Study Title: Optimizing post-allogeneic hematopoietic cell transplant outcomes for lymphoma using ibrutinib

IND Number: 130292 NCT02869633

Vanderbilt Protocol Number: VICCCTT1651

Sponsor-Investigator: Bhagirathbhai R. Dholaria, MD

Co-Investigators:
¢ Vanderbilt: Nishitha Reddy, MD; Olalekan Oluwole, MD; Jonathan Irish, PhD
e Stanford: David Miklos, MD
o Dana Farber Cancer Center: Edwin Pascal Alyea, Ill, MD and Joseph H. Antin, MD
o MD Anderson Cancer Center: Sairah Ahmed, MD and Chitra Hosing, MD
¢ University of Alabama, Birmingham: Luciano Costa, MD, PhD

e University of Kansas: Joseph McGuirk, DO

Statistician: Heidi Chen, PhD; Center of Quantitative Sciences, Vanderbilt-lIngram Cancer Center

Providing drug and funding for the study: Janssen Scientific Affairs, LLC

Protocol Version: v7 December 9, 2020

VICC BMT1651 Protocol v7: 2020DEC09 Page 1 of 107



Table of Contents:

®NOORAWDN -~

Synopsis

Introduction

Primary Objective

Secondary and Exploratory Objectives
Scientific Rationale

Ibrutinib

Correlative Studies

Correlative Study Description
Eligibility Criteria: Inclusion

. Eligibility Criteria: Exclusion

. Dose Modification for Adverse Reaction
. Prohibition and Restrictions

. Concomitant Medications

. Management of Immunosuppression

. Management of Corticosteroids

. Prophylaxis for Infection

. Use of Donor Lymphocyte Infusion (DLI)
. Efficacy Measurement

. Registration of Patient

. Study Schedule

. Subject Withdrawal

. Study Table

. Drug Shipment

. Statistical Analyses Plan

. Safety Data Collection and Reporting

. Study Administration and Investigator Obligations

Appendices
Appendix 1
Appendix 2
Appendix 3
References

VICC BMT1651 Protocol v7: 2020DEC09 Page 2 of 107

Page Number

74
78
87
106



1. SYNOPSIS

Title

Optimizing post-allogeneic hematopoietic cell transplant outcomes for lymphoma using
ibrutinib

Background

Given the emergence of non-hematopoietic cell transplant (HCT) options for this patient
population, and the relatively high risk of non-relapse mortality (NRM) associated with
HCT, only patients with advanced disease (and thus at a high risk for post HCT relapse)
are typically referred for transplant. HCT has become increasingly safe, but relapse post
HCT and immune mediated disorders after HCT (viz. graft-versus-host disease, GVHD)
remain the main obstacles to successful outcome. Maintaining control of the neoplasm in
the early post HCT period until GVT is established should lead to improved outcomes.

Primary Objective

To study the use of ibrutinib starting between days 60 and day 90 after allogeneic HCT
until 12 months post HCT to improve the PFS at 12 months post HCT by 25% compared
to historical controls in patients with MCL and CLL.

Secondary
Objective:

CLL/MCL cohort (Cohort A)

o Toincrease the incidence of successful outcome (defined as lack of
requirement of second line therapy for acute GVHD, lack of NIH severe
chronic GVHD, lack of progression or relapse of CLL/MCL, lack of death from
disease or non-relapse causes) to at least 60% at 1 y post HCT.

e To study the safety and tolerability of ibrutinib post HCT in patients enrolled on cohort
A (CLL and MCL) and cohort B (follicular center cell ymphoma [FL] and Hodgkin
lymphoma [HL]).

e Acute GVHD

o To study the incidence of grade 3-4 acute GVHD in the first 6 months post
HCT in patients with non-Hodgkin and Hodgkin lymphoma (cohort A and B
combined).

o To study the incidence of second line therapy (systemic only) for acute GVHD
in the first 6 months post HCT in patients with non-Hodgkin and Hodgkin
lymphoma (cohort A and B combined).

o To study the incidence of recurrent acute GVHD in the first 6 months post
HCT in patients with non-Hodgkin and Hodgkin lymphoma (cohort A and B
combined).

e Chronic GVHD

o To study the incidence and severity of chronic GVHD in the first 12 months
post HCT in patients with non-Hodgkin and Hodgkin lymphoma (cohort A and
B combined).

o To study the incidence of lung involvement with GVHD in the first 12 months
post HCT in patients with non-Hodgkin and Hodgkin lymphoma (cohort A and
B combined).

o To study the incidence of sclerotic skin chronic GVHD in the first 12 months
post HCT in patients with non-Hodgkin and Hodgkin lymphoma (cohort A and
B combined)

e To study the incidence of infectious deaths not related to GVHD in patients with non-
Hodgkin and Hodgkin lymphoma (cohort A and B combined).

e Correlative studies

o Cohort A: To study the association of MRD as detected by IgH sequencing
prior to starting ibrutinib and compare to post ibrutinib at month 6, 9 and 12
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after HCT. In addition to study the impact of onset of new acute or chronic
GVHD on MRD.

Cohort A: To study the association of T-cell clonality by T cell receptor (TCR)
Vb sequencing prior to starting ibrutinib and compare to post ibrutinib at month
6, 9 and 12 after HCT. In addition to study the impact of onset of new acute or
chronic GVHD on TCR sequencing.

Cohort A: To study the association of B cell receptor signaling pathways and
immune function with response by single cell mass cytometry prior to starting
ibrutinib and compare to post ibrutinib at month 6, 9 and 12 after HCT.

Cohort A: To study the association of single cell mass cytometry that
investigates B cell receptor signaling and its association with new acute or
chronic GVHD on BCR signaling.

Inclusion criteria

e Pre-SCT

O

Adult (= 18 y) patients undergoing their first T cell replete allo-HCT chronic
lymphocytic leukemia (CLL), Hodgkin Lymphoma (HL), or the following
subtypes of Non-Hodgkin lymphoma: Mantle cell ymphoma (MCL) and
follicular center cell lymphoma (FL)
Meeting institutional criteria for allo-HCT. Ejection fraction by echocardiogram
or MUGA >40%, pulmonary function test with adjusted DLCO = 60%
Matched (8/8) or mismatched (7/8) related, unrelated HCT
Stem cell source: bone marrow, peripheral blood stem cell
Disease criteria:
Cohort A:
CLL
-Disease burden: lymph node size <6cm and/or extra-nodal involvement <5
cm
AND
-17 p deletion (detected by any assay) (220% of cells involved if assay is
conventional cytogenetics or FISH) or NOTCH mutation at any time point
during disease course. Patient should have received at least 1 line of
therapy. Prior ibrutinib therapy is permitted.
OR
-Relapsed/refractory CLL = 2 lines of therapy. Prior ibrutinib therapy is
permitted

MCL

-Disease burden: lymph node size <5 cm and/or extra-nodal involvement < 5
cm

AND

--Relapsed/refractory MCL = 1 line of therapy. Prior ibrutinib therapy is
permitted. Prior autologous HCT is permitted

OR

-MCL blastoid variant in CR1 or MCL being considered for allo HCT in CR1
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Cohort B:

FL

- Disease burden: lymph node size <5¢cm and/or extra-nodal involvement <5
cm

AND

-Relapsed/refractory FL = 2 lines of therapy. Prior ibrutinib therapy is
permitted

HD

- Disease burden: lymph node size <6cm and/or extra-nodal involvement <5
cm

AND

-Relapsed/refractory HD = 2 lines of therapy

Prior to administration of ibrutinib (day 60 to day 90 post HCT)

o KPS 260%

o Engraftment of neutrophils (ANC = 1.0 X1079/L) for 3 days without g-csf
support

o Platelets >100,000/mm?3 or >50,000/mm? if bone marrow involvement
independent of transfusion support in either situation

o GFR > 30 ml/min

o LFTs (ALT and AST) < 3 X ULN; total bilirubin < 1.5 mg/dL XULN unless
bilirubin rise is due to Gilbert’'s syndrome or of non-hepatic origin

o Predominant donor chimerisms of 2 51% as measured by CD3 and CD33 (or
other myeloid marker)

e Pre-SCT

o Progression of CLL or MCL or FL or HD at time of transplant

o Use of Coumadin (warfarin) or other vitamin-K antagonists for
anticoagulation. Non-coumadin anticoagulation is permitted.

o Active uncontrolled CNS involvement

o Active uncontrolled bacterial or invasive fungal infections

o History of malignancy other than the underlying disease unless treated with a
curative intent and/or no evidence of disease for at least 3 y OR expected to
be cured with SCT

o Planned use of post-HCT cyclophosphamide for GVHD prophylaxis

Exclusion criteria o Anticipated planned donor lymphocyte infusion in the first 3 months post-SCT

o T cell depleted HCT

o Umbilical cord HCT

o History of stroke or intracranial hemorrhage within 6 months prior to
enrollment.

o Clinically significant cardiovascular disease such as uncontrolled or

symptomatic arrhythmias, congestive heart failure, or myocardial infarction
within 6 months of Screening, or any Class 3 (moderate) or Class 4 (severe)
cardiac disease as defined by the New York Heart Association Functional
Classification.
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e Prior to administration of ibrutinib (day 60 to day 90 post SCT)

O

o]
o]

In the critical care unit, or use of mechanical ventilation or use of renal
replacement therapy at any time post SCT and prior to administration of
ibrutinib

Active uncontrolled stage 3-4 acute Gl GVHD prior to administration of
ibrutinib

Active uncontrolled stage 4 acute liver GVHD prior to administration of
ibrutinib

Evidence of progressive disease as compared to pre-SCT (persistence of
disease is permitted)

Anticipated planned donor lymphocyte infusion in the first 3 months post-SCT
Active uncontrolled bacterial or invasive fungal infections

Prednisone equivalent of >2mg/kg for treatment of GVHD prior to
administration of ibrutinib

Use of second line systemic therapy for treatment of acute GVHD prior to
administration of ibrutinib

Any life-threatening illness, medical condition, or organ system dysfunction
which, in the investigator’s opinion, could compromise the subject’s safety,
interfere with the absorption or metabolism of ibrutinib capsules, or put the
study outcomes at undue risk including the presence of chronic/active HBV
and HBC infections and Child-Pugh Class C.

Major surgery or a wound that has not fully healed within 4 weeks of starting
ibrutinib

Requires anticoagulation with warfarin or equivalent vitamin K antagonists
(e.g., phenprocoumon).

Requires chronic treatment with strong CYP3A inhibitors

Vaccinated with live, attenuated vaccines within 4 weeks of starting ibrutinib

Study schedule

Patients will start ibrutinib at a dose of 420 mg by mouth once a day between day 60-90
post HCT and continue until 1 y post HCT.

Patients on azoles will start ibrutinib at a dose of 140 mg by mouth once a day between
day 60-90 post HCT and continue until 1 year post HCT.

Patients using Posaconazole as outlined in section 11.2 will start ibrutinib at a dose of 70
mg by mouth once a day between day 60-90 post HCT and continue until 1 year post

HCT.

2. INTRODUCTION

Chronic lymphocytic leukemia (CLL) and mantle cell lymphoma (MCL) represent the heterogeneity of
B-cell Non-Hodgkin lymphoma, with varying natural histories and pathobiology. Interestingly, targeting
the B-cell receptor signaling pathway using ibrutinib, a Bruton tyrosine kinase inhibitor, favorably
impacts both of these diseases’®. Despite advances in both cytotoxic and immunotherapeutic
approaches, an allogeneic hematopoietic cell transplant (HCT) is the only curative option”'". This is
primarily mediated by graft-versus-tumor (GVT) effect'>'*. Given the emergence of non-HCT options for
this patient population, and the relatively high risk of non-relapse mortality (NRM) associated with HCT,
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only patients with advanced disease (and thus at a high risk for post HCT relapse) are typically referred
for transplant. HCT has become increasingly safe, but relapse post HCT and immune mediated
disorders after HCT (viz. graft-versus-host disease, GVHD) remain the main obstacles to successful
outcome. Maintaining control of the neoplasm in the early post HCT period until GVT is established
should lead to improved outcomes. Use of conventional cytotoxic agents is not practical in the early
post HCT period.

We propose the following primary objective: to study the use of ibrutinib starting between day 60 and
day 90 after HCT until 12 months post HCT to improve the progression-free survival (PFS) at 12
months post HCT by 25% compared to historical controls in patients with of CLL and MCL (cohort A).

GVHD is a complex immune phenomenon that is

Antibody production Cytokine production

classically defined as acute and chronic and g @ &
affects a variety of organ systems. The initial - -
phase of GVHD is primarily T cell mediated. §\E o = —— \gﬁ)
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abrogated by disrupting the signaling downstream - .

of the BCR?'. Thus, it is conceivable that using inorstunidl Sinties Brosss il

ibrutinib post HCT may not only lead to effective
tumor control but down modulate GVHD. Based
on these data, ibrutinib was studied as a single

Figure 1: The various functions of the normal B cell
in the setting of HCT

agent for established chronic GVHD
(NCT02195869) and approved for chronic GVHD after failure of one or more lines of systemic therapy.
It is likely that the effect on GVHD may be prevalent in patients with other lymphomas as well.

Thus, in the secondary objective: we propose to study the safety, tolerability and impact on acute and
chronic GVHD. This aim will encompass diagnoses other than CLL and MCL and will include follicular
center cell lymphoma (FL) and Hodgkin lymphoma (HL) (Cohort B).

3. PRIMARY OBJECTIVE

To study the use of ibrutinib starting between day 60 and day 90 after allogeneic HCT until 12 months
post HCT to improve the PFS at 12 months post HCT by 25% compared to historical controls. The
sample size is designed to address this primary endpoint.

4. SECONDARY AND EXPLORATORY OBJECTIVES
e CLL/MCL cohort (Cohort A)

o Toincrease the incidence of successful outcome (defined as lack of requirement of second
line therapy for acute GVHD, lack of NIH severe chronic GVHD, lack of progression or
relapse of CLL/MCL, lack of death from disease or non-relapse causes) to at least 60% at 1
year post HCT.
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To study the safety and tolerability of ibrutinib post HCT in patients with non-Hodgkin lymphoma
(NHL) and HL (cohort A and B combined)

Acute GVHD

o To study the incidence of grade 3-4 acute GVHD in the first 6 months post HCT in patients
with NHL and HL (cohort A and B combined)

o To study the incidence of second line therapy (systemic only) for acute GVHD in the first 6
months post HCT in patients with NHL and HL (cohort A and B combined)

o To study the incidence of recurrent acute GVHD in the first 6 months post HCT in patients
with NHL and HL (cohort A and B combined)

Chronic GVHD

o To study the incidence and severity of chronic GVHD in the first 12 months post HCT in
patients with NHL and HL (cohort A and B combined)

o To study the incidence of lung involvement with GVHD in the first 12 months post HCT in
patients with NHL and HL (cohort A and B combined)

o To study the incidence of sclerotic skin chronic GVHVD in the first 12 months post HCT in
patients with NHL and HL (cohort A and B combined)

To study the incidence of infectious deaths not related to GVHD in patients with non-Hodgkin and
Hodgkin lymphoma (cohort A and B combined)

Correlative studies

o Cohort A: To study the association of MRD as detected by IgH sequencing prior to starting
ibrutinib and compare to post ibrutinib at month 6, 9 and 12 after HCT. In addition to study
the impact of onset of new acute or chronic GVHD on MRD.

o Cohort A: To study the association of T-cell clonality by T cell receptor (TCR) Vb sequencing
prior to starting ibrutinib and compare to post ibrutinib at month 6, 9 and 12 after HCT. In
addition to study the impact of onset of new acute or chronic GVHD on TCR sequencing.

o Cohort A: To study the association of B cell receptor signaling pathways and immune
function with response by single cell mass cytometry prior to starting ibrutinib and compare
to post ibrutinib at month 6, 9 and 12 after HCT.

o Cohort A: To study the association of single cell mass cytometry that investigates B cell
receptor signaling and its association with new acute or chronic GVHD on BCR signaling.

5. SCIENTIFIC RATIONALE

5.1 Rationale for Use of Ibrutinib Post HCT-Control of Neoplasm

Ibrutinib is a first-in-class, potent, orally administered covalently-binding inhibitor of Bruton’s
tyrosine kinase (BTK). Inhibition of BTK blocks downstream BCR signaling pathways and thus
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prevents B-cell proliferation. In vitro, ibrutinib inhibits purified BTK and selected members of the
kinase family with 10-fold specificity compared with non-
BTK kinases. The phosphorylation and activation of BTK by
Src family protein kinases (e.g.: LYN, SYK) leads to PLCy2
phosphorylation, calcium mobilization and activation of
downstream pathways (AKT, MAP kinase, NFkB) that leads
to changes that promote cell differentiation, proliferation and
survival??23, |brutinib covalently binds to a cysteine residue
in the BTK active site and irreversibly inhibits BCR signaling
downstream of BTK. In vivo, ibrutinib reduces the
phosphorylation of BTK, PLC y2, AKT, and ERK B j”cﬂyears) “
pathways?*. Similar effects were observed in vitro in MCL
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cells. NFkB downregulation was not Figure 2: Outcome of 46 patients with CLL/MCL after first HCT at
limited to peripheral blood but was also Vanderbilt University Medical Center. Cumulative incidence of failure by
noted in bone marrow and Iymph nodes. 1y post HCT (defined as requirement of second line therapy of acute
BTK is a member of the Tec kinase GVHD, development of NIH moderate to severe chronic GVHD, death
family that transmits Signals from due to relapse/progression, death due to non-relapse causes) was 50%.

various cell surface receptors most

prominently from the BCR. BTK plays a role in the intermediate stages of BCR signaling cascade and is
commonly overexpressed in MCL and CLL?. Ibrutinib (IMBRUVICA™) is approved by the U.S. Food
and Drug Administration (FDA) for the treatment of patients with chronic lymphocytic leukemia (CLL) or
mantle cell ymphoma (MCL) who have received at least one prior therapy and in CLL patients with del
17. In January 2015, it was approved for Waldenstrom’s macroglobulinemia. In August 2017, it was
approved for chronic GVHD after failure of one or more lines of systemic therapy. Patients undergoing
HCT remain at a high risk of relapse post-HCT. Continued post-HCT treatment may be of benefit until
GVT has had a chance to eliminate the neoplasm. Thus, patients on the proposed study will start
ibrutinib post-HCT, to see if post-HCT use can decrease the risk of relapse or progression. For the
most comprehensive nonclinical and clinical information regarding ibrutinib background, safety,
efficacy, and in vitro and in vivo preclinical activity and toxicology of ibrutinib, refer to the latest version
of the ibrutinib USPI.

5.2 Rationale for Use of Ibrutinib Post HCT-Impact on GVHD Biology

Ibrutinib is a first-in-class, potent, orally administered covalently-binding inhibitor of Bruton’s tyrosine
kinase (BTK) and may be a more potent B cell malignancy drug than rituximab*26. BTK is a critical
intermediate in BCR signaling #’. It is a non-receptor tyrosine kinase belonging to the Tec family of
kinases (TFKs), and critical for B cell processes effected by the BCR? . Individuals who lack functioning
BTK lack circulating B cells and are unable to produce immunoglobulins or mount humoral immune
responses?. BCR ligation leads to BTK activation which subsequently phosphorylates phospholipase
Cy2 (PLCy2) triggering a series of downstream events including transcriptional regulation involving NF-
kB and NFAT?".BTK appears to regulate B cell survival by triggering the classical pathway in response
to BAFF under both BCR and BAFF-R signaling?®. Ibrutinib is also an irreversible inhibitor of interleukin-
2 inducible kinase (ITK). ITK is involved in proximal T-cell receptor (TCR) signaling which activates the
signaling cascade that includes NFAT, NFkB, and MAPK pathways resulting in T cell activation. ITK
has a dominant role in the activation of Th2 cells, but not in Th1 cells.

GVHD is a complex immune phenomenon that is classically defined as acute and chronic and affects a
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variety of organ systems. The initial phase of GVHD is primarily T cell mediated. Figure 1 shows the
various roles of the normal B cell. Adequate pre-clinical and clinical data shows that B-cell dysfunction
contributes to chronic GVHD'%17:19:30:31 - Pre_clinical data shows that part of this dysfunction is due to
hyper-responsiveness of the B-cell receptor (BCR), which can be abrogated by disrupting the signaling
downstream of the BCR?'.

Thus, it is conceivable that using ibrutinib post HCT, may not only lead to effective tumor control but
may down modulate GVHD as well. Ibrutinib was studied as a single agent for established chronic
GVHD (NCT02195869) and has been approved by the FDA for treatment of chronic GVHD after failure
of 1 or more systemic therapies. However, the relationship between early ibrutinib use post-
transplantation and the incidence (and severity of) GVHD development has not been examined and
may impact NRM. The RP2D in patients with established chronic GVHD is 420 mg.

5.3 Rationale for Duration of Ibrutinib Post HCT

Although the incidence of complete response (CR) in MCL and CLL in the non-transplant population is
low"4® | the incidence of CR post HCT is higher. Also, it is expected that GVT will be the final pathway
to effect cure. The role of ibrutinib post HCT is to maintain effective tumor control until GVT is
established. In the absence of clinical GVHD, immunosuppressive therapy (IST) is tapered starting at
day 100, with a goal of IST cessation by 6 months post HCT. Thus, stopping ibrutinib at 12 months post
HCT in patients who have achieved a CR reflects a time point at which one would expect GVT to be
established. Also, it is expected that ibrutinib may down modulate chronic GVHD. It is not clear if
ibrutinib can facilitate transplantation tolerance. We hypothesize that using ibrutinib starting at day 60-
90 post HCT until 12 months post HCT, will increase the incidence of a successful outcome by 25%
compared to historical controls. The correlative studies will address molecular monitoring of disease (in
cohort A), mechanisms of relapse of disease and development (or lack of) GVHD.

54 Rationale for Composite Secondary Endpoint

Typically, IST is continued until day 100 post HCT followed by a planned taper and attempts at IST
cessation by day 180-day 270. Recurrent acute GVHD, grade 3-4 acute GVHD and severe chronic
GVHD (as defined by NIH criteria)®? represents the cohort of patients most likely to experience high risk
of NRM33-% Patients at high risk of early post HCT relapse or persistence of disease at day 30 post
HCT are often managed by forced IST tapers to elicit GVT. This often increases the risk of early GVHD
and sets the stage for chronic GVHD. Although the primary objective of the proposed study is
improvement in PFS in patients with MCL and CLL, this endpoint is intertwined with risk of NRM from
GVHD. The sample size is designed to address this primary objective and stopping rules have been
developed to ensure safety. In addition, we propose a composite secondary endpoint. A successful
outcome post HCT is defined as lack of recurrence of the underlying disease with achievement of
transplantation immunological tolerance, typically documented as cessation of all immunosuppression
without active GVHD and functional immune reconstitution. As these endpoints can be distant, we
propose a composite secondary endpoint to be measured at 12 months post HCT with success being
defined as lack of progression or recurrence of disease, lack of second line therapy for acute GVHD,
lack of NIH severe chronic GVHD and lack of death. In review of our single center data (2002-2013) of
46 patients with CLL (N=31) and MCL (N=15) undergoing their first HCT, the cumulative incidence of
success at 1y post HCT (lack of relapse or progression, lack of second line therapy for acute GVHD,
lack of NIH moderate to severe chronic GVHD) was only 50% (Figure 2) (unpublished institutional
data).
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6. IBRUTINIB

Ibrutinib is a first-in-class, potent, orally administered covalently-binding inhibitor of Bruton’s tyrosine
kinase (BTK) and interleukin-2-inducible kinase (ITK). Inhibition of BTK blocks downstream BCR
signaling pathways and thus prevents B-cell proliferation. In vitro, ibrutinib inhibits purified BTK and
selected members of the kinase family with 10-fold specificity compared with non-BTK kinases. Ibrutinib
(IMBRUVICA™) is approved by the U.S. Food and Drug Administration (FDA) for the treatment of
patients with the following conditions:

¢ Mantle cell ymphoma (MCL) who have received at least one prior therapy. Accelerated approval
was granted for this indication based on overall response rate. Continued approval for this
indication may be contingent upon verification and description of clinical benefit in a confirmatory
trial.

e Chronic lymphocytic leukemia (CLL)/Small lymphocytic lymphoma (SLL)

e Chronic lymphocytic leukemia (CLL)/Small lymphocytic lymphoma (SLL) with 17p deletion

e Waldenstrdom’s macroglobulinemia (WM)

e Marginal zone lymphoma (MZL) who require systemic therapy and have received at least one prior
anti-CD20-based therapy Accelerated approval was granted for this indication based on overall
response rate. Continued approval for this indication may be contingent upon verification and
description of clinical benefit in a confirmatory trial.

e Chronic graft versus host disease (cGVHD) after failure of one or more lines of systemic therapy

6.1 Summary of Non-Clinical Data

For the most comprehensive nonclinical and clinical information regarding ibrutinib background, safety,
efficacy, and in vitro and in vivo preclinical activity and toxicology of ibrutinib, refer to the latest version
of the ibrutinib USPI.

6.2 Data on Use of Ibrutinib Post-HCT

NCT02195869 investigated the role of single agent ibrutinib in patients post HCT for established
steroid-refractory or dependent chronic GVHD, and a dose of 420 mg orally once a day was
established as the recommended dose for chronic GVHD.

Ibrutinib has been used post HCT for CLL and MCL for management of recurrent disease. Coutre et al
reported on 16 patients who had received an HCT prior to ibrutinib in studies 1102, 1109, 1112 and
1117 were pooled to consolidate the experience of treating patients with Ibrutinib after HCT failure.
Median time since the most recent HCT was 27 months (range, 8-115). Best overall response rate
(ORR) was 87.5% and was consistent with results observed in the overall /broader population. The
authors concluded that Ibrutinib was well tolerated in patients who had prior HCT, with a safety profile
similar to that observed in the overall R/R CLL population. They also presented a case showing a
patient who achieved donor chimerism (i.e. full acceptance of the donor B Cells) following ibrutinib
treatment, achieved MRD-ve disease and then interrupted for 10 months without relapse to date®.

