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Document Section Previous Version (v6.0) Amended Version (v7.0) Rationale
Protocol Protocol Synopsis | Principal Investigators: Principal Investigators: n/a
The principal investigators (PIs) will be | The principal investigators (PIs) are
transplant physicians at all transplant physicians at all
participating U.S. transplant centers. participating U.S. transplant centers.
Primary Objective: Primary Objective: “aim” revised to “objective”
The primary aim of this study is to The primary objective of this study is to | to remain consistent with
examine the incidence of neutrophil examine the incidence of neutrophil header
recovery of 2500/mm? after cord blood | recovery of 2500/mm? after cord blood
transplantation in a multi-institution transplantation in a multi-institution
setting using CBUs that are not Food setting using CBUs that are not Food
and Drug Administration (FDA) and Drug Administration (FDA)
licensed. licensed.
Secondary Objectives: Secondary Objectives: Revised to “objectives” to
In patients receiving a non-licensed The secondary objectives are as remain consistent with
CBU: follows: header
e Assess incidence of transmission e Assess incidence of transmission of
of infection infection
e Assess incidence of serious e Assess incidence of serious
infusion reaction infusion reaction
e Determine 1 year survival after e Determine 1 year survival after cord
cord blood transplantation blood transplantation
e Assess cumulative incidence of e Assess cumulative incidence of
acute graft vs. host disease acute graft vs. host disease
(GVHD) grades Il to IV and grades (GVHD) grades Il to IV and grades
Il to IV Il to IV
e Assess cumulative incidence of e Assess cumulative incidence of
chronic GVHD chronic GVHD
e Determine platelet engraftment of e Determine platelet engraftment of
>20,000 mcL and >50,000 mcL >20,000 mcL and >50,000 mcL
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Accrual Objective: Accrual Objective: n/a
In this access and distribution In this access and distribution protocol,
protocol, U.S. patients undergoing U.S. patients undergoing
transplant using unlicensed CBUs will | transplantation with unlicensed CBUs
be enrolled and there is no accrual will be enrolled and there is no accrual
maximum. maximum.
Table of Contents | n/a Section 2.2 Study Objectives added | n/a
2. Study Design This is an access and distribution This is an access and distribution n/a
2.1 Study protocol for unlicensed cryopreserved | protocol for unlicensed cryopreserved
Overview cord blood units (CBUS) in pediatric cord blood units (CBUSs) for transplant
and adult patients with hematologic of pediatric and adult patients with
malignancies and other indications. hematologic malignancies and other
The study will enroll an unlimited indications. The study will enroll an
number of transplant recipients at unlimited number of transplant
participating transplant centers based | recipients at participating transplant
on well-defined inclusion and centers based on well-defined
exclusion criteria, when the best graft inclusion and exclusion criteria, when
source is determined to be a domestic | the best graft source is determined to
or international CBU that does not be a domestic or international CBU
meet FDA licensure requirements. The | that does not meet FDA licensure
follow-up schedule and affiliated data requirements. The follow-up schedule
collection forms for the unlicensed and affiliated data collection forms for
cord blood recipients are the standard | the unlicensed cord blood recipients
CIBMTR data forms and procedures. are the standard CIBMTR data forms
and procedures.
2.2 Study 2.2.1 Primary Objective 2.2.1 Primary Objective “aim” revised to “objective”
Objectives The primary aim of this study is to The primary objective of this study is to | to remain consistent with
examine the incidence of neutrophil examine the incidence of neutrophil header
recovery of >500/mm? after cord blood recovery of >500/mm? after cord blood
transplantation in a multi-institution transplantation in a multi-institution
setting using CBUs that are not FDA setting using CBUs that are not FDA
licensed. licensed.
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2.2.2 Secondary Obijectives
In patients receiving a non-licensed
CBU:
e Assess incidence of transmission
of infection
e Assess incidence of serious
infusion reaction
e Determine 1 year survival after
cord blood transplantation
e Assess cumulative incidence of
acute GVHD grades Il to IV and
grades lll to IV
e Assess cumulative incidence of
chronic GVHD
e Determine platelet engraftment of
>20,000 mcL and >50,000 mcL

2.2.2 Secondary Objectives
The secondary objectives are as
follows:
e Assess incidence of transmission
of infection
e Assess incidence of serious
infusion reaction
e Determine 1 year survival after
cord blood transplantation
e Assess cumulative incidence of
acute GVHD grades Il to IV and
grades lll to IV
e Assess cumulative incidence of
chronic GVHD
e Determine platelet engraftment of
>20,000 mcL and >50,000 mcL

Revised to “objectives” to
remain consistent with
header

2.7 Patient
Conditioning,
Transplant, and
Post-Transplant
Care

The conditioning regimen, transplant,
GVHD prophylaxis and supportive
care for the transplant patient will be
determined by the individual
institutions and reported to the
CIBMTR on the appropriate case
report forms.

