clarify that vital sign assessments should be recorded in source
documents but will not be routinely collected in the eCRF.

Rationale: To clarify that after the clinical cutoff for the final analysis of PFS, new malignancies should continue
to be reported for all subjects, including subjects who are no longer receiving treatment.

9.1.5 Clinical Cutoffs  Added reports of new malignancies to the data that will be collected for all subjects after
the clinical cutoff for the final analysis of PFS.

Rationale: To update external links for examples of CYP3A inhibitors and inducers.

8.3 Precautions with
Concomitant
Medications;
Attachment 4
(Inhibitors and
Inducers of CYP3A);
References

Updated external links for classification of CYP3A inhibitors and inducers; deleted
outdated link/references.
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Applicable Section(s)  Description of Change(s)

Rationale: Minor editorial changes implemented as needed to correct typographical errors, clarify text, or
address inconsistencies.

1.5.1 Study Corrected typo for definition of follicular lymphoma.
PCYC-04753 Edits for improved grammar implemented.

Throughout protocol ~ Abbreviations spelled out.

Amendment INT-6 (16 August 2019)

The overall reason for the amendment: To halt the collection of the complete response (CR) minimal residual
disease (MRD) samples, except in subjects whose first assessment of CR is after the issue date of this amendment.
Stopping the collection of MRD samples from current CR subjects will have no impact on the MRD-negative rate
secondary endpoint, as all current CR subjects who are still on study and providing samples already have an
MRD-negative sample.

Applicable Section(s)  Description of Change(s)

Rationale: To halt the collection of the CR MRD samples, except in subjects whose first assessment of CR is

after the issue date of this amendment. Stopping the collection of MRD samples from current CR subjects will

have no impact on the MRD-negative rate secondary endpoint, as all current CR subjects who are still on study
and providing samples already have an MRD-negative sample.

Table 1, Time and Clarification that blood samples for the assessment of CR MRD will no longer be
Events Schedule (row  collected except in subjects whose first assessment of CR is after the issue date of this
“Blood samples for amendment. Samples for the comparative MRD assessment will continue to be collected
minimal residual in all subjects participating in this assessment.

disease [MRD]”);
Section 9.4.1,
Biomarker and
Minimal Residual
Disease Assessments;
Attachment 5, Blood
Volumes for
Laboratory Samples

Rationale: Throughout the protocol, minor formatting changes were made where required.

Approved, Date: 19 December 2019



INJ-54179060 (ibrutinib) Clinical Protocol PCI-32765MCL3002 - Amendment INT-7

Amendment INT-5 (12 July 2017)

This amendment is considered to be substantial based on the criteria set forth in Article 10(a) of Directive
2001/20/EC of the European Parliament and the Council of the European Union.

The overall reason for the amendment: To clarify that independent Data Monitoring Committee (DMC)
recommendations, including treatment unblinding and stopping placebo treatment, may be implemented following
an interim analysis. This amendment also updates the protocol to align with the most recent Investigator’s Brochure
for ibrutinib: specifically, changes associated with dose modification for subjects with chronic hepatic impairment,
and antimicrobial prophylaxis as a permitted medication in subjects who are at increased risk for opportunistic
infections.

Applicable Section(s)  Description of Change(s)

Rationale: To clarify that independent DMC recommendations, including treatment unblinding and stopping
placebo treatment, may be implemented following an interim analysis.

Synopsis (Overview Treatment unblinding and stopping of placebo treatment may occur before the planned
of Study Design, final analysis of PFS if recommended by the independent DMC after an interim
Statistical Methods); analysis.

3.1 Overview of

Study Design;

9.1.5 Clinical

Cutoffs;

11.8 Interim

Analyses;

11.9 Independent

Data Monitoring

Committee

Rationale: To update the protocol to align with the most recent Investigator’s Brochure for ibrutinib:
specifically, changes associated with dose modification for subjects with chronic hepatic impairment, and
antimicrobial prophylaxis as a permitted medication in subjects who are at increased risk for opportunistic
infections.

1.7 Clinical Safety of  Infection:
Ibrutinib Added instructions to consider prophylaxis according to standard of care in subjects
who are at increased risk for opportunistic infections.

6.4.3.1 Dose Added instructions for dose modification of ibrutinib/placebo in subjects with chronic

Modification for hepatic impairment based on Child-Pugh class A, B, or C.

Subjects With

Chronic Hepatic

Impairment (new

subheading)

8.1 Permitted Use of antimicrobial prophylaxis in accordance with standard practice (eg, American

Medications Society of Clinical Oncology [ASCO] guidelines) is permitted, and should be
considered in subjects who are at increased risk for opportunistic infections.

References Added a reference citation (Flowers 2013) for ASCO guidelines on use of antimicrobial
prophylaxis and outpatient management of fever and neutropenia in adults treated for
malignancy.

Attachment 8 Added the Child-Pugh score for subjects with liver impairment.
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Applicable Section(s)  Description of Change(s)

Rationale: Minor changes were made for consistency, and to conform with the current protocol template.

Title page The legal entities acting as the sponsor for Janssen Research & Development studies
was updated.

Throughout the Minor changes were made for consistency.
protocol

Amendment INT-4 (29 April 2016)

This amendment is considered to be substantial based on the criteria set forth in Article 10(a) of Directive
2001/20/EC of the European Parliament and the Council of the European Union.

The overall reason for the amendment: The knowledge gained on the efficacy of ibrutinib from completed
randomized clinical studies, which was not available at time of MCL3002 study design, and the lower than expected
event rate are the key drivers for this amendment. The sponsor has added a second interim analysis to occur at
approximately 180 PFS events to mitigate for the potential long interval between the planned first interim analysis
(134 PFS events) and the final analysis (265 PFS events).

Applicable Section(s) Description of Change(s)

Rationale: The knowledge gained on the efficacy of ibrutinib based on results from completed randomized studies,
not available at time of study design and the lower than expected event rate in this study are the basis for the
addition of a second interim analysis before the final analysis.

Synopsis Overview of Text was revised to add a second interim analysis to occur at 180 (68%) of total PFS
Study Design; Synopsis  events.

Statistical The study will have at least 77% power.

Methods; 3.1 Overview

of Study Design;

9.1.5 Clinical Cutoffs;

11.2 Sample Size

Determination;

11.8 Interim Analysis

Rationale: The alpha spend for the interim analyses has changed with the addition of another interim analysis. The
sponsor will continue to use the Lan-Demets spending function resembling O’Brien and Fleming boundary to
control overall Type I error rate.

11.8 Interim Analysis Text was revised to add interim analysis to occur at 68% total events.
Text was revised to update the alpha spend for first interim analysis from 0.0015 to
0.002, and to add text describing 0.007 alpha spend for the second interim analysis. Text
was added to explain that the cumulative Type II error spend will be 0.088 at the first
interim, 0.141 at the second interim, and 0.225 at the final analysis. Text was revised to
update the timing of the first and second interim analyses (ie, after approximately 40 and
50 months after the first subject has been randomized, respectively).

Rationale: At the time of Protocol Amendment INT-4, the last dose of bendamustine given to any subject was in
May 2015. The study will continue for the purpose of evaluating long-term efficacy and safety of ibrutinib.