Ryan et al reported on 5 patients with CLL relapsing after HCT who were treated with Ibrutinib. All
patients responded and 2 patients (11q and 17p) have returned to MRD negative status. Three patients
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6.3

have achieved donor chimerism. In addition, there was symptomatic improvement in oral and skin
chronic GVHD?'.

To date, ibrutinib shows clinically meaningful efficacy with a tolerable safety profile. For additional
information, please see the text below, as well as the USPI and Investigator’s Brochure.

Drug Information
6.3.1 Pharmacology

Ibrutinib is a small-molecule inhibitor of BTK and ITK. Ibrutinib is a white to off-white solid, and its
molecular formula is C25H24N602 and molecular weight is 440.50 g/mole Both tablet and capsule
forms are available, and the results of bioequivalence studies may be found in the Investigator’s
Brochure. Ibrutinib forms a covalent bond with a cysteine residue (Cys-481) in the BTK active site,
leading to inhibition of BTK enzymatic activity; ibrutinib also binds irreversibly to the equivalent cysteine
in the ITK pocket BTK is a signaling molecule of the B-cell antigen receptor (BCR) and cytokine
receptor pathways. BTK’s role in signaling through the B-cell surface receptors results in activation of
pathways necessary for B-cell trafficking, chemotaxis, and adhesion. Nonclinical studies show that
ibrutinib inhibits malignant B-cell proliferation and survival in vivo as well as cell migration and substrate
adhesion in vitro (refer to the current USPI and Investigator’s Brochure).

Ibrutinib was designed as a selective and covalent inhibitor of BTK (Pan 2007). In vitro, ibrutinib is a
potent inhibitor of BTK activity (IC50 = 0.39 nM). The irreversible binding of ibrutinib to cysteine-481 in
the active site of BTK results in sustained inhibition of BTK catalytic activity and enhanced selectivity
over other kinases that do not contain a cysteine at this position. When added directly to human whole
blood, ibrutinib inhibits signal transduction from the B-cell receptor and blocks primary B-cell activation
(IC50 = 80 nM) as assayed by anti-IgM stimulation followed by CD69 expression (Herman 2011).

For comprehensive information regarding the nonclinical pharmacology and toxicology of ibrutinib,
please refer to the current USPI and Investigator’s Brochure.

6.3.2 Clinical Pharmacology of Ibrutinib

For the most comprehensive clinical pharmacology information regarding ibrutinib, please refer to the
current version of the USPI and the Investigator’s Brochure.

6.3.3 Summary of Clinical Safety Data

As of 12 November 2019, ibrutinib has been studied as both a monotherapy and combination therapy in
53 completed (primary or final analyses) and 17 ongoing company-sponsored studies, 9 early access
programs (ongoing or completed), and 175 investigator-initiated studies (ongoing or completed). Safety
data for completed studies is available for 4,439 subjects, of which, 2,132 were treated with ibrutinib
monotherapy (1,600 subjects with hematologic malignancies, 42 subjects with cGVHD, 460 healthy
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volunteers, and 30 subjects in a hepatic impairment study). Ibrutinib has been approved in
approximately 100 countries for 1 or more indications.

Treatment-emergent AEs and adverse events leading to treatment discontinuation were assessed by
performing an integrated analysis of 1600 subjects with hematologic malignancies treated with ibrutinib
monotherapy.

Treatment-emergent AEs were observed in 98.8% of subjects taking ibrutinib monotherapy; 86.4% of
subjects experienced AEs that were considered to be related to ibrutinib treatment by the assessing
investigator. Grade 3 or 4 and serious AEs were experienced by 70.8%, and 52.9% of subjects,
respectively, and fatal AEs were reported in 9.9% of subjects.

Treatment-emergent adverse events (observed in >20% of patients) that were considered by the
investigator to be related to ibrutinib use were:

— Diarrhea

— Fatigue

The most commonly reported Grade 3 or 4 treatment-emergent AEs (observed in >5% of patients)
were:

— Neutropenia

— Pneumonia

— Thrombocytopenia

— Anemia

— Hypertension

The most common serious treatment-emergency AEs (observed in >2% of patients) were:

— Pneumonia

—  Atrial fibrillation

— Pyrexia

— Febrile neutropenia
— Sepsis

— Cellulitis

Treatment-emergent AEs that most commonly resulted in death (excluding disease progression) were:

— Pneumonia

— Sepsis

— Richter's syndrome
— Respiratory failure
— Cardiac arrest

— Death (unspecified)

16.8% of patients discontinued ibrutinib due to a treatment-emergent AE. Treatment-emergent AEs that
most often lead to discontinuation were:

— Pneumonia (1.7%)

— Sepsis (0.8%)

— Thrombocytopenia (0.7%)

— Subdural hematoma (0.6%)
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Treatment-emergent AEs in patients with cGVHD, steroid-dependent or refractory, were similar to those
observed in patients with hematologic malignancies. The median and mean duration of ibrutinib
treatment was 4.4 months and 9.1 months, respectively. Data from 47 patients was included in the
analysis, and all patients were taking ibrutinib in combination with prednisone.

Treatment-emergent adverse events (observed in >20% of patients) that were considered by the
investigator to be related to ibrutinib use were:

— Diarrhea
— Fatigue

The most commonly reported Grade 3 or 4 treatment-emergent AEs (observed in >5% of patients)
were:

— Pneumonia

— Fatigue

— Diarrhea

— Cellulitis

— Hyperglycemia
— Hypokalemia

The most common serious treatment-emergency AEs (observed in >2% of patients) were:

—  Pneumonia

— Cellulitis

— Dyspnea

— Headache

— Septic Shock

Fatal treatment-emergent AEs were observed in 2 subjects (4.8%): bronchopulmonary aspergillosis
(considered related) and pneumonia (considered unrelated).

42.9% of patients (18 subjects) discontinued ibrutinib due to at least 1 treatment-emergent AE. The
most common treatment-emergent AEs that led to discontinuation were:

— Fatigue (4.8%)
— Pneumonia (4.8%)

For additional information on the clinical safety of ibrutinib, refer to the ibrutinib Investigator’'s Brochure.

6.4 Formulation/Packaging/Storage

The white opaque 140 mg and 70 mg capsules marked with “ibr 140 mg” or “ibr 70 mg” respectively in
black ink are available in white HDPE bottles with a child-resistant closure:

Store bottles at room temperature 20°C to 25°C (68°F to 77°F). Excursions are permitted between
15°C and 30°C (59°F to 86°F). Retain in original package until dispensing.

6.5 Dose and Administration
Ibrutinib will be administered at a dose of 420 mg by mouth once a day starting between day 60-90 post

HCT and continue until 1y post HCT. lbrutinib is dispensed as 140 mg capsules and patients will be
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6.6

71

7.2

7.3

instructed to take 3 capsules by mouth once a day. Patients will be instructed to take the drug at
approximately the same time every day. Patients will be instructed to swallow the capsules whole with
water and not to open, break or chew the capsules.

If a dose of ibrutinib 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. Extra capsules of ibrutinib should not be
taken to make up for the missed dose.

For patients on azoles, the starting dose will be 140 mg by mouth once a day starting between day 60-
90 post HCT and continue until 1y post HCT.

Patients using Posaconazole as outlined in section 11.2 will start ibrutinib at a dose of 70 mg by mouth
once a day between day 60-90 post HCT and continue until 1 year post HCT.

Overdose

Any dose of study drug in excess of that specified in this protocol is considered to be an overdose.
Signs and symptoms of an overdose that meet any Serious Adverse Event criterion must be reported
as a Serious Adverse Event in the appropriate time frame and documented as clinical sequelae to an
overdose. There is no specific antidote for ibrutinib. In the event of an overdose, subjects should be
closely monitored and given appropriate supportive treatment.

CORRELATIVE STUDIES (COHORT A ONLY)
Molecular Monitoring for Minimal Residual Disease

Molecular monitoring using immunoseqMRD testing (refer to Study Schedule) will be done at pre-
specified endpoints for CLL and MCL patients (cohort A) and will be considered as standard of care.

Molecular Monitoring in Presence of Relapse/Progression for CLL and MCL Patients (Cohort A)
Patients suspected of relapse or progression of disease typically undergo histological confirmation. If
there is histological presence of disease, these samples from lymph node, BM or other areas will be
sent for immunosegMRD testing to try and identify any clonal shift at time of relapse. This may allow us
to gain insight into mechanisms of ibrutinib and escape from GVT effect.

Molecular Studies for T-cell Repertoire Analyses Using IMMUNOSEQ

Molecular studies for T-cell repertoire analyses using IMMUNOSEQ will be considered a research test
and will be done at pre-specified endpoints (refer to Study Schedule). This will be done in all patients in

cohort A.

CyTOF Analyses

e For patients in CR (Cohort A): We will employ single-cell mass cytometry to gain a more
complete understanding of the impact of ibrutinib on B cell subsets and signalling post SCT

VICC BMT1651 Protocol v7: 2020DEC09 Page 15 of 107



e For patients in CR (Cohort A): We will employ single-cell mass cytometry to gain a more
complete understanding of the impact of ibrutinib and GVHD on T cell subsets and signalling
post SCT

o For patients with relapse/progression post HCT (cohort A): We will employ single-cell mass
cytometry to gain a more complete understanding of the impact of ibrutinib on B cell subsets
and identification of signalling pathways that escape BTK inhibition

CyTOF studies will be coordinated by Irish Lab at Vanderbilt University
7.4 Correlative Sample Collection and Handling
The actual dates and time and appropriate laboratory parameters must be recorded in the electronic

clinical trial database. See the Laboratory Manual for appropriate processing and shipping
instructions.

8. CORRELATIVE STUDY DESCRIPTION
8.1 immunoseqMRD

immunoseqMRD analysis involves amplification of immunoglobulin heavy chain (IGH) loci using
consensus V and J segment primers

followed by high-throughput — 100'—fu4_']

sequencing (HTS) 38, enabling = ' B

quantification with a detection limit of T 801 i

one cell per million mononuclear cells. a :

Both peripheral blood and marrow o 60 }

aspirate can be used for this assay. g _ P=0.0002
This next-generation sequencing ur 401

method has been used with success % "

for monitoring MRD in multiple © o20d —— MRD <108 Foreeneeon

lymphoid malignancies3%4°, E e MRD 108 5
immunoseqMRD sequencing-based 0 . _ : : —_ i i
MRD assessment provides greater 0 12 24 36 48 60 72 84 9§

sensitivity compared to traditional
MRD detection methods, such as flow
cytometry and allele-specific oligonucleotide PCR approaches®. Moreover, the prognostic value of
MRD assessment by sequencing in patients with chronic lymphocytic leukemia*!, multiple myeloma3,
acute lymphocytic leukemia*? and diffuse large B-cell ymphoma“*® has been demonstrated.

Months after transplant

Dr. Miklos and Stanford investigators pioneered immunoglobulin heavy chain high throughput
sequencing (IGH-HTS) technologies to provide ultrasensitive CLL MRD detection*44%. Minimal Residual
Disease (MRD) was quantified by the commercially available CLONOSIGHT method (Sequenta) with a
sensitivity of 1 CLL clone in a million blood WBC. Beginning at 9 months post-transplant, MRD detected
at 10% or higher (at least one CLL clone per million PBMC genomes) indicates a significant risk of

relapse*®. As shown in Figure 3, the
one-year post allo-HCT detection of Figure 3: Disease free survival is predicted by MRD (as detected by
CLL by CLONOSIGHT is highly ClonoSIGHT) at 1y post HCT

predictive of CLL relapse (p=0.0002).
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8.2

8.3

VICC BMT1651 Protocol v7: 2020DEC09

In patients with chronic GVHD, there is often production of alloreactive antibodies. This has been
demonstrated by the Miklos lab, using gender mismatch HCT as a model3%47:48,

We propose to correlate the presence of HY antibodies with clonal diversity as measured by the
Immunoseq assay.

Immunoseq

ImmunoSeq Assays illuminate the adaptive immune system with controlled Multiplex PCR amplification
and high throughput sequencing of T-cell receptors combined with sophisticated bioinformatics.

CyTOF

Although B cell dysfunction has been implicated in the pathogenesis of chronic GVHD, the role of B-cell
dysfunction in acute GVHD remains less well defined. Acute GVHD is typically thought of as a T cell
mediated process, with complex interactions through antigen presenting cell (APC) populations,
regulatory T cells (T regs), B cell immune response and cytokine secretion. Very recently, a new
technology has been developed for the analysis of complex cell subsets, termed single-cell mass
cytometry using the DVS CyTOF mass cytometer. Figure 4 shows a schematic of the CyTOF
technology. This allows a systems level description of immune response through the simultaneous
measurement of more than thirty cell surface marker proteins. The Irish lab has expertise in this
technology and has used this assay in single cell interrogation in lymphoma and more specifically in
BCR signalling*®-".

A O ) CyTOF: 34+ Dimensional
|§gg||é%d$; j}/] -:-u'foﬁ Chelated elemental . .
labeleo a)“ o T'a ko | isolope (e.g. Ga-156) Single cell Analysis
isotope I}\ {J[ s HH e Time-of-flight \

“L{S:‘)-.}. o 'f?_ Label single cells =/ =

.J. - -
pa v <. tagged antibodies ¥ Overly abundant ions

.. Heavy (=100 Da)

o % : —
with 34+ mass - Light (<100 Da) \
Vanderbilt Mass Cytometer

i Reporter ions
" P J

|
I ]
. i Nebulizer ey
Mo spectral i | : e oo @ a|=1=
overfapand no 3 | - t:ﬁ"& 8 | = T e
compensation "“ hl Ii | | Plasma Quadrupole
11T .

Bendall and Nolan, Nat Biotech 2012

Figure 4: Workflow of CyTOF technology. Cells in single cell suspension are labelled with
antibody conjugates tagged to chelated elemental isotope. Each cell can be tagged with 34
probes and thus the output reflects 34+ dimensional single cell analyses. Both surface and
intracellular targets can be interrogated.

Appendix 1: Figures 5 to 8 outline the utility of CyTOF in not only dissecting the BCR signaling network
but also to generate 2 dimensional heat-maps of 34+ dimensional data. The Irish lab has proven
expertise in B cell biology using CyTOF.

¢ We will employ single-cell mass cytometry to gain a more complete understanding of the impact
of ibrutinib on B cell subsets and signalling post SCT
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¢ We will employ single-cell mass cytometry to gain a more complete understanding of the impact
of ibrutinib and GVHD on T cell subsets and signalling post SCT

It is anticipated that this may provide novel insights into the changes induced by ibrutinib on the
immune system in the early post SCT period.

Samples will be analysed through a collaborative effort with Drs. Dholaria and Irish (both at Vanderbilt
University). Single-cell mass cytometry will be used to analyse blood taken from patients prior to
administration of ibrutinib, day 100 post SCT, and at month 6 post HCT. If patients develop new onset
acute or chronic GVHD while on ibrutinib, an additional sample will be collected. We will objectively
assess cellular heterogeneity from single-cell measurement data using an established computational
approach, spanning-tree progression analysis of density-normalized events (SPADE) and VIiSNE. In
this work, we will ensure that all cell surface markers previously implicated in GVHD are included in the
analysis. Single-cell mass cytometry will be carried out using the DVS CyTOF mass cytometer in the
Flow Cytometry Core facility at Vanderbilt University. Dr. Irish’s laboratory has validated a B-cell panel
to interrogate B cell dysfunction in the context of lymphoma (see Figures 6-8, Appendix 1). We expect
that the same panel of B cell markers to give us adequate insight into the effect of ibrutinib on BCR
signaling in the post-HCT period. In addition, we will interrogate cell subsets to include Th1, Th2, Treg,
Th17, T effector cells, CD4+ T cell subsets (naive, effector, memory, and central memory), antigen
presenting cells, dendritic cells, and macrophages. Following core hematopoietic surface markers (12)
have been validated by the (CD3, CD4, CD8, CD11b, CD19, CD20, CD38, CD45, CD45RA, CD90,
CD123, HLADR). In addition, the following 15 markers are available (CD16, CD25, CD27, CD28, CD36,
CD39, CD56, CD95, CD103, CTLA4, CD161, CD62L, CD14). Eight intracellular epitopes from mitogen
pre-activated cells can be interrogated (IFN-gamma, TNF-alpha, IL-10, IL-17, FoxP3, IL-6, IL-4, and IL-
13). This will allow us to get a complete picture of the interaction of ibrutinib on the T cell subsets in the
post HCT setting.

9. ELIGIBILITY CRITERIA: INCLUSION
Pre-SCT
1. Adult (218 y) patients undergoing their first T cell replete allo-HCT for chronic lymphocytic
leukemia (CLL), Hodgkin Lymphoma (HL), or the following subtypes of Non-Hodgkin lymphoma:

Mantle cell lymphoma (MCL) and follicular center cell ymphoma (FL)

2. Meeting institutional criteria for allo-HCT. Ejection fraction by echocardiogram or MUGA >40%,
pulmonary function test with adjusted DLCO = 60%

3. Matched (8/8) or mismatched (7/8) related, unrelated HCT
4. Stem cell source: bone marrow, peripheral blood stem cell
5. Disease criteria:

Cohort A:

CLL
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AND

Disease burden: lymph node size <5cm and/or extra-nodal involvement <5 cm

17 p deletion (detected by any assay) (220% of cells involved if assay is
conventional cytogenetics or FISH) or NOTCH mutation at any time point during
disease course. Patient should have received at least 1 line of therapy. Prior
ibrutinib therapy is permitted.

OR

MCL

Cohort B:

FL

HD

Relapsed/refractory CLL = 2 lines of therapy. Prior ibrutinib therapy is permitted

Disease burden: lymph node size <5 cm and/or extra-nodal involvement < 5 cm

Relapsed/refractory MCL = 1 line of therapy. Prior ibrutinib therapy is permitted.
Prior autologous HCT is permitted.

MCL blastoid variant in CR1 or high risk MCL being considered for allo HCT in
CR1

Disease burden: lymph node size <5¢cm and/or extra-nodal involvement <5 cm
AND

Relapsed/refractory FL = 2 lines of therapy. Prior ibrutinib therapy is permitted.

Disease burden: lymph node size <6cm and/or extra-nodal involvement <56 cm
AND

Relapsed/refractory HD = 2 lines of therapy

6. Preparative regimen: both reduced intensity and ablative regimens are permitted. Each center
will pre-specify the regimen they intend to use during the conduct of the study

7. Donor criteria: HLA = 7/8 related or unrelated donors.

8. Women of childbearing potential and men who are sexually active must be practicing a highly
effective method of birth control during and after the study consistent with local regulations
regarding the use of birth control methods for subjects participating in clinical trials. Men must
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10.

11.

agree to not donate sperm during and after the study. For females, these restrictions apply for 1
month after the last dose of study drug. For males, these restrictions apply for 3 months after
the last dose of study drug.

Women of childbearing potential must have a negative serum (beta-human chorionic
gonadotropin [B-hCG]) or urine pregnancy test at Screening. Women who are pregnant or
breastfeeding are ineligible for this study.

Sign (or their legally-acceptable representatives must sign) an informed consent document
indicating that they understand the purpose of and procedures required for the study, including
biomarkers, and are willing to participate in the study.

Prior to administration of ibrutinib (day 60 today 90 post HCT)

e KPS 260%

¢ Engraftment of neutrophils (ANC = 1.0 X1079/L) for 3 days without g-csf support

e Platelets >100,000/mm? or >50,000/mm? if bone marrow involvement independent of
transfusion support in either situation

e GFR 230 ml/min

e LFTs (ALT and AST) <3 X ULN; total bilirubin < 1.5 mg/dL X ULN unless bilirubin rise is
due to Gilbert’s syndrome or of non-hepatic origin

e Predominant donor chimerisms of 2 51% as measured by CD3 and CD33 (or other myeloid
marker)

10. ELIGIBILITY CRITERIA: EXCLUSION

Pre-SCT

1.

2.

9.

10.

Progression of CLL or MCL or FL or HD at time of transplant

Use of Coumadin (warfarin) or other vitamin-K antagonists for anticoagulation. Non-coumadin
anticoagulation is permitted.

Known CNS involvement
Active uncontrolled bacterial or invasive fungal infections

History of malignancy other than the underlying disease unless treated with a curative intent
and/or no evidence of disease for at least 3 y OR expected to be cured with SCT

Planned use of post-HCT cyclophosphamide for GVHD prophylaxis
Anticipated planned donor lymphocyte infusion in the first 3 months post-SCT
T deplete HCT

Umbilical cord HCT

History of stroke or intracranial hemorrhage within 6 months of enrollment.

VICC BMT1651 Protocol v7: 2020DEC09 Page 20 of 107



11. Clinically significant cardiovascular disease such as uncontrolled or symptomatic arrhythmias,
congestive heart failure, or myocardial infarction within 6 months of Screening, or any Class 3
(moderate) or Class 4 (severe) cardiac disease as defined by the New York Heart Association
Functional Classification.

12. Known HIV

13. Active Hepatitis B or C virus

14. Child-Pugh Class C

Prior to Administration of Ibrutinib (Day 60-Day 90 Post SCT)

1. In the critical care unit, or use of mechanical ventilation or use of renal replacement therapy at
any time post HCT and prior to administration of ibrutinib

2. Active uncontrolled stage 3-4 acute Gl GVHD prior to administration of ibrutinib

3. Active uncontrolled stage 4 acute liver GVHD prior to administration of ibrutinib

4. Evidence of progressive disease as compared to pre-HCT (persistence of disease is permitted)
5. Anticipated planned donor lymphocyte infusion in the first 3 months post-SCT

6. Active uncontrolled bacterial or invasive fungal infections

7. Prednisone equivalent of >2m/kg for treatment of GVHD prior to administration of ibrutinib

8. Use of second line systemic therapy for treatment of acute GVHD prior to administration of
ibrutinib

9. Any life-threatening iliness, medical condition, or organ system dysfunction which, in the
investigator’s opinion, could compromise the subject’s safety, interfere with the absorption or
metabolism of ibrutinib capsules, or put the study outcomes at undue risk including the
presence of chronic/active HBV and HBC infections and Child-Pugh Class C.

10. Major surgery or a wound that has not fully healed within 4 weeks of starting ibrutinib

11. Requires anticoagulation with warfarin or equivalent vitamin K antagonists
(e.g., phenprocoumon).

12. Requires chronic treatment with strong CYP3A inhibitors

13. Vaccinated with live, attenuated vaccines within 4 weeks of starting ibrutinib
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11.

11.1

DOSE MODIFICATIONS

Dose Modifications for Adverse Reactions

Interrupt IMBRUVICA therapy for any Grade 3 or greater non-hematological, Grade 3 or greater
neutropenia with infection or fever, or Grade 4 hematological toxicities. Once the symptoms of the
toxicity have resolved to Grade 1 or baseline (recovery), IMBRUVICA therapy may be reinitiated at the
starting dose. If the toxicity reoccurs, reduce dose by one capsule (140 mg per day). A second
reduction of dose by 140 mg may be considered as needed. If these toxicities persist or recur following
two dose reductions, discontinue IMBRUVICA.

The dose of ibrutinib will be modified according to the dose modification guidelines in the table below if
any of the following toxicities occur:

Parameter for Dose Dose restartin Dose to be
which dose is modification 9 Comments
being modified duration parameters restarted
Grade 3 ANC Restart after 7
. days provided
(<1,000/ L) with o ANC 2 1,000/ L If toxicity is felt to be
an associated Hold ibrutinib Co Level -1 R
and patient is due to ibrutinib
temperature of febrile for at least
538 5°C afebrile for at leas
' 72 hrs.
Restart after 14
( <5%roe;dﬁ)4f$NmCore Hold ibrutinib days provided Level -2 If toxicity is felt to be
tha‘:} 2 dave ANC = 500/ pL for due to ibrutinib
y at least 7 days
If patient is on
Grade 3 Restart after 14 concomitant
. days provided anticoagulation
thrombocytopenia platelet count therapy, stabilize the
(<50,000/uL) in the Hold ibrutinib >50,000/uL and no Level -2 anticoagulation
presence of Grade bleeding for at th it it
=2 bleeding events eeding for a erapy (if it was
least 7 days restarted) before
ibrutinib is restarted
Restart after 14
Grade 4 days provided
thrombocytopenia Hold ibrutinib platelet count = Level -2
(<25,000/uL) 50,000/ pL for at
least 7 days
Acute or chronic
GVHD may cause
Grade 3 or4 nausea, vomiting,
nausea, vomiting, diarrhea and needs to
or diarrhea if Tizsjsgri@%e? be ruled out. If toxicity
persistent, despite Hold ibrutinib toxicity is at grade Level-2 is attributed to GVHD

optimal anti-emetic
and/ or anti-
diarrheal therapy

2 or lower for at
least 7 days

and resolves drug can
be restarted at dose
level -1. Similarly,
diarrhea can be due
to Clostridium difficile
colitis-if yes, no dose
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Parameter for Dose Dose restarting Dose to be

which dose is modification t tarted Comments

being modified duration parameters restarte

reduction may be
necessary

Any other Grade 4
or unmanageable Discontinue drug

Grade 3 toxicity Hold ibrutinib (level -3) Not applicable None

attributed to
ibrutinib

Dose Levels:
o Dose level 0 =420 mg po qd
e Dose level -1 =280 mg po qd
o Dose level -2 =140 mg po qd
e Dose level -3 =discontinue drug

For patients starting with 140 mg qd (due to concomitant moderate CYP3A inhibitor or azole use as
outlined in section 11.2)

e Dose level 0 = 140 mg po qd
e Dose level -1 = 70mg po qd
e Dose level -2 = 70 mg po god
e Dose level -3 = discontinue

If a patient was on 140 mg po qd (due to concomitant azole use) and then stopped azole, the dose will
be increased to 420 mg po qd. This will not be considered a dose escalation.