The conditioning regimen, transplant,
GVHD prophylaxis and supportive care
for the transplant patient will be
determined by the individual institution
performing the transplant and reported
to the CIBMTR on the appropriate
case report forms.

Revision made to clarify the
responsibilities of the
institution that performs the
transplant.

2.8 Toxicities and

Transplant-related toxicities attributed

Transplant-related toxicities attributed

Revised “should” to “must”

Risks to the product infusion will be reported | to the product infusion will be reported | to clarify NMDP’s
to the CIBMTR on the appropriate to the CIBMTR on the appropriate requirements for reporting
case report forms. Toxicities case report forms. Toxicities potentially | of serious toxicities.
potentially associated with the infusion | associated with the infusion of the
of the CBU include dimethyl sulfoxide | CBU include dimethyl sulfoxide
(DMSO) toxicity and side effects from (DMSO) toxicity and side effects from
intact and hemolyzed red cells and intact and hemolyzed red cells and
may include changes in heart rate or may include changes in heart rate or
rhythm, changes in blood pressure, rhythm, changes in blood pressure,
fever, chills, sweats, nausea/vomiting, | fever, chills, sweats, nausea/vomiting,
diarrhea, abdominal cramping, fluid diarrhea, abdominal cramping, fluid
overload, headache, dyspnea, overload, headache, dyspnea,
hemoglobinuria, allergic reaction, hemoglobinuria, allergic reaction,
acute renal failure, and in rare cases acute renal failure, and in rare cases
infusion reaction resulting in death. If infusion reaction resulting in death. If
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toxicities are serious, they should be
reported in an expedited fashion to the
NMDP per the reporting instructions
outlined in Section 3.6.

toxicities are serious, they must be
reported in an expedited fashion to the
NMDP per the reporting instructions
outlined in Section 3.6

3. Patient
Registration and
Enroliment

3.1 Approaching
Patients, Eligibility,
and Obtaining
Consent

Enrollment in this study is required for
patients whom an unlicensed CBU is
determined to be the best transplant
option. All participants in this access
and distribution protocol must provide
informed consent and assent, if
applicable. At the time of CBU order,
the transplant center will enroll the
patient.

Enrollment in this study is required for
patients whom an unlicensed CBU is
determined to be the best transplant
option. All participants in this access
and distribution protocol must provide
informed consent and, if applicable,
assent. At the time of CBU order, the
transplant center will enroll the patient.
If a previously-enrolled participant
requires a subsequent transplant using
unlicensed CBUs and at least one cord
is procured under the NMDP IND, the
patient must be re-consented and re-
enrolled in the study.

e Re-worded for
clarification

e Statement added to
note the requirement
for re-consent and re-
enrollment in the 10-
CBA study when
previously enrolled
participants undergo
subsequent
transplant(s) using
unlicensed CBUs
procured under the
NMDP IND

3.2 Data Safety

The NMDP assigns the members of

The NMDP Donor and Patient Safety

The NMDP Donor and

Monitoring the Donor and Patient Safety Monitoring Advisory Group (DPSM) will | Patient Safety Monitoring
Monitoring (DPSM) Advisory Group. review a summary of adverse events Advisory Group (DPSM) is
The DPSM will review a summary of regularly. The report will be made the monitoring group of
all adverse events regularly. The available to participating centers. If the | record for this study.
report will be made available to DPSM recommends protocol or
participating centers. If the DPSM informed consent changes, they will be
recommends protocol or informed distributed to the participating PIs. It is
consent changes, they will be the responsibility of each PI to forward
distributed to the participating Pls. It is | the distributed communication to their
the responsibility of each PI to forward | local IRB.
the distributed communication to their
local IRB.

3.3 Study The Investigator will permit study- The PI will permit study-related Revisions made to allow for

Monitoring related monitoring visits by centralized monitoring visits by centralized monitoring
representatives of the CIBMTR or representatives of the CIBMTR or visits, and specifications
designees, and regulatory designees, and regulatory made to the required
inspection(s) (e.g., FDA) to ensure inspection(s) (e.g., FDA) to ensure document and forms
proper conduct of the study and proper conduct of the study and access.
compliance with all FDA safety compliance with all FDA safety
reporting requirements. Access must reporting requirements. Access must
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be provided to the facilities where the
study took place, to source
documents, to data collection forms, to
consent and assent forms, and to all
other study documents.

be provided to source documents, data
collection forms, consent and assent
forms, and any other study documents.