16.2.2 Independent As of Amendment INT-4, reports of adverse events that are serious, unlisted/unexpected,
Ethics Committee or and associated with bendamustine will no longer be provided for reporting to IEC/IRB.
Institutional Review

Board

Rationale: Throughout the protocol, minor grammatical, formatting, or spelling changes were made where required,
or clarifications, if needed.
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Amendment INT-3 (20 August 2015)

This amendment is considered to be nonsubstantial based on the criteria set forth in Article 10(a) of Directive
2001/20/EC of the European Parliament and the Council of the European Union, in that it does not significantly
impact the safety or physical/mental integrity of subjects, nor the scientific value of the study.

The overall reason for the amendment: To update the safety language for diarrhea and other safety topics in the
Introduction, the background safety information for ibrutinib has been aligned with the recently updated ibrutinib
Investigator’s Brochure (IB) and other protocols within the clinical development program.

Applicable Section(s)  Description of Change(s)

Rationale: Clinical safety information for ibrutinib has been updated for consistency with both the ibrutinib
Investigator’s Brochure and other protocols within the ibrutinib clinical development program.

1.6 Lymphocytosis Clinical safety information for ibrutinib has been updated to show currently available data
and Leukostasis; for hematological adverse events (cytopenias, lymphocytosis, and leukostasis) and non-
1.7 Clinical Safety of = hematological adverse events (bleeding-related events, atrial fibrillation, diarrhea,
Ibrutinib infections, second primary malignancies, and rash). Additionally, information on tumor

lysis syndrome has been added to the non-hematological adverse event section.

Rationale: A correction has been made to the criteria used to determine complete response.

9.2.2.3. Response The length of the short axis of previously involved nodes before treatment has been
Categories corrected from 1.1 cm to 1.0 cm.

Rationale: The name of the co-development company for ibrutinib has changed from Pharmacyclics, Inc to
Pharmacyclics LLC.

Synopsis; “Pharmacyclics, Inc” has been changed to “Pharmacyclics LLC”.
1. Introduction

Rationale: To update the Sponsorship statement.

Title Page In the Sponsorship statement, replaced “Janssen R&D Ireland” with “Janssen Sciences
Ireland UC”.

Rationale: Typographical errors were noted.

Protocol Amendments Typographical errors in the Protocol Amendments section were corrected.
Section

10
Approved, Date: 19 December 2019



INJ-54179060 (ibrutinib) Clinical Protocol PCI-32765MCL3002 - Amendment INT-7

Amendment INT-2 (15 December 2014)

This amendment is considered to be substantial based on the criteria set forth in Article 10(a) of Directive
2001/20/EC of the European Parliament and the Council of the European Union.

The overall reason for the amendment: to update the protocol with safety-related information for monitoring
ocular events and atrial fibrillation, updates to potential risks with ibrutinib, and updates to administration of
ibrutinib with certain concomitant medications.

Applicable Section(s) Description of Change(s)

Rationale: Safety data from a Phase 3, randomized comparator-controlled (ibrutinib vs. ofatumumab) study of
ibrutinib monotherapy in subjects with CLL/SLL (ibrutinib: 195 subjects, ofatumumab: 191) showed that adverse
events in the System Organ Class of eye disorders (eg, vision blurred, dry eye, lacrimation increased) occurred at a
higher incidence in the ibrutinib arm (36.4%) compared with the ofatumumab arm (18.8%). All eye disorders were
reported as Grade 1 or 2 in severity for the ibrutinib arm. Therefore, instructions have been added to monitor for
ocular events.

Table 1 (footnote “§); 9.1.3 Treatment Phase; Review of systems should include inquiry of ocular

9.5 Safety Evaluations symptoms (eg, dry eye, watering eye/abnormal discharge, eye
pain, blurred vision/double vision, decreased visual acuity,
photophobia/sensitivity to light, floaters, flashing lights, and
eye irritation). Subjects should be referred to an
ophthalmologist for a formal examination if any Grade > 2
symptoms are reported.

Rationale: Potential risks associated with ibrutinib have been updated based on the 2014 IB (version 8.0) and new
risks (cytopenias, diarrhea) have been added. Important new information is provided below. A complete description
of each risk is provided in Section 1.7.

1.7 Clinical Safety of Ibrutinib

Cytopenias Treatment-emergent Grade 3 or 4 cytopenias (neutropenia,
thrombocytopenia, and anemia) were reported in subjects
treated with ibrutinib. Monitor complete blood counts
monthly.

Bleeding-related Events These include primarily minor hemorrhagic events such as
contusion, epistaxis, and petechiae; and major hemorrhagic
events including gastrointestinal bleeding, intracranial
hemorrhage, and hematuria (see also 12.3.3.1).

Cardiac Events Atrial fibrillation and atrial flutter have been reported in
subjects treated with ibrutinib, particularly in subjects with
cardiac risk factors, acute infections, and a previous history of
atrial fibrillation.

Diarrhea Approximately one-third of patients treated with ibrutinib
monotherapy and two-thirds treated with combination therapy
reported diarrhea.

Infection Fatal and non-fatal infections have occurred with ibrutinib
therapy. At least 25% of subjects with MCL and 35% of
subjects with CLL had Grade 3 or greater infections.

Other malignancies Other malignancies, most frequently skin cancers, have
occurred in subjects treated with ibrutinib.

Rash Rash has been commonly reported in subjects treated with
either single agent ibrutinib or in combination with
chemotherapy. Rash occurred at a higher rate in the ibrutinib
arm than in the ofatumumab arm in Study 1112. Most rashes
were mild to moderate in severity. Subjects should be closely
monitored for signs and symptoms suggestive of SJS.

11
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Rationale: The previous definition of a major hemorrhagic bleeding event has been broadened in scope to include
any bleeding event that is Grade 3 or higher, is considered a SAE, or any CNS hemorrhage/hematoma.
Section 12.3.3.2 is no longer needed with the addition of the fourth bullet under Section 12.3.3.1.

Synopsis; 11.7 Safety Analyses; 12.3.3.1 Major Previous definition:
Hemorrhage; 12.3.3.2 Intracranial Hemorrhage Any hemorrhagic event that is Grade 3 or greater in severity
(deleted) or that results in 1 of the following: intraocular bleeding
causing loss of vision, the need for a transfusion of 2 or more
units of red cells or an equivalent amount of whole blood,
hospitalization, or prolongation of hospitalization.
New definition:
e Any treatment-emergent hemorrhagic adverse event of
Grade 3 or higher. All hemorrhagic events requiring a
transfusion of red blood cells should be reported as
Grade 3 or higher adverse events per NCI CTCAE.
e Any treatment-emergent serious adverse event of
bleeding of any grade.
e Any treatment-emergent central nervous system
hemorrhage/hematoma of any grade.

Rationale: Atrial fibrillation and atrial flutter have been reported in subjects treated with ibrutinib, particularly in
subjects with cardiac risk factors, acute infections, and a previous history of atrial fibrillation. Instructions have been
added to periodically monitor subjects clinically for atrial fibrillation.

9.5 Safety Evaluations ECGs should also be performed at the investigator’s
discretion, particularly in subjects with arrhythmic symptoms
(eg, palpitations, lightheadedness or new onset dyspnea).