For patients starting with 70 mg qd (due to concomitant Posaconazole use as out lined in section 11.2)
e Dose level 0 =70 mg po qd
e Dose level -1 =70 mg po qod
e Dose level -2 = discontinue

11.2 Dose Modifications for Use with CYP3A Inhibitors

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

Concomitant use of strong CYP3A inhibitors which would be taken chronically (e.g., ritonavir, indinavir,
nelfinavir, saquinavir, boceprevir, telaprevir, nefazodone) is not recommended. For short-term use
(treatment for 7 days or less) of strong CYP3A inhibitors (e.g., antifungals and antibiotics) consider
interrupting IMBRUVICA therapy until the CYP3A inhibitor is no longer needed.

Reduce IMBRUVICA dose to 140 mg if a moderate CYP3A inhibitor must be used (e.g., fluconazole,

darunavir, erythromycin, diltiazem, atazanavir, aprepitant, amprenavir, fosamprevir, crizotinib, imatinib,
verapamil, and ciprofloxacin).
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Patients taking concomitant strong or moderate CYP3A inhibitors should be monitored more closely for
signs of IMBRUVICA toxicity.

As most post-HCT patients are expected to be on azoles (fluconazole, voriconazole or lower
doses of posazconazole as outlined in the table below) until day 100 after HCT, the dose of
IMBRUVICA will be 140 mg per day. For patients receiving higher doses of posaconazole as
outlined below, the dose of IMBRUVICA will be 70 mg per day. Once these agents are stopped,
the dose will be escalated to 420 mg per day.

2.4 Dose Modifications for Use with CYP3A Inhibitors

Recommended dose modifications are descnibed below [see Drug Interactions (7.1)]:

Patient Population | Coadministered Drug Recommended IMBRUVICA Dose

B-Cell Malignancies | Moderate CYP3A inhibitor 140 mg once daily

& e G daili
Voriconazole 200 mg twice daily Interrupt dose as recommended [see

* Posaconazole suspension 100 mg Dasage and Administration (2.3)].
once daily, 100 mg twice daily, or
200 mg twice daily

» Posaconazole suspension 200 mg 70 mg once daily
three imes daily or 400 mg twice
daily

 Posaconazole IV imjection 300 mg
once daily

 Posaconazole delayed-release tablets
300 mg once daily

Interrupt dose as recommended [see
Dosage and Administration (2.3)].

o Other strong CYP3A inhibitors Avoid concomitant use.

If these imhibitors will be used short-
term (such as anti-infectives for seven
days or less), interrupt IMBRUVICA,,

11.3 Dose Modifications for Hepatic Impairment

12.

. For patients with mild liver impairment (Child-Pugh class A), the recommended dose is 140 mg daily
(one capsule). Avoid the use of IMBRUVICA in patients with moderate or severe hepatic impairment
(Child-Pugh classes B and C).

PROHIBITION AND RESTRICTIONS

The following guidance should be applied during the perioperative period for subjects who require
surgical intervention or an invasive procedure while receiving ibrutinib:

e For any planned surgery or invasive procedure requiring sutures or staples for closure, ibrutinib
should be held at least 7 days prior to the intervention and should be held at least 7 days after the
procedure, and restarted at the discretion of the investigator when the surgical site is reasonably
healed without serosanguineous drainage or the need for drainage tubes.
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e For planned minor procedures (such as a central line placement, needle biopsy, thoracentesis, or
paracentesis) ibrutinib should be held for at least 3 days prior to the procedure and should not be
restarted for at least 3 days after the procedure. For bone marrow biopsies that are performed while
the subject is on ibrutinib, it is not necessary to hold ibrutinib for these procedures.

e For emergency procedures, ibrutinib should be held after the procedure until the surgical site is
reasonably healed, for at least 7 days after the urgent surgical procedure, or at the discretion of the
investigator.

13. CONCOMITANT MEDICATIONS

13.1 Permitted Concomitant Medications

Supportive medications in accordance with standard practice (such as for emesis, diarrhea, etc.) are
permitted. Use of neutrophil growth factors (filgrastim and pegfilgrastim or other biosimilar GCSF) or
red blood cell growth factors (erythropoietin) is permitted per institutional policy and in accordance with
the ASCO guidelines. Transfusions may be given in accordance with institutional policy.

13.2 Medications to be Used with Caution

CYP3A Inhibitors/Inducers

Concomitant use of ibrutinib and drugs that strongly or moderately inhibit CYP3A can increase
ibrutinib exposure, and strong CYP3A inhibitors should be avoided. In healthy volunteers, co-
administration of ketoconazole, a strong CYP3A inhibitor, increased Cmax and AUC of ibrutinib by 29-
and 24-fold, respectively.

Voriconazole and posaconazole can be used concomitantly with ibrutinib, with dose modifications as
described above in Section 11.2.

Strong inhibitors of CYP3A (eg, ketoconazole, indinavir, nelfinavir, ritonavir, saquinavir, clarithromycin,
telithromycin, itraconazole, nefazodone, and cobicistat) should be avoided, and an alternative with less
CYP3A inhibitory potential should be considered.

For strong CYP3A inhibitors used short-term (e.g., antifungals and antibiotics for 7 days or less, e.g.,
ketoconazole, itraconazole, voriconazole, posaconazole, clarithromycin, telithromycin) consider
interrupting IMBRUVICA therapy during the duration of inhibitor use.

Concomitant use of strong CYP3A inhibitors which would be taken chronically (e.g., ritonavir, indinavir,
nelfinavir, saquinavir, boceprevir, telaprevir, nefazodone) is not recommended.

Patients taking concomitant strong or moderate CYP3A4 inhibitors should be monitored more closely
for signs of IMBRUVICA toxicity.Avoid grapefruit and Seville oranges during IMBRUVICA treatment, as
these contain moderate inhibitors of CYP3A.

Administration of ibrutinib with strong inducers of CYP3A decreases ibrutinib plasma

concentrations by up to 90%. Avoid concomitant use of strong CYP3A inducers (e.g., carbamazepine,
rifampin, phenytoin and St. John’s Wort). Consider alternative agents with less CYP3A induction.
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A comprehensive list of inhibitors, inducers, and substrates may be found at
http://medicine.iupui.edu/clinpharm/ddis/table.aspx. This website is continually revised and should be
checked frequently for updates.

13.3 Drugs That May Have Their Plasma Levels Altered by Ibrutinib

In vitro studies indicated that ibrutinib is a weak reversible inhibitor toward CYP2B6, CYP2CS8,
CYP2C9, CYP2C19, CYP2D6, and CYP3A4/5 and does not display time-dependent CYP inhibition.
The dihydrodiol metabolite of ibrutinib is a weak inhibitor toward CYP2B6, CYP2C8, CYP2C9, and
CYP2D6. Both ibrutinib and the dihydrodiol metabolite are at most weak inducers of CYP450
isoenzymes in vitro. Therefore, it is unlikely that ibrutinib has any clinically relevant drug-drug
interactions with drugs that may be metabolized by the CYP450 enzymes.

In vitro studies indicated that ibrutinib is not a substrate of P-glycoprotein (P-gp), but is a mild inhibitor
(with an IC50 of 2.15 ug/mL). Ibrutinib is not expected to have systemic drug-drug interactions with P-
gp substrates. However, it cannot be excluded that ibrutinib could inhibit intestinal P-gp after a
therapeutic dose. There is no clinical data available. Therefore, to avoid a potential interaction in the Gl
tract, narrow therapeutic range P-gp substrates such as digoxin, should be taken at least 6 hours
before or after ibrutinib.

13.4 Antiplatelets and Anticoagulants

Fatal bleeding events have occurred in patients treated with IMBRUVICA includinggrade 3 or higher
bleeding events (subdural hematoma, gastrointestinal bleeding, hematuria and post procedural
hemorrhage).IMBRUVICA may increase the risk of hemorrhage in patients receiving antiplatelet or
anticoagulant therapies.

Consider the benefit-risk of withholding IMBRUVICA for at least 3 to 7 days pre and post-surgery
depending upon the type of surgery and the risk of bleeding.

Warfarin or 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 held at least 3 to 7 days pre- and post-
surgery depending upon the type of surgery and the risk of bleeding (refer to the Concomitant
Medications section).

Subjects requiring the initiation of therapeutic anticoagulation therapy (other than warfarin or a vitamin
K antagonist) during the course of the study should have treatment with ibrutinib held, and ibrutinib
should not be restarted until the subject is clinically stable. Subjects should be observed closely for
signs and symptoms of bleeding. No dose reduction is required when study drug is restarted.

13.5 Prohibited Concomitant Medications
Any chemotherapy, anticancer immunotherapy, experimental therapy, or radiotherapy is

prohibited while the subject is receiving ibrutinib treatment. Localized, hormonal, or bone
sparing treatment for non-B-cell malignancies may be considered with approval of the PI.

Warfarin or vitamin K antagonists should not be administered concomitantly with ibrutinib.
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14.

15.

16.

17.

18.

18.1

18.2

18.3

MANAGEMENT OF IMMUNOSUPPRESSION

Participants may be receiving other immunosuppressive therapies (including extra-corporeal
photopheresis [ECP]) in addition to glucocorticoids. In addition, due to potential drug-drug interactions
with ibrutinib, drug levels for immunosuppressant agents such as cyclosporine, tacrolimus, and/or
sirolimus are highly recommended during the clinical trial. The doses for these immune-suppressants
should be adjusted per institutional practices based on the measured drug level.

Other strategies of GVHD therapy including PUVA, UVB light therapy, topical use of calcineurin
inhibitors (e.g. for ocular GVHD) is permitted.

MANAGEMENT OF CORTICOSTEROIDS

Systemic steroids may be decreased at the treating physician’s discretion. Non-absorbable oral
steroids will be allowed and recorded.

PROPHYLAXIS FOR INFECTION

Prophylaxis for infections, including routine monitoring for CMV, EBV will be done per institutional
practice. Pre-emptive therapy for CMV will be per institutional practice.

Given the interaction of ibrutinib with azoles, please refer to dose modification section for
appropriate dosing guidelines of ibrutinib.

USE OF DONOR LYMPHOCYTE INFUSION (DLI)

Use of DLI for mixed chimerism will be at the discretion of the treating physician. Ibrutinib will be held
for at least 7 days prior to DLI and resumed at least after 14 days post DLI. Anticipated planned donor
lymphocyte infusion in the first 3 months post-HCT is an exclusion criterion.

EFFICACY MEASUREMENT

A review committee led by Nishitha Reddy, MD, MS (Vanderbilt University) will review all response
assessments. Cases requiring review of imaging studies will be done in coordination by Dr. Reddy and
a radiologist from the individual centers.

The primary endpoint is to study the use of ibrutinib starting between days 60 to day 90 after allogeneic
HCT until 12 months post HCT to improve the PFS at 12 months post HCT by 25% compared to
historical controls in patients with MCL and CLL.

The following established definitions of relapse, recurrence and responses will be used for CLL.%?
18.3.1 Progressive Disease is Defined if One of the Criteria is Documented®:

¢ The appearance of a new enlarged node >1.5 cm, splenomegaly or hepatomegaly *

¢ Anincrease of 50% or more in size if a previously involved site (lymph node, spleen or liver)*
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¢ Richter’s transformation documented by lymph node biopsy

e Development of neutropenia, anemia or thrombocytopenia attributable to CLL§

€ The iwCLL definition of PD defined as an increase of 50% or more in the total circulating
lymphocyte count with absolute lymphocyte count of >5000/ul or greater has been deleted as
patients are to receive the B-cell receptor kinase inhibitor

Post allogeneic stem cell transplantation, patients may develop adenopathy that can be
attributable to other causes (infections, inflammatory state). Adenopathy should be
attributable to CLL by the investigator.*

A Alymph node that was 1 to 1.5 cm previously must increase by 50% or more to a size greater
than 1.5 to 2.0 cm in the longest axis

§ Cytopenias cannot be used to determine disease progression in the presence of other
immunosuppressive therapies. The cytopenias are defined as a decrease in hemoglobin level
by more than 2 g/dl (20g/L) or to less than 10 g/dl (100g/L) or a decrease in platelet count to
less than 100,000pl (100x10%L) in the presence of clonal CLL infiltrates on the bone marrow
biopsy.

18.3.2 Complete Remission Requires All of the Following Criteria:

Absolute lymphocyte count <4000/microL (4 x 10%/L).
¢ No lymph nodes >1.5 cm in diameter.

¢ No hepatomegaly or splenomegaly.

¢ No constitutional symptoms attributable to CLL.*

e Bone marrow recovery as demonstrated by ANC >1500/microL (1.5 x 10%L), platelet count
>100,000/microL (100 x 10%L), and hemoglobin concentration >11 g/dL (110 g/L) in the
absence of transfusion or growth factor support.

e Bone marrow free of clonal CLL cells by conventional flow cytometry and/or
immunohistochemistry and without nodular lymphoid aggregates.

* Constitutional symptoms include 210% unintentional weight loss within the previous six months,
fatigue that interferes with work or usual activities, fevers greater than 100.5°F (>38°C) for 22 weeks,
or night sweats for >1 month. Note that in our trial, patients are post allogeneic stem cell
transplantation and may have these symptoms that are not a result of CLL but attributable as a
primary or secondary cause related to allogeneic stem cell transplant. The cause of these symptoms
should be documented by the investigator.
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18.3.3. Partial Remission: At Least One of These Criteria Must be Documented:

e A decrease in the peripheral absolute lymphocyte count by at least 50% from the level prior to
therapy.

¢ A reduction in previously enlarged nodes by at least 50% with no increase in the size of any
single lymph node and no new enlarged lymph nodes. An increase of <25% in a lymph node <2

cm is not considered significant.

o If enlarged prior to therapy, the liver and spleen should be reduced in size by at least 50%.

One of the following hematologic parameters must be met in addition to one of the above criteria in
order to qualify for a PR:

e ANC 21500/microL (1.5 x 10%L) or greater than 50% improvement over baseline (if this value
was abnormally low at baseline) without granulocyte colony-stimulating factor support.

e Platelet count 2100,000/microL (100 x 10%L) or at least 50% improvement over baseline (if this
value was abnormally low at baseline).

e Hemoglobin concentration 211 g/dL (110 g/L) or 50% improvement over baseline (if this value
was abnormally low at baseline) without red blood cell transfusions or erythropoietin support.

Note: Partial remission with Lymphocytosis: PR criteria with the exception of ALC are met is
consistent with a PR with lymphocytosis.

18.3.4 Nodular Partial Remission:

Persistent bone marrow nodules on bone marrow biopsy in patients achieving a CR or PR. Lymphoid
aggregates should be evaluated with immunohistochemistry to determine whether they are comprised
of CLL cells, lymphocytes other than CLL cells, or T cells.

18.3.5 Stable Disease:

Patients, who do not meet the criteria for a complete remission, partial remission, or progressive
disease, have stable disease. Stable disease is therapeutically equivalent to a nonresponse (i.e.,

refractory disease).

18.4 The Following Established Definitions of Relapse, Recurrence and Responses Will Be Used for
MCL and FL

18.4.1 Progressive disease or relapse is defined if one of the criteria is documented (either
PET/CT or CT can be used).
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PET-Based Response:

Progressive metabolic disease
Score of 4 or 5 (on a 5-point scale) with an increase in intensity of uptake from baseline and /or
New FDG-avid foci consistent with lymphoma rather than another etiology (infection,

inflammation). If uncertain regarding etiology of new lesions, biopsy or interval scan may be
considered.

CT-Based Response:

An individual node/lesion must be abnormal with an LDi > 1.5 cm and Increase by > 50% from
PPD nadir and an increase in LDi or SDi from nadir (0.5 cm for lesions <2 cm, 1.0 cm for
lesions > 2 cm)

In the setting of splenomegaly, the splenic length must increase by > 50% of the extent of its
prior increase beyond baseline (for e.g., a 16-cm spleen must increase to > 17.5 cm). If no prior
splenomegaly, must increase by at least 2 cm from baseline*

New or recurrent splenomegaly

New or clear progression of preexisting non-measured lesions

A new node >1.5 cm in any axis

A new extranodal site >1.0 cm in any axis; if <1.0 cm in any axis its presence must be
unequivocal and must be attributed to lymphoma.

Assessable disease of any size unequivocally attributable to lymphoma

New or recurrent Bone marrow involvement

¥ Spleen size baseline 13 cm in vertical length

LDi: longest transverse diameter of a lesion; SDi: Shortest axis perpendicular to LDi; PPD: cross
product of LDi and SDi.

18.4.2 Complete remission is defined by the following criteria (should meet all criteria)

PET-Based Response:

Complete metabolic response with a score of 1, 2 or 3 with or without residual mass on a 5-
point scale

CT-Based Response:
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18.5

e Target nodes/nodal masses must regress to <1.5 cmin LDi

¢ No extralymphatic sites of disease

e Absence of non-measured lesions

e No new lesions

e Bone marrow normal by morphology and if indeterminate, IHC negative
18.4.3 Partial Remission is defined by the following criteria:

PET-Based Response

e Score 4 or 5 with reduced uptake compared with baseline and residual mass(es) of any size

CT-Based Response

e 50% decrease in SPD of up to six target measurable nodes and extranodal sites *

£ When a lesion is too small to measure on scan, 0.5x0.5 cm is the default value, if

no longer visible 0x0 cm, for a node greater than 0.5 x0.5 cm but smaller than normal
use the actual measurement for calculation.

e Spleen must have regressed by >50% in length beyond normal

Stable disease:

PET-based response
¢ No metabolic response with a score of 4 or 5 on the five point scale
CT-based response
o >50% decrease from baseline in SPD of up to 6 dominant, measurable nodes and extranodal
sites; no criteria for progressive disease are met
The following established definitions of relapse, recurrence and responses will be used for HD

Progressive disease or relapse is defined if one of the criteria is documented (either PET/CT or CT can

be used)

PET-Based response:

e Progressive metabolic disease
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e Score of 4 or 5 (on a 5-point scale) with an increase in intensity of uptake from baseline
and /or

¢ New FDG-avid foci consistent with lymphoma rather than another etiology (infection,
inflammation). If uncertain regarding etiology of new lesions, biopsy or interval scan may be
considered.

CT based response:

¢ An individual node/lesion must be abnormal with an LDi > 1.5 cm and Increase by> 50% from
PPD nadir and an increase in LDi or SDi from nadir (0.5 cm for lesions <2 cm, 1.0 cm for
lesions > 2 cm)

¢ In the setting of splenomegaly, the splenic length must increase by > 50% of the extent of its
prior increase beyond baseline (for e.g., a 16-cm spleen must increase to > 17.5 cm). If no prior
splenomegaly, must increase by at least 2 cm from baseline*

¢ New or recurrent splenomegaly

¢ New or clear progression of preexisting non-measured lesions

e Anew node >1.5 cm in any axis

¢ A new extranodal site >1.0 cm in any axis; if <1.0 cm in any axis its presence must be
unequivocal and must be attributed to lymphoma

e Assessable disease of any size unequivocally attributable to lymphoma

e New or recurrent Bone marrow involvement
¥ Spleen size baseline 13 cm in vertical length

LDi: longest transverse diameter of a lesion; SDi: Shortest axis perpendicular to LDi; PPD: cross
product of LDi and SDi.

Complete remission is defined by the following criteria (should meet all criteria)

PET-based response:

¢ Complete metabolic response with a score of 1, 2, or 3 with or without residual mass on a 5-
point scale

CT- based response:
e Target nodes/nodal masses must regress to < 1.5 cm in LDi

¢ No extralymphatic sites of disease
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e Absence of non-measured lesions
¢ No new lesions

e Bone marrow normal by morphology and if indeterminate, IHC negative

Partial Remission is defined by the following criteria:

PET-based response
e Score 4 or 5 with reduced uptake compared with baseline and residual mass(es) of any size
CT-based response
e >50% decrease in SPD of up to six target measurable nodes and extranodal sites £
£ When a lesion is too small to measure on scan, 0.5x0.5 cm is the default value, if no longer visible
0x0 cm, for a node greater than 0.5 x0.5 cm but smaller than normal use the actual measurement
for calculation.

e Spleen must have regressed by >50% in length beyond normal

Stable disease is defined by the following criteria:

PET-based response
¢ No metabolic response with a score of 4 or 5 on the five-point scale
CT-based response

e >50% decrease from baseline in SPD of up to 6 dominant, measurable nodes and extranodal
sites; no criteria for progressive disease are met

Footnote: A score of 3 in many patients indicates a good prognosis with standard treatment, especially
if at the time of an interim scan. However, in trials involving PET where de-escalation is investigated, it
may be preferable to consider a score of 3 as inadequate response to avoid under treatment

19. REGISTRATION OF PATIENT

Each center will decide at time of study activation their preferred preparative regimens for HCT and
complete the preparative regimen selection worksheet. Centers will not be allowed to deviate from their
standard during the conduct of the study. Regimens will be stratified as reduced intensity (RIC),
myeloablative (MAC) for related (matched and mismatched) and unrelated (matched and mismatched).

Prior to registration, a copy of the IRB approval at the site will be requested and kept on file at the
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Vanderbilt-Ingram Cancer Center (VICC) Coordinating Center. Eligible participants will be entered on
study centrally at the VICC Coordinating Center. All sites should email the Coordinating Center at
Coordinating.Center@Vanderbilt.edu to verify slot availability prior to enroliment.

All patients MUST be registered with the VICC prior to the start of the preparative regimen and
again prior to start of protocol treatment. Registration can only be conducted during the
business hours of 8AM — 5PM Central Standard Time Monday through Friday.

1) All sites must email the VICC CTSR Coordinating Center at
Coordinating.Center@Vanderbilt.edu to notify of upcoming registration and ensure slot
availability. The following information should be included in your email:

e Study number

o Patient initials

o Disease type

¢ Anticipated consent date
Anticipated start date

2) If a subject ID number is required prior to patient enroliment (i.e. at screening due to sample
collection requirement), the site must submit the following documents with their email
notification to the Coordinating Center:

e Copy of the patient’s signed and dated Informed Consent including documentation of the
consent process.
o HIPAA authorization form (if separate from the main consent form)
e VICC Patient Enrollment Form
The Coordinating Center will then provide a subject ID number via email.

3) Email the following documents to the Coordinating Center for eligibility review and patient

enrollment (coordinating.center@vanderbilt.edu):

o Copy of the patient’s signed and dated Informed Consent, including documentation of the
consent process.

o HIPAA authorization form (if separate from the main consent form)

e VICC Patient Enroliment Form

o Eligibility supporting documents such as pathology reports, laboratory tests, etc. or EMR
access. Note: all source documents should be de-identified and screening/subject ID
number added prior to sending.

e Tissue Block Registration Form (see the Lab Manual)

e Signed and completed Eligibility Checklist. To be eligible for registration to the study, the
participant must meet each inclusion and exclusion criterion listed in the eligibility
checklist.

Note: All study documents should be received 24-48 hours prior to the patient’s anticipated start date.
Same day treatment registrations will only be accepted with prior notice and discussion with the
Coordinating Center. Please email the Coordinating Center if enroliment is needed sooner.

Upon satisfactory review of eligibility documents submitted, the Coordinating Center will approve
enrollment and issue a subject ID number if one was not issued at screening. Once
registration/enroliment confirmation from Coordinating Center is received, proceed with protocol
procedures.
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Please contact the assigned Study Contact with any questions regarding this process. You can also
reach out to your assigned CRA once the study is activated.

The VICC Coordinating Center will assign Subject ID numbers to all patients whose eligibility has been
confirmed. Only patients deemed eligible will be registered to investigational treatment.

Sequence/study ID numbers will not be re-used if a patient screen fails. Following registration, eligible
participants should begin study treatment consistent with the protocol no later than [XXX days/weeks]
after registration/enroliment by the VICC Coordinating Center. If a participant does not receive protocol
therapy following registration within the allowed time period, the participant’s registration on the study
will be canceled. The Study Contact should be notified of cancellations as soon as possible. Patients
being re-screened will need to consent to repeated procedures. As such, the Coordinating Center will
require a new, signed Informed Consent document.

Issues that would cause treatment delays should be discussed with the Protocol Chair. Any requests
for eligibility exceptions and/or deviations must be approved in writing by the Protocol Chair and the
VICC DSMC.

As is generally accepted, standard of care procedures performed prior to consent, but within the
protocol defined screening window for each assessment, can be used for study purposes. All research-
only procedures must be performed after patient consent.

20. STUDY SCHEDULE

Informed Consent

e The subject must read, understand, and sign the Institutional Review Board/Research Ethics
Board/Independent Ethics Committee (IRB/IEC) approved informed consent form (ICF) confirming
his or her willingness to participate in this study before any study-specific screening procedures
are performed. Performance of procedures considered standard of care within window of
screening but prior to consent will be permitted. Subjects must also grant permission to use
protected health information per the Health Insurance Portability and Accountability Act (HIPAA).

¢ In addition, subjects must sign all approved ICF amendments per the site IRB/IEC guidelines
during the course of the study.

Confirm Eligibility

o Eligibility will be confirmed pre-HCT and then second confirmation will be prior to administration of
ibrutinib between day 60-90 post-HCT.

e Complete enroliment checklist and submit to coordinating center for review prior to enrollment.
Preparative regimen for HCT should not be started until enroliment checklist has been reviewed
and approved by coordinating center. A minimum of 48 hour notice will be mandated.
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e Second confirmation: Complete enrollment checklist and submit to coordinating center for review
and approval prior to start of ibrutinib between day 60-90 post-HCT. Ibrutinib will not be started
until enrollment checklist has been reviewed and approved by coordinating center. A minimum of
48 hour notice will be mandated.