3.4 Data Reporting

All centers participating in this protocol
are already reporting baseline and
outcome data on all transplant
recipients to the CIBMTR. Data
reporting requirements for this protocol
will be fulfilled by those data. There
are no additional follow-up data
requirements for this protocol.

CIBMTR data reporting time points

used in this study:
e Baseline — time of transplant
¢ Infusion data — at time of

transplant

100 days post-transplant

6 months post-transplant

1 year post-transplant

Time of patient’s death

All centers participating in this protocol
are already reporting baseline and
outcome data on all transplant
recipients to the CIBMTR. Data
reporting requirements for this protocol
will be fulfilled by those data. There are
no additional follow-up data
requirements for this protocol.

CIBMTR data reporting time points
used in this study:
e Baseline — time of transplant
e Infusion data — at time of
transplant
100 days post-transplant
6 months post-transplant
1 year post-transplant
At time of patient’s death

n/a
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3.5 Reporting
Product
Complaint/Event
Data

Upon receipt of the cord blood unit,
the transplant center will provide
written confirmation that the product
was received and note the condition of
the product. If the integrity of the cord
blood unit is compromised at receipt
(or at any time after receipt), the
transplant center will report to NMDP
promptly. Examples include: a broken
unit, compromised cord blood unit
shipping conditions or a contaminated
product. The NMDP will notify the
cord blood bank and open an
investigation per the standard Quality
Improvement Process for these
events. The NMDP will report
manufacturing events annually that
are confirmed to be related to the
manufacturing of a distributed unit.

Upon receipt of the cord blood unit, the
transplant center will complete written
confirmation that the product was
received. If the integrity of the cord
blood unit is compromised at receipt
(or at any time after receipt), the
transplant center should report to
NMDP within 3 business days.
Examples include: a broken unit,
compromised shipping conditions, a
contaminated product, or viability lower
than expected. The NMDP will notify
the cord blood bank and conduct an
investigation per NMDP standard
procedures for these events. The
NMDP will report manufacturing events
that are determined to be related to the
manufacturing of a distributed unit to
the FDA annually.

¢ Revision made to
specify documentation
requirement of
transplant center cord
receipt

e Specification made that
documentation of
compromised CBUs
must be reported to
NMDP within 3
business days

e Compromised cord
examples revised to
include those that result
in a viability lower than
expected

e NMDP investigation
procedure expanded to
include details of
process

e NMDP manufacturing
event reporting
requirements to FDA
specified

Reporting to the OHRP- Roberta to
provide wording around this.

3.6 Reporting
Serious Adverse
Events

3.6.1 Reporting

Instructions for the

All serious recipient adverse events
will be reported in accordance with the
FDA requirements for adverse event
reporting. All serious adverse events
determined to be caused by or
probably caused by the cord blood unit
based on objective evidence must be

All serious recipient adverse events
categorized below will be reported in
accordance with the FDA requirements
for adverse event reporting. All
serious adverse events determined to
be caused by or probably caused by
the cord blood unit based on objective

Serious adverse event
reporting instructions
revised to indicate explicit
statement of reportable
event descriptions