Rationale: The precautions for concomitant use of ibrutinib with the following drugs have been revised: CYP3A
inhibitors, CYP3A inducers, P-gp substrates, QT prolonging agents and antiplatelet agents and anticoagulants.
Relevant new information is provided below.
e The list of strong and moderate CYP3A inhibitors has been expanded and ibrutinib dose modifications
instructions for use with strong inhibitors revised.
e The percent decrease in ibrutinib plasma concentrations when ibrutinib is used concomitantly with strong
CYP3A inducers has been added.
Instructions for digoxin administration relative to ibrutinib administration added.
e Statement that concomitant use of ibrutinib and anticoagulants or medications that inhibit platelet function
may increase the risk of bleeding.
Statement added that there is no evidence of QT prolongation associated with ibrutinib.
Clarification to instructions for anticoagulation therapy (eg, atrial fibrillation).
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Approved, Date: 19 December 2019



JNJ-54179060 (ibrutinib)

Clinical Protocol PCI-32765MCL3002 - Amendment INT-7

8.3 Precautions with Concomitant Medications

Concomitant use of ibrutinib and drugs that strongly or
moderately inhibit CYP3A can increase ibrutinib exposure
and should be avoided. If the benefit outweighs the risk and a
strong CYP3A inhibitor must be used, reduce the ibrutinib
dose to 140 mg or withhold treatment temporarily (for 7 days
or less). If the benefit outweighs the risk and a moderate
CYP3A inhibitor must be used, monitor subject for toxicity
and follow dose modification guidance as needed. No dose
adjustment is required in combination with mild inhibitors.
Monitor patient closely for toxicity and follow dose
modification guidance as needed.

Administration of ibrutinib with rifampin, a strong CYP3A
inducer, decreases ibrutinib plasma concentrations by
approximately 90%.

To avoid a potential interaction in the GI tract, narrow
therapeutic range P-gp substrates such as digoxin should be
taken at least 6 hours before or after ibrutinib.

Use of ibrutinib in subjects requiring other anticoagulants or
medications that inhibit platelet function may increase the risk
of bleeding.

There is no evidence of QT prolongation with increasing
plasma concentrations of ibrutinib.

For subjects requiring the initiation of therapeutic
anticoagulation therapy (eg, atrial fibrillation), consider the
risks and benefits of continuing ibrutinib treatment. If
therapeutic anticoagulation is clinically indicated during the
course of the study, treatment with ibrutinib/placebo should
be held, and ibrutinib/placebo should not be restarted until the
subject is clinically stable and has no signs of bleeding.

Rationale: Instructions for the definition of maximal tumor reduction have been clarified.

Synopsis; Table 1 (PET scan); 9.2.1.2 Positron
Emission Tomography (PET Scan)

Deleted: At maximal tumor reduction (eg, CR or PR with
2 consecutive CT scans showing no further tumor reduction),
and at suspected disease progression, if a new lesion was
detected on CT.

Replaced with: Maximal tumor reduction defined as time of
CR or when 2 consecutive CT scans show no further tumor
reduction, and at suspected disease progression if a new
lesion was detected on CT.

Rationale: Clarification that the timeframe for collecting serum immunoglobulin and beta2 microglobulin samples
is the same (within = 7 days of the scheduled assessment day) as other assessments/procedures.

Table 1 (footnote “a”); 9.1.1 Overview

Assessments/procedures should be completed on the day
indicated in the Time and Events Schedule; if this is not
possible (eg, because of a weekend, holiday, emergency), the
assessment/procedure should be completed within 48 hours of
the scheduled day; PET, CT/MRI, serum immunoglobulin,
and beta2 microglobulins should be performed within £ 7
days of the scheduled assessment day. Laboratory results
must be reviewed before the start of the cycle. The last
assessment/procedure or laboratory result obtained prior to
randomization will be used to determine eligibility.

Approved, Date: 19 December 2019
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Rationale: Collection of minimal residual disease (MRD) samples has been clarified. It is also clarified that the
fresh lymph node biopsy should be collected at the timepoints outlined within the protocol even if a sample was not
collected at screening.

Table 1 (footnote “v); Abbreviations; 9.4.1 Original text:

Biomarker and Minimal Residual Disease Day 1 of Cycle 1, every 12 weeks in first 12 months

Assessments following CR, and every 16 weeks thereafter. Additional
blood samples will be collected for comparative MRD testing
in approximately the first 100 subjects with a CR (excluding
subjects at sites in China).

Changed to:

Day 1 Cycle 1 MRD (peripheral blood mononuclear cell
[PBMC]) sample to be collected on all subjects. At CR and
after as noted in table, CR MRD samples will be collected.
Additionally, MRD (PBMC) samples for comparative MRD
testing in approximately the first 100 subjects with a CR
(excluding subjects at sites in China) should be collected at
same time points as CR MRD, but only if Day 1 Cycle 1
MRD (PBMC) was collected.

Table 1 (footnote “aa”); 9.4.2 Formalin-Fixed A fresh lymph node biopsy also should be collected, if

Paraffin-Embedded Tumor Tissue and Lymph feasible, for biomarker evaluation (where local regulations

Node Biopsies and shipping logistics permit) during Screening (after
eligibility is determined) or prior to Cycle 1, and at the time
of progressive disease (even if screening sample was not
collected).

Rationale: Clarification to the description of ibrutinib; “white to off-white crystalline solid” was changed to “white
to off-white solid” and “capsule” has been added to describe the formulation.

1.3 Investigational Product Name and Description ~ Ibrutinib is a white to off-white solid. It has a single chiral
center and is the R-enantiomer. The investigational drug
product, ibrutinib, is an oral capsule formulation containing
micronized ibrutinib.

Rationale: In the rationale for changes for Amendment 1 it states that inclusion criteria #7 and #8 were modified by
deleting the specific timeframe (“within 14 days prior to randomization”) for laboratory parameters. However, in
error, the timeframe was not removed. Per this amendment, the timeframe has been deleted.

4.1 Inclusion Criteria (#7 and #8) Original text:
Hematology values must be within the following limits within
14 days prior to randomization:
Biochemical values within the following limits within
14 days prior to randomization:
Changed to:
Hematology values must be within the following limits:
Biochemical values within the following limits:

Rationale Instructions specific to ibrutinib administration for a missed dose have been updated for consistency with
the product label. In the event the drug is not taken at the schedule time it can be taken as soon as possible on the
same day.

6.3 Ibrutinib or Placebo Administration If a dose of study drug is not taken at the scheduled time, it
can be taken as soon as possible on the same day with a return
to the normal schedule the following day. The subject should
not take extra capsules to make up the missed dose.

Rationale: Clarification that concomitant therapies will be recorded on the CRF up to 30 days after the last dose of
any study treatment or until the start of a subsequent systemic anti-MCL therapy, if earlier.

Table 1 (row “Concomitant Medications™); The following concomitant therapies must be recorded in the

8 Concomitant Therapy; 12.3.1 All Adverse Events CRF throughout the study, beginning with signing of
informed consent form (ICF) to 30 days after the last dose of
any study treatment or until the start of a subsequent systemic
anti-MCL therapy, if earlier:
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Rationale: Clarification that data collection after the clinical cutoff will include response to treatment as assessed by
the investigator, and best response and progressive disease on subsequent anti-MCL therapy.