Pre-SCT: Screening visit:

All research studies to be completed within 4 weeks of starting preparative regimen unless specified
otherwise. Timing of all pre-SCT standard of care assessments may be completed per the institutional

practice.

e Standard of care: History and physical including Karnofsky performance status (KPS) (See the
Clinical Assessment Manual)

e Standard of care: Transplant evaluation: follow institutional protocol on timing of evaluation prior to
HCT and at a minimum will include:

o Hematology
» Hematology parameters performed at local laboratory will include a complete blood
count: white blood cells, red blood cells, hemoglobin, hematocrit, platelets, and

absolute neutrophil count.

o Chemistry
= Serum chemistry parameters performed at local laboratory will include: creatinine,

AST, ALT, alkaline phosphatase, and total bilirubin.

o Coagulation studies
= Measurement of prothrombin time (PT)/INR, and activated partial thromboplastin
time (aPTT) will be performed at local laboratory at Screening.

o Hepatitis serologies
» Hepatitis serologies include Hepatitis C antibody, Hepatitis B surface antigen,
Hepatitis B surface antibody, and Hepatitis B core antibody will be evaluated by local
laboratory. If Hepatitis B core antibody or Hepatitis B surface antigen is positive, then
Hepatitis B PCR to quantitate Hepatitis B DNA must be performed. DNA PCR needs
to be confirmed negative prior to enroliment in subjects who are Hepatitis B core
antibody positive or Hepatitis B surface antigen positive.

o Pregnancy test for women of child bearing potential
= Serum pregnancy tests are required at Screening by local laboratory and only for
women of childbearing potential. If positive, pregnancy must be ruled out by
ultrasound to be eligible.

o EKG and Echo

= At baseline, per inclusion criterion patients must have an ejection fraction by
echocardiogram or MUGA of = 40%. EKGs should be performed at the investigator’s
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discretion, particularly in subjects with arrhythmic symptoms (eg, palpitations,
lightheadedness) or new onset of dyspnea.

o Pulmonary function tests
» PFT should be done as part of transplant evaluation per institutional criteria and at a
minimum report FeV1%, FeV1/FVC ratio and DLCO %. Patients should have a
DLCO of = 60% per inclusion criterion.

o Quantitate immunoglobulins including 1gG, IgM and IgA
o Peripheral blood T-cell, B-cell and NK cell subsets (CD3+, CD4+, CD8+, CD19+, CD16/56+)

e Standard of care: Disease assessment: Data forms for CIBMTR (CLL Form 2013 R2.0, 10 pages
or other lymphomas: Form 2018 Revision 3, 17 pages) will be made available to the coordinating
center (see appendix 2 and 3 respectively). Alternatively, detailed disease assessment data will be
entered directly into the electronic database.

e Standard of care: DNA sample from recipient and donor to establish allele markers for post HCT
chimersim analyses.

e Research: a peripheral blood sample on all patients should be sent for immunoseqMRD analysis
(see the Laboratory Manual). This specimen will serve as a baseline to track neoplastic clones
post HCT. Diagnostic sample from disease onset (paraffin block of lymph node only is applicable),
if available must be sent for immunoseqMRD analyses (See the Laboratory Manual).

¢ Research: Toxicity assessment will be done to establish baseline severities.

o Research: Peripheral blood sample will be sent to coordinating center for CYTOF analyses. See
the Laboratory Manual for detailed instruction on collection, processing and shipping.

¢ Research: BM aspirate in patients with active marrow disease will be sent to coordinating center
for CYTOF analyses. See the Laboratory Manual for detailed instruction on collection, processing
and shipping.

e Research: Complete enroliment checklist and submit to coordinating center for review prior to
enrolliment. Preparative regimen for HCT should not be started until enroliment checklist has been
reviewed by coordinating center

o Research: Toxicity assessment will be done at screening to establish baseline

e Research: concomitant medication data will be obtained to establish baseline

Start of preparative regimen to day +60 post-HCT:

e Standard of care: History and physical and KPS (See the Clinical Assessment Manual.)

e Standard of care: weekly assessment of acute GVHD (and chronic GVHD if applicable) KPS (see
the Clinical Assessment Manual). KPS will be recorded every 2 weeks.
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e Standard of care: Disease reassessment between day 30 and day 60 will include: appropriate
imaging (CT scan and/or PET scan or other imaging) and bone marrow biopsy.

e Standard of care: PB should be sent for chimerism analyses. Ablative transplants will require only
% recipient vs. donor. RIC HCT will require sorted chimerism (CD 3: % recipient vs. donor and
CD33 [or other suitable myeloid lineage markers]: % recipient vs. donor)

e Research: BM aspirate from patients with active marrow disease will be sent to coordinating center
for CyTOF analyses. See the Laboratory Manual for detailed instruction on collection, processing
and shipping. The BM biopsy and aspiration itself is considered standard of care.

e Research: Toxicity assessment will be done every 2 weeks

e Research: concomitant medication data will be obtained every 2 weeks

Prior to administration of ibrutinib (day 60-90): (All studies to be done within 2 weeks of starting

ibrutinib)

e Standard of care: Following should be done within 2 weeks prior to starting ibrutinib

o History and physical and KPS (see the Clinical Assessment Manual). KPS will be recorded
every 2 weeks during this time period.

o Hematology
» Hematology parameters performed at local laboratory will include at a minimum a
complete blood count: white blood cells, red blood cells, hemoglobin, hematocrit,
platelets, and absolute neutrophil count.

o Chemistry
= Serum chemistry parameters performed at local laboratory will include at a minimum:
creatinine, AST, ALT, alkaline phosphatase, and total bilirubin

o Coagulation studies
= Measurement of prothrombin time (PT)/INR, and activated partial thromboplastin time
(aPTT) will be performed at local laboratory at Screening

o Pregnancy test for women of child bearing potential
= Serum pregnancy tests are required at Screening by local laboratory and only for women
of childbearing potential. If positive, pregnancy must be ruled out by ultrasound to be
eligible.

o EKG
= EKGs should be performed at the investigator’s discretion, particularly in subjects with
arrhythmic symptoms (e.g., palpitations, lightheadedness) or new onset of dyspnea.

o Quantitative immunoglobulins including I1gG, IgM and IgA
VICC BMT1651 Protocol v7: 2020DEC09 Page 38 of 107



o Peripheral blood T-cell, B-cell and NK cell subsets (CD3+, CD4+, CD8+, CD19+, CD16/56+)
o Continue weekly assessment of acute GVHD (see the Clinical Assessment Manual)
o Chronic GVHD assessment (see the Clinical Assessment Manual) using NIH 2015 forms for

diagnosis and scoring of chronic GVHD

Please note: For patients who come off study prior to start of Ibrutinib, an End of Study visit should be
completed as outlined under “12 Months post HCT or earlier if withdrawing from the study”

Research: Following should be done within 2 weeks prior to starting ibrutinib

o Peripheral blood samples on all patients should be sent for Immunoseq for T-cell receptor and for
immunoseqMRD analysis. See the Laboratory Manual for sample acquisition, processing and
shipping logistics.

e Research: A peripheral blood sample will be collected for CyTOF analyses. See the Laboratory
Manual for detailed instruction on collection, processing and shipping.

e Research: Complete enroliment checklist and submit to coordinating center for review prior to
enrollment. Ibrutinib should not be started until enroliment checklist has been reviewed by
coordinating center.

e Research: Toxicity assessment will be done and continued every 2 weeks during this time period
weeks

e Research: Concomitant medication data will be obtained and continued every 2 weeks during this
time period

Post-ibrutinib (start of ibrutinib until 1 y post HCT). All studies to be done within +/- 1 week of the
planned time-points

e Standard of care: History and physical including Karnofsky performance status (KPS) (see the
Clinical Assessment Manual) will be done monthly until month 6 and then at month 9

e Standard of care: Following should be done weekly for 4 weeks and then monthly until 6
months post HCT and then at month 9 after starting ibrutinib

o Hematology
= Hematology parameters performed at local laboratory will include at a minimum a
complete blood count: white blood cells, red blood cells, hemoglobin, hematocrit,
platelets, and absolute neutrophil count.

o Chemistry
= Serum chemistry parameters performed at local laboratory will include at a minimum:
creatinine, AST, ALT, alkaline phosphatase, and total bilirubin.
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e Standard of care: To be done at month 6 and 9 post-HCT Peripheral blood T-cell, B-cell and NK
cell subsets (CD3+, CD4+, CD8+, CD19+, CD16/56+)

o Research: Following should be done at month 6 and 9 after starting ibrutinib

o A peripheral blood sample on all patients should be sent for Immunoseq for T-cell receptor.
See the Laboratory Manual for sample acquisition, processing and shipping logistics.

o Research: a peripheral blood sample will be collected for CyTOF analyses. See the
Laboratory Manual for detailed instruction on collection, processing and shipping.

e Toxicity assessment:

o Research: Toxicity assessment will be done on first day of administration of ibrutinib to
establish post-HCT baseline.

o Research: Toxicity assessment will be done weekly after the start of ibrutinib until day 100
post HCT or at least 4 weeks post-ibrutinib (whichever is longer)

o Research: Toxicity assessment will be done monthly until 12 months post HCT. Month 7,8,
10, and 11 toxicity assessment can be done telephonically if a patient is unable to travel
back to the transplant center. A final toxicity assessment will be conducted 12 months post
HCT.

o Concomitant medication use will be recorded at month 6 and month 9

e Acute GVHD assessment
o Standard of care: weekly assessment of acute GVHD until day 100 (+/-1  week) post HCT
or at least 4 weeks post-ibrutinib (whichever is longer). See the Clinical Assessment Manual
for acute GVHD assessment forms

e Chronic GVHD assessment

o Standard of care: Assessment at month 6 and 9 post HCT. NIH 2015 diagnosis and scoring
forms will be used. See the Clinical Assessment Manual for chronic GVHD assessment
forms

o Research: a peripheral blood sample on all patients (in cohort A only) should be sent for
IMMUNOSEQ for T-cell receptor and immunosegMRD for MRD analyses if a new diagnosis
of chronic GVHD is made and ideally before starting new therapy. This may happen in
between the planned assessment time points. See the Laboratory Manual for collection,
processing and shipping details.

o Research: a peripheral blood sample on all patients (in cohort A only) should be sent for
CyTOF analyses if a new diagnosis of chronic GVHD is made and ideally before starting
new therapy. This may happen in between the planned assessment time points. See the
Laboratory Manual for collection, processing and shipping details
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e Disease reassessment

Standard of care: disease reassessment at month 6 and 9 post HCT per institutional criteria
and may include imaging (CT scan and/or PET scan or other imaging) as indicated

Chimerism analyses
» Standard of care: Assessment at months 6 and 9. Peripheral blood should be sent
for chimerism analyses. Ablative transplants will require only % recipient vs. donor.
RIC HCT will require sorted chimersims (CD 3: % recipient vs. donor and CD33 [or
other suitable myeloid lineage markers]: % recipient vs. donor)

MRD analyses
= Research: Assessment at months 6 and 9 post HCT. A peripheral blood sample on
all patients should be sent for immunoseqMRD analysis. See the Laboratory Manual.

e Suspected relapse

O

Research: BM aspirate (5 mlin EDTA) in patients with active marrow disease will be sent to
the coordinating center. See the Clinical Assessment Manual for detailed instruction on
collection, processing and shipping.

Research: Tumor biopsy performed for suspected relapse should be collected and sent to
coordinating center for CyTOF and IMMUNOSEQ. See the Laboratory Manual for detailed
instruction on collection, processing and shipping.

Research: Peripheral blood samples on Cohort A patients should be sent for IMMUNOSEQ
for T-cell receptor and immunoseqMRD analyses at end of study, only if it has been more
than 4 weeks from previous research sample for this assay. See the Laboratory Manual for
collection, processing and shipping details.

Research: A peripheral blood sample on all patients should be sent for CyTOF analyses
only if it has been more than 4 weeks from previous research sample for this assay. See the
Laboratory Manual for collection, processing and shipping details.

At the time of new diagnosis of acute or chronic GVHD (from start of ibrutinib until 1 y post-HCT)

e Standard of care: Assessment of acute GVHD (See the Clinical Assessment Manual if applicable.)

e Standard of care: Assessment of chronic GVHD (See the Clinical Assessment Manual if
applicable.)

¢ Research: Peripheral blood samples on all patients (cohort A only) should be sent for
IMMUNOSEAQ for T-cell receptor and for immunoseqMRD analysis if a new diagnosis of acute or
chronic GVHD is made and ideally before starting new therapy. This may happen in between the
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planned assessment time points. See the Laboratory Manual for collection, processing and
shipping details.

e Research: peripheral blood sample on all patients (cohort A only) should be sent for CyTOF
analyses if a new diagnosis of acute or chronic GVHD is made and ideally before starting new
therapy. This may happen in between the planned assessment time points. See the Laboratory
Manual for collection, processing and shipping details.

12 Months post HCT or earlier if withdrawing from the study (including withdrawal prior to initiation of

Ibrutinib)

e Standard of care:
o History and physical, KPS (see the Clinical Assessment Manual)

o Hematology
» Hematology parameters performed at local laboratory will include at a minimum a
complete blood count: white blood cells, red blood cells, hemoglobin, hematocrit,
platelets, and absolute neutrophil count.

o Chemistry
= Serum chemistry parameters performed at local laboratory will include at a minimum:
creatinine, AST, ALT, alkaline phosphatase, and total bilirubin

o Quantitative immunoglobulins including IgG, IgM and IgA
o Peripheral blood T-cell, B-cell and NK cell subsets (CD3+, CD4+, CD8+, CD19+, CD16/56+)
o Assessment of acute GVHD (see the Clinical Assessment Manual) if applicable

o Assessment of chronic GVHD (see the Clinical Assessment Manual) if applicable. NIH 2015
diagnosis and scoring forms will be used.

o Disease reassessment has to be done for end of study only if prior disease assessment is
more than 4 weeks prior to end of study. Disease reassessment will include: appropriate
imaging (CT scan and/or PET scan or other imaging) as clinically indicated and bone
marrow biopsy. PB should be sent for chimerism analyses. Ablative transplants will require
only % recipient vs. donor. RIC HCT will require sorted chimersims (CD 3: % recipient vs.
donor and CD33 or lineage specific marker: % recipient vs. donor)

e Research:

o Peripheral blood samples on all patients should be sent for Inmunoseq for T-cell receptor
and immunosegMRD analysis. See the Laboratory Manual for sample acquisition,
processing and shipping logistics.

o Research: A peripheral blood sample will be collected for CyTOF analyses. See the
Laboratory Manual for detailed instruction on collection, processing and shipping.
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o Research: Toxicity assessment for ibrutinib

o Research: Toxicity assessment will be done. In addition, toxicity assessment will be done 30
days after cessation of ibrutinib.

o Concomitant medication use will be recorded

HCT outcome (from 1 yr. post HCT until 2 yr. post HCT)

e Chronic GVHD assessment:
o Standard of care: assessment per institutional standard.

o If new diagnosis of chronic GVHD or new organ involvement, coordinating center needs
to be informed within 1 month of occurrence. NIH 2014 diagnosis and scoring forms will
be used. See the Clinical Assessment Manual for details.

e Disease reassessment:

o Standard of care: assessment per institutional standard

o If evidence of progression or relapse, coordinating center needs to be informed within 1
month of occurrence

o Suspected relapse
= Research: Although not required by protocol, BM aspirate in patients with active
marrow disease will be sent to the coordinating center. See the Laboratory Manual
for detailed instruction on collection, processing and shipping.
= Research: Although not required by protocol, tumor biopsy performed for suspected
relapse should be collected and sent to coordinating center. See the Laboratory
Manual for detailed instruction on collection, processing and shipping.
e Survival
o Standard of care: At months 18 and 24 post HCT, coordinating center will be informed of
survival status: alive without disease, alive with disease (if new relapse/progression, date of

event). If patient died between month 12 and 24, coordinating center will be notified within 2
weeks of event, with date and cause of death (disease or non-relapse)

21. SUBJECT WITHDRAWAL
211 Withdrawal from Study Treatment

Study treatment will be withdrawn if:
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21.2

Patient experiences relapse or progression of underlying disease while on ibrutinib, and further
continuation is not felt to be beneficial.

Unacceptable toxicity: an intercurrent iliness or adverse event that prevents further ibrutinib
administration for more than 28 continuous days

Non-compliance with taking ibrutinib or with following protocol
Investigator decision

Withdrawal of consent for treatment by subject

Subject becomes pregnant

Study termination by sponsor-investigator

All subjects, regardless of discontinuation of study treatment will undergo end of study visit and be
followed for progression and survival until 2 y post HCT by imaging (CT scan and/or PET scan or other
imaging) or other modalities per the discretion of the treating physician.

Withdrawal from Study

Withdrawal from study (including all follow-up) will occur under the following circumstances:

Withdrawal of consent for follow-up observation by the subject

Lost to follow-up. Every reasonable effort should be made by the study site personnel to contact
the patient and the measures should be document.

Study termination by Sponsor -investigator

Death

When a subject withdraws before completing the study, the following information should be
documented in source documents:

Reason for withdrawal

Whether the subject withdraws full consent (i.e. withdraws consent to treatment and all further
contact) or partial consent (i.e. withdraws consent to treatment but agrees to participate in
follow-up visits).
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22, STUDY TABLE

221 CohortA
Within 4 weeks Start of Day +60 to Day Post-ibrutinib monthly . At time of new dx
. f . . assessment unless At time of suspected . 12M post
prior to starting | Prep until +90 & prior to . . of acute or chronic 30 Day
. .. . stated otherwise relapse/ progression HCT
Assessment preparative day +60 administration . - . . s GVHD 15 Follow Up
h . 43 (start of ibrutinib until (start of ibrutinib . - or EOS
regimen for post-HCT of ibrutinib 1 ost HCT) until 1 ost HCT) (start of ibrutinib (& 2 weeks) (+ 7 days)
HCT (£ 1 week) (£ 1 week) yp yp until 1 yr post HCT) | &
(1 week)
. . X
History & Physical Exam X X X (monthly until M6, then M) X
KPS
i X X X
(see Clinical X ; X
Assessment Manual) (92 weeks) (92 weeks) (monthly until M6, then M9)
Transplant evaluation X
per institutional criteria
X
Hematology labs X X (weekly x 4 weeks, then X
monthly until M6, then M9)
X
Chemistry labs X X (weekly x 4 weeks, then X
monthly until M6, then M9)
Coagulation studies X X
Hepatitis serology X
Pregnancy test (for X X
WOCBP)
EKG X X
Echocardiogram X
PFT X
1gG, IgA, IgM X
Peripheral blood T and B X X
cell subsets (M6, M9 post-HCT)
Disease assessment X! X3 X X X?®
(M6, M9 post-HCT)
DNA banking for
subsequent chimerism X!
analyses
Chimerism analyses X X X X?®

(M6, M9 post-HCT)
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Post-ibrutinib monthly

Within 4 weeks Start of Day +60 to Day assessment unless At time of suspected At time of new dx 12M post
prior to sta_rtlng Prep until +90 _&_prlor_ to stated otherwise relapse/ progression of acute or chronic HCT 30 Day
Assessment preparative day +60 administration fi L . fi s GVHD 0S5 Follow Up
regimen for post-HCT of ibrutinib'3 (Sta':lt ° |brut;|n|l_7_ until (Stﬁr: ° IertlllnIEI)' (start of ibrutinib f; E K (+ 7 days)
HCT (£ 1 week) (£ 1 week) {+Rlo\jlteel((:) ) until 1y post HCT) until 1 yr post HCT) (£ 2 weeks)
X10
Bone marrow biopsy | (active marrow x4 x4
disease)
Acute GVHD assessment X5 X5 X12 X X
Chronic GVHD X6 X8 X X X
assessment (monthly) (monthly) (M6, M9 post-HCT)
Study drug (ibrutinib) Start between day 60-90 post HCT until 12 months post HCT
X
Con meds X X X (M6, M9 post-HCT) X
X
PB samples for CyTOF X X X (if tumor is biopsied, X X9
analyses? (M6, M9 post HCT) tumor sample is
preferred)
Diagnostic sample for X1
immunosegMRD anlaysis
PB sample for X
) X X X (if tumor is biopsied, X 9
immunoseqMRD analys;s_; X (M6, M9 post HCT) tumor sample is X
assessmen preferred)
PB Sample for X7
7 7 7 7,9
'mm”"gf“;ﬁylgg X (M6, M9 post HCT) X X X
- - X8
Ibrutinib toxicity X X X (weekly for first 4 weeks X4 X4

assessment

then monthly until M11)

Between month 12 and month 24: patients will be followed for chronic GVHD, disease status and survival. See section on HCT outcome

between 1y and 2y.
Red font is research

1. Transplant evaluation timing is per institutional criteria and does not have to be within 4 weeks of starting HCT
2. Peripheral blood sample for CyTOF analyses. Research sample. See the Laboratory Manual for sample acquisition, processing and shipping

logistics

3. Disease reassessment should be done between day 30 and day 60 post-HCT. Imaging (CT scan and/or PET scan or other imaging) as clinically

indicated
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4. BM biopsy for disease assessment is considered standard of care. If marrow disease is suspected, a research sample for CYTOF analyses is
needed. See the Laboratory Manual for sample acquisition, processing and shipping logistics

5. Weekly assessment of acute GVHD % 3 days. Assessment of acute GVHD may start after engraftment. See the Clinical Assessment Manual.

6. Assessment of chronic GVHD should occur monthly (+ 1 week) post-transplant. See the Clinical Assessment Manual.

7. Peripheral blood samples for IMMUNOSEQ analyses for T-cell receptor assay (TCR) and immunoseqMRD analyses. Research samples. See
the Laboratory Manual for sample acquisition, processing and shipping logistics

8. Ibrutinib toxicity assessment. Weekly toxicity assessment for first 4 weeks after starting ibrutinib. Subsequently toxicity assessment should be
monthly until month 11 post SCT. Toxicity assessment at month 7, 8, 10, 11 can be done over the phone if patient is unable to travel to the
transplant center. All other time points for toxicity assessment should be done at the transplant center.

9. Disease reassessment needs to be done at end of study, only if previous disease assessment has been done more than 4 weeks prior to end of
study.

10. If BM shows active disease, aspirate will be sent to coordinating center for CyTOF analyses. See the Laboratory Manual for sample acquisition,
processing and shipping logistics.

11. Diagnostic sample from disease onset (paraffin block of lymph node only) if available must be sent for immunoseqMRD analyses. See the
Laboratory Manual for sample acquisition, processing and shipping logistics.

12. Weekly assessment of acute GVHD: post-ibrutinib, weekly for 4 weeks or until day 100 post HCT whichever is later. See the Clinical
Assessment Manual.

13. Please ensure eligibility checklist is complete and has been reviewed by coordinating center prior to the administration of ibrutinib between day
60 and 90 post HCT. All SOC and research studies must be done within 2 weeks of starting ibrutinib.

14. Toxicity assessment should be at the transplant center 30 days after cessation of study drug in addition to end of study.

15. The End of Study visit should be completed even for patients who withdraw from study without initiating Ibrutinib
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22.2 CohortB

Post-ibrutinib monthly

Within 4 weeks Start Of. Day +60 t.o Day assessment unless At time of suspected At time of new d).( 12M post
. g Prep until +90 & prior to - " of acute or chronic 30 Day
prior to starting . . stated otherwise relapse/ progression HCT
Assessment . day +60 administration . L . . . . GVHD Follow Up
preparative . 40 (start of ibrutinib until (start of ibrutinib . . or EOS
. post-HCT of ibrutinib B (start of ibrutinib 14 | (+7 days)
regimen for HCT 1y post HCT) until 1 y post HCT) . (£ 2 weeks)
(£ 1 week) (£ 1 week) ( 1 week) until 1 yr post HCT)
History and Physical X
Exam X X X (monthly until M6, then M9) X
KPS X
(see the Clinical X (@2 wxeeks) (@2 wxeeks) (monthly until M6, then M9 X
Assessment Manual) post-SCT)
Transplant evaluation X
per institutional criteria
X
(weekly for 4 weeks and
Hematology labs X X then monthly until M6, then X
M9)
X
. (weekly for 4 weeks and
Chemistry labs X X then monthly until M6, then X
M9)
Coagulation studies X X
Hepatitis serology X
Pregnancy test (for X
WOCBP)
EKG X
Echocardiogram X
PFT X
IgG, IgA, IgM X
Peripheral blood T and B X X X
cell subsets (M6, M9 post-HCT)
Disease assessment X! x3 (M6, M9 L(ost-HCT) X X®
DNA banking for
subsequent chimerism X!
analyses
. . X 9
Chimersim analyses X (M8, M9 post-HCT) X X
Bone marrow biopsy X X X

VICC BMT1651 Protocol v7: 2020DEC09

Page 49 of 107




Post-ibrutinib monthly .
Within 4 weeks Start Of. Day +60 t.o Day assessment unless At time of suspected At time of new d).( 12M post
. g Prep until +90 & prior to - - of acute or chronic 30 Day
prior to starting .. . stated otherwise relapse/ progression HCT
Assessment . day +60 administration . - . . s GVHD Follow Up
preparative . Y (start of ibrutinib until (start of ibrutinib . I or EOS
. post-HCT of ibrutinib - (start of ibrutinib 14 | (+7 days)
regimen for HCT 1y post HCT) until 1 y post HCT) . (£ 2 weeks)
(£ 1 week) (* 1 week) until 1 yr post HCT)
(£ 1 week)
Acute GVHD assessment X5 X5 Xt X
Chronic GVHD X8 X8 X X
assessment (monthly) (monthly) (M6, M9 post-SCT)
Study drug (ibrutinib) Start between day 60-90 post HCT until 12 months post HCT
Con meds X X X X X
Ibrutinib toxicit X
rutint 0):1““); X X X (weekly for first 4 weeks X13 X13
assessme then monthly until M11)

Between month 12 and month 24: patients will be followed for chronic GVHD, disease status and survival. See section on HCT outcome

between 1y and 2y.
Red font is research

-_—

Transplant evaluation timing is per institutional criteria and does not have to be within 4 weeks of starting HCT

2. Peripheral blood sample for CyTOF analyses. Research sample. See the Laboratory Manual for sample acquisition, processing and shipping

logistics

3. Disease reassessment should be done between day 30 and day 60 post-HCT. Imaging (CT scan and/or PET scan or other imaging) as

clinically indicated

No ok

BM biopsy for disease assessment is considered standard of care.
Weekly assessment of acute GVHD + 3 days. Assessment of acute GVHD may start after engraftment. See the Clinical Assessment Manual.
Assessment of chronic GVHD should occur monthly (+ 1 week) post-transplant. See the Clinical Assessment Manual.
Peripheral blood sample for IMMUNOSEQ analyses for T-cell receptor assay (TCR) and for immunosegMRD analyses. Research sample. See

the Laboratory Manual for sample acquisition, processing and shipping logistics
8. Ibrutinib toxicity assessment. Weekly toxicity assessment for first 4 weeks after starting ibrutinib. Subsequently toxicity assessment should be

monthly until month 11 post SCT. Toxicity assessment at month 7,8, 10, 11 can be done over the phone if patient is unable to travel to the

transplant center. All other time points for toxicity assessment should be done at the transplant center.
9. Disease reassessment needs to be done at end of study, only if previous disease assessment has been done more than 4 weeks prior to end of

study.

