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Record of Change

Document Section Previous Version (v7.0) Amended Version (v8.0) Rationale
Protocol Title page Version 7.0 Version 8.0 Revision made to identify new
protocol version number
Page i n/a General Information added Revision made to identify
CIBMTR/NMDP study team
members
Protocol Synopsis | Inclusion Criteria Inclusion Criteria Revision made to clarify
Eligibility Criteria ¢ Signed informed consent (and e Signed informed consent (and | informed consent requirement
signed assent, if applicable) signed assent, if applicable)
obtained prior to study
enrollment
Exclusion Criteria Exclusion Criteria Revisions made to clarify
e Patients who are receiving e Patients who are receiving study exclusion criteria
only licensed CBUs only licensed CBUs
e Cord blood transplant e Cord blood transplant
recipients at international recipients at international
transplant centers transplant centers
e Patients who are enrolled on
another IND protocol to access
the unlicensed CBU(s)
e Patients whose selected
unlicensed CBU(s) will be
more than minimally
manipulated
Table of Contents Revisions made to direct
readers to appropriate section
2. Study Design Inclusion Criteria Inclusion Criteria Revision made to clarify
2.3 Patient e Signed informed consent (and e Signed informed consent (and | informed consent requirement
Eligibility signed assent, if applicable) signed assent, if applicable)
obtained prior to study
enrollment
10-CBA
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Exclusion Criteria Exclusion Criteria Revisions made to clarify
e Patients who are receiving e Patients who are receiving study exclusion criteria
only licensed CBUs only licensed CBUs
e Cord blood transplant e Cord blood transplant
recipients at international recipients at international
transplant centers transplant centers
e Patients who are enrolled on
another IND protocol to access
the unlicensed CBU(s)
e Patients whose selected
unlicensed CBU(s) will be
more than minimally
manipulated
3. Patient 3.1 Approaching Patients, Eligibility, 3.1 Approaching Patients, Eligibility, Revision made to clarify
Registration and and Obtaining Consent and Obtaining Consent informed consent and
Enrollment enrolment requirements
Enrollment in this study is required for | Enrollment in this study is required for
patients whom an unlicensed CBU is patients whom an unlicensed CBU is
determined to be the best transplant determined to be the best transplant
option. All participants in this access option. All participants in this access
and distribution protocol must provide | and distribution protocol must provide
informed consent and, if applicable, informed consent and, if applicable,
assent. At the time of CBU order, the assent prior to study enrollment. At the
transplant center will enroll the patient. | time of CBU order, the transplant
center will enroll the patient.
If a previously-enrolled participant
requires a subsequent transplant If a previously-enrolled participant
using unlicensed CBUs and at least requires a subsequent transplant using
one cord is procured under the NMDP | unlicensed CBUs and at least one cord
IND, the patient must be re-consented | is procured under the NMDP IND, the
and re-enrolled in the study. patient must be re-consented and re-
enrolled in the study at the time of
CBU order.
3.2 Data Safety Monitoring Moved to Chapter 4. Section 3.2 is Revision made to move all
now 4.1 Safety considerations to the
new Safety chapter
3.3 Study Monitoring Moved to Chapter 5. Section 3.3 is Revision made to move all
now 5.4 data review considerations to
Data Management chapter
10-CBA
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3.4 Data Reporting

Moved to Chapter 5. Section 3.4 is
now 5.1

Revision made to move all
data review considerations to
Data Management chapter

3.5 Reporting Product
Complaint/Event Data

Moved to Chapter 4. Section 3.5 is
now 4.2

Revision made to move all
safety considerations to the
new Safety chapter

3.6 Reporting Serious Adverse Events

Moved to Chapter 4. Section 3.6 is
now 4.3

Revision made to move all
safety considerations to the
new Safety chapter

Statistical Chapter 4 Moved to Chapter 6. Chapter 4 is now | n/a

Considerations Safety

Safety n/a Chapter 4 is now Safety Revision made to gather all
safety considerations in one
chapter

Data Management | n/a New chapter - Chapter 5: Data Revision made to gather all

Management

data review considerations in
one chapter

5. Data
Management
5.1 Data Reporting

3.4 Data Reporting

The data collection forms for the
subjects enrolled on this study include
the standard CIBMTR data collection
forms in the FormsNet3 Recipient
module, and study-specific CIBMTR
data collection forms in the FormsNet2
Clinical Trials module.