10-CBA
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Investigator reported promptly under this IND evidence must be reported promptly
protocol. Examples include: under this IND protocol. These include:
e  Recipient seroconversion to any e Recipient seroconversion to any
of the FDA-listed relevant of the FDA-listed relevant
communicable diseases within six communicable diseases within six
months of cord blood infusion months of cord blood infusion
which, upon investigation, is which, upon investigation, is
determined to be caused or determined to be caused or
potentially caused by the unit potentially caused by the unit
e Recipient bacteremiarelatedtoa |e  Recipient bacteremia related to a
contaminated CBU contaminated CBU
e Recipient develops any of the e Recipient develops any of the
FDA-listed relevant FDA-listed relevant
communicable diseases within six communicable diseases within six
months of cord blood infusion months of cord blood infusion
which, upon investigation, is which, upon investigation, is
determined to be caused or determined to be caused or
potentially caused by the unit potentially caused by the unit
e  Serious infusion reaction within e  Serious infusion reaction within
first 24 hours after infusion first 24 hours after infusion
3.6.2 NMDP A medical monitor will review all A medical monitor will review all Last paragraph removed as
Reporting serious adverse events reported by serious adverse events reported by the | it was not entirely study-
Requirements to the clinical trial site and be responsible | clinical trial site and be responsible for | specific in nature.
the FDA for determining severity and determining severity and relationship
relationship to the product. Any to the product. Any serious adverse
serious adverse event that is event that is determined to be possibly
determined to be possibly linked to the | linked to the product will be
product will be investigated by the investigated by the NMDP Quality
NMDP Quality Assurance Nurses to Assurance Nurses to determine if there
determine if there is a causal is a causal relationship requiring
relationship requiring expedited expedited reporting. The NMDP will
reporting. The NMDP will submit submit expedited reporting to FDA only
expedited reporting to FDA only for for unexpected serious adverse events
unexpected serious adverse events and for expected serious adverse
and for expected serious adverse events that occur at a frequency higher
events that occur at a frequency than usual.
higher than usual. If, during the investigation of the
If, during the investigation of the serious adverse event, a problem(s)
serious adverse event, a problem(s) with manufacturing practices is
with manufacturing practices is discovered, the NMDP will contact the
10-CBA
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discovered, the NMDP will contact the
appropriate cord blood bank to initiate
corrective action for the cord blood
bank-specific procedures and report
under 3.5 above, as applicable.

All expected adverse events (i.e. those
listed in the informed consent, product
inserts, investigator brochure or other
study materials) not covered under the
above requirements will be captured
on CIBMTR CRFs. Although death
unrelated to the CBU is not considered
unexpected, overall survival will be
reported to the FDA via annual

reports, along with a summary of the
reported serious events and expected
events captured on the CIBMTR
CRFs.

appropriate cord blood bank to initiate
corrective action for the cord blood
bank-specific procedures and report
under 3.5 above, as applicable.

4. Statistical
Considerations
4.1 Study Design

This study is a multicenter access and
distribution protocol, to allow access to
cord blood transplantation for patients
whose best graft source is determined
to be a CBU from U.S. or international
cord blood banks not meeting FDA
licensure requirements. Patients will
be enrolled and followed prospectively
using CIBMTR forms to assess
outcomes after transplant, and the
study will be observational since the
choice of the best available CBU wiill
be left to the discretion of the patient’s
transplant physician. There is no
accrual limit. As the registry of
licensed CBU grows, enrollment on
this protocol is expected to gradually
decline in relation to the overall
number of CBUs used for
transplantation. This study will be
primarily descriptive in nature.

This study is a multicenter access and
distribution protocol, to allow access to
cord blood transplantation for patients
whose best graft source is determined
to be a CBU from U.S. or international
cord blood banks not meeting FDA
licensure requirements. Patients will be
enrolled and followed prospectively to
assess outcomes after transplant, from
data collected using CIBMTR forms.
The study is observational since the
choice of the best available CBU will
be left to the discretion of the patient’s
transplant physician. As the registry of
licensed CBU grows, enrollment on
this protocol is expected to gradually
decline in relation to the overall
number of CBUs used for
transplantation. This study is
descriptive in nature and there is no
accrual limit.