Table 1 (new footnote “1”); 9.1.5 Clinical Cutoffs The following data will be collected for all subjects, after the
clinical cutoff for the final analysis of PFS: survival data,
EQ-5D-5L (up to 3 times), and investigator assessment of
response to treatment. Best response as well as progressive
disease on subsequent anti-MCL therapy will also be
collected.

Rationale: The recommended supportive care for the treatment of leukostasis has been changed from leukapheresis
to cytoreduction and the guidance was updated accordingly.

1.6 Lymphocytosis and Leukostasis; 8.1 Permitted There were isolated cases of leukostasis reported in subjects

Medications treated with ibrutinib. A high number of circulating
lymphocytes (>400000/mm’) may confer increased risk; these
patients should be closely monitored. Administer supportive
care including hydration and/or cytoreduction as indicated.

Rationale: The Ibrutinib Investigator’s Brochure (IB) is updated yearly with the most current AEs incidence data
for ibrutinib monotherapy and combination therapy studies, and AEs leading to treatment discontinuation.
Therefore, previously reported AE data have been deleted and AEs leading to treatment discontinuation are listed
without incidence data.

1.7 Clinical Safety of Ibrutinib Monotherapy and combination therapy AE data have been
deleted and the following statements added:

Because ibrutinib is in clinical development, the safety profile
is not yet fully understood. Further investigation is necessary
to better understand the safety of ibrutinib. Therefore,
unanticipated side effects that have not been previously
observed may occur. A brief overview of the potential risks
associated with the administration of ibrutinib based on
sponsor-initiated clinical studies is presented in the ibrutinib
Investigator’s Brochure and is outlined below.

Rationale: The protocol has been modified to allow rituximab administration split over 2 days for not only TLS but
for other toxicities as well.

Table 2 (footnote “c”); 6.4.2 Rituximab For subjects with an increased risk of tumor lysis syndrome
(TLS) or other toxicities, rituximab can be split over a 2-day
period in Cycle 1 or throughout Cycles 1 to 6, to comply with
the study site’s practice.

Rationale: In the previous amendment it was incorrectly noted that the subject’s name would be removed from the
wallet card.

12.3.1 All Adverse Events The subject’s name has been added to the “wallet (study)
card" that he/she carries with them for the duration of the
study.

Rationale: IMBRUVICA is now a registered trademark; therefore, the registered trademark symbol has been
added. Furthermore, the specific reference to the US approval of IMBRUVICA on 13 Nov 2013 has been deleted
since it is also approved in countries outside the US.

Synopsis; 1 Introduction IMBRUVICA™ has been changed to IMBRUVICA®

Deleted: On 13 November 2013, the FDA approved ibrutinib
for the treatment of adult patients with MCL who have
received at least one prior therapy. This indication is based on
overall response rate. An improvement in survival or disease-
related symptoms has not been established.
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Rationale: Periodic reviews of the protocol template are conducted to provide corrections and improvements.

10.2 Discontinuation of Study Treatment

13.1. Procedures

16.2.2 Independent Ethics Committee or
Institutional Review Board

Section title has changed from “Discontinuation of
Treatment” to “Discontinuation of Study Treatment”.

“Investigational staff” changed to “study-site personnel”.

Clarification that documents will be submitted “as required by
local regulations”

Protocol amendments will be provided to IEC/IRB except for
amendments that are purely administrative with no
consequences for subjects, data or study conduct.

Rationale: Throughout the protocol, minor grammatical, formatting, or spelling changes were made where required,

or clarifications, if needed.

Approved, Date: 19 December 2019
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Amendment INT-1 (26 December 2013)

This amendment is considered to be substantial based on the criteria set forth in Article 10(a) of Directive
2001/20/EC of the European Parliament and the Council of the European Union.

The overall reason for the amendment: To update the protocol with new safety-related information and safety
instructions; further clarify study treatment dosing instructions and dose modifications; revise operational aspects of
the study; provide updates based on new information, and perform minor modifications and formatting changes.

Applicable Section(s) Description of Change(s)

Rationale: Clarification to the mechanism of action of ibrutinib.

Synopsis; Based on current information, the description of the
1 Introduction mechanism of action of ibrutinib as a potent,

orally-administered, covalently-binding small molecule
inhibitor of Bruton’s tyrosine kinase (BTK) has been update
in the protocol.

Rationale: On November 13, 2013 the FDA approved IMBRUVICA™ (ibrutinib) for the treatment of adult patients
with MCL who have received at least one prior therapy. This indication is based on overall response rate. An
improvement in survival or disease-related symptoms has not been established. Therefore, the statement below
indicating ibrutinib has not been approved has been deleted.

Synopsis; The following has been deleted: “Ibrutinib is an
1 Introduction investigational product that has not been approved for
marketing in any country.”
The trade name and text regarding the US approval have been
added.

Rationale: Addition of biomarker assessments; Fresh lymph node biopsies at Screening and at the time of
progressive disease may help to identify expression and mutation patterns of MCL and potentially predict response
or resistance to ibrutinib. Diagnostic block or slides may be evaluated for minimal residual disease (MRD) and
biomarkers.

A comparison between blood and bone marrow MRD results will be conducted in approximately the first
100 subjects with a CR to cross-validate globally accessible flow cytometry-based MRD assessments with highly
sensitive regionally restricted PCR-based analysis.

The timeframe for obtaining MRD samples has been added.

Synopsis; Time and Events Schedule; 3.1 A fresh lymph node biopsy sample should be collected if
Overview of Study Design; 9.1.1 feasible, for biomarker evaluation (where local regulations
Overview; 9.4.1 Biomarker and Minimal Residual and shipping logistics permit) during Screening (after
Disease  Assessments; 9.4.2  Formalin-Fixed eligibility is determined) or prior to Cycle 1, and at the time
Paraffin-Embedded Tumor Tissue and Lymph of progressive disease. If a fresh lymph node biopsy was
Node; 16.1 Study-Specific Design Considerations; performed during Screening to confirm MCL diagnosis, a
Attachment 5 portion of the sample may be used for the biomarker
evaluation. A portion of  the formalin-fixed
paraffin-embedded tumor (FFPE) block or slides collected for
confirmation of diagnosis may be evaluated for biomarker
assessments.

Additional blood samples will be collected for comparative
MRD testing in approximately the first 100 subjects with a
CR (except for subjects in China). The increased number of
samples and total blood volume are presented in
Attachment 5.

Clarification that blood samples for assessment of MRD will
be collected from all subjects on Day 1 of Cycle 1.
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Rationale: It may not be possible to perform the PET or CT/MRI assessment, PRO, and survival follow-up on the
scheduled day due to patient or site conflicts. Therefore, a +7 day window has been added to these assessments after
Cycle 6. The timeframe for performing the PET scan if a CR or PR is observed has been added.

Previously, the Time and Event Schedule indicated results of tests obtained prior to signing the informed consent
conducted as part of the subject’s standard care and CT, MRI, and bone marrow aspirate/biopsy assessment were to
be available before the first administration of study drug. These test results are now required prior to randomization.