10. Diagnostic sample from disease onset (paraffin block of lymph node only) if available must be sent for immunoseqMRD analyses. See the

Laboratory Manual for sample acquisition, processing and shipping logistics.
11. Weekly assessment of acute GVHD: post-ibrutinib, weekly for 4 weeks or until day 100 post HCT whichever is later. See the Clinical
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12. Please ensure eligibility checklist is complete and has been reviewed by coordinating center prior to the administration of ibrutinib between day
60 and 90 post HCT. All SOC and research studies should be done within 2 weeks of starting ibrutinib.

13. Toxicity assessment should be at the transplant center 30 days after cessation of study drug in addition to end of study

14. The End of Study visit should be completed even for patients who withdraw from study without initiating Ibrutinib
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23.

24,

241

DRUG SHIPMENT

Ibrutinib will be considered as an investigational agent for the purpose of this study. The Vanderbilt
Investigational Pharmacy will be the central pharmacy for receiving ibrutinib from Janssen Scientific
Affairs and then shipping it to individual site investigational pharmacy. Drug accountability logs will be
maintained. All sites will perform IP destruction on site. Each site will send drug destruction and
hazardous waste policy to the coordinating center (at Coordinating.Center@Vanderbilt.edu) for review.
Study drug destruction at the participating sites will be performed after the approval from the
coordinating center. Documentation of the review and approval will be maintained in the study binder
and at each participating site. Any drug that has been prepared but not dispensed, returned by the
subject, expired, damaged, or otherwise deemed to be unusable will be destroyed on site according to
the sites SOP for destruction. Each site will dispose of drug on site according to their SOP for
destruction. Please refer to the IP Management Plan for additional details.

STATISTICAL ANALYSES PLAN

Analysis Plan

The statistical analysis plan will address the primary aim: To study the use of ibrutinib starting between
day 60 and day 90 after allogeneic HCT until 12 months post HCT to improve the PFS at 12 months
post HCT by 25% compared to historical controls. This will be restricted to cohort A which includes the
diagnoses of CLL and MCL, only.

o PFS is defined as time to progression, or relapse of the underlying disease for which transplant
was undertaken, or death from any non-relapse causes, starting from the date of stem cell
transplant (SCT).

¢ We will estimate the 12-month PFS rate with a 95% confidence interval using the method of
Kaplan-Meier and using the Greenwood variance estimator, and we will compare this estimate
with the rate in the historical controls.

e Historical data

o In astudy by Sobecks et al®®, the outcomes of patients with CLL after ablative (n=163)
and reduced intensity conditioning (RIC) 134 were reported. Outcomes were stratified
based on when the HCT occurred (< 2000, or = 2000). We expect the majority of
patients with CLL on the proposed study to be undergoing RIC allo HCT, thus relevant
data (= 2000 and RIC allo HCT) are taken into account for sample size analyses. One
year PFS was 62% (95% CI 51-72).

o In a study by Urbano-Ispizua et al®*, the outcomes of patients with MCL undergoing
ablative (n=149) and RIC (n=351) allo-HCT was reported. The 1y PFS for patients with
MCL (personal communication, CIBMTR) was 52% (95% CI 47-56)

e The proportion of patients with CLL and MCL enrolling in this study will not be known at the start
of the study or be controlled for during the accrual period. Thus, we studied the impact on power
of varying proportions of these two diagnoses on outcome for a given effect size.

o We will compare our overall PFS rate with the weighted average of the historical rates in CLL
and MCL, using the proportion of our sample with each of these two diagnoses as the weights.
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24.2

Sample Size

The following table reflects the power and effect size, if we enroll 65 patients with varying proportion of
the diagnoses. These calculations are based on the maximum likelihood estimator (MLE) for the
mean survival time assuming exponentially-distributed PFS®® using the cube-root
transformation of the MLE as suggested by Sprott®. The one-year survival probability can be
calculated once the distribution is specified. The following test statistic has a standard normal
distribution:

o—Q

_ ~N(0,1),
(4&2 ;‘9@) ?

where ¢ = 6%, 0 is the MLE for the PFS mean, and Q = S(1— e= L0y,

This is a single arm phase two study. Patients will be accrued uniformly over two years, and then
followed for two years. The power calculations are based on derivations from Lawless®® with a cube-
root trans-formation of the maximum likelihood estimate (MLE), as suggested by Sprott> . This is
implemented in the online calculator (tool of One Arm Survival) found at https://stattools.crab.org which
is provided by the SWOG Statistical Center. Thus, 65 patients will give us at least 84% power to detect
an effect size of 25% improvement in progression-free survival at 1 year compared to the estimated
historical control rate, for varying proportions of patients with CLL and MCL. The following table reflects
the power and effect size, if we enroll 65 patients with varying proportion of the diagnoses.

Table: Power achieved for a sample of 65 patients for different effect sizes using a 2-sided parametric
test with level 0.05, assuming on 2 years of uniform accrual and 2 years of follow-up time.

% CLL %MCL 1 year PF5 1 year PF5 Power
Historical Control Treated
20% 30 70 0.35 0.660 74
40 a0 0.56 0.672 76
a0 a0 0.57 0.684 78
&0 40 0.58 0.696 a0
70 a0 0.59 0.708 a3
25% 30 70 0.35 0.688 91
40 a0 0.56 0.700 92
a0 a0 0.57 0.713 93
&0 40 0.58 0.725 95
70 30 0.59 0.738 96
30% 30 70 0.35 0.715 98
40 a0 0.56 0.728 98
a0 a0 0.57 0.741 99
&0 40 0.58 0.754 99
70 30 0.59 0.767 99
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In addition, cohort B will include 10 patients (FL and HD). There is no formal sample calculation for
cohort B.

Safety Analyses

HCT is a complex procedure with varying causes of death post HCT. Patients may die of relapse or
progression of disease, development or worsening of acute GVHD after exposure to study drug,
development or worsening of chronic GVHD after exposure to study drug, infections in absence of
GVHD or other causes (other non-relapse mortality) (includes drug adverse effects).

Both cohort A and B will be at risk for these events and thus will be included in the safety analyses.

In order to safeguard patients, we have set the following limits:

o Development of grade 3-4 acute GVHD by day 180 post HCT for patients who have no acute
GVHD prior to starting experimental therapy should not be higher than 30%.

o Development of grade 3-4 acute GVHD for patients with grade1-2 acute GVHD prior to starting
experimental therapy should not be higher than 40%.

o Development of grade 3-4 acute GVHD for patients with any grade acute GVHD prior to starting
experimental therapy should not be higher than 50%.

o Cumulative incidence of infectious disease mortality (not related to GVHD) should not be
higher than 30% at 1y post HCT

e Cumulative incidence of non-relapse mortality (all cause) at 1 y post HCT should not be higher
than 40%

Stopping Rules

Cohort B is an exploratory cohort of 10 patients with diagnoses of follicular lymphoma or Hodgkin
disease. Combining cohort, A and B with 75 patients in total, the stopping rules are created based on
Bayesian approach to monitor treatment related AEs defined below during the conduct of a clinical trial.
We will stop the trial early if the probability that treatment related events of the current regimen exceeds
conventional treatment related AE is greater than 80%.

The following tables describe the safety rules. There will be 2 conference calls per month during the
conduct of the study to ensure the implementation of the safety rules.
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Development of grade 3-4 acute GVHD by day 180 post HCT for patients who have no acute GVHD

prior to starting experimental therapy should not be higher than 30%.

Number of patients in complete Stop the trial if this number
cohorts of 5 (inclusive) of toxicities (inclusive)

5 3

10 5

15 7

20 8

25 10

30 12

Development of grade 3-4 acute GVHD for patients with grade 1-2 acute GVHD prior to starting

experimental therapy should not be higher than 40%.

Number of patients in complete Stop the trial if this number
cohorts of 5 (inclusive) of toxicities (inclusive)

5 4

10 6

15 8

20 10

25 13

30 15

35 17

40 19

Development of grade 3-4 acute GVHD for patients with any grade acute GVHD prior to starting

experimental therapy should not be higher than 50%.

Number of patients in complete Stop the trial if this number
cohorts of 5 (inclusive) of toxicities (inclusive)

5 4

10 6

15 8

20 10

25 13

30 15

35 17

40 19

Cumulative incidence of infectious disease mortality (not related to GVHD) should not be higher than

30% at 1y post HCT.

Number of patients in complete Stop the trial if this number
cohorts of 5 (inclusive) of toxicities (inclusive)

5 4

10 6

15 8

20 10

25 13

30 15

35 17

40 19
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Cumulative incidence of non-relapse mortality (all cause) at 1 y post HCT should not be higher than
40%.

Number of patients in complete Stop the trial if this number
cohorts of 5 (inclusive) of toxicities (inclusive)

5 4

10 6

15 8

20 10

25 13

30 15

35 17

40 19

24.4 Association Analyses with Correlative Studies

25.

25.1

25.2

Appropriate methodologies for association analyses of immunosegMRD,, IMMUNOSEQ, and CYTOF
with relevant clinical variables will be undertaken.

SAFETY DATA COLLECTION AND REPORTING
Management of Safety Data

This Study has been designated as an interventional study. As such, all adverse events, special
situations, including pregnancies and product quality complaints will be reported as described in this
protocol from the time a subject has signed and dated an Informed Consent Form (ICF) until 30 days
after the last documented use of a product under study within the study. All subsequent AEs and SAEs
will be collected after this period if the Principal Investigator considers the AE/SAE to be causally-
related to the use of the study drug.

For the purposes of this study, the J&Jmedicinal product is: Ibrutinib (Imbruvica).

The safety variables to be analyzed include adverse events, clinical laboratory test results (hematology
and chemistry), and other safety measurements. They will be summarized by descriptive statistics. In
general, continuous variables will be summarized using descriptive statistics (n, mean, median,
standard deviation, standard error and range). Categorical variables will be summarized using
frequencies and percentages. No formal statistical testing is planned. Exposure to ibrutinib first dose
and reasons for discontinuation from study treatment will be tabulated.

Definitions
25.2.1 Adverse Event (AE)

An AE is any untoward medical occurrence in a clinical study subject administered a medicinal
(investigational or non-investigational) product. An adverse event does not necessarily have a causal
relationship with the treatment. An adverse event can therefore be any unfavorable and unintended
sign (including an abnormal finding), symptom, or disease temporally associated with the use of a
medicinal (investigational or non- investigational) product, whether or not related to that medicinal
(investigational or non-investigational) product. (Definition per International Conference on
Harmonisation [ICH])
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This includes any occurrence that is new in onset or aggravated in severity or frequency from the
baseline condition, or abnormal results of diagnostic procedures, including laboratory test
abnormalities.

Adverse events may include, but are not limited to:

e Subjective or objective symptoms provided by the patient and/or observed by the Investigator or
study staff including laboratory abnormalities of clinical significance.

o Any AEs experienced by the patient through the completion of final study procedures.
e AEs not previously observed in the patient that emerge during the protocol-specified AE
reporting period, including signs or symptoms associated with cGVHD that were not present

before the AE reporting period

e Complications that occur as a result of protocol-mandated interventions (e.g., invasive
procedures such as biopsies).

The following are NOT considered AEs:

o Pre-existing condition: A pre-existing condition (documented on the medical history CRF) is
not considered an AE unless the severity, frequency, or character of the event worsens during
the study period.

¢ Pre-planned or elective hospitalization: A hospitalization planned before signing the informed
consent form is not considered an SAE, but rather a therapeutic intervention. However, if during
the pre-planned hospitalization an event occurs, which prolongs the hospitalization or meets any
other SAE criteria, the event will be considered an SAE. Surgeries or interventions that were
under consideration, but not performed before enroliment in the study, will not be considered
serious if they are performed after enroliment in the study for a condition that has not changed
from its baseline level. Elective hospitalizations for social reasons, solely for the administration
of chemotherapy, or due to long travel distances are also not SAEs.

o Diagnostic Testing and Procedures: Testing and procedures should not to be reported as
AEs or SAEs, but rather the cause for the test or procedure should be reported.

For the purposes of this clinical study, AEs include events which are either new or represent detectable
exacerbations of pre-existing conditions as measured prior to HCT and prior to administration of
ibrutinib.

Adverse Events of Special Interest

Adverse events of special interest are events that Janssen Scientific Affairs, LLC. is actively monitoring
as a result of a previously identified signal (even if non-serious). These adverse events are:
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Major Hemorrhage
Major hemorrhage is defined as:
¢ Any treatment-emergent hemorrhagic AE of Grade 3 or higher*
¢ Any treatment-emergent SAE of bleeding of any grade
Any treatment-emergent CNS hemorrhage/hematoma of any grade
e *all hemorrhagic AEs requiring a transfusion of red blood cells should be reported as a Grade 3 or higher AEs
per NCI-CTCAE

Any Adverse Event of Special Interest that is to be reported to Janssen Scientific Affairs, LLC should be
recorded on a Serious Adverse Event Report Form and be reported to Janssen Scientific Affairs, LLC
within 24 hours of knowledge of the event.

25.2.2 Serious Adverse Event (SAE)

A serious adverse event based on ICH and EU Guidelines on Pharmacovigilance for Medicinal
Products for Human Use is any untoward medical occurrence that at any dose:

¢ Results in death (i.e., the AE actually causes or leads to death).

o s life-threatening. Life-threatening is defined as an AE in which the patient was at risk of death
at the time of the event. It does not refer to an event which hypothetically might have caused
death if it were more severe. If either the Investigator or the Sponsor believes that an AE meets
the definition of life-threatening, it will be considered life-threatening.

¢ Requires in-patient hospitalization >24 hours or prolongation of existing hospitalization.

o Results in persistent or significant disability/incapacity (i.e., the AE results in substantial
disruption of the patient’s ability to conduct normal life functions).

e |s a congenital anomaly/birth defect.
e s a suspected transmission of any infectious agent via a medicinal product

¢ Is an important medical event that may not result in death, be immediately life-threatening or
require hospitalization, but may be considered an SAE when, based upon appropriate medical
judgment, the event may jeopardize the patient or patient may require intervention to prevent
one of the other outcomes listed in this definition. Examples of such events are intensive
treatment in an emergency department or at home for allergic bronchospasm, blood dyscrasias,
or convulsion that does not result in hospitalization; or development of drug dependency or drug
abuse.

Medical and scientific judgment should be exercised in deciding whether expedited reporting is also
appropriate in other situations, such as important medical events that may not be immediately life
threatening or result in death or hospitalization but may jeopardize the subject or may require
intervention to prevent one of the other outcomes listed in the definition above. These should usually be
considered serious.
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Severity Criteria (Grade 1-5)

Definitions found in the Common Terminology Criteria for Adverse Events version 4.03

(CTCAE v4.03) will be used for grading the severity (intensity) of AEs. The CTCAE v4.0 displays
Grades 1 through 5 with unique clinical descriptions of severity for each referenced AE. Should a
patient experience any AE not listed in the CTCAE v4.03, the following grading system should be used
to assess severity:

e Grade 1 (Mild AE) — experiences which are usually transient, requiring no special treatment, and
not interfering with the patient’s daily activities

e Grade 2 (Moderate AE) — experiences which introduce some level of inconvenience or concern
to the patient, and which may interfere with daily activities, but are usually ameliorated by simple

therapeutic measures

o Grade 3 (Severe AE) — experiences which are unacceptable or intolerable, significantly interrupt
the patient’s usual daily activity, and require systemic drug therapy or other treatment

e Grade 4 (Life-threatening or disabling AE) — experiences which cause the patient to be in
imminent danger of death

e Grade 5 (Death related to AE) — experiences which result in patient death

Adverse Event Reporting Timeframe

Adverse events will be captured from the time of consent until 30 days post cessation of study drug.

Causality (Attribution)

The Investigator is to assess the causal relation (i.e., whether there is a reasonable possibility that the
study drug caused the event) using the following definitions:

Definite — The AE is clearly related to the study treatment
Probable — The AE is likely related to the study treatment
Possible — The AE may be related to the study treatment

Unlikely - The AE is doubtfully related to the study treatment
Unrelated - The AE is clearly NOT related to the study treatment

NOTE: DEATH FOR ANY REASON SHOULD BE REPORTED AS A SERIOUS ADVERSE EVENT.

Hospitalization

For reports of hospitalization, it is the sign, symptom or diagnosis which led to the hospitalization that is the
serious event for which details must be provided.

Any event requiring hospitalization or prolongation of hospitalization that occurs during the study must be
reported as a serious adverse event, except hospitalizations for the following:
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254

e Hospitalizations not intended to treat an acute iliness or adverse event (e.g., social reasons
such as pending placement in long-term care facility)

e Surgery or procedure planned before entry into the study. [Note: Hospitalizations that were
planned before the start of data collection and where the underlying condition for which the
hospitalization was planned has not worsened will not be considered serious adverse
events. Any adverse event that results in a prolongation of the originally planned
hospitalization is to be reported as a new serious adverse event.]

Life-Threatening Conditions

Disease progression should not be recorded as an adverse event or serious adverse event term;
instead, signs and symptoms of clinical sequelae resulting from disease progression/lack of efficacy will
be reported if they fulfill the serious adverse event definition.

Individual Case Safety Report (ICSR)
A valid ICSR must contain the four minimum criteria required to meet regulatory reporting requirements:

¢ an identifiable subject (but not disclosing personal information such as the subject’'s name, initials or
address)

¢ an identifiable reporter (investigational site)

¢ aJ&Jmedicinal product

e an adverse event, outcome, or certain special situations

The minimum information required is:
e suspected Janssen medicinal product (doses, indication)
¢ date of therapy (start and end date, if available)
e batch or lot number, if available
e subject details (subject ID and country)
e gender
e age at AE onset
e reporter ID
e adverse event detail (AE verbatim in English), onset date, relatedness, causality, action taken,
outcome, (if available)
e J&J protocol ID

Product Quality Complaint (PQC)

A product quality compliant is defined as any suspicion of a product defect related to a potential quality issue
during manufacturing, packaging, release testing, stability monitoring, dose preparation, storage or
distribution of the product, or delivery system. Not all PQCs involve a subject. Lot and batch numbers are of
high significance and need to be collected whenever available.

Examples of PQC include but not limited to:

¢ Functional Problem: e.g., altered delivery rate in a controlled release product
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25.5

25.6

25.7

e Physical Defect: e.g. abnormal odor, broken or crushed tablets/capsules

¢ Potential Dosing Device Malfunction: e.g. autoinjector button not working, needle detaching from
syringe

e Suspected Contamination

o Suspected Counterfeit

Unlisted (unexpected) Adverse Event/Reference Safety Information

An “unexpected” AE is an AE that is not listed in the Investigator's Brochure/package insert or is not
listed at the specificity or severity that has been observed. For example, hepatic necrosis would be
“‘unexpected” (by virtue of greater severity) if the Investigator's Brochure referred only to elevated
hepatic enzymes or hepatitis. Similarly, cerebral thromboembolism and cerebral vasculitis would be
“‘unexpected” (by virtue of greater specificity) if the Investigator's Brochure/package insert listed only
cerebral vascular accidents. "Unexpected" also refers to AEs that are mentioned in the Investigator's
Brochure as occurring with a class of drugs or as anticipated from the pharmacological properties of the
drug, but are not specifically mentioned as occurring with the study drug under investigation.

https://www.imbruvicahcp.com/

https://www.imbruvicahcp.com/docs/librariesprovider2/pdf-downloads/prescribing information.pdf

Special Reporting Situation

Safety events of interest for a J&J medicinal product that expedited reporting and/or safety evaluation
include, but are not limited to:

e Drug exposure during pregnancy (maternal and paternal)

e Overdose of a J&J medicinal product

e Exposure to a J&J medicinal product from breastfeeding

o Suspected abuse/misuse of a J&J medicinal product

¢ Inadvertent or accidental exposure to a J&J medicinal product

e Any failure of expected pharmacological action (i.e. lack of effect) of a J&J medicinal product

e Medication error involving a J&J medicinal product (with or without subject/patient exposure

to the study drug, e.g., name confusion)
e Suspected transmission of any infectious agent via administration of a medicinal product
e Unexpected therapeutic or clinical benefit from use of a J&J medicinal product

Occurrence of any special reporting situations should be recorded in the eCRF. If any special reporting
situation meets the criteria of an adverse event, it should be recorded on the adverse events eCRF. If
the adverse event is considered serious, it should be recorded on the adverse events eCRF as serious
and should be reported on the Serious Adverse Event Report Form. The SAE Report Form should be
sent via email or fax to the Coordinating Center. See the Safety Data Collection and Reporting section
for Coordinating Center contact information. Collection of these events will occur from the time the
subject signs consent to 30 days after the last dose of study drug.

Pregnancy

Before study enroliment, subjects must agree to take appropriate measures to avoid pregnancy.
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25.8

25.9

However, should a pregnancy occur in a female study subject, consent to provide follow-up information
regarding the outcome of the pregnancy and the health of the infant until 30 days old will be requested.

A female subject must immediately inform the Investigator if she becomes pregnant from the time of
consent to 30 days after the last dose of study drug. A male subject must immediately inform the
Investigator if his partner becomes pregnant from the time of consent to 3 months after the last dose of
study drug. Any female subjects receiving study drug(s) who become pregnant must immediately
discontinue study drug. The Investigator should counsel the subject, discussing any risks of continuing
the pregnancy and any possible effects on the fetus.

Although pregnancy itself is not regarded as an adverse event, the outcome will need to be
documented. Any pregnancy occurring in a subject or subject’s partner from the time of consent to 30
days after the last dose of study drug must be reported. Any occurrence of pregnancy must be
recorded on the Pregnancy Report Form Part | and sent via email or fax to the Coordinating Center
within 1 business day of learning of the event. See the Safety Data Collection and Reporting section for
Coordinating Center contact information.

All pregnancies will be followed for outcome, which is defined as elective termination of the pregnancy,
miscarriage, or delivery of the fetus. For pregnancies with an outcome of live birth, the newborn infant
will be followed until 30 days old by completing the Pregnancy Report Form Part Il. Any congenital
anomaly/birth defect noted in the infant must be reported as a serious adverse event.

All reports of pregnancy from sub-sites must be reported to the Vanderbilt Coordinating Center
(Coordinating.Center@vumc.org ) by the site within 24 hours of their knowledge of the event using the
Janssen Serious Adverse Event Form. Abnormal pregnancy outcomes (e.g. spontaneous abortion, fetal
death, stillbirth, congenital anomaly, ectopic pregnancy) are considered serious adverse events and
must be reported using the Serious Adverse Event Form.

Any subject who becomes pregnant during the study must be promptly withdrawn from the study and
discontinue further study treatment.

Because the effect of the J&J medicinal product on sperm is unknown, pregnancies in partners of male
subjects exposed to a J&J medicinal product will be reported to the Vanderbilt Coordinating Center
(Coordinating.Center@vumc.org) by the site within 24 hours of their knowledge of the event using the
Janssen Serious Adverse Event Form. Depending on local legislation this may require prior consent of
the partner.

Follow-up information regarding the outcome of the pregnancy and any postnatal sequelae in the infant
will be required.

Contacting Sponsor-Investigator Regarding Safety
The Sponsor-investigator can be contacted via email (Coordinating.Center@vumc.org)

Maintenance of Safety Information

All safety data should be maintained in a clinical database in a retrievable format. The PRINCIPAL
INVESTIGATOR shall provide all adverse events, both serious and non-serious, in report format.
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25.11

However, in certain circumstances more frequent provision of safety data may be necessary, e.g. to
fulfill a regulatory request, and as such the data shall be made available within a reasonable timeframe
at Janssen Scientific Affairs, LLC request.

Procedures for Reporting Safety Data and Product Quality Complaints (PQCs) for J&J Medicinal
Products to the COMPANY

All adverse events and special situations, whether serious or non-serious, related or not related, following
exposure to a J&J medicinal product are to be documented by the investigator and recorded in the CRF and
in the subject’s source records. Investigators must record in the CRF their opinion concerning the relationship
of the adverse event to a J&J medicinal product.

All (serious and non-serious) adverse events reported for a J&J medicinal product should be followed-up in
accordance with clinical practice.

SAEs, Adverse Events of Special Interest and Special Reporting Situations

All serious adverse events will be reported from time of consent through 30 days after the last dose of
study drug. All serious adverse events that have not resolved by the end of the study, or that have not
resolved upon discontinuation of the subject's participation in the study, must be followed until any of
the following occurs:

e The event resolves

o The event stabilizes

e The event returns to baseline, if a baseline value/status is available

e The event can be attributed to agents other than the study drug or to factors unrelated to study
conduct

e |t becomes unlikely that any additional information can be obtained (subject or health care
practitioner refusal to provide additional information, lost to follow-up after demonstration of due
diligence with follow-up efforts)

All serious adverse events, regardless of causality to study drug, will be reported to the Principal
Investigator and/or the Study Coordinator at each institution, and also to the Coordinating Center.