Revised to state source
of outcomes data.
Revised to reflect
absence of accrual limit
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Document Section Previous Version (v3.1) Amended Version (v4.0) Rationale
Consent 8. Possible There is no known difference in There is no known difference in Statement added to inform
Discomforts and recipient outcomes between recipient outcomes between potential subject of the
Risks transplants that use cord blood units transplants that use cord blood units possibility of unknown risks
that meet the new FDA standards and | that meet the new FDA standards and | at time of consent.
transplants that use cord blood units transplants that use cord blood units
that meet NMDP standards. that meet NMDP standards.
Other risks associated with the cord Other risks associated with the cord
blood transplant itself will be blood transplant itself will be discussed
discussed with you by your physician with you by your physician and you will
and you will be asked to sign a be asked to sign a separate transplant
separate transplant consent form consent form documenting that you
documenting that you understand understand these risks. The infusion
these risks. The infusion risks are the risks are the same for patients
same for patients receiving any cord receiving any cord blood unit and may
blood unit and may include changes in | include changes in heart rate or
heart rate or rhythm, changes in blood | rhythm, changes in blood pressure,
pressure, high blood pressure, fever, high blood pressure, fever, chills,
chills, sweats, nausea/vomiting, sweats, nausea/vomiting, diarrhea,
diarrhea, abdominal cramping, fluid abdominal cramping, fluid overload,
overload, headache, difficulty headache, difficulty breathing, allergic
breathing, allergic reaction, and acute | reaction, acute renal failure, and in
renal failure, and in rare cases infusion | rare cases infusion reaction resulting in
reaction resulting in death. Any death. Any serious toxicity potentially
serious toxicity potentially associated associated with the infusion will be
with the infusion will be reported to the | reported to the CIBMTR. You may also
CIBMTR. You may also experience experience slow blood count recovery,
slow blood count recovery, prolonged prolonged risk of infection, and rarely,
risk of infection, and rarely, the the potential for acquiring a rare or
potential for acquiring a rare or genetic | genetic disease. These are standard
disease. These are standard risks risks associated with all cord blood
associated with all cord blood transplants and will be discussed again
transplants and will be discussed in detail in the separate transplant
again in detail in the separate consent form.
transplant consent form. As with any research study, there
There is a small risk that an might be side effects that are unknown
unauthorized person could find out at this time. You will be monitored for
which data are yours. Your transplant | the occurrence of side effects and
center and the CIBMTR will take every | should report any unusual events to
10-CBA
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precaution to make sure that this does
not happen. Your data will only be
labeled with a number code.

the study staff.

10. Alternatives if
You Do Not Want to
be in the Study

Participation in this study is voluntary;
however, if you choose not to be in
this access study, you cannot get a
transplant using the cord blood unit(s)
your doctor believes to be the best
choice. Your choice will not affect
current or future health care you
receive at this institution. Before you
decide to be in this study, you and the
medical staff will discuss other options
available to you, including:

e Getting a transplant from an

unrelated, volunteer donor, if one

is available.

e Using licensed cord blood

units, if available.

e Getting treatment that will

control your symptoms without

treating your underlying disease.
Talk to your doctor about your choices
before you decide if you will take part
in this study.

Participation in this study is voluntary;
however, if you choose not to be in
this access study, you cannot get a
transplant using the cord blood unit(s)
your doctor believes to be the best
choice. Your choice will not affect
current or future health care you
receive at this institution. Before you
decide to be in this study, you and the
medical staff will discuss other options
available to you, including:
e Getting a transplant from an
unrelated, volunteer donor, if one
is available.
e Using licensed cord blood
units, if available.
e Getting treatment that will
control your symptoms without
treating your underlying disease.
e Participation in another study.
e No treatment at this time.
Talk to your doctor about your choices
before you decide if you will take part
in this study.

Revised to include all
applicable alternatives to
study participation.

10-CBA
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11. Cost of
Participating in the
Study

You or your insurance company will
have to pay for the cord blood unit as
well as all costs associated with your
cord blood transplant and medical
care. You will not be responsible for
any additional costs related to study
procedures. For questions about your
costs, financial responsibilities, and/or
medical insurance coverage for your
transplant and this study, please
contact /Center/ Financial Counselor
at /Number.

You or your insurance company will
have to pay for the cord blood unit as
well as all costs associated with your
cord blood transplant and medical
care. Your participation in this study
should not result in any costs other
than those associated with the
treatment of your disease. Some tests
and procedures that are provided as
part of regular care will not be paid for
by the study sponsor. You or your
insurance carrier will be charged or
held responsible for the costs of that
care. Some insurance companies or
government health care programs may
limit what they will pay for certain
routine services that are performed in
a research study, in which case, you
may be responsible. For questions
about your costs, financial
responsibilities, and/or medical
insurance coverage for your transplant
and this study, please contact /Center/
Financial Counselor at /Number.

For more information on clinical trials
and insurance coverage, you can visit
the National Cancer Institute’s Web
site at
http://www.cancer.gov/clinicaltrials/lear
ningabout. You can print a copy of the
“Clinical Trials and Insurance
Coverage” information from this web
site. Another way to get the
information is to call 1-800-4-CANCER
(1-800-422-6237) and ask them to
send you a free copy.

Revised to reflect standard
CIBMTR recipient consent
language.

10-CBA
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13. In the Event of
Injury While
Participating in the
Study

n/a

If you are injured or become ill while
taking part in this study, medical care
will be provided at this center. If you
think you may have experienced a
research-related injury please contact
your doctor, or one of the people listed
at the top of this form. No funds have
been set aside to pay you if you are
injured. You or your insurance
company will be charged for ongoing
medical care and/or hospitalization.
You do not give up any legal rights by
signing this form.