Time and Events Schedule; For PET and CT/MRI, the test should be completed within

9.1.1 Overview; 9.1.2 Screening Phase; 9.2.1.2 =+ 7 days of the scheduled assessment.

Positron Emission Tomography (PET Scan);

9.2.1.3 Bone Marrow Assessment Whole body FDG-PET scan (skull base to the proximal
femur) is optional at Screening but mandatory within 30 days
of the time of maximal tumor reduction (eg, CR or PR with
2 consecutive CT scans showing no further tumor reduction),
and at suspected disease progression, if a new lesion was
detected on CT.

Results of tests obtained prior to signing the informed consent
conducted as part of the subject’s standard care may be used
for this study if performed within 30 days before the—first
administration—of study—drag randomization. CT, MRI, and

bone marrow aspirate/biopsy assessments performed up to

60 days before thefirst-dose-efstudy—drag randomization are

acceptable.

Rationale: Throughout the protocol, references to CYP3A4/5 have been corrected to CYP3A.

The average increase (ie, 26-fold) in ibrutinib exposure when administered in combination with ketoconazole was
provided in the protocol. The protocol has been updated with the actual increase for the C,. and AUCy . A
cross-reference to Section 8.2 was added for additional guidance on concomitant use of ibrutinib/placebo with
CYP3A inhibitors or inducers.

Guidance for the administration of CYP3A inhibitors and inducers during ibrutinib/placebo administration is
provided. In addition, new text has been added to describe the effect of ibrutinib as a weak inducer of CYP450
isoenzymes and a mild inhibitor of P-gp substrate.

Furthermore, the pharmacokinetic definitions for Ca, Cmin, and AUC,.s have been corrected, as plasma is
evaluated for these parameters.

Abbreviations; Synopsis; 1.4.2 Clinical Ketoconazole, a strong CYP3A inhibitor, increased ibrutinib
Pharmacokinetic Data; 4.2 Exclusion Criteria (#7); exposure (maximum observed plasma concentration [Cp.x]
6.3 Ibrutinib or Placebo Administration, 6.4.3 and area under the plasma concentration versus time curve
Ibrutinib or Placebo; 8 Concomitant Therapy; 8.3 from time zero to the time corresponding to the last
Precautions with Concomitant Medications; 9.2.3 quantifiable concentration [AUC..]) by 29- and 24-fold,
Endpoints; References; Attachment 4 respectively.

Avoid co-administration with strong or moderate CYP3A
inhibitors and consider alternative agents with less CYP3A
inhibition.

New text has been added to describe the effect of ibrutinib as
a weak inhibitor/inducer of CYP450 isoenzymes and a mild
inhibitor of P-gp.

A new reference website for CYP450 enzymes has been
added.

CYP3A4/5 has been corrected to CYP3A.

Rationale: Clarification made to the frequency of site visits throughout the study.

Time and Events Schedule; The frequency of site visits was clarified: Subjects will be

9.1.3 Treatment Phase seen at the site every 4 weeks during Cycles 1 to 6; then every
other cycle (ie, approximately every 8weeks) for study
procedures and assessments.
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Rationale: Hematology and chemistry laboratory assessments to determine subject eligibility for the study must be
performed within 14 days prior to randomization. This timeframe, previously mentioned in Section 4.1, Inclusion
Criteria, has been moved to the Time and Events Schedule and Screening Phase (Section 9.1.2) for site convenience
when referencing study procedures. It has also been clarified that the results of scheduled clinical laboratory samples
collected during the Treatment Phase must be available before any study treatment is administered.

Furthermore, more frequent monitoring of hematology parameters will be conducted during the first 12 cycles.
Hematology assessments will be performed every other week during Cycles 1 to 6, inclusive; and every 4 weeks
during Cycles 7 to 12, inclusive. Previously these samples were collected every 4 weeks and every 8 weeks,
respectively.

Time and Events Schedule; 4.1 Inclusion criteria Hematology and chemistry laboratory assessments must be
(#7 and #8); 9.1.1 Overview; 9.1.2 Screening within specified limits to determine subject eligibility. These
Phase; 16.1. Study-Specific Design Considerations; tests must be performed 14 days prior to randomization.
Attachment 5
New footnote was added to indicate that during the Treatment
Phase, clinical laboratory samples can be taken on the day of
or day prior to dosing, provided the results are available
before any study treatment is administered.

Hematology laboratory samples will be collected every other
week during Cycles 1 to 6, inclusive; and every 4 weeks
during Cycles 7 to 12, inclusive. As a result, the number of
hematology samples to be collected per subject in first year
has been increased from 10 to 20 samples; and the overall
volume of blood that will be collected increased from
approximately 250 mL to 350 mL.

Rationale: New data regarding the incidence and duration of ibrutinib treatment-related lymphocytosis and reports
of leukostasis have been added, and guidance for the treatment of leukostasis. The title of Section 1.6 has been
revised to reflect the discussion of both lymphocytosis and leukostasis.

1.6 Lymphocytosis and Leukostasis; 8.1 Permitted Current knowledge of reversible lymphocytosis and incidence
Medications; References of leukostasis observed with ibrutinib is described and a
supporting reference added (Stevenson et al, 2011).

Rationale: Safety data, since the time the original protocol was finalized, have been updated. These data included
information from the 2013 Investigator’s Brochure, the PCYC-04753 CSR, and the supporting publication for the
PCYC-1104-CA CSR (Wang, et al 2013). A cross-reference (Advani et al, 2012) for Study PCYC-04753 BTK
occupancy results has also been added to Section 3.2.3.

Synopsis; 1.5.1 Study PCYC-04753; 1.5.2 Study At the time of the original protocol (20 Dec 2012), safety data
PCYC-1104-CA; 1.7 Clinical Safety of Ibrutinib; for 312 subjects were available. Safety data as of 06 Apr 2013
1.9 Rationale for the Study; 3.2.1 Study Population for the 506 subjects treated with ibrutinib monotherapy and
and Study Treatment; 3.2.3 Ibrutinib Route of 130 subjects treated with ibrutinib in combination with
Administration and Dosing Schedule; References chemotherapy have been added.

Data regarding hemorrhagic adverse events occurring in
ibrutinib clinical studies have been updated.

Results of Study PCYC-1104-CA were revised based on the
Wang et al, 2013 publication.

The Rummel publication reference, reporting results from the
study of BR vs. R-CHOP, has been updated (2013).
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Rationale: Additional new safety information (other malignancies, rashes, and infection) based on studies
conducted with ibrutinib has been added. Other malignancies occurring in subjects treated in this study will be
reported and collected on the CRF. A description of other malignant diseases observed in subjects treated with
ibrutinib is also provided.

Synopsis; 1.7 Clinical Safety of Ibrutinib; Figure 1; In addition to all routine AE reporting, all new malignant

9.1.4 Posttreatment Follow-Up Phase; 9.1.5 tumors, including solid tumors, skin malignancies, and

Clinical Cutoffs; 12.3.4 Other Malignancies hematologic malignancies, are to be reported for the duration
of study treatment and during any protocol-specified
follow-up periods including post-progression follow-up for
overall survival.