All serious adverse events must be reported to the Coordinating Center within 24 hours of the
investigator becoming aware of the event. Events should be reported using the Janssen SAE form,
located in the packet of supplemental forms. This form must be fully completed and emailed (preferred),
faxed, or scanned to:

ATTN: VICC CTSR Personnel
EMAIL: Coordinating.center@vumc.org
FAX: (615) 875-0040

If SAE documents are faxed, the Coordinating Center must be notified via email as well. Follow-up
information must also be reported within 24 hours of receipt of the information by the investigator.

The Coordinating Center will disseminate information regarding serious adverse events to the
participating sites as described in FDA guidance only in the case that the event(s) is/are unexpected, and
is/are believed to be related (i.e., possibly, probably or definitely) to the study device/medication. The
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Coordinating Center will be responsible for reporting of events to the FDA and supporters, as
appropriate (outlined below).

Institutional Review Board

All adverse events and serious adverse events will be reported to the IRB per current institutional
standards. If an adverse event requires modification of the informed consent, these modifications will be
provided to the IRB with the report of the adverse event. If an adverse event requires modification of the
study protocol, these modifications will be provided to the IRB as soon as is possible.

Food and Drug Administration (FDA)

In this trial, unexpected serious adverse events believed to be definitely, probably, or possibly related to
study treatment (as determined by the sponsor-investigator) will be reported to the FDA via MedWatch
3500A (available at
https://www.fda.gov/downloads/AboutFDA/ReportsManualsForms/Forms/UCM048334.pdf.
Submissions by the sponsor can be submitted via fax or email and must be addressed to Regulatory
Project Manager in the FDA review division that has responsibility for review of the IND. The
Coordinating Center will be responsible for correspondence regarding adverse events with the FDA for
all participating sites.

Reporting to Janssen Scientific Affairs, LLC

The Vanderbilt Coordinating Center will report all SAEs, Adverse Events of Special Interest and special
situations regardless of causality occurring after exposure to Ibrutinib to Janssen Scientific Affairs, LLC
via secure e-mail per the provided instruction manual within 24 hours of becoming aware of the
event(s).

Serious Adverse Event Report

All available clinical information relevant to the evaluation of a related SAE, Adverse Event of Special Interest
or special situation is required. Collection of these events will occur from the time the subject signs consent to
30 days after the last dose of study drug.

The PRINCIPAL INVESTIGATOR or designee is responsible for ensuring that these cases are complete and if
not are promptly followed-up. The Vanderbilt Coordinating Center will follow up with the relevant site until the
safety report is complete. A safety report is not considered complete until all clinical details needed to interpret
the case are received. Reporting of follow-up information should follow the same timeline as initial reports.

Copies of any and all relevant correspondences with regulatory authorities and ethics committees regarding
any and all serious adverse events, irrespective of association with the J&J Product under study, are to be
provided to Janssen Scientific Affairs, LLC using a transmission method listed in the Transmission Methods
section within 24 hours of such report or correspondence being sent to applicable health authorities.

Non-Serious AEs

All non-serious adverse events should be reported to Janssen Scientific Affairs, LLC according to the
timeframe outlined in section 25.1 Management of Safety Data.
PQC Reporting
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A PQC may have an impact on the safety and efficacy of the product. Timely, accurate, and complete reporting
and analysis of PQC information from studies are crucial for the protection of patients, investigators, and
Janssen Scientific Affairs, LLC, and are mandated by regulatory agencies worldwide. Janssen Scientific
Affairs, LLC has established procedures in conformity with regulatory requirements worldwide to ensure
appropriate reporting of PQC information. Lot and/or Batch #s shall be collected or any reports failure of
expected pharmacological action (i.e., lack of effect). The product should be quarantined immediately and if
possible, take a picture.

26.

26.1

All initial PQCs involving a J&J medicinal product under study must be reported to Janssen Scientific
Affairs, LLC by the PRINCIPAL INVESTIGATOR or designee within 24 hours after being made aware
of the event. The J&J contact will provide additional information/form to be completed.

If the defect for a J&J medicinal product under study is combined with either a serious adverse event or
non-serious adverse event, the PRINCIPAL INVESTIGATOR must report the PQC to Janssen
Scientific Affairs, LLC according to the serious adverse event reporting timelines. A sample of the
suspected product should be maintained for further investigation if requested by Janssen Scientific
Affairs, LLC.

Reporting Procedures for Reporting Safety Data and Product Quality Complaints (PQCs) for Non-J&J
Medicinal Products

For SAEs, special reporting situations and PQCs following exposure to a non J&J medicinal product under
study, the PRINCIPAL INVESTIGATOR should notify the appropriate regulatory/competent authority or the
manufacturer of that medicinal product (in the absence of appropriate local legislation) as soon as possible.

Transmission Methods

The following methods are acceptable for transmission of safety information to Janssen Scientific
Affairs, LLC:

e Electronically via J&JSECURE Email service (preferred)

e For business continuity purposes, if SECURE Email is non-functional:

o Facsimile (fax), receipt of which is evidenced in a successful fax transmission report
e Telephone (if fax is non-functional).

Please use the contact information and process information provided by Janssen Scientific Affairs, LLC.

STUDY ADMINISTRATION AND INVESTIGATOR OBLIGATIONS
Regulatory and Ethical Compliance

This clinical study was designed and will be implemented in accordance with the protocol, the ICH
Harmonized Tripartite Guidelines for Good Clinical Practices, with applicable local regulations
(including US Code of Federal Regulations [CFR] Title 21 and European Directive 2001/20/EC), and
with the ethical principles laid down in the Declaration of Helsinki.
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The Investigator will submit this protocol, the ICF, IB, and any other relevant supporting information
(e.g., all advertising materials or materials given to the subject during the study) to the appropriate
IRB/IEC for review and approval before study initiation. Amendments to the protocol and informed
consent form must also be approved by the IRB/IEC before the implementation of changes in this
study.

The Investigator is responsible for providing the IRB/IEC with any required information before or during
the study, such as SAE expedited reports or study progress reports.

The IRB/IEC must comply with current United States (US) regulations (§21 CFR 56) as well as country-
specific national regulations and/or local laws.

Before a site may enter patients, protocol-specific regulatory and other documents must be submitted
to the Vanderbilt Coordinating Center as noted in study materials. Detailed information regarding
document submission and control is provided to each site in separate study materials.

Any changes to site regulatory documents must be submitted by the investigator or designee to the
Coordinating Center in a timely manner. Initial study drug shipment will not occur until the regulatory
packet is complete. No patients will begin protocol therapy without formal registration.

Prior to initiating the trial, the investigator will secure and provide to the Coordinating Center essential
documents, including but not limited to:
e A signed FDA Form 1572
e A current curriculum vitae for the Principal Investigator and each sub-investigator listed on the
FDA Form 1572
e A copy of the current medical license for all investigators listed on the FDA Form 1572 as
applicable (i.e. non licensed personnel listed on the 1572 will not furnish this document).
¢ Aletter from the IRB stipulating approval of the protocol, the informed consent document and
any other material provided to potential trial participants with information about the trial (e.g.
advertisements)
e A copy of the IRB-approved informed consent document
e The current IRB membership list for the reviewing IRB
¢ A completed financial disclosure form for the investigator and all sub- investigators
e Current laboratory certification for the reference laboratory and curriculum vitae of the laboratory
director
e Alist of current laboratory normal values for the reference laboratory.

26.2 Informed Consent

The ICF and consent process must comply with US regulations (§ 21 CFR Part 50) as well as country
specific national regulations and/or local laws. The ICF will document the study-specific information the
Investigator or his/her designee provides to the subject and the subject’s agreement to participate.

The Investigator or designee must explain in terms understandable to the subject the purpose and
nature of the study, study procedures, anticipated benefits, potential risks, possible AEs, and any
discomfort participation in the study may entail. This process must be documented in the subject’s
source record. Each subject must provide a signed and dated ICF before any study-related
(nonstandard of care) activities are performed. The original and any amended signed and dated
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26.5

consent forms must remain in each subject’s study file at the study site and be available for verification
by study monitors at any time. A copy of each signed consent form must be given to the subject at the
time that it is signed by the subject.

Additionally, information on any change in risk and/or significant change in study procedures must be
provided as appropriate to subjects already actively participating in the study, and they must read,
understand, and sign the revised ICF confirming willingness to remain in the trial.

Quality Control and Quality Assurance

The Sponsor, Vanderbilt, shall implement and maintain quality control and quality assurance
procedures to ensure that the study is conducted and data are generated, documented and reported in
compliance with the protocol, GCP, and applicable regulatory requirements. This study shall be
conducted in accordance with the provisions of the Declaration of Helsinki (October 2008) and all
revisions thereof, and in accordance with FDA regulations (21 CFR Parts 11, 50, 54, 56, and 312,
Subpart D — Responsibilities of Sponsors and Investigators) and with the ICH guidelines on GCP (ICH
E6).

Protocol Deviations

The Coordinating Center is responsible for implementing and maintaining quality assurance and quality
control to ensure that studies are conducted according to the protocol, GCP, and all applicable
regulatory requirements. A protocol deviation is any noncompliance with the protocol. Noncompliance
can be on the part of the study participant, the Investigator, or the study site staff. All protocol
deviations are required to be reported to the Coordinating Center and submitted to the IRB per
institutional guidelines. Deviations to the protocol are not permitted except when necessary to eliminate
an immediate hazard to study subjects.

Protected Subject Health Information Authorization

Information on maintaining subject confidentiality in accordance to individual local and national subject
privacy regulations must be provided to each subject as part of the informed consent process (refer to
the Informed Consent section), either as part of the ICF or as a separate signed document (for
example, in the US, a site-specific HIPAA consent may be used). The Investigator or designee must
explain to each subject that for the evaluation of study results, the subject’s protected health
information obtained during the study may be shared with Vanderbilt and its designees, regulatory
agencies, and IRBs/IECs, Janssen Scientific Affairs and its co-development partners. As the study
Sponsor, Vanderbilt will not use the subject’s protected health information or disclose it to a third party
without applicable subject authorization. It is the Investigator’s or designee’s responsibility to obtain
written permission to use protected health information from each subject. If a subject withdraws
permission to use protected health information, it is the Investigator’s responsibility to obtain the
withdrawal request in writing from the subject and to ensure that no further data will be collected from
the subject. Any data collected on the subject before withdrawal will be used in the analysis of study
results.

During the review of source documents by the monitors or auditors, the confidentiality of the subject will
be respected with strict adherence to professional standards and regulations.
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Study files and Record Retention

The Investigator/study staff must maintain adequate and accurate records to enable the conduct of the
study to be fully documented and the study data to be subsequently verified. Essential documentation
includes, but is not limited to, the IB, signed protocols and amendments, IRB/IEC approval letters
(dated), signed Form FDA 1572 and Financial Disclosures, signed ICFs (including subject
confidentiality information), drug dispensing and accountability records, shipping records of
investigational product and study-related materials, signed (electronically), dated and completed CRFs,
documentation of CRF corrections, SAE forms transmitted to Vanderbilt, notification of SAEs and
related reports, source documentation, normal laboratory values, curricula vitae for investigators, and
all relevant correspondence and other documents pertaining to the conduct of the study.

The Investigator must notify Vanderbilt and obtain written approval from Vanderbilt before destroying
any clinical study documents or images (e.g., scan, radiograph, ECG tracing) at any time. Should an
Investigator wish to assign the study records to another party or move them to another location,
advance written notice will be given to Vanderbilt. Vanderbilt will inform the Investigator of the date that
study records may be destroyed or returned to Vanderbilt.

Vanderbilt must be notified in advance of, and Vanderbilt must provide express written approval of, any
change in the maintenance of the foregoing documents if the Investigator wishes to move study records
to another location or assign responsibility for record retention to another party. If the Investigator
cannot guarantee the archiving requirements set forth herein at his or her study site for all such
documents, special arrangements must be made between the

Investigator and Vanderbilt to store such documents in sealed containers away from the study site so
that they can be returned sealed to the Investigator for audit purposes.

U.S. FDA regulations (21 CFR §312.62[c]) require that records and documents pertaining to the
conduct of this study and the distribution of investigational drug, including CRFs, consent forms,
laboratory test results, and medication inventory records, must be retained by each Principal
Investigator for two years after marketing application approval. If no application is filed, these records
must be kept two years after the study is discontinued and the U.S. FDA and the applicable national
and local health authorities are notified.

Following closure of the study, each participating institution will maintain a copy of all site study records
in a safe and secure location. The Sponsor Investigator will inform the Investigator at each site at such
time that the records may be destroyed.

Case Report Forms and Record Maintenance

CRFs will be used to collect the clinical study data and must be completed for each enrolled subject
with all required study data accurately recorded such that the information matches the data contained in
medical records (e.g., physicians’ notes, nurses’ notes, clinic charts and other study-specific source
documents). Authorized study site personnel (i.e., listed on the Delegation of Authority log) will
complete CRFs designed for this study according to the completion guidelines that will be provided.
The Investigator will ensure that the CRFs are accurate, complete, legible, and completed within the
required amount of time. At all times, the Investigator has final responsibility for the accuracy and
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authenticity of all clinical data.

The CREFs exist within an electronic data capture (EDC) system called REDCap with controlled access
managed by Vanderbilt or its authorized representative for this study.

The Vanderbilt University Office of Research will be used as a central location for data processing and
management. Vanderbilt University, with collaboration from a consortium of institutional partners, has
developed a software toolset and workflow methodology for electronic collection and management of
research and clinical trial data. REDCap (Research Electronic Data Capture) is a secure, web-based
application that is flexible enough to be used for a variety of types of research. REDCap provides an
intuitive user interface that streamlines project development and improves data entry through real-time
validation rules (with automated data type and range checks). REDCap also provides easy data
manipulation (with audit trails for reporting, monitoring and querying patient records) and an automated
export mechanism to common statistical packages (SPSS, SAS, Stata, R/S-Plus). In addition to
traditional data capture functionality, REDCap’s survey capabilities are a powerful tool for building and
managing online surveys. The research team can create and design surveys in a web browser and
engage potential respondents using a variety of notification methods. All data collection projects rely on
a thorough, study-specific data dictionary, defined by all members of the research team in an iterative,
self-documenting process. This iterative development and testing process results in a well-planned and
individualized data collection strategy.

REDCap servers are housed in a local data center at Vanderbilt, and all web-based information
transmission is encrypted. REDCap was developed specifically around HIPAA-Security guidelines and
is recommended to Vanderbilt researchers by both our Privacy Office and Institutional Review Board.
REDCap has been disseminated for local use at more than 940 other academic/non-profit consortium
partners in 75 countries. Vanderbilt leads the REDCap Consortium, which currently supports more than
99,000 projects and 128,000 users. More information about the consortium and system security can be
found at http://www.projectredcap.org/.

Study staff will be appropriately trained in the use of CRFs and application of electronic signatures
before the start of the study and before being given access to the EDC system. Original data and any
changes of data will be recorded using the EDC system, with all changes tracked by the system and
recorded in an electronic audit trail. The Investigator attests that the information contained in the CRFs
is true by providing electronic signature within the EDC system.

Study Monitoring and Audit Requirements
The Sponsor-investigator will monitor this trial continuously until study completion.

The Vanderbilt-Ingram Cancer Center (VICC) oversees patient safety and data monitoring for its
investigator-initiated and NIH-NCI funded clinical trials through its Data and Safety Monitoring
Committee (DSMC). The purpose of the DSMC is to ensure the efficient implementation and
management of VICC Data and Safety Monitoring Plan (DSMP). The Committee maintains authority to
intervene in the conduct of studies as necessary to ensure clinical research performed at VICC
achieves the highest quality standards.
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The VICC DSMC meets on a quarterly basis and ad hoc to discuss data and safety monitoring of
clinical trials and to oversee the VICC DSMP. Internal audits for compliance with adverse event
reporting, regulatory and study requirements, and data accuracy and completion are conducted
according to the VICC DSMP according to study phase and risk. The committee reviews all serious
adverse events (SAE) on Vanderbilt sponsored investigator-initiated studies on a quarterly basis and
provides DSMC SAE review reports to the Vanderbilt IRB.

A Research Compliance auditor under the direction of the DSMC will audit this clinical trial every 6
months for compliance with adverse event reporting, regulatory and studies requirements, and data
accuracy and completion. Audit reports detailing the findings are provided to the DSMC. Site visits to
ensure compliance will be performed on an ad hoc basis, notably under circumstances of high accrual.

The trial additionally will be monitored by the VICC Multi-Institutional Coordinating Center. The actual
frequency of monitoring will depend on the enroliment rate and performance of the site. Monitoring will
be conducted through remote monitoring, teleconferences with the Investigator and site staff, and
appropriate communications by mail, fax, email, or telephone. The purpose of monitoring is to ensure
that the study is conducted in compliance with the protocol, standard operating procedures (SOPs), and
other written instructions, and to ensure the quality and integrity of the data.

This study is also subject to other reviews or audits at any time during or after completion of this study.
All study-related documentation must be made available to the designated auditor. In addition, a
representative of the FDA or other Regulatory Agencies may choose to inspect a study site at any time
before, during, or after completion of the clinical study. Janssen Scientific Affairs may choose to inspect
a study site at any time before, during, or after completion of the clinical study.

To assure the accuracy of data collected in the CRFs, it is mandatory that the monitor/auditor have
access to all original source documents, including all electronic medical records (EMR) at reasonable
times and upon reasonable notice. During the review of source documents, every effort will be made to
maintain the anonymity and confidentiality of all subjects during this clinical study. However, because of
the experimental nature of this treatment, the Investigator agrees to allow the IRB/IEC and Vanderbilt
and its authorized employees of the appropriate regulatory authority to inspect the facilities used in this
study and, for purposes of verification, allow direct access to the hospital or clinic records of all subjects
enrolled into this study. A statement to this effect will be included in the informed consent and
permission form authorizing the use of protected health information.

Investigator Responsibilities

A complete list of Investigator responsibilities is outlined in the clinical trial research agreement and the
Statement of Investigator Form FDA 1572, both of which are signed by the Investigator before
commencement of the study. In summary, the Investigator will conduct the study according to the
current protocol; will read and understand the USPI; will obtain IRB/IEC approval to conduct the study;
will obtain informed consent from each study participant; will maintain and supply to the Sponsor or
designee, auditors, and regulatory agencies adequate and accurate records of study activity and drug
accountability for study related monitoring, audits, IRB/IEC reviews and regulatory inspections; will
report SAEs to the Sponsor or designee and IRB/IEC according to the specifics outlined in this protocol;
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26.11

26.12

26.13

will personally conduct or supervise the study; and will ensure that colleagues participating in the study
are informed about their obligations in meeting the above commitments.

Sponsor-Investigator Responsibilities

A complete list of Sponsor responsibilities is outlined in the clinical trial research agreement and in the
laws and regulation of the country in which the research is conducted. In summary, the Sponsor will
select qualified Investigators, provide them with the information they need to properly conduct the
study, ensure adequate monitoring of the study, conduct the study in accordance with the general
investigational plan and protocols, and promptly inform Investigators and health and regulatory
agencies/authorities as appropriate of significant new adverse effects or risks with respect to the drug.

Financial Disclosure

For this study, each Investigator (as designated on the Form FDA1572) will provide a personally signed
Financial Disclosure Form in accordance with § 21 CFR 54. Each Investigator will notify the Sponsor
Investigator of any relevant changes in financial disclosure information during the conduct of the study
and for one year after the study has been completed.

Protocol Amendments

The Sponsor Investigator is responsible for the development and coordination of all protocol
amendments. The Sponsor Investigator will obtain Vanderbilt IRB approval for the protocol amendment
and then disseminate the amendment to participating institutions for submission to their IRBs/IECs. Any
change to the informed consent document must be reviewed and approved by the Sponsor before
being submitted to the IRB/IEC at participating institutions.

Written documentation of IRB/IEC approval must be received by the Sponsor Investigator before the
amendment may take effect at each site.

No other significant or consistent change in the study procedures, except to eliminate an immediate
hazard, shall be effected without the mutual agreement of the Investigator and the Sponsor.

Publication of Study Results

The sponsor investigator may use the results for papers, abstracts, posters, or other material presented
at scientific meetings or published in professional journals or as part of an academic thesis by an
Investigator. In all cases, to avoid disclosures that could jeopardize proprietary rights and to ensure
accuracy of the data, Janssen Scientific Affairs, LLC reserves the right to preview all manuscripts and
abstracts related to this study, allowing the Janssen Scientific Affairs, LLC sufficient time to make
appropriate comments before submission for publication.

In most cases, the Investigators at the sites with the highest accruals of eligible subjects shall be listed
as lead authors on manuscripts and reports of study results. The study director and/or lead statistician
may also be included in the list of authors. This custom can be adjusted upon mutual agreement of the
authors, the Sponsor Investigator and Janssen Scientific Affairs and in accordance with current
standards for authorship as recorded in professional conference and journal submission instructions.
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26.14 Study Discontinuation

The Sponsor-investigator reserves the right to terminate the study at any time. Should this be
necessary, both the Sponsor-Investigator will arrange discontinuation procedures. In terminating the
study, the Sponsor-investigator will assure that adequate consideration is given to the protection of the
subjects’ interests.

APPENDIX 1: FIGURES 5, 6,7, 8
APPENDIX 1

Figure 5: Shows the workflow to develop 2 dimensional plots to reflect the 34 dimensional output using
ViSNE.
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APPENDIX 1

Figure 6: BCR signaling network: Signaling output (orange circles) that can be measured with CyTOF

VICC BMT1651 Protocol v7: 2020DEC09 Page 73 of 107



[ Signaling networks J

Cytokine signaling B cell signaling

> Signaling output
(D Measured signaling output

VICC BMT1651 Protocol v7: 2020DEC09 Page 74 of 107



APPENDIX 1

Figure 7: Heat map of the human tonsillar B cell as computed by VISNE
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Figure 8: The signaling network of the human B cell as interrogated by CyTOF
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APPENDIX 2:

Disease status assessment: Pre HCT: CLL. CIBMTR form 2013, Revision 2.0, 10 pages.
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Form 2013 R2.0: Chronic Lymphocytic Leukemia(CLL) Pre-HSCT Data
Canter R

Autoimmune dsordens) at diagnosts:
# Immune hemoiybc anemia

~ ¥es = Mo = Unknosn

10 =mmune thrombocyfopenia

™ s = no = Unknown

11 Positve Coombs' st

/~ ¥E5 = no = Unknown

12 Other

~ ¥ys g/~ no = Unknown

123 Spectly ofer autolmmune disonder:

14 '‘What was the Ral siage af disgnosis?
¢~ lowrizk - stage O - pmphocytosis (15,000 x 1090) In blood or bone marmoay anly

~ Intermediate risk - stage - ymphoCytosls pius enlarged [ymph nodes (ymphadencpaty)

=  Intermediate risk - stage || - ymphocytosis pios enlanged llver or spizen with or wkhout rmpfadenopatiy

"~ Figh risk - stage Il - ymphocyiosis phes anemia (Hpb < 11 g'dl] with or without enlarged Ihver, spleen, or hymph nodes

= bigh rizs - V- ympnechyosis phus thromoocytopenia (platelet count = 100 © 10711 wiEh or without arermia or enlarged Iver, spieen, of lymph nodes

#~ Unknoan

16 '‘What was e Binet sitage at diagnosks? (Flve iymphaold bearing arsas: are possible: adliary, cervical, inguino-femomal, Iver, and splesn.)
(~ siage A -two or fewer lymphiod bearing areas eniarged, withcet anemia or thrombocytopenia

f~ siage B -Swes or more [ymphold bearing areas eniarged, without anemia or rombocyiopenta
~ stage © - presence of anemia (Hgb < 1000 gidL ) or thrombocyfopenia (plabeiet count < 100 x 1081

"~ Linknonen

18 Wrat were the dissass sy=ploms at diagnosis?

"~ A-none of fe symploms Isied in B below
~ B - uneexplained welghi loss of > 101% of body weight In six months before treaiment; unexplained fever = 32T or, night sweats

=~ Linknonen

17 ‘Was thers extramedullary and'or =xiranodal Involvermeni at diagrosis™

™~ ws g~ no ¢~ Unknown

Epsolty cheic) of Involvement:

18 Cenfral nerious sysiem (THE)
[~ ¥es = mno
1% Liver
[~ ¥es = no
29 Lumg
" yeS " no
1 ZSpieen
~ ¥es = no
CIEMTR Form 2013 revision 2.0 last updabed July 2007

Copyrighbic) 2012 Nabonal amosw Donor Frogram and .
Tre Medical Collage of Wisconsin, inc. All rights resarved. Paga 2/10
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Form 2013 R2.0: Chronic Lymphocytic Leukemia(CLL) Pre-HSCT Data
Canier CRID:

2% Spechy centimeizrs below costal margin:

23 Orther she-
~ ¥yES " no

24 Spechy

It this realpdent Ic 18 pears of ags or oldar, compsts the Kamofcky Soak. ¥ the resiplent Ic yowngsr than 18 yearc of ags, complets the Lancky 3ol
25 [Enfer age-appropriate Kamofsky or Lansky score at diagnosis:

Laboratory Studlss at Diagnosis
8 Lymphocyfes In bone mearmow:
~ KEmown = Nct nown

kg %

@ T ix 1D mm

o EI

20 Lymphocytes:
~ Emown ~ Noi kncws

" uL ~ pikabl

+8 Upper It of mormal for LDH:

3T & microgiobulin:
~ Emown o~ Nok kncws

1B

~ HpdL = mgl =~ nmolL

B Upper it of mormal for B

40 g
™ Ermown - Nt known

41

" mgdL - gidL - al

42 Liowser it of nomal for igG:
43 igh
~ Ercam " Hiok known

42

~ mgdL = gulL @~ gL

45 Loawer Imit of norral for igAc

CIEMTR Form 2013 revision 2.0 kst updabed July 2007
Copyrightic) 2012 Matonal Bamow Donor Frogram amd
Thee Medcal College of Wisoonsin, Inc. All ights reserwed.