Many important data elements for the
study are collected on the standard
reporting forms and therefore timely
and accurate completion of these
forms is essential.

Revisions made to provide
general information regarding
study data reporting, to specify
applicable electronic data
capture systems, and to stress
the importance of timely forms
completion.

Protocol version 8.0

5.2 Data Capture n/a The content of this new section Revisions made to specify
Methods includes the content of former section electronic data capture forms
3.4 (Data Reporting). requirements.
Additionally, FormsNet2 and
FormsNet3 forms are specified.
5.3 Protocol n/a When an emergency occurs that Revision made to inform study
Deviations requires a deviation from the protocol sites with procedural reference
for patient safety, a decision will be for protocol deviations.
made as soon as possible to
determine whether or not the subject
(for whom the deviation from protocol
10-CBA
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was effected) is to continue in the
study. All protocol deviations should
be reported using the Protocol
Deviation Form and submitted via the
FormsNet2 Clinical Trials module.

An electronic protocol deviation form
will be completed and will describe the
deviation from the protocol and state
the reasons for such deviation. In
addition, the Investigator will notify
their local IRB as required in writing of
the deviation from protocol per
institutional standard.

Non-emergency minor deviations from
the protocol will be permitted with
approval of the CIBMTR Protocol
Coordinator.

6. Statistical
Considerations
6.3 Data Analysis
Plan

Transplant outcomes will be described
with confidence intervals as follows.
Probability of neutrophil and platelet
engraftment, and probability of
developing acute or chronic GVHD will
be described using the cumulative
incidence estimate (28), with death
prior to engraftment or death prior to
development of GVHD as competing
risks, respectively. Overall survival will
be described using the Kaplan-Meier
estimator (29). Probabilities of viral
infection within 6 months will be
described using the cumulative
incidence estimate, while probabilities
of bacterial infection within 48 hours
will be described using frequencies
and percents. The proportion of
patients who experience serious
infusional toxicity within 24 hours will
be described using frequencies and
percents.

Transplant outcomes will be described
with confidence intervals as follows.
Probability of neutrophil and platelet
engraftment, and probability of
developing acute or chronic GVHD will
be described using the cumulative
incidence estimate (28), with death
prior to engraftment or death prior to
development of GVHD as competing
risks, respectively. Overall survival will
be described using the Kaplan-Meier
estimator (29). In addition, a
descriptive summary of product related
relevant communicable disease agents
or diseases (RCDAD) will be provided
as well as listing of patients who
experience serious infusional toxicity
within 24 hours.

Revisions made: probabilities
of viral infection within 6
months has been removed;
probabilities of bacterial
infection within 48 hours has
been removed. Revisions
have been made to reflect
current statistical analyses.

10-CBA
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6.4 Disposition of
Subjects

n/a

The number of subjects enrolled in the
study and the disposition of all subjects
will be summarized. Subjects who
discontinue study will be listed
according to the off-study criterion that
applies.

Off-Study Criteria
Subjects will be taken off study for the
following reasons:
e  Subject withdrawal
e Transplant canceled: cord
blood unit(s) not shipped
e Substituted non-NMDP IND
cord blood unit
e Subject determined ineligible

Study sites must complete the Study
Exit form in the FormsNet2 Clinical
Trials module for any subjects meeting
one of these criteria.

Study subjects should not be exited for
the following reasons:

1. Subject death after cord blood
unit(s) shipped under the
NMDP IND

2. Transplant canceled after cord
blood unit(s) shipped under

Revisions made to provide
study sites with guidance for
study subject disposition.

the NMDP IND
Minor Header NMDP and CIBMTR logos Be The Match logo Revision made for consistency
Information across study documents
Sheet
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