Mild to moderate rashes have been observed with ibrutinib
alone or in combination with other drugs; and a single case of
Stevens-Johnson Syndrome (SJS) was reported

Infections (including sepsis, bacterial, viral, or fungal
infections) were observed in subjects with MCL
(> Grade 3; 25.2%) and CLL/SLL (> Grade 3; 37.6%). Some
of these infections have been associated with hospitalization
and death.

Rationale: The protocol has been revised to align with the NCCN guidelines and allow for inclusion of atypical
MCL subjects who may be CD5 negative. This change is supported by the publication by Liu, et al (2002).

Time and Events Schedule; 1.1 Mantle Cell Diagnosis of MCL must include morphology and expression

Lymphoma; References of either cyclin D1 in association with other relevant markers
(eg, CD19, CD20, PAXS5, CD5) or evidence of t(11;14) as
assessed by cytogenetics, FISH, or PCR.

Rationale: Details to describe personnel who may potentially be unblinded, conditions for unblinding treatment,
and the continuation of treatment if a subject is unblinded have been added.

5 Treatment Allocation and Blinding An explanation of the necessary personnel who will be
unblinded to treatment and the prevailing conditions for
unblinding was added to the protocol. If a subject’s treatment
assignment is unblinded he/she may continue the study
treatment if receiving clinical benefit.

Rationale: Additional details regarding treatment delays for toxicity have been added.

6.1 Study Treatment The start of a new cycle may be delayed on a weekly basis
until the subject recovers from the toxicity to a level allowing
continuation of therapy. The subject should be assessed
weekly until the toxicity resolves to a level allowing
continuation of therapy. If the toxicity persists after a 2-week
cycle delay, and is considered to be related to one specific
drug (eg, rituximab, ibrutinib, etc.), the offending drug can be
withheld and the new cycle may be started with the remaining
drugs.

Rationale: A recommendation to follow rituximab premedication guidelines has been added.

6.2 Bendamustine and Rituximab Administration It is strongly recommended that premedication guidelines are
also followed per rituximab package insert.

Rationale: Instructions specific to ibrutinib/placebo administration have been updated.

6.3 Ibrutinib or Placebo Administration Ibrutinib/placebo capsules should be swallowed whole and
should not be opened, broken, or chewed. If a dose of study
drug is missed it can be taken as soon as possible on the same
day with a return to the normal schedule the following day.
The subject should not take extra capsules to make up the
missed dose.
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Rationale: Discontinuation of one component of study treatment will not result in discontinuation of all study
treatment.

6.4 Dose Modification (through the section) Within this section it has been clarified that if any one
component of the study treatment (bendamustine, rituximab,
ibrutinib/placebo) is discontinued for toxicity, the study
treatment may continue with the other components.

Rationale: Bendamustine dose holding and discontinuation instructions have been added. Furthermore, it has been
clarified that dose re-escalation of bendamustine is not permitted.

6.4.1 Bendamustine Hydrochloride Bendamustine may be held for a maximum of 28 consecutive
days; a hold >28 days must be reviewed and approved by the
sponsor. Discontinue bendamustine permanently if it cannot be
restarted within 28 days due to toxicity.

Dose re-escalation of bendamustine is not permitted

Rationale: Rituximab dose holding and discontinuation instructions have been added. Previously, rituximab
administration may be split over a 2-day period for subjects at risk of tumor lysis syndrome (TLS) in Cycle 1 only;
this is now allowed for Cycles 1 through 6, if necessary, to comply with the study site’s practice.

Study Treatment Scheme; 6.4.2 Rituximab; Rituximab may be held for a maximum of 28 consecutive days;
8.1 Permitted Medications a hold >28 days must be reviewed and approved by the sponsor.
Discontinue rituximab permanently if it cannot be restarted
within 28 days due to toxicity.
For subjects with an increased risk of TLS, rituximab can be
split over a 2-day period in Cycle 1, or throughout Cycles 1 to 6,
to comply with the study site’s practice.

Rationale: Instructions for ibrutinib/placebo dose modification in the event of Grade 4 neutropenia occurring for
more than 14 days are now independent of the background therapy. In addition, instructions for Grade 3 or greater
neutropenia with infection or fever have been added and instructions for any Grade 3 or greater non-hematological
toxicity. Specific instructions for nausea, vomiting, and diarrhea have been removed.

6.4.3 Ibrutinib or Placebo Ibrutinib/placebo dose modifications for Grade 4 neutropenia
that persists for >14 days will be conducted according to the
instructions in Table 3. Therefore, the following text for Grade 4
neutropenia was deleted: “if receiving study drug only, actions
in the table below should be taken immediately. If receiving
concurrent BR and study drug, action should be taken if the
Grade 4 neutropenia persists for >14 days.”

Dose modification instructions were added for Grade 3 or
greater neutropenia with infection or fever and any Grade 3 or
greater non-hematological toxicity.

Rationale: QT prolongation is not expected with ibrutinib; the precaution for concomitant use of ibrutinib and
medications known to cause QT prolongation has been simplified.

8.3 Precautions with Concomitant Medications Any medications known to cause QT prolongation should be used
with caution; periodic monitoring with electrocardiograms (ECG)
and electrolytes should be considered.

Rationale: Instructions for concomitant use of ibrutinib and antiplatelet agents, anticoagulants, supplements such as
fish oil and vitamin E preparations have been updated.

8.3. Precautions with Concomitant Medications Warfarin or other vitamin K antagonists should not be
administered concomitantly with ibrutinib. Supplements such as
fish oil and vitamin E preparations should be avoided. Use
ibrutinib with caution in subjects requiring other anticoagulants
or medications that inhibit platelet function. Subjects with
congenital bleeding diathesis have not been studied. Ibrutinib
should be withheld at least 3 to 7 days pre- and post-surgery
depending upon the type of surgery and the risk of bleeding.
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Rationale: To date, the ocular adverse events observed in subjects treated with ibrutinib monotherapy clinical
studies do not indicate the need for additional monitoring. Therefore, this is no longer a required assessment.

Time and Events Schedule; 9.1.3 Treatment The following text has been deleted: Review of systems should

Phase; 9.5 Safety Evaluations; 11.7 Safety include inquiry of ocular symptoms (eg, dry eye, watering

Analysis eye/abnormal discharge, eye pain, blurred vision/double vision,
decreased visual acuity, photophobia/sensitivity to light,
floaters, flashing lights, and eye irritation). Subjects should be
referred to an ophthalmologist for a formal examination if any
Grade > 2 symptoms are reported.

Rationale: Correction to the range of scores for the 6 item subscale on the FACT-G from 0 to 21 to 0 to 24. In
addition, it has been clarified that the first PRO assessments should be performed prior to the first dose of study
treatment. Previously, these assessments were required prior to randomization. It has also been clarified that the
preferred time for conducting the PRO questionnaires is at the beginning of the clinic visits, prior to any procedures,
laboratory testing, or physician interactions. After Cycle 6, a time window of +/- 7 days for conducting PRO
assessments is added.

Time and Events Schedule; 9.1.2 Screening The FACT-G consists of three 7 item subscales scored 0 to 28

Phase; 9.1.3 Treatment Phase; 9.2.1.7 Patient- (physical well-being, social well-being, and functional

Reported Outcomes well-being) plus one 6 item subscale (emotional well-being)
scored 0 to 24.