Page 3710
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Form 2013 R2.0: Chronic Lymphocytic Leukemia{CLL)} Pre-HSCT Data
Canter

CRIDx

48

E1

&7

ight
p~ Hnown = Not known

47

48 Lower Imit of nommal for gkl

" mgdL " gidl - al

Leutemis cal type: (may be debarmined st any Sme afer diagnosis)

= Beel = Tesl = Unknown

Immunophenotype: (may bo determmined af any tma after ddagnosis)

D&+

~ yes /= mno = Unknown
L=l

~ yes /= mno = Unknown
C020=

~ yes /= mno = Unknown
<023+

~ yes /= mno = Unknown
<038+

~ ¥es = no = Unknown
iy weakly expressed

~ ¥es = no = Unknown

Did hypencalcamia ooour At any tme?

o = o o

‘Wiere cylogenetics tested (conventional or FISH)T

~ ¥es = no = Unknown

68 Results of tesbs al disgnosis:

- Yes abnormalBes identfied
~ Mo evaluasbie metaphases

- Mo abnormalities

Specity cytogenstic abnormalttec kentimed ai diagnocic:

Trisomy
6B +1Z

o Y=/ ono

BO 111714

= ¥ = oo

B1 any fransiccation of 1£

ooYs pom

CEMTR Form 2013 revision 2.0 kst updated July 2007
Copyrighbich 2012 Mabonal Bamow Dionor Frogram and
Tre Medical Collsge of Wistonsin, inc. All nigivs reserved.
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Camler:

Form 2013 R2.0: Chronic Lymphocytic Leukemia{CLL) Pre-HSCT Data

CRICx

Dredation
B2 deli i 1qi 1g- (AT
o ¥ e oMo
B3 deliiZgiiiza
o ¥ oM
B4 del17Tp)ATiRS3
o ¥ e oMo
Other
B& abnormal &
o oves & omo
B8 abnormal B
o oves & omo
BT Ofner abnomraillty
o oves & omo

B8 SpecHy offer

(= ¥es abnormalBes ldentified

(~ Mo evalusbis memphases

Trisomy

70 +12

o ¥ e oMo

71 H11714)

" Y= &~ nmo
72 any ranskcation of 14
~ Y= /~ nmo

Didation

T3 delil g g (AT
oo¥s g

T4 delfi3q)i3g
oo¥s oo

76 del(iTqTipsS3F

ol S

88 Results of iests a%er diagnosis to prior ko preparative negimen:

(~ Mo sbnomalities on any tests after disgrosis and before the preparatve regimen

Speoity any tect recult beteesn di cic and p t Iman:

CEIBMTR Fiorm 2013 revision 2.0 kst updated July 2007
Copyrighbic) 2012 Mational Mamow Donor Frogram and
Thez Medical College of Wisconsin, inc. All rights resersed.
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Form 2013 R2.0: Chronic Lymphocytic Leukemia(CLL) Pre-HSCT Data
Canter CRIC:

Other
78 abnormal &

~ Y= g~ m
TT abnormal B

"~ b~ ™ no
T8 Ofher abnomaillty

~ Y= 0 m

T8 Zpecty other abrormalibye

B& Is a copy of B cyfiogernetic or FISH neport aached?

r-ﬁ'l:i-'!-nll

Pra-HSCT Treatment for CLL ‘Guschons: 21 - 122
£1 'Was theragy given betseen diagnosis and the start of the praparatve regimen?
~ ¥es = no e~ Unknown
Linsis] of Therapy (1) Gusctione: 22 - 122
Lins of Therapy

82 Syctemio Therapy

- yES - no

83 Dabetheragy started: _ - _ -

84 Cabe Termpystopped: ____ - -

BE Number of cycles [ Mumber of cydes unknowninot appicable

Moncalonal antibodies:

BE Alsmburumab (Campath)
~ Y= g~ m

B7 britumomab tonetam (Zewaln]

" Ve ™ no

‘B8 Riuximab (ant-CO20, Ritusan)

m ¥ o

BB iositumcrral (Bexwar]

"~ b~ ™ no

80 other monocional anSbody

m ¥ o

81 Spechfy:

82 Chioambucl {Leukeran )
-~ Y= ©~ nmo

83 Cladribine (3-CdA, Leustating
~ ¥ = P

B4 Corticosteroids

o ¥ o

CIZMTR Form 2043 revision 2.0 tast updated Juty 2007
Copyrightiz) 2012 Mational Marmow Donar Srogram and )
Tra Macical College of Wisconsin, Inc. All ights ressrved, Faga 6/10
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Form 2013 R2.0: Chronic Lymphocytic Leukemia{CLL) Pre-HSCT Data
Canter CRIDx

88 Cydophosphamide [Cytoxan)
" b i —1 ™~ (]

B8 Cytarabine (Ara-C)
.~ = o m

87 Doxorubion (Adriamyon)
- W= s M

B Elopozide (VE-15, VeSesid)

™ ¥ ~ o
B8 Fludarabimes [Fludsra)
™ ¥ o~ o
108 E=moiabine (Semzar)
- ™ ™~ nmo
101 Hostamide (Fex)
™~ Y5 /™~ m0
102 nitrogen mustard (musEne]
- yeu ™ (]
1032 Peniostatim (Kipent)

- s g~ o
104 VimsrisSne [VCR, Onoovin
- Y5 g~ mo

10& other teatment

~ ¥E s P

108 Specty
187 Radiaficn Thempy:

™~ yes g/~ no

108 Diate Serapy starbed:

108 Dabe Serapystopped- - -
118 Mediastnum

~ 5 =~ mo

111 other sHes(sh

. ¥ = M

112 Speciy

112 Zurgery:

~ ¥es &~ no

114 Det=ofsugery. __ ____ __ - _ -
116 spl=nsctomy

. ¥ = M

118 other skeis)

rﬁES-rl‘lu

117 Specify other sheyis)

CIZAITR Form 2013 revision 2.0 fast updated Jufy 2007
Copyrightic) 2012 National Mamow Doner Srogram and .
The Madical Coilege of Wiszonzin, Inc. Al ights reserved. Faga 7710
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Form 2013 R2.0: Chronic Lymphocytic Leukemia{CLL) Pre-HSCT Data
Canter CRIDx

118 Was this line of Terapy
given Tor stem cell priming?

~ yes i no

118 Bestresponse io lime of themapy

~ CR Complete respanse (CR)— no lympnadenapaty; no omanomegaly; neusophils > 1.5 x 10FL; plabslets = 100 X 1097L; hemoglobin > 11gidL;
Iymphocytes < 4 x 101 bone mamow = 30% ymphocytes; absence of constational symotoms

/= MFR Modular partial response (NPR-compiete response with persistent iymphold nedulies In bome marow

c PR Partlal response |PR==50f% decease in peripheml biood ipmphocyte count from pretreatment value; == 50% reduciion in mphadenopaiy Hpresent

prefreatment; *=50% reducion in Iver and spleen stz= [ enfanged prelneafment; one or more of the following: newfrophlls == 1.5 x 10°L or 507 Improvement
over baseline, plakeiets =100 ¥ 1091 or 50% Improvement over bazseine, hemogobin = 11040 or 50% Improvement over baszine

~ S0 Stble diseazs (300N change; not compiete response, partiasl responze, nor progressive diseaze

~ Prog Progresshe disease (Prog) — one or more of Me folowing: = 50% Increase In the sum of the produdds of = 2 lymgh nodes (= 1 node must be = 2 om)
of new nodes; = S0% Inafease In Iver of spiesn lze, or new hepatomegaly of splenamegaly; = S0% Increasa In absoiute ymphooyle count o = 5 X
1IFL; transformation b 3 Mo aggraesive Nistology

= MA Mot assessed [NA)

" Unkrown

12@ Dwie response established:

13 D dissase eRpssprogness
Tollowing this line of therapy?

~ YES ¢ no

122 Date Of relspoaiprogression: - -

Moset Recent Dissass Asseasment Prior to the Start of the Preparative Regiman Gusctions: 123 - 137
123 'What was e Ral stage Immadiately prior bo Bhe preparathe regimen?

= Complete Remizzion

¢~ Iow rick - shage 0 - lymphocytests (15,000 x 10911} In biood or bore manmc anly

=  Inbzrmediabe risk - stage F iymphocytosis phas enlanged lymph podes (ympadenopathy)

= Intermediabe rizk - stage Il - ympRocytozis plas enlarged Iver or spleen with orwithout ympsadenoanathy

= igh risk - stage Il - ymphocyioss plas anemia (Hgb < 11 gidL ) with or without enlanged Ilver, spiszm, or lymph nodes

#  Righ risk - IV - lymphoctyosis plus Srombocytopenta (piabeiet count < 100 ¥ 10%L) wilh o without anemia or enlarged Iver, spieen, of lymph Rodes
=~ Unknown

128 Wit was e Sinet stage Immedistely prior i the preparstive regimenT (Five iymphold beaning aneas are possible axiliary, cerdosl, inguinc-femoral, (hvar, and spisan |

= Complete Remizzion

" stage A - bwo or fewer lpmphiod bearing areas enlarged, wihout anemia or thrombocytopenia

¢~ sioge B - three or mone lymphold bearing areas enlarged, wikout anemia or Brombocyiopenia
g~ stage C-presence of anemia (Hgh < 10,0 QML) or thrombocyRopenia (platedet count < 900 ¢ 109010
~ Unknown

126 Did Fe= reciplent hawe knoan nodal Irolvement Immediatety prior o the: preparafive negimen?

~ s no

CEBMTR Form 2013 revision 2.0 kest updated July 2007
Copyprighbic) 2012 Habonal Mamow Donor Frogram and |
Thee Mesdical College of Wiscorsin, Inc All ights resereed. Page B/10
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Canler: CRIC:

Form 2013 R2.0: Chronic Lymphocytic Leukemia(CLL) Pre-HSCT Data

13 Spechy the iotal mumber of nodes Involeed:

™ one node ™ B0 O MOe Rodes

17 Speciy B stze of the largest nodal mass:

cmX

~ ¥Es = no

Speoly cibsic) of Involvemant:

128 Cental mervous system [CHE)

~ ¥es ¢/~ mno

131 Lung

~ ¥es ¢/~ mno

132 Splesn

[~ ¥es = no

134 Other ske-

~ ¥ES = nO

135 Specify she:

128 Did e recipient have known extramedullary andior xtranodal involement immedistely prior o fe preparative regimen?

132 Specty centimeters below costal margin:

128 '‘Was a dinect or Indirect Coomb's best parformed

~ s~ no

137 Specky the Coomb's test results:

¢~ negafve jnormal, no aggiutination)

128 Lymphocyies In bome mamow:
~ Known =~  Notkmown

138 L

140 LDH:

~ Hnown = Motknown

44

-

142 Upper ImE of nomal for LOH:

¢~ Postve [abnormal, anSbodies present)

Laboratory Studles Prior to the Start of the Preparative Regimen

UL e pkatl

143 5 microgiobalin:

~ Enown o~ Botknown

144

146 Upper [ImE of nomal for i

~ ML~ mgL . EmolL

148 IigE:
~ Krnown = Mot krown

147

~ mgidL "~ pidlL - (=L

CEEMTR Form 2013 nevision 2.0 kst updabed July 2007
Copyrightic) 2012 National Mamow Donor Frogram and
Thez Miedical College of Wisconsin, Inc. All rights resersed.
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Form 20413 R2.0: Chronic Lymphocytic Leukemia({CLL) Pre-HSCT Data
Canter: CRID:

148 Lower imit of mormal for Ige:

148 B . KWnown = Motknown

1ED

[~ mgMdL ~ odi o~ gl

161 Lower limit of nommal for igh:

162 ight:

~ Ereoram - ot kmown

1E3

~ mgML = BML s gl

164 Lower limit of nomal for Ight

166 'Was molecular tesingmmuncphenotyping performed at Sie ime of dissase assessment prior io the preparative regimen?

~ ¥es = no

Speoity the tecting mathodic) ussd:
188 Immuropfenciyping (4 color fiow Cytomeiry)
~ s [~ no
167 Specty the date mmunophenohypng was performed: __ __ - -
168 Was dissase delecied?

~ ¥ =~ no

168 Hewvwy chain gene rearmangement (ASC-PCR)
~ s = no
188 Specky the date the heavy chain gene reamangement tesiing was performed: ____ - -
181 Was disesse defecied?

e e

Dlsaage Status af the Last Asssssmeant Prior to the Praparative Regiman ‘Gusciions: 182 - 164
182 ‘What was the disease status af e st evakaation prior to Be preparative regimen

~ compiets response (CR) - no lymphadenopathy; no organcmegaly; neutrophils =1.5 x 10RIL; platelets > 100 x 104L; hemogiobin > 11g/L; lymphocytes <4 x 10F1L; bone
marrow < 30% lymphocyies; absense of constitutional sympioms

=~ modulsr partial response (NPR) - complete nesponse wish persisient lymphold nodules In bone mamow
~ partial response (PR z50% decrease In peripheral biood [ymphocyte count from pretreatment value; 250% reduction In lymphadenopathy ¥ present pretreatment; 250%

reduciion in Pwer and spieen size I enlarged prefreatment; one or more of B following: neutrophls 1.5 ¥ 10°1L or S0% mprosement over baseline, plateits > 100 ¥ 1090 or
E0 % Improvement over baseline, hemoglobin = 11.0 gidL or 0% Irprovement over baseine

~ stable diseaze (ED) - no change; mot compilete response; partial reponse; nor progressive dsease
r progressive disease (Prog) - one or more of the following: z50% Increase in the sum of the producks of = 2 lymph nedes [z 1 mode must be = 2 omjor new nodes; = 50%

Increase In lver or splesn size, or Rew hepatomegaly or splenomegaly; = S0% Increase n absolube lymphoctye count o = € ¥ 10°L; ransfromabion o a more aggresshe
histoiogy

= unTEabed - RO CRETOIErARY ghen in the & menths prior o HECT

~ Mot assesned

183 Dabe of most recent assessment for disease siabes prior o the preparathee regimen: ____ - _ -

First M Lzt Mame:

Frone numkss: Faor number:

184 E-mall address:

CIEMTR Form 2013 revision 2.0 kst updated July 2007
Copyrightic) 2012 Matonal Mismow Donor Frogram and

Thee Mbiscical College of Wisconsin, Inc. All ights reserved. Pags 10710
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C | B | | T R 2018: Hodgkin and Non-Hodgkin Lymphoma (LYM)

CENTER FOR INTERMATIONAL BLOOD Pre-HCT Data
A MARRDG TRARNAPL ANT REEFARTH

Registry Use Only
Sequence Mumber:

Date Recemed

Key Fields

CIBMTR Center Number:

CIBMTR Recapient |0

Date of HCT for wiich this formn is being completed: ! !

HCT type (check all that apply) (] Awtologous [ Allogeneic, unrelated [ Allogeneic. related

Product type {check all that apply) [ Bone mamow
Oeesc
[ Single cord blood uni
[ Mhutiple cord blood wnits
[ Other product. Specifyt

CIBMTR Formn 20158 revision 3 (page 1 of 17). Last Updated October, 2013,
Copyright {c) 2013 Mational Mamow Donor Program and
The Medical College of Wisconsin, Inc. All ights reserved.
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CIBMTR Center Mumber: CIBMTR Recipient 1D:

Subsequent Transplant

It this |5 & repart of 3 second or subssquent IEnspiant for the same diseass suDtype and his bassine dsease Insst has ot been competed f0r M previous franspant
(e.g. patient was on TED frack for the pror HCT, prior HCT was autplogous with no consent), begin the fom at question one.
It this |5 @ report of 3 second or subsequent transpiant for a diferent dsease, begin the fom at question one.

Is this the report of a second or subseguent transplant for the same disease?

[ yes > Is the: second or subsequent fransplant for relapse or progression of the same disease?
L [ yes - Go to guestion 193
[ no - Go ro question 281

Disease Assessment at Diagnosis Cheestions: 1-59

1. What was the date of diagnoss? __ I i

YYYY WM DD
2 What was the lymphoma histology at diagnosis?
] 01 Modular iymphocyte predominant Hodghin lymphoma
[ 02 Lymphacyte-rich
[] 03 Modular sderosis
[ 04 Mixed cellularity
[ 05 Lymphocyte depleted
] 08 Hodgiin lymphoma, not otherwise specified
[ 07 Sgplenic marginal zone B-cell ymphoma
[] 08 Exfrancdal marginal zone B-cell lymphoma of mucosal associated lymphaeid tissue type (MALT)
[] 09 Modal manginal zone B-cell ymphoma (£ monocytoid B-cells)
[ 10 Folicular, predominantly small dleaved cell {Grade | folicke center lymphoma)
[J 11 Follicular, mixed. smiall cdleaved and large cell {Grade |l follide center ymphomal)
[ 12 Folficular, predominantly large cell {Grade IILA follide center lymphorma)
[ 13 Folficular, predominantly large cell {Grade NIB follicle center lymphoma)
[] 14 Folicular [grade unknown)
[ 15 Mantle cell ymphoma
[ 18 Intravascular large B-cell ymphoma
[ 17 Primary mediastinal (tvmic) large B-call lymphoma
[ 13 Primary effusion lymphoma
[ 19 Diffuse, large B-call ymphoma — NOS
[ 20 Primary difuse, larpe B-cell lymphoma of the CNS
[ 21 Burkitt ymphoma
[ 22 B-cell lymphoma, unciassifiable, with features intermediate between DUBCL and Burkitt ymphoma
[ 23 B-cell lymphoma, unciassifiable, with features intermediate between DUBCL and classical Hodgiin Lymphoma
[ 24 T-cellistiocytic rich lange B-cefl lymphoma
[] 25 Other B-cel lymphoma - Go to guestion 3
[ 26 Extrancdal MK/T-cell lymphoma, nasal typs
[ 27 Enteropathy-type T-cell ymphoma
[] 23 Hepatosplenic T-cell lymphoma
[] 29 Subcutanecus panniculitislike T-cell ymphoma
[] 30 Mycosis fungoides
[ 31 Sezary syndrome

CIBMTR Formn 2018 revision 3 (page 2 of 17). Last Updated October, 2013
Copynight (c) 2013 Mational Mamow Donor Program and
The Medical College of Wisconsn, Inc. All rights reserved.
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CIBMTR Center Mumber: CIBMTR Recipient |D:

[] 32 Primary cutaneous CO30+ T-cell lymphopriferative disorders [Primany cutanecus anaplastic lange-cell ymphoma (C-ALCL), lymphaoid
papulosis]

[ 33 Peripheral T-cell ymphoma [FTCL), NOS

[ 24 Angicimmunoblastic T-cell lymphoma

[ 35 Anaplastic large-cell lymphoma (ALCL), ALK positive

[] 38 Anaplastic large-cell lymphorma [ALCL), ALK negative

[ 37 T-cell large granular lymphocytic leukemia

[ 23 Aggressive NK-cell leukemia

[ 30 Aduit T-call lymphomalleukemia (HTLV1 associated)

[ 40 Other T-celliNK-cell ymphoma - Go to question 3

3. Specify other lymphoma:
(specify line must be completed for codes 235 or 40)

4 ¥ere immunochistochemical stans obtained? (prior to any tmnsfomation)

gf s ﬁ_m I:.:«:I'Eplastb Lymphoma O rPositve [ Megative [ Mot Done
nase 1)
0] Unikown & BCL2 Crositve  [Negative [ Mot Done
7. BCLE O rositve [ Megative [ Mot Done
B CD5 O rositve [ Megative [ Mot Done
o CcD10 [J Positwe [ Megative [ Mot Done
10. CD20 [J Positwe [ Megative [ Mot Done
1. CDz23 [J Positwe [ Megative [ Mot Done
12 CO030 O rPositve [ Megative [ Mot Done
13, CD43 O rPositve [ Megative [ Mot Done
4. D103 [JPositve [ Megatve [ Mot Done
15. Cydin D1 [JPositve [ Megatve [ Mot Done
18. K67 [JPositve [ Megatve [ Mot Done
17. MUM1 [JPositve [ Megatve [ Mot Done
13. Paxs [JPositve [ Megatve [ Mot Done

18, Was flow cytormetry (immunophenotyping) perfiormed? (prior to any ransformation)

[ yes -

e b o | [JPositve [ Megatve [ Mot Done

0 Unknown 2. co? O Positve [ Megative [ Mot Done
X cD3 [JPositve [ Megatve [ Mot Done
3. Cd [JPositve [ Megatve [ Mot Done
4. CD5 O rositve [ Megative [ Mot Done
p A O rositve [ Megative [ Mot Done
. cDB O rositve [ Megative [ Mot Done
7. CDiD O rPositve [ Megative [ Mot Done
M. CDig [J Positwe [ Megative [ Mot Done
pr = 1 O rPositve [ Megative [ Mot Done
a0 chozz O rPositve [ Megative [ Mot Done
3l choe3 O rPositve [ Megative [ Mot Done
2 CDi0s [JPositve [ Megatve [ Mot Done

CIBMTR Form 2018 revision 3 (page 3 of 17). Last Updated October, 2013
Copyright (c) 2013 National Mamow Donor Program and
The Medical College of Wisconsin, Inc. All ights reserved.
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CIBMTR Center Mumber: CIBMTR Recipient ID:

33 Cytoplasmic CD3 JPositve [ Megative [ Mot Done
34 Cytoplasmic kappa JPositue  [] Megatwve [ Mot Done
35, Cytoplasmic lambda JPositue  [] Megatwve [ Mot Done
3§, Kappa JPositue  [] Megatwve [ Mot Done
37, Lambda JPositve [ Megative  [] Mot Done
3. TCRod JPositve [ Megative  [] Mot Done
@ TCRy-E JPositve [ Megative  [] Mot Done

40, Were cytogenstics tested (conventional or FISH)?

g :5 - Specify if any of the following cytogenetic abnormalities were identified at diagnosis:

[ Unknown 41, H1:14) Oyes [One
42 {25 Oyes  ne
43 H2E) Oyes  ne
44 HE14) Oyes na
45 HE2D) Oyes na
48 t11;14) Oyes  no
47 t11;18) Oyes  no
43 t14:18) Oyes  no
49 i[TgNglO) Oyes  no
5. WWas documentation submitted to the CIBMTR? Oyes [One

{e.g. cytogenstic or FISH report)

51, Were tests for molecular markers performed (e.g. PCR)?

[ yes >
O E 2. BCL-1Cydin D1, (11;14) JPositwe [ Megatwe  [] Mot Done
[ Unknown 53, BCL-2, t{14:18) ] Positwe  [] Megatve [ Mot Done
. BCLE JPositwe [ Megatwe  [] Mot Done
55, B-cell, Immunogiobulin Heawy (lgH) ] Positve [ Megatve ] Mot Done
chain reamangement
53, T-cell receptor (TCR) gene JPositve  [] Megatve [ Mot Done
reamangement

7. Other molecular marker
[ Posifive ——=
[J Negative ———»
[ Mot Done

BB Specify cther molecular marker

Copy questions 37 - 3 if needed for Other Molecular Marker

50, Was documentation submitted to the CIBMTR? Oyes [One

CIBMTR Form 20158 revision 3 (page 4 of 17). Last Updated Cctober, 2013,
Copyright {c) 2013 Mational Mamow Donor Program and
The Medical College of Wisconsin, Inc. All rights reserved.
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CIBMTR Center Mumber: CIBMTR Recipient ID:

60. WBC

[ ¥nown -
. e Oxtxttmmy om0
[ Unkriowm

62, Hemogloban

1 Known -
&2 . il L L
[J Unkniowm ___ _s__ [Og O ] mmol

&4 LDH
[J Known - 85 . Owr [ phatl
[ Unkriowm

67, Sensm g2 microglobuln
[ Known -
[J Unknown

2 . _ DOpgdal OmglL O nmell

89.  Upper limit of nommal for serum B2 microglobulin: -~~~ o 0
Owpgdl. O mgl [ nmaliL

T0. Was a gene expression profile performed?

[ yes -
Oro 71. Were results considered high risk ymphoma? Oyes Ono
Assessment of Nodal and Organ Involvernent at Diagnosis Questions: 72-B&
T2, Was a PET (or PETICT) scan performed?
[ yes -
Mo T3 Was the PET (or PET/CT) scan positive for lymphoma |:| yEs :| o

imialvernent at any disease site?

T4, Did the recipient have known nodal involvement?

Oyes -
One

T8, Specify the total number of nodal regions imwolwed
[] one modal region ] two or more nodal regions ] Unknown

T8, Specify the size of the largestnodalmass: _ _ emx_ _ om

TP, Was thers any known extranodal or splenic involvernent?

[ yes -

Mo Specify site(s) of involvement

— 79. Bone Oyes [One

[J Unkncwim
79. Bone marow Oyes [One
80. Brain Oyes [One
81. Cerebrospinal fluid (C5F) Oyes [One
82 Epidural space Oyes [One
83, Gastointesting {G) ract Oyes One

CIBMTR: Formn 2018 resision 2 (page 5 of 17). Last Updated October, 2013
Copyright () 2013 Mational Mamow Donor Program and
The Medical College of Wisconsin, Inc. All rights resenved.
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CIBMTR Center Number: CIBMTR Recipient 1D:

B4 Kidney Oyes Oneo
BS.  Liver Ovs DOno
3. Lung [ yes Omeo
87 Pleura [ yes Ono
B3, Skin Oyes One
B3. Spleen a yes Ono
B0 Other site

[Jyes—= 01, Specify other site:

Ono

@2 Stage of ongan involvement
[J 1 - Invaotvement of a single ymph node region or of a single extralymphatic ongan or site

[J 1l — Invoivement of two or more lymph node regions on same side of diaphragm or lecalized involvement of extralymphatic organ or site
and one or mare lymph node regions on same side of diaphragm.