Section added to reflect
standard CIBMTR recipient
consent language.

14. Protection of
Your Privacy and
Confidentiality of

Your participation in this study will be
kept private and confidential. Your
medical information including

Your participation in this study will be
kept private and confidential. Your
medical information including

The NMDP Donor and
Patient Safety Monitoring
Advisory Group (DPSM) is

Your Study demographic information (such as demographic information (such as race | the monitoring group of

Records race and ethnicity, gender and and ethnicity, gender and household record for this study.
household income) will be kept private | income) will be kept private and
and confidential. (<<Enter Name of confidential. (<<Enter Name of
Transplant Center>>) and the Transplant Center>>) and the
organizations listed below will not organizations listed below will not
disclose your participation by any disclose your participation by any
means of communication to any means of communication to any
person or organization, except by your | person or organization, except by your
written request, or permission, or written request, or permission, or
unless required by federal, state or unless required by federal, state or
local laws, or by a regulatory agency. local laws, or by a regulatory agency.
Individuals authorized by the Individuals authorized by the
organizations below may request organizations below may request
access to your study and medical access to your study and medical
records for inspections or audits. In records for inspections or audits. In
agreeing to participate, you consent to | agreeing to participate, you consent to
such inspections and to copying of such inspections and to copying of
excerpts from these records, if excerpts from these records, if
required by their authorized required by their authorized
representatives. representatives.
Authorized individuals from Authorized individuals from
organizations that may have access to | organizations that may have access to
your study and medical records your study and medical records

10-CBA
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include:

a. <<Enter Transplant center
name>>

b. Institutional Review Boards (
IRBs) responsible for this study

c. National Marrow Donor Program
(NMDP)

d. Center for International Blood and
Marrow Transplant Research
(CIBMTR)

e. CIBMTR Data and Safety
Monitoring Board (DSMB), not part of
<<transplant center’'s name>>

f. U.S. Food and Drug
Administration (FDA)

g. U.S. Department of Health and
Human Services (DHHS)

A description of this clinical trial will be
available on
http://www.ClinicalTrials.gov, as
required by U.S. Law. This Web site
will not include information that can
identify you. At most, the Web site will
include a summary of the results. You
can search this Web site at any time.

include:

a. <<Enter Transplant center name>>
b. Institutional Review Boards ( IRBS)
responsible for this study

c. National Marrow Donor Program
(NMDP)

d. Center for International Blood and
Marrow Transplant Research
(CIBMTR)

e. NMDP Donor and Patient Safety
Monitoring Advisory Group (DPSM),
not part of <<transplant center’s
name>>

f. U.S. Food and Drug Administration
(FDA)

g. U.S. Department of Health and
Human Services (DHHS)

A description of this clinical trial will be
available on
http://www.ClinicalTrials.gov, as
required by U.S. Law. This Web site
will not include information that can
identify you. At most, the Web site will
include a summary of the results. You
can search this Web site at any time.

Protocol version 7.0 (2014May15)
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15. Voluntary
Participation in and
Withdrawal from the
Study

Itis up to you if you want to participate
in this study, however if you choose
not to be in this access study you
cannot get a transplant using the cord
blood unit(s) your doctor believes to
be the best choice. If you choose not
to participate in this study, this
decision will not affect your right or
access to health care or any other
services that you are entitled to
receive.

If you decide to participate, you may
withdraw at any time. There will be no
penalties if you withdraw from the
study. You will not lose any benefits to
which you are entitled, and you will
continue to receive medical care.

You will be informed of any new
findings that may affect your health,
welfare, or willingness to stay on the
study.

It is up to you if you want to participate
in this study, however if you choose
not to be in this access study you
cannot get a transplant using the cord
blood unit(s) your doctor believes to be
the best choice. If you choose not to
participate in this study, this decision
will not affect your right or access to
health care or any other services that
you are entitled to receive.

If you decide to participate, you may
withdraw at any time. There will be no
penalties if you withdraw from the
study. You will not lose any benefits to
which you are entitled, and you will
continue to receive medical care.

If you choose to withdraw from the
study, please tell at
<< Transplant center to enter
information>>.

<< Principal Investigator name>>, the
Sponsor (NMDP), the Institutional
Review Board, or the FDA may stop
the study at any time. The
investigator(s), your doctor, or the
NMDP may remove you from the study
at any time without your permission.
If you withdraw or you are removed
from the study for any reason, the
study doctor may ask to continue to
follow you in order to monitor your
safety.