The first FACT-Lym and EQ-5D-5L assessment will be
administered prior to the first dose of study treatment.

Rationale: Additional information for the Screening hepatitis B and C sample collection has been added.
Instructions for monitoring carriers with hepatitis B infection have been deleted as this will be performed on a case
by case basis.

Time and Events Schedule; 9.5 Safety Screening for Hepatitis B and C will include the following

Evaluations evaluations: Hepatitis B surface antigen, Hepatitis B core
antibody, and Hepatitis C antibody. Subjects who test positive
for Hepatitis B core antibody must have Hepatitis B DNA by
PCR performed and confirmed as negative prior to
randomization. Subjects who test positive for Hepatitis C
antibody are eligible if previously treated and achieved a
sustained viral response, defined as a negative viral load for
Hepatitis C after completion of the treatment for hepatitis.

Previous instructions for HBV monitoring were deleted.

Rationale: A statement has been added to clarify that anti-hormonal therapy may be administered to subjects
receiving ibrutinib.

8.1 Permitted Medications Anti-hormonal therapies are permitted, after discussion with the
sponsor’s medical monitor.

Rationale: Clarification that pregnancy tests are to be conducted only for women of childbearing potential.

Time and Event Schedule; 9.1.1 Overview Serum or urine pregnancy tests should be performed for women
of childbearing potential, as determined necessary by the
investigator or required by local regulation to establish the
absence of pregnancy at any time during the subject's
participation in the study.

Rationale: The definition of the baseline assessment has been expanded; baseline is defined as the time prior to
randomization, unless otherwise specified.

11.3.4 Baseline Assessments All demographic and baseline characteristics will be
summarized for the ITT population. The baseline value is
defined as the value collected at the time closest to, but prior to,
randomization, unless otherwise specified.
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Rationale: The protocol has been revised to be consistent with the Statistical Analysis Plan. The 3 planned safety
review meetings will be conducted approximately 2 months after enrollment of 40, 200, and 400 subjects, not at
1 month, as previously stated. The alpha spend for the final analysis of 0.0245 was corrected to 0.025

11.9 Independent Data Monitoring Committee The independent DMC may recommend stopping the study for
efficacy or futility if the pre-specified stopping boundary is
crossed. In addition to the ongoing safety monitoring and
planned interim analyses for efficacy and futility, 3 safety
review meetings are planned for approximately 2 months after
40 subjects, 200 subjects, and 400 subjects have been

randomized.

11.8 Interim Analysis

The alpha spend for the final analysis is 0.025.

Rationale: Periodic reviews of the protocol template are conducted to provide corrections and improvements.
Changes to the protocol template include the subject “wallet card”, Product Quality Complaints reporting, and
conditions for stopping biomarker analyses and the collection of additional FFPE material.

Title page; 9.4 Biomarkers; 12.3.1 All Adverse
Events; 13.1 Procedures

The EDMS and protocol version number were moved to the

cover page.

e If the study is terminated early or shows poor clinical
efficacy, completion of biomarker assessments is based on
justification and intended utility of the data. Additional
FFPE collections may be used to investigate mechanisms of
resistance and identify biomarkers associated with response
and resistance to ibrutinib therapy from previously collected
tumor samples during or after study completion for a
retrospective analysis.

e Subject name has been removed from the “wallet card” and
replaced with subject number and site number. Information
regarding breaking the blind in emergency situations (if
applicable) has been added.

e Change in the reporting period for Product Quality

Complaints from “as soon as possible” to “within 24 hours”.

Rationale: The list of study-specific materials provided to the sites has been revised according to company
operational standards. Some of these items may be provided via other processes, and the Eligibility Notification
Form is not applicable for this study.

15 Study-Specific Materials The following materials have been removed from the list:
ibrutinib and placebo capsules; NCI-CTCAE Version 4.03;

Eligibility Notification Form.

Rationale: Throughout the protocol references to ‘study drug’ - meaning ibrutinib or placebo - versus ‘study
treatment’ - meaning ibrutinib or placebo plus bendamustine and rituximab, have been clarified. Examples or
characterization of the changes are provided below.

Synopsis; Time and Events Schedule; 3.1  For the purposes of this study, ‘study drug’ refers to ibrutinib or

Overview of Study Design; 6 Dosage and
Administration; 7.1 Ibrutinib or Placebo
Compliance; 8 Concomitant Therapy; 9.1.3
Treatment Phase; 9.1.5 Clinical Cutoffs; 9.2.1.1
Radiographic Image Assessments (CT/MRI); 9.5
Safety Evaluations; 10.2 Discontinuation of
Treatment; 11.7 Safety Analyses; 12.2. Special
Reporting Situations; 12.3.1 All Adverse Events;
12.3.2 Serious Adverse Events; 14.3 Drug
Accountability 17.2.2  Required Prestudy
Documentation; 17.4. Source Documentation

placebo and ‘study treatment’ refers to ibrutinib/placebo,
bendamustine, and rituximab.

The Treatment Phase will extend from randomization until
discontinuation of all study treatment or the clinical cutoff for
the end of study.

The timeframe for collection data on concomitant medications
and adverse events, and study assessment and procedures now
reference study treatment instead of study drug, where
applicable.

An End of Treatment Visit will be scheduled within 30 days
after the last dose of the last study treatment.

The investigator is responsible for ensuring that all study
treatment received at the site is inventoried and accounted for
throughout the study and recorded in source documents.
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Rationale: For subjects without progressive disease after the clinical cutoff, efficacy data will continue to be
collected. Previously, efficacy assessments were to be conducted according to the schedule outlined in the protocol.
This has been changed to comply with the standard of care at the site.

Synopsis; 9.1.5 Clinical Cutoffs; 9.2.1.1
Radiographic Image Assessments (CT/MRI)

It has been clarified that after the clinical cutoff for the final
analysis of PFS, all subjects without progressive disease will
continue disease assessments, according to the standard of care
until disease progression.

Rationale: Throughout the protocol, minor grammatical, formatting, or spelling changes were made where
required, or clarifications, if needed. Examples are provided below.

16.2.5 Long-Term Retention of Samples for
Additional Future Research

4.2 Exclusion Criteria #10

7.1 Ibrutinib or Placebo Compliance

9.1.3 Treatment Phase

9.2.1.6 Physical Examination

9.2.2.2 Definition of Measurable and Assessable
Disease

9.5 Safety Evaluations

17.10 On-Site Audits

Time and Events Schedule

Study Treatment Scheme

Clarification was made to explain the meaning of ‘differential
drug responders’. This was changed to ‘differences in response’
to drug to the following: Samples collected in this study may be
stored for up to 15 years (or according to local regulations) for
additional research. Samples will only be used to understand
ibrutinib, to understand MCL, to understand differences in
response to drug and to develop tests/assays related to ibrutinib
and MCL. The research may begin at any time during the study
or the post-study storage period.

Cross-reference added for Section 9.5.

Not all study treatment will be provided by the IWRS.
Therefore, it has been clarified that the IWRS will be used to
assign only centrally supplied study treatment kits.

