10-CBA Study Summary of Changes

v# |Document |Section Previous Version Amended Version Rationale

4 Protocol Title page Version 3.0 Version 4.0 Version change

4 Protocol Eligibility Criteria | Patients with FDA-specified indications (see Appendix B |Disorders affecting the hematopoietic system that are FDA-provided definition
for further details): 1) Hematological malignancies; 2) inherited, acquired, or result from myeloablative for broadened indications
Certain lysosomal storage and peroxisomal enzyme treatment
deficiency disorders: 2a) Hurler syndrome (MPS 1); 2b) |[Added to Protocol Synopsis and Patient Eligibility
Krabbe Disease (Globoid Leukodystrophy); 2c) X-linked |sections]
Adrenoleukodystrophy; 3) Primary immunodeficiency
diseases; 4) Bone marrow failure; 5) Beta-thalassemia

4 Protocol Rationale However, as of 10/20/11, those units that do not meet |However, as of 10/20/11, those units that do not meet the |Clarified to reflect
the manufacturing requirements for licensure can only |manufacturing requirements for licensure can only be expansion of indications
be distributed for transplantation if the transplant will |distributed for transplantation if the transplant will occur |allowed to be covered
occur under an IND research protocol. These units under an IND research protocol. These units are in under the NMDP IND
include: Units in current and future inventory at current and future inventory at domestic and
domestic and international cord blood banks that can’t |international cord blood banks that can’t be
be demonstrated to meet licensing requirements for demonstrated to meet licensing requirements.
specified indications as defined in the licensure
guidance; Unlicensed units used for indications not
listed in the licensure guidance document. Licensed
units used under a research protocol for indications not
listed in the licensure guidance document

4 Protocol Rationale In addition to the licensure guidance, in October 2009, |In addition to the licensure guidance, the FDA published a [Changed to reflect final
the FDA published a companion draft guidance entitled |guidance in August 2011 entitled Investigational New guidance publication
Investigational New Drug Applications (INDs) for Drug Applications (INDs) for Minimally Manipulated,
Minimally Manipulated, Unrelated Allogeneic Unrelated Allogeneic Placental/Umbilical Cord Blood
Placental/Umbilical Cord Blood Intended for Intended for Hematopoietic Reconstitution for Specified
Hematopoietic Reconstitution for Specified Indications |Indications

4 Protocol Graft selection |Proof of sterility — methodology to determine sterility  |Proof of sterility — sterility will be reported at time of NMDP operational

will be reported at time of release

release

clarification
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Protocol Graft selection |Post-processing cell viability of 275% Results of an assay for cell viability (e.g. CFU, CD34+ NMDP operational
viability, Trypan Blue or other staining method(s) or clarification
another functional assay supporting cell viability). If a post-
processing / pre-freeze cell viability assay was not
performed, cell viability from a thawed retention sample
or segment representative of the cord blood product will
be performed prior to transplantation.
Protocol Graft selection |ldentity testing — HLA A, B, and DRB1 must be Identity testing — HLA A, B, and DRB1 must be confirmed |NMDP operational
confirmed. prior to transplant clarification
Protocol CBU thaw and  |CBU administration: the CBU infusion should be CBU administration: the CBU intravenous infusion should |Per FDA
infusion performed according to manufacturer's instructions. be performed according to manufacturer's instructions.
treatment plan
Protocol Data safety The CIBMTR assigns the members of the Data Safety The NMDP assigns the members of the Donor and Patient |Changed to reflect
monitoring and Monitoring Board (DSMB). The DSMB will review a |Safety Monitoring (DPSM) Advisory Group. The DPSM will [responsibility of NMDP’s
summary of all adverse events regularly. The report will [review a summary of all adverse events regularly. The DPSM in ongoing
be made available to participating centers. If the DSMB |report will be made available to participating centers. If  |monitoring of the 10-CBA
recommends protocol or informed consent changes, the DPSM recommends protocol or informed consent study
they will be distributed to the participating Pls. It is the |changes, they will be distributed to the participating Pls. It
responsibility of each Pl to forward the distributed is the responsibility of each PI to forward the distributed
communication to their local IRB. communication to their local IRB.
Protocol Reporting The NMDP will notify the cord blood bank and open an |The NMDP will notify the cord blood bank and open an Events to be reported
product investigation per the standard Quality Improvement investigation per the standard Quality Improvement annually due to FDA

deviation/event
data

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.