You will be informed of any new
findings that may affect your health,
welfare, or willingness to stay on the
study.

Revised to reflect standard
CIBMTR recipient consent
language.

10-CBA

Protocol version 7.0 (2014May15)




Document Section Previous Version (rev 4) Amended Version (rev 5) Rationale
Investigator | Possible Risks Infusion Reactions Infusion Reactions e Revised “should” to
Brochure e Known infusion reactions that e Known infusion reactions that “must” to clarify
(1B) may be expected with the may be expected with the infusion NMDP’s requirements
infusion of HPC(CB) include, but of HPC(CB) include, but are not for reporting of serious
are not limited to: fluid retention, limited to: fluid retention, allergic toxicities.
allergic reaction, changes in reaction, changes in blood e Revised to generalize
blood pressure, change in heart pressure, change in heart safety events reported
rate/rhythm, fever, chills, sweats, rate/rhythm, fever, chills, sweats, thus far.
nausea, vomiting, diarrhea, nausea, vomiting, diarrhea,
cramping, headache, dyspnea, cramping, headache, dyspnea,
DMSO toxicity, hemoglobinuria DMSO toxicity, hemoglobinuria
and acute renal failure, and in and acute renal failure, and in
rare cases infusion reaction rare cases infusion reaction
resulting in death. If toxicities are resulting in death. If toxicities are
serious, they should be reported serious, they must be reported in
in an expedited fashion to the an expedited fashion to the
NMDP per the serious adverse NMDP per the serious adverse
event reporting instructions event reporting instructions
outlined below and in the outlined below and in the protocol.
protocol. ¢ In addition, a series of safety
¢ In addition, a series of nine safety events have been reported to
events have been reported to NMDP between 2009 and 2013
NMDP between 2009 and 2013 because the recipient in each
because the recipient in each event experienced serious and
event experienced serious and unexpected cardiac and
unexpected cardiac and respiratory distress following
respiratory distress following infusion of CBUs in the double
infusion of CBUs in the double cord transplant setting. In general,
cord transplant setting. In the recipients experienced
general, the recipients hypertension, chest pain, and
experienced hypertension, chest decreased oxygen saturation
pain, and decreased oxygen requiring supplemental oxygen
saturation requiring supplemental during or following the cord blood
oxygen during or following the infusion. Of note, in the majority of
cord blood infusion. Of note, in cases, recipients received a least
eight of the nine cases, recipients one red cell replete CBU. See
received a least one red cell section, “Thaw and Infusion
10-CBA
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replete CBU. See section, “Thaw
and Infusion Treatment Plan,” for
further details and
recommendations.

Treatment Plan,” for further
details and recommendations.

Transmission of Communicable
Disease to the Recipient

A recipient may develop or have
seroconversion of an FDA-listed
relevant communicable disease.
Due to stringent IDM screening,
the likelihood is rare. If a recipient
develops or has a seroconversion
of an FDA-listed relevant
communicable disease within six
months of cord blood infusion
which is determined to be caused
or potentially caused by the unit,
it should be reported to the
NMDP in an expedited manner
per the serious adverse reporting
guidelines outlined below and in
the protocol.

Transmission of Communicable
Disease to the Recipient

A recipient may develop or have
seroconversion of an FDA-listed
relevant communicable disease.
Due to stringent IDM screening,
the likelihood is rare. If a
recipient develops or has a
seroconversion of an FDA-listed
relevant communicable disease
within six months of cord blood
infusion which is determined to
be caused or potentially caused
by the unit, it must be reported to
the NMDP in an expedited
manner per the serious adverse
reporting guidelines outlined
below and in the protocol.

Revised “should” to
“must” to clarify
NMDP’s requirements
for reporting of
seroconversion of an
FDA-listed relevant
communicable disease
within six months of
cord blood infusion

10-CBA
Protocol version 7.0 (2014May15)




Serious Adverse
Event/Product
Event Reporting

Reporting Instructions for the
Investigator
All serious recipient adverse events
will be reported in accordance with the
FDA requirements for adverse event
reporting. All serious adverse events
determined to be caused by or
probably caused by the cord blood unit
based on objective evidence must be
reported promptly under this IND
protocol. Examples include:
¢ Recipient seroconversion to any of
the FDA-listed relevant
communicable diseases within six
months of cord blood infusion
which, upon investigation, is
determined to be caused or
potentially caused by the unit
¢ Recipient bacteremia related to a
contaminated CBU
¢ Recipient develops any of the FDA-
listed relevant communicable
diseases within six months of cord
blood infusion which, upon
investigation, is determined to be
caused or potentially caused by the
unit
¢ Serious infusion reaction within first
24 hours after infusion