[J 1= Involvement of lymph node regions on both sides of diaphragm. which may also be accompanied by localized inwolvement of
extralymphatic organ or site, or the spleen, or bogh

[J IV - Diffuse or disseminated involvement of one or more extralymphatic organs in fissues with or without associated lymph node
enlargement
[ Uriknicwm
3. Were systermic symptorms (B symptoms) present? (unexplained fever = 38° C; night sweats; unexplained weight loss = 10% body weight in six
mznths before diagnoss)
Oyes [Ono [ Uninown
B What scale was used o determine the recipient's functional status?

[T] Kamofeky (recpient age = 16 years)
1

=

B5.  Hamofsky Scabe (recipient age = 18 years)
[] 100 Normal; no complaints: no evidence of disease
[[] 20 Able to camy on normal activity
[ 50 Normal ackity with effort
[] 70 Cares for self: unable to camy on nomial activity or to do active work
[ 60 Requires occasional assistance but is able to cane for most nesds
[[] 50 Requires considerabie assistance and frequent medical care
[[] 40 Disabled; requires special care and assistance
[ 30 Severcly disabled; hospitalization indicated, although death not imminent
[ 20 Very sick: hospitalization necessary
[ 10 Moribund; fatal process progressing rapidly.

[T] Lansky {recipient age < 15 years)
1

- D5, Lansky Scale frecipient age < 16 years):

[ 100 Fully active

[T] 80 Minor restriction in physically strenuous play

[ 20 Restricted in strenuous play, tires more easly, otherwise active

[[] 70 Both greater restrictions of. and less time spent in, active play

[ 60 Ambulatory up to 50% of time. limited active play with assistance/supenision

[ 50 Considerable assistance required for any active play; fully able to engage in
quiet play

CIBMTR Form 2018 revision 3 (page 6 of 17). Last Updated Cctober, 2013,
Copynight (c) 2013 Mational Mamow Donor Program and
The Medical College of Wisconsin, Inc. All rights reserved.
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CIBMTR Center Number: CIBMTR Recipient |D:

[ 40 Able to initiate quist activiies

[[] 30 Meeds considerable assistance for quist activity

[C] 20 Limnited to very passive activity inftiated by others {2.g., TV)
[ 0 Compistely disabled, not even passive play

Disease Assessment at Transformation Cipestions: 07-158

@7 s the non-Hodgkin lymphoma histology reported at diagnosis (guestion 2) a trensformation from CLL?
[ yes - Alse complete Form 2013 - CLL - Go to question 193

Ono——= o - . . .
98. Was histologic transformation (not from CLL) detected at the same time or at any time after the

yrmiphoma diagnosis (question 2)?
[ yes - Go ro queszion 53
[ no - Ga to question 193
99, What was the lymphoma histology at transformation?
[TJ 01 Medular lymphocyte predominant Hodgkin lymphoma
[J 02 Lymphocyte-rich
[ 02 Modular sclenosis
] 04 Mixed cellularky
[J 05 Lymphocyte depleted
[] 08 Hodglin lymphoma, not otherwise specified
[T 07 Splenic marginal zone B-call lymphoma
[7] 03 Extrancdal marginal zone B-c2ll lymphoma of mucosal associated lymphoid tissue type (MALT)
[C] 09 Modal marginal zone B-cell ymphoma (£ monocytoid B-celis)
[T 10 Follicular, predominanty small cleaved cell (Grade | follicke center lymphoma)
[T 11 Follicular, mixed, small cleaved and lame cell (Grade Il folicke center lymphoma)
[T 12 Follicular, predominantly large cell {Grade [1IA follicle center lymphoma)
[T 13 Follicular, predominantiy large cell {Grade 118 folide center ymphoma)
[T 14 Follicular {grade unknown)
[J 15 Mantie call lymphama
[T] 18 Intravascutar large B-cell lymphoma
[CJ 17 Primary mediasting {thymic) large B-cell mphoma
[T1 18 Primary effusion lymphoma
[T 19 Diffuse. large B-cell lymphoma — NOS
[T 20 Primary diffuse. large B-cell ymphoma of the CHS
[J 21 Burkitt ymphama
[T 22 B-cell ymphoma, unclassifiable, with featumes intermediate between DLBCL and Burkitt lymphoma

[T] 23 B-call lymphoma, unclassifiabie, with features intermediate between DLBCL and cassical Hodglin
Lymphoma

[ 24 T-cellhistiocytic rich large B-cell lymphoma
[] 25 Cther B-cell ymphoma - Gao fo question 100
[T 28 Extranodal MK/ T-cell lymphoma, nasal type
[ 27 Enteropathy-typs T-cell lymphoma

[ 28 Hepatospienic T-cell lymphoma

CIBMTR Formn 2015 revision 3 (page 7 of 17). Last Updated October, 2013.
Copyright (c) 2013 Mational Mamow Donor Program and
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CIBMTR Center Number: CIBMTR Recipient 1D:

[ 28 Subcutanecas panniculitis-like T-cell lymphoma

[ 30 Miycosis fungoides

[ 31 Sezary syndrome

[ 32 Primary cutanecus GO0+ T-cell ymphoproliferative disorders [Primary cutanecus anaplastic large-cell
ymphoma (C-ALCL), ymphoid papulosis]

[ 33 Peripheral T-call lymghoma (FTCL), MOS

[ 34 Angicimmunobizstic T-c28 ymphoma

[ 35 Anaplastic large-cell lymphoma (ALCL), ALK positive

[ 36 Anaplastic large-cell ymphoma (ALCL), ALK negative

[ 37 T-call large granular lymrphocytic leukemia

[ 38 Apgressive NK-cell lzukemia

[ 38 Adult T-cell lymphomaleukemia (HTLV associated)

[ 40 Other T-callMK-cel ymphoma - Go o guestion 100

100. Specify:
[specify line must be completed for codes 25 or 40)

101. Was the date of transformation the same as the date of diagnosis?
[ yes - Go m question 193
[Jno == 102 Date of transformation: i !

103, Were immunohistochemical stains obtaned? (at transformation)
[] yes—» 104, ALK-1({Anaplastic =~ [ Positwe [ Megatve [ Mot Done

Ono Lymphoma Kinase 1)

[ Unknown 105. BCL-2 [ Positve [ Megative [ Mot Done
106. BCLG [ Positve [ Megative ] Mot Done
107. COS O Positve [ Megative [ Mot Done
108. €10 [ Positve [ Megative ] Mot Done
108, CO20 [ Positve [ Megative ] Mot Done
110. CO23 O Positve [ Megative [ Mot Done
111. COR0 [ Positve [ Megative ] Mot Done
112. CD43 [ Positve [ Megative ] Mot Done
113. CD103 [ Positve [ Megative ] Mot Done
114. Cyclin D1 [ Positve [ Megative ] Mot Done
115, K67 [ Positve [ Megative ] Mot Done
116. MUM! [ Positve [ Megative ] Mot Done
117. Pax5 [ Positve [ Megative ] Mot Done

118. Was flow cytometry (immunophenotyping) performed? (at tfransformation )

[ yes —s 118. CD1 O Positve [ Megative [ Mot Done

[ no 120. CO2 [ Positve (] Megative ] Mot Done

[ Unknown 121. CO3 O Positve [ Megative [ Mot Done
122, CD4 [ Positve [ Megative ] Mot Done
123. CD5 [ Positve [ Megative ] Mot Done
124. CO7 [ Positve [ Megative ] Mot Done
125. CD8 [ Positve [ Megative ] Mot Done

CIBMTR Form 2018 rewision 3 (page B of 17). Last Updated Ciciober, 2013
Copyright (c) 2013 National Mamow Donor Program and
The Medical College of Wisconsin, inc. All rights reserved.
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CIBMTR Center Mumber:

CIBMTR Recipient ID:

126. CDID [ Positve
127. CD1B [ Positve
128 CD20 [ Positve
120, CD22 [ Positive
130, CD23 [ Positive
131, COMO3 [ Positve
132 Cytoplasmic COG [ Positve
133, Cyloplasmickappa ] Positue
134. Cytoplasmiclambda [ Positve
135. Kappa [ Positue
135, Lambda [ Positue
137. TCRa-f [ Positive
138 TCRy5 [ Positive

138, Were cytogenetics tested (conventional or FISH)?

[ yes—= Specify if any of the following cytogenetic abnommalities were

[ no identified at fransformation:
[J Unknown 140. 11;14) Oyes Ono
141. t25) Oyes Ono
142, 128 Oyes Ono
143, t]8;14) Oyes Ono
144 HE:22) Oyes One
145, t{11;14) Oyes [One
148, t{11:18) Oyes [One
147 t{14;18) Oyes  Ono
143, iTq)iqi0) Oyes  One
140, Was documentation submitted to the CBMTR? [Jyes  [no
(e.g. cytogenetic of FISH repart)
150, Were tests fior molecular markers performed (e.g. PCR)?
[ yes—= 151. BCL-1/Cyedin D1, [JPositve [ Megative [ Met Done
[ no 111;14)
[ Unknown 152 BCL-2, t{14:13) [JPositve [ Megatve [ Mot Done
153. BCLE [JPositve [ Megatie [ Mt Done
154, B-cell lmmunoglobuiin [ Positve [ Megative [ Mot Done
Heawy (IgH) chain
reamangement
155, T-cell receptor (TCR) ] Positve ] Megative [ Mot Done
gene reamangement
1560 Other molecular marker
[[] Positive—= .
i 157. Specify other molecular marker:
[ Negative —=
[ Mot Done

Copy questions 136 - 137 if needed for Other Molecular Marker

[ Megatve [ Mot Done
[ Megatve [ Mot Done
[ Megatve [ Mot Done
[ Megative  [] Mot Done
[J Megative  [] Mot Done
[J Megative [ Mot Done
[J Megative [ Mot Done
[J Megative [ Mot Done
[ Megative [ Mot Done
[ Megative [ Mot Done
[ Megative [ Mot Done
[ Megative [ Mot Done
[ Megative [ Mot Done

158, Was documentation submitted to the CIBMTR? [(Jwes  [Jno

CIBEMTR Form 2018 rewision 3 (page B of 17). Last Updated Ochober, 2013.
Copyright (c) 2013 Mational Mamow Donor Program and
The Medical College of Wisconsin, Inc. All rights resenved.
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CIBMTR Center Number: CIBMTR Recipient 1D:

Laboratory Studies at Transformation Questions: 158-170

159. WBC

[ Known -

7 Unknown /0. e_ Oxiiixtvmmy Oxi0n
181. Hemaglobin

J Kniown -

[J Unknowm |82 _ e g Ogt [Ommal
163. LDH

[ Known - 4. s Oun ] plati

] Unknowm

85. UpperlimitofnomalforlDH: Our [ phati

168. Sersm B2 micrglobulin
[ Known -
[J Unkncwm

167. e Oppa DOmgL [JnomelL

188. Upper limit of normal for serum B2 microglobulin: .~~~ o
Oppdl [ mgl ] nmaliL

189. Was a gene expression profile performed?
[ yes -
Ono 170. WWere results considered high risk ymphoma? Oyes Oneo

Assessment of Nodal and Organ Involvement at Transformation Questions:; 171-182

171. Was a PET (or PETICT) scan performed?

EltS " 72 Wéas the PET (or PETICT) scan positve for lymphoma Oyes One
o imvzleerment at any disease site?
173. Was there any known extranodal or splenic involvernent?

[ yes -

e Specify site(s) of involvement

[J Unknowm 174, Bone [ yes O'no
175. Bone mamow [ yes Ono
i78. Brain [ yes Ono
177. Cerebrospinal fluid (C5F) Oys Ome
178. Epidural space Oyes Ono
179. Gastroimtestinal (G) tract Oyes Ono
130, Kidney Oys One
131, Liver [ yes O no
182. Lung [ yes Ono
133. Pleura [ yes O no
134. Skin [ yes O no
135. Spleen [ yes O no

CIBMTR Forrmn 2018 revision 3 (page 10 of 17). Last Updated October, 2013,
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CIBMTR Center Mumber: CIBMTR Recipient |D:

188 Other site
[ yes—= 187 Specify other site:
O ne

188. Stage of organ involvement at transformation

[J 1 - Invotvement of a singks lymph node region or of a single extralymphatic ongan or site
[J 1l - Inwolvement of twe or more ymph node regions on same side of diaphragm or localized involvement of extralymphatic organ or site
and one or more lymph node regions on same side of diaphragm.

111 - Irrvoihvernent of lymiph node regions on both sides of diaphragm, which may also be accompanied by localized nvolvement of
extralymphatic organ or site, or the spleen, or both

[J W - Diffuse or disseminated involverment of one or more extralymphatic ergans in fissues with or without associated ymph node
enlargement
[J Unknown
189, Were systermic symptoms (B symptorms) present? (unexplained fever = 38° C: or night sweats; unexplained weight loss = 10% body weight in
six months before tansfomation)
Oyes One [ Unknown

180. What scale was used to determine the recipient’s funchional status?
[7] Kamofsky (recipient age = 16 years)
|

.

121, Kamofsky Scale (recipient age = 16 years):
[] 100 Mormal; ne complaints: no evidence of disease
[[] 80 Able to carmy on nomal activity
[] 20 Normal actvity with ffort
[[] 70 Cares for self: unable to camy on nomal activity or to do active work
[[] 60 Requires occasional assistance but & able to care for most needs
[[] 50 Requires considerable assistance and frequent medical care
[[] 40 Disabled; requires special care and assstance
[ 30 Sewerely disabled; hospitalization indicated, although death not imminent
[] 20 Very sick: hospitalization necessary
[ 10 Moribund; fatal process progressing rapidly.

[TJ Lansky (recipient age < 15 years)
L

L

182 Lansky Scale [recipient age < 16 years)
[] 100 Fully active
[T 80 Minor restriction in physically strenuous play
[T =0 Restricted in strenuous play, tires more easly, ctherwise active
[T] 70 Both greater restrictions of, and less time spent in, active play
[ 60 Ambulatory up to 50% of time, limited active play with assistanceisupervision
[ 50 Considerable assistance required for any active play; fully able to engage in
quiet play
[ 40 Able to iniiate quiet activities
[ 30 Meeds considerable assistance for quist activity
[ 20 Limited to very passive actvity inftiated by others (2.g., TV)
[ 10 Completely disabled, not even passive play

CIBMTR Form 2018 revision 3 (page 11 of 17} Last Updated October, 2013.
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CIBMTR Center Mumber: CIBMTR Recipient 1D:

Pre-HCT Therapy Questions: 193-280
193. Was therapy given?
[ yes - _
Do 1984, Systemic therapy
[Jyes — 105. Date therapy started
Ono [J Known —» 106, Date started: __ /[
[J Unknown Y MM DD

187. Date therapy stopped
[ Kmown —= 108 Date stopped [ i

[ Unknown Y MM DD

189, Number of cycles
[J Known —s= 200. Mumberof cycles:

|:| LUnknown
201, ABVD (Dowcrubicin, Bleomycin, Oyes [One
Vinblastine, Dacarbazine)
| 202, BEACOFF [Bleomycin, Etoposide, Oyes  [ne
Denonubicin, Cyclophosphamide,

Vincristine, Procarbazine, Prednisone)

R-ICE (Rituximah, osfamide, Mesna, Oyes  [ne
Carbaplatin, Etnposide)

MOPF (Mechiorethaming, Vincristine Oyes  ne
Procarbarzine, Prednisons)

. Stanford  {Doxorubicin, Vinblasting, Oyes Omneo
Mechiorethamine, Vincristine, Bleomycin,

Etoposide, Predniscne)

203, CHOP (Cyclophosphamide, Domorubicin, [yes  [lno
Vincristine, Prednisone)

204. R-CHOP (Ritwamab, Cyclophosphamide, [Jyes  [Ino
Doxonubican, Vincristine, Prednisone)

205, ESHAP (Etoposide, Metyiprednisolone, [Jyes  [no
Cytarabine. Cisplatin)

208. DHAP (Dexamethasone, Cytarabine, Oyes  no
Cisplating

207. ICE (Hosfamide, Mesna, Carboplatin, Oyes Omeo
Etoposide)

2048

209.

b
i
[=]

211. Alemuzumab (Campath) Oyes [Ono
212 Bendamustine Oyes [One
213, Bleomycin (BLM, Blenoxans) Oyes [One
214. Bortezomib (Velcads) Oyes  [ne
215. Brentuximab Oyes  [ne
216, Carmustine (BCMU, Gliaded) Oyes  [ne
217. Carboplatin Oyes  [ne
213. Cisplatin (Platingl, CODF) Oyes  ne
219, Cladribine (2-CdA, Leustafin) Oyes  [ne
23, Corticosterids Oyes  [ne
231, Cydophosphamide [Cytoxan) Oyes  [ne
232 Cytarabine (Ara-C) Oyes  [ne
7. Dacarbazine (OTIC) Oyes  no
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CIBMTR Center Number: CIBMTR Recipient 1D:

234 Dosorubicin {Adriamyen) Oyes no
275 Doxorubican lipesomal {Daoxil) Oyes no
Z98. Etoposide (VP-15, VePesid) Oy [ne
237 [Everclimus (RAD-D01) Oy [ne
273. Fhudarabine {Fludara) Oy [ne
220 Gemeitabine {Gemzar) Oyes  [ne
30 Ibritumomab fumetan (Zevaling Oyes Ono
231. Ifosfamide (lfex) Oyes  [no
32 Interferon Oyes Ono
233. Lenalidomide (Revimid) Oyes  [no
234 Methotrexate (MT) {Amethopterin) Oyes  [ne
235 Mitnxantrone {Novantrone) Oyes One
3. Nitrogen mustard (rmustine) Oyes One
237. Ofatumumab (Azema, HuMAX-CD20) [Jyes e
233. Pentostatin (Mipent) Oyes  ne
230, Photopheresis Oyes Oneo
241. Procarbazine (Matulans) Oyes Oneo
242 Rétwdmab (Ritucan, MabThera) Oyes  [ne
243. Romidepsin Oyes  [ne
244 Targretin Oyes  neo
245_ Temsirolimus (Torsel) Oyes no
248. Tositurnomab (Bexoar) Oyes One
247 Vinhiastine (Velban, VLE) Oy [ne
243_ Vincristine [VCR, Oneowin) Oy [ne
240. Vinorelbine (Navelbing) Oyes Ono
250 Vornostat Oyes Ono
251 Other systemic therapy

[ yes —= 262 Specify other systemic therapy:

Ono
253. Was this ine of therapy given for stem cell mobilization (priming)?

Oyes  Dno

254, Radiation therapy
[ yes — = 255 Date therapy started
Ono [ Kmown —=256. Datestarted: 7 |

[ Unknown YYYY MM LD
Z57. Date therapy stopped

[ known —» 258, Datestopped: 1 _ [

[ Unknwn Y MM DD
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CIBMTR Center Mumber:

CIBMTR Recipient ID:

250, What was the extent of the radiation fieki?
[ Extended
[ Inwolved fiekd radiotherapy {IFRT)
[ Involved node
[ Unknown

Specify site(s) of radiation therapy-

. Abdominopelvic

Cervical spine

Inguinal

Mediastinumichest

Other site

[Jyes —= 265, Specify other site:
Ono

[ yes

[ yes
[ yes

dEEYE

Ono
Ono
Ono
Ono

Dose perfaction: [y [ cizy

Total number of fractions: __

Totaldose: ey [Oedy
Specify technique

[ 2 - Dimensional

[ 3D - conformal

[ Biectron beam

[1 Intensity - modulate radiation therapy (IMRT)
[ Proton

|:| Linknown

[ Cther —s 270. Specify other technique:

@ E 88

271. Surpery
[J yes —= 272 Date of surgery
O no

[ Known —= 273, Date of sumeny:
[ Unknown

274, Splenectomy

275, Other sitefs)
[ yes—» 276. Specify other sitefs):
Ona

277. Best response to line of therapy

[J Complete remission (CR) - complete disappearance of all known disease. For

typically FDG-avid lymphoma, a post-treatment residual mass of any size is
permitted as long as it is PET negative. For vanably FDG-avid lymphomas,
all lymph nodes and nodal masses must have regressed via CT to <15 cm
{for nodes >1.3 cm before therapy) or <1 em [for nodes 1.1 to 1.3 cm befiore

therapy) - Go to guestion 278
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CIBMTR Center Mumber:

CIBMTR Recipient ID:

[ Partial remission (PR) - 250% reductions in greatest diameter of up to six
largest dominant nodes or nodal masses and no new sites. For typically
FDiG-avid lymphomas, post-treatment PET should be positive in at least one
site. For variably PET-avid lymphoma, use CT criteria - Go to guestion 278

[ Stable disease (0] - failure to obtain CR, PR, or PD - Go to queston 278

[J Progressie disease (PD) - increase by =50% of previously involved sites from
nadir or any new lesion - Go fo queston 278

[J Unknown - Go ro question 279

[] Not assessed - Go o question 279

270, Did disease relapse/progress following this line of therapy?
[J yes —= 280 Date of relapsefprogression; ! !

Ono TYYY MM DD

Copy questions 184 - 280 if needed for Line of Therapy

[ yes
O ne

re

Disease Assessment at Last Evaluation Prior to the Start of the Preparative Regimen Questions: 231-323
1. Sensm B2 microglobulin
[ Known -
a2 . Opgdl. Omgl O amolL
[ Unikncwm
283. Upper limit of nommal for senum £2 microglobulin: -

O pepidL O mig'lL 1 nmaliL

234, Was a PET (or PETICT) scan performed after the most recent line of therapy or at the time of pre-HCT evaluation?

235, Was the PET (or PETICT) scan positive for lymphoma
imvolvernent at any disease sie?

Oyes  no

238, Were cytogensetics tested (comventional or FISH)?

[ yes
O ne
[J Unikniowm

Specify if any of the following cytogenetic abnormalities were identified at the last
evaluation prior to start of the preparative regimen:

297, {114 Oyes  One
8. tZ5) Oyes Ono
0. tZE) Oyes Ono
200. tE14) Oyes Ono
201, HE:22) Oyes  One
202 H{11;14) Oyes  no
293. 1118} Oyes Ono
204, H{14:18) Oyes  no
205, i[ToNgll) Oyes  no

CIEMTR Form 20158 revision 3 (page 15 of 17). Last Updated Cetober, 2013,
Copyright (c) 2013 Mational Mamow Donor Program and
The Medical College of Wisconsin, Inc. All rights resenved.

VICC BMT1651 Protocol v7: 2020DEC09

Page 102 of 107




CIBMTR Center Mumber: CIBMTR Recipient |D:

238, Were tests for molecular markers performed (e.g. PCR)?

[ yes -
[ no 7. BCL-1/Cydlin D1, £{11;14) ] Positwe  [] Megative  [] Not Done
7 Uriknown 208, BCL-2, t{14:18) ] Positwe  [] Megative  [] Not Done
9. BCLA ] Positwe  [] Megative  [] Not Done
300, B-cell, Immumogiobulin Heawy (lgH) [ Positve [ Megatve ] Mot Done
chain rearrangement
3. T-czll receptor (TCR) gene JPositve [ Megative  [] Mot Done
reamangement

302, Other molecular marker
[ Posifive ——*
[ Negative—
[ Mot Done

303. Specify other molecular marker

Copy questions 302 - 3032 if needed for Other Molecular Marker

M. Did the recipient have known nodal mvwolvement?
[ yes -
O neo

05, Specify the total number of nodal regions involwed
[] one nodal region ] two or mere nodal regions ] Unknown

308. Specify the size of he largestnodalmass: _ _ emx_ _ em

307, Was thene any known extranodal or splenic involvernent?

j yes 3 - i .
o Specify site(s) of extrancdal involvement:
[ Urknown 3. Bone |:| yES :I [15]
A9, Bone marrow |:| yES :I [15]
310, Brain Oyes  [ne
311, Cerebrospinal fluid [CSF) Oyes  ne
312 Epicural space Oyes  no
313, Gastrointestingl (31) fract Oyes [One
314, Kidney Oyes  no
315, Liver Oy ne
318, Lung Oy ne
7. Plewra Oyes [Ono
318, Skin Oyes  [ne
319, Splesn Oyes  [ne
320, Other site
[J yes —= 321 Specify other site:
Ono
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CIBMTR Center Number ___ CIBEMTR Recipient 1D:

322, What was the disease stabus?
[] Disease untreated
[] PIF res - Primary induction failure — resistant: NEVER in COMPLETE remission but with stable or progressive disease on treatment.
[] PIF sen/PR1 - Primary induction failure — sensitive: NEVER in COMPLETE remission but with partial nemission on treatment.
[ PIF unk - Primary induction failure — sensitivity unknowm
[J CR1 - 15t complete remission: no bone marmow or extramedullary relapse prior to transplant
[ CR2 - 2nd complete remission
[] CR2+ - 3rd or subsequent complete remission
[] REL1 unt - 15t relapse — unireated: includes either bone marmow or extrameduliary relapse
] REL1 res - 15t relapse — resistant: stable or progressive disease with treatment
[J REL1 sen - 1st relapse — sensitive: partial remission (if complete remission was achisved, dassiy as CR2)
[J REL1 unk - 15t relapse — sensitivity unknown
[J RELZ unt - 2nd relapse — unireated: includes either bone marmow or extramedullary relapse
[ RELZ res - 2nd relapse — resistant: stable or progressive disease with treatment
[] RELZ sen - 2nd relapse — sensitive: partial remission (¥ complate remission achisved, dassify as CR3+)
[J RELZ unk - 2nd relapse — sensitivity unknown
[J REL3+ unt - 3rd or subsequent relapse — untreated; ndudes wither bone marmow or extramedullary relapse
[J REL3+ res - 3rd or subsequent relapse — resistant: stable or progressive disease with treatment
[J REL3+ sen - 3rd or subsequent relapse — sensitive: partial remission (if complete remission achieved, dassify as CR3+)
[J REL3+ unk - 3rd relapse or greater — sensitivity unknown

323, Date assessed: r_ _r_
MM DD

First Name:

Last Mame:

E-mail address:
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11.

12.
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16.

17.

18.

19.
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