Process for these events. The NMDP will report
manufacturing events annually that are confirmed to be
related to the manufacturing of a distributed unit.

request
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Protocol Data analysis Baseline characteristics will be described using Baseline characteristics will be described using Updated to account for
plan frequencies/percents or median/range as appropriate. |frequencies/percents or median/range as appropriate. In |[incomplete eligibility
In addition, we will also describe the reasons for the addition, we will also describe the reasons for the units
units being unlicensed according to the following being unlicensed according to the following categories
categories: International; U.S. — collection prior to May |such as: International; U.S. — collection prior to May 25,
25, 2005; U.S. ineligible — donor testing; U.S. ineligible — |2005; U.S. ineligible/incomplete — donor testing; U.S.
donor screening; U.S. ineligible — donor screening and  |ineligible/incomplete — donor screening; U.S.
testing; U.S. eligible — pre-licensure unit; or U.S. eligible |ineligible/incomplete — donor screening and testing; U.S.
— post-licensure unit. The U.S. data will be reported by |eligible — pre-licensure unit; or U.S. eligible — post-
the cord blood bank at time of unit distribution. licensure unit. The U.S. data will be reported by the cord
blood bank at time of unit distribution.
Protocol References Food and Drug Administration. Guidance for Industry Food and Drug Administration. Guidance for Industry and |Changed to reflect final
and FDA Staff: Investigational New Drug Applications FDA Staff: Investigational New Drug Applications (INDs) for|guidance publication
(INDs) for Minimally Manipulated, Unrelated Allogeneic |Minimally Manipulated, Unrelated Allogeneic
Placental/Umbilical Cord Blood Intended for Placental/Umbilical Cord Blood Intended for
Hematopoietic Reconstitution for Specified Indications |Hematopoietic Reconstitution for Specified Indications
(October 2009). (June 2011).
Protocol Indications Lists of FDA-specified and non-specified indications Deleted Appendix and reference in Table of Contents Removed to reflect FDA’s
[Appendix B of the 10-CBA protocol] expansion of indications
allowed to be covered
under the NMDP IND
1B Dosage and HPC(CB) should be handled, stored and prepared for HPC(CB) should be handled, stored and prepared for Per FDA
Route of Admin. |infusion at the transplant center per manufacturer's intravenous infusion at the transplant center per
instructions. manufacturer's instructions.
ICF Introduction In the United States, drugs must meet standards set by |In the United States, drugs must meet standards set by Per FDA
the FDA to make sure they are safe. Cord blood units the FDA to make sure they are safe and effective. Cord
that were not collected, tested, or stored exactly blood units not meeting FDA requirements or not yet
according to FDA standards may be used for transplant |approved by the FDA may be used for transplant if the
if the transplant is done as part of a study. transplant is done as part of a study.
ICF Invitation/ This does not however guarantee that the transplant This does not however guarantee that the cord blood Per FDA
Purpose will be successful in treating your disease. unit(s) will be successful in treating your disease.
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ICF

Study
Procedures

Receiving the cord blood unit transplant and allowing
your medical data to be collected are the procedures
involved in this study.

The cord blood unit(s) will be infused into one of your
veins. Receiving the cord blood unit transplant and
allowing your medical data to be collected are the
procedures involved in this study.

Per FDA

ICF

Possible Risks

N/A

Other risks associated with the cord blood transplant itself
will be discussed with you by your physician and you will
be asked to sign a separate transplant consent form
documenting that you understand these risks. The
infusion risks are the same for patients receiving any cord
blood unit and may include changes in heart rate or
rhythm, changes in blood pressure, high blood pressure,
fever, chills, sweats, nausea/vomiting, diarrhea,
abdominal cramping, fluid overload, headache, difficulty
breathing, allergic reaction, and acute renal failure. Any
serious toxicity potentially associated with the infusion
will be reported to the CIBMTR. You may also experience
slow blood count recovery, prolonged risk of infection,
and rarely, the potential for acquiring a rare or genetic
disease. These are standard risks associated with all cord
blood transplants and will be discussed again in detail in
the separate transplant consent form.

Per FDA

ICF

Cost

You will not be responsible for any 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. 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.

Clarification of cord blood
unit and standard
transplant costs versus
study-related costs.

ICF

Protection of
Your Privacy

N/A

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.

Per NIH
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ICF

Questions or
Concerns

If you wish to contact an independent third party not
connected with this study about problems, concerns,
questions, information, or input, please contact a
Patient Services Coordinator with the NMDP Office of
Patient Advocacy at 1-888-999-6743 or
patientinfo@nmdp.org.

If you wish to contact an independent third party not
connected with this study about problems, concerns,
questions, information, or input, please contact a Patient
Services Coordinator with Be the Match Patient Services at
1-888-999-6743 or patientinfo@nmdp.org.

Department name change
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