Clarified that the 28 days cycle begins with the administration
of BR.

Text has been corrected to clarify that physical examinations
will not be conducted during the Posttreatment Follow-up
phase.

The distinction that eligible subjects must have at least 1
measurable site of disease “by radiological assessment” was
deleted as it is stated elsewhere in this section.

It has been clarified that INR and/or prothrombin time are
acceptable laboratory evaluations for bleeding times.

Grammar correct to change the reference to the investigator as
‘they’ to ‘he/she’.

Instruction added that subject weight must be obtained within
14 days of randomization.

Clarification that study drug is to be administered before the
bendamustine infusion on the mornings designated for
pharmacokinetic sampling.

Approved, Date: 19 December 2019
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SYNOPSIS

A Randomized, Double-blind, Placebo-controlled Phase 3 Study of the Bruton's Tyrosine Kinase (BTK)
Inhibitor, PCI-32765 (Ibrutinib), in Combination with Bendamustine and Rituximab (BR) in Subjects
With Newly Diagnosed Mantle Cell Lymphoma

Ibrutinib (IMBRUVICA®; PCI-32765; INJ-54179060) is a first-in-class, potent, orally-administered,
covalently-binding small molecule inhibitor of Bruton’s tyrosine kinase (BTK) currently being
co-developed by Janssen Research & Development, LLC (JRD) and Pharmacyclics LLC for the treatment
of B-cell malignancies. Ibrutinib and PCI-32765 refer to the same molecule; hereafter, ibrutinib will be
used.

Despite recent progress, there remains an unmet medical need for patients with newly diagnosed mantle
cell lymphoma (MCL), particularly for those who are 65 years of age or older. Phase 1 and 2 studies
demonstrated that ibrutinib has activity in relapsed or refractory MCL with an overall response rate of
68% and a complete response (CR) rate of 21%. This study will evaluate whether the addition of ibrutinib
to standard treatment (bendamustine and rituximab [BR] followed by rituximab [R] maintenance) will
improve the outcomes of subjects with newly diagnosed MCL.

OBJECTIVES AND HYPOTHESIS

Primary Objective

The primary objective of this study is to evaluate whether the addition of ibrutinib to bendamustine and
rituximab will result in prolongation of progression-free survival (PFS) in subjects with newly diagnosed
MCL who are 65 years of age or older.

Secondary Objectives

Secondary objectives include evaluation of overall survival; CR rate; overall response rate (CR+ partial
response [PR]); patient-reported lymphoma symptoms and concerns as measured by the lymphoma (Lym)
subscale of the Functional Assessment of Cancer Therapy-Lymphoma (FACT-Lym); minimal residual
disease (MRD) negative rate; duration of response; time-to-next treatment (TTNT); safety of ibrutinib
when combined with BR; and to characterize the pharmacokinetics of ibrutinib and explore the potential
relationships between ibrutinib metrics of exposure with relevant clinical, pharmacodynamic, or
biomarker information.

Exploratory Objectives

Exploratory objectives are to evaluate patient-reported outcomes (PRO) related to well-being and general
health status utilizing the FACT-Lym and EuroQol (EQ-5D-5L); and to explore biomarkers identified
from other studies of ibrutinib in samples collected for MRD assessments.

Hypothesis

The primary hypothesis of the study is that ibrutinib in combination with BR compared with BR alone
will prolong PFS in subjects with newly diagnosed MCL who are 65 years of age or older.

OVERVIEW OF STUDY DESIGN

This is a randomized, double-blind, placebo-controlled, multicenter, Phase 3 study to compare the
efficacy and safety of ibrutinib in combination with BR with BR alone in subjects with newly diagnosed
MCL who are 65 years of age or older. Approximately 520 subjects will be randomized in a 1:1 ratio and
stratified by simplified mantle cell lymphoma international prognostic index (MIPI) score (low risk [0-3]
vs. intermediate risk [4-5] vs. high risk [6-11]).
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Subject eligibility will be determined up to 30 days prior to randomization. The Treatment Phase will
extend from randomization until discontinuation of all study treatment or the clinical cutoff for the end of
study. A cycle is defined as 28 days. All subjects will receive open-label BR background therapy for a
maximum of 6 cycles; subjects with a CR or PR will continue to receive open-label background therapy
with R maintenance every second cycle for a maximum of 12 additional doses (ie, Cycle 8, 10, 12, 14, 16,
18, 20, 22, 24, 26, 28, and 30). In addition to the background therapy, all subjects will receive blinded
study drug (ibrutinib or placebo). Subjects randomized to Treatment Arm A will receive placebo capsules
and subjects randomized to Treatment Arm B will receive ibrutinib capsules. Study drug will be
administered daily and continuously until disease progression, unacceptable toxicity, or study end.

Subjects with stable disease after initial chemoimmunotherapy (BR+ibrutinib/placebo) should continue
treatment with ibrutinib/placebo until disease progression, unacceptable toxicity, or study end. Subjects
with progressive disease must discontinue all study treatment. For subjects who discontinue background
therapy and do not have progressive disease, treatment with study drug will continue until disease
progression or unacceptable toxicity or the clinical cutoff for the final analysis of PFS. Subjects receiving
BR, R, or ibrutinib at the clinical cutoff for the final analysis of PFS will continue open-label treatment
until disease progression or unacceptable toxicity. Placebo will be stopped when the study is unblinded
for the clinical cutoff for the final analysis of PFS.

Four clinical cutoffs are planned. The first 3 clinical cutoffs will occur when approximately 134, 180, and
265 PFS events have been observed, respectively. The interim analyses and the final analysis of PFS will
take place at these 3 clinical cutoffs; subject treatment assignment will be unblinded and placebo
treatment will be stopped at the clinical cutoff for the final analysis of PFS. Treatment unblinding and
stopping of placebo treatment may occur before the planned final analysis of PFS if recommended by the
independent Data Monitoring Committee (DMC) after an interim analysis. The last cutoff will occur at
the end of study, when 60% of the randomized subjects have died or the sponsor terminates the study,
whichever comes first. Assessment of tumor response and progression will be conducted in accordance
with the Revised Response Criteria for Malignant Lymphoma.

SUBJECT SELECTION

Key eligibility criteria include the following: subjects who are 65 years of age or older; have confirmed
MCL diagnosis; and Stage II, 111, or IV disease by Ann Arbor Classification. Subjects also must have had
no prior therapy for MCL; must have at least 1 measurable site of disease; and have Eastern Cooperative
Oncology Group (ECOG) performance status grade of 0 or 1.

DOSAGE AND ADMINISTRATION

Bendamustine hydrochloride will be administered as a 90 mg/m” intravenous (IV) infusion on Days 1 and
2 of Cycles 1 to 6, for a maximum of 6 cycles, unless progression of disease or unacceptable toxicity is
encountered prior to Cycle 6. Rituximab will be administered as a 375 mg/m” IV infusion on Day 1 of
Cycles 1 to 6; subjects with a CR or PR will continue to receive rituximab on Day 1 of every second cycle
for a maximum of 12 additional doses, unless progression of disease or unacceptable toxicity is
encountered. Subjects will be randomized in a 1:1 ratio to receive blinded study drug. Starting at Cycle 1,
Day 1 study drug 