Reporting Instructions for the
Investigator
All serious recipient adverse events
categorized below will be reported in
accordance with the FDA requirements
for adverse event reporting. All
serious adverse events determined to
be caused by or probably caused by
the cord blood unit based on objective
evidence must be reported promptly
under this IND protocol. These include:
e Recipient seroconversion to any of
the FDA-listed relevant
communicable diseases within six
months of cord blood infusion
which, upon investigation, is
determined to be caused or
potentially caused by the unit
¢ Recipient bacteremia related to a
contaminated CBU
¢ Recipient develops any of the FDA-
listed relevant communicable
diseases within six months of cord
blood infusion which, upon
investigation, is determined to be
caused or potentially caused by the
unit
e Serious infusion reaction within first
24 hours after infusion

Serious adverse event
reporting instructions
revised to indicate explicit
statement of reportable
event descriptions

NMDP Reporting Requirements to the
FDA

A medical monitor will review all
serious adverse events reported by
the clinical trial site and be responsible
for determining severity and
relationship to the product. Any
serious adverse event that is
determined to be possibly linked to the
product will be investigated by the

NMDP Reporting Requirements to the
FDA

A medical monitor will review all
serious adverse events reported by the
clinical trial site and be responsible for
determining severity and relationship
to the product. Any serious adverse
event that is determined to be possibly
linked to the product will be
investigated by the NMDP Quality

Last paragraph removed as
it was not entirely study-
specific in nature.
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NMDP Quality Assurance Nurses to
determine if there is a causal
relationship requiring expedited
reporting. The NMDP will submit
expedited reporting to FDA only for
unexpected serious adverse events
and for expected serious adverse
events that occur at a frequency
higher than usual.

If, during the investigation of the
serious adverse event, a problem(s)
with manufacturing practices is
discovered, the NMDP will contact the
appropriate cord blood bank to initiate
corrective action for the cord blood
bank-specific procedures and report
as specified below, as applicable.

All expected adverse events (i.e. those
listed in the informed consent, product
inserts, or other study materials) not
covered under the above requirements
will be captured on CIBMTR CRFs.
Although death unrelated to the CBU
is not considered unexpected, overall
survival will be reported to the FDA via
annual reports, along with a summary
of the reported serious events and
expected events captured on the
CIBMTR CRFs.

Assurance Nurses to determine if there
is a causal relationship requiring
expedited reporting. The NMDP will
submit expedited reporting to FDA only
for unexpected serious adverse events
and for expected serious adverse
events that occur at a frequency higher
than usual.

If, during the investigation of the
serious adverse event, a problem(s)
with manufacturing practices is
discovered, the NMDP will contact the
appropriate cord blood bank to initiate
corrective action for the cord blood
bank-specific procedures and report as
specified below, as applicable.
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Reporting Product Safety Data

Upon receipt of the cord blood unit,
the transplant center will provide
written confirmation that the product
was received and note the condition of
the product. If the integrity of the cord
blood unit is compromised at receipt
(or at any time after receipt), the
transplant center will report to NMDP
promptly. Examples include: a broken
unit, compromised cord blood unit
shipping conditions or a contaminated
product. The NMDP will notify the
cord blood bank and open an
investigation per the standard Quality
Improvement Process. The NMDP will
also report these events that are
believed to be related to the
manufacturing of a distributed unit to
the FDA within 45 days of notice.

Reporting Product Safety Data

Upon receipt of the cord blood unit, the
transplant center will complete written
confirmation that the product was
received. If the integrity of the cord
blood unit is compromised at receipt
(or at any time after receipt), the
transplant center should report to
NMDP within 3 business days.
Examples include: a broken unit,
compromised shipping conditions, a
contaminated product, or viability lower
than expected. The NMDP will notify
the cord blood bank and conduct an
investigation per NMDP standard
procedures for these events. The
NMDP will report manufacturing events
that are determined to be related to the
manufacturing of a distributed unit to
the FDA annually.

Revision made to
specify documentation
requirement of
transplant center cord
receipt

Specification made that
documentation of
compromised CBUs
must be reported to
NMDP within 3
business days
Compromised cord
examples revised to
include those that result
in a viability lower than
expected

NMDP investigation
procedure expanded to
include details of
process

NMDP manufacturing
event reporting
requirements to FDA
specified
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