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10-CBA Protocol Guidance

Backqground

In 1997, the FDA announced a risk based approach to the regulation of human cellular and tissue-based products
including umbilical cord blood.

In October 2009, the FDA released a final licensure guidance entitled Minimally Manipulated, Unrelated Allogeneic
Placental/Umbilical Cord Blood Intended for Hematopoietic Reconstitution for Specified Indications, which outlines
ways a cord blood bank (CBB) may apply for licensure of unrelated, allogeneic cord blood units (CBUs). CBBs may
submit a biologics license application (BLA) to manufacture licensed CBUs as defined in the guidance for specified
hematologic and non-hematologic disorders. CBUs meeting the criteria will be considered licensed and will be able
to be distributed as a licensed biological drug.

As of 10/20/2011, those CBUs that do not meet the manufacturing requirements for licensure can only be distributed
for transplantation if the transplant will occur under an investigational new drug (IND) research protocol. These
CBUs are in current and future inventory at domestic and international CBBs that can’'t be demonstrated to meet
licensing requirements. These CBUs are considered unlicensed.

NMDP has a valid IND for access to unlicensed CBUs; 10-CBA is a protocol under that IND.

The purpose of the 10-CBA protocol is to provide access to and distribution of CBUs that do not meet the
manufacturing requirements for licensure when they are the best available option for a patient with a serious or life-
threatening disease in need of transplantation.

In Summary...

FDA now regulates CBUSs, requiring a valid IND to be used to procure unlicensed CBUs.
Most of the CBUs at CBBs are unlicensed.
There are unlicensed CBU INDs other than the NMDP IND. Alternate IND sponsors (i.e. non-NMDP IND sponsors)
include pharma companies and sponsor-investigators.
INDs are not required when ordering licensed CBUs.
Transplant centers (TCs) are required to use a valid IND when ordering unlicensed CBUs.
After a TC has received notification of 10-CBA study site activation from the CIBMTR/NMDP protocol coordinator,
the TC is considered a 10-CBA study site.
10-CBA study sites may use the NMDP IND may be used when ordering unlicensed CBUs in instances where the
CBB, the CBUs, and the patient meet 10-CBA protocol eligibility requirements.
Study sites enroll patients on the 10-CBA study only when the NMDP IND is used to order one or more
unlicensed CBUs for the patient’s current transplant (when the CBB, the CBUs, and the patient meet 10-CBA
protocol eligibility requirements).
o Please see the “10-CBA Enrollment Process and Requirements’ section below for guidance regarding
enrollment and transplant scenarios.
While study sites may order CBU(s) through the NMDP, this does not necessarily mean that the NMDP IND will be
used for all CBUs ordered for the transplant.
o Please see the ‘10-CBA Enrollment Process and Requirements’ section below for guidance regarding
enroliment and transplant scenarios.
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Study Resources

Study Webpage

Our 10-CBA webpage is located here.
The webpage contains current versions of the protocol and consent(s). Please contact the study team for any prior

document versions, tracked changes versions, study reports (such as FDA annual report, DPSM reports) and enroliment
counts.

Study Documents

e Protocol

¢ Informed Consent Form
e Minor Information Sheet
¢ Investigator Brochure

CIBMTR/NMDP 10-CBA Study Team at 10-CBA@nmdp.org

Clinical Project Manager Clinical Research Specialist Clinical Trials Assistant
Shannon Clark, MS, CCRP Brent Jones Lois Akintade

P: 763-406-5362 P: 763-406-3873 P:763-406-3237

Clinical Data Analyst Il Clinical Research Specialist

Sally Heinzel Debbie Bierwerth

P: 763-406-3325 P: 763-406-4108

10-CBA Enroliment Process and Requirements

Guidance on 10-CBA Study Enrollment

e Study sites enroll patients on the 10-CBA study only when the NMDP IND is used to order one or more unlicensed
CBUs for the patient’s current transplant (when the CBB, the CBUs, and the patient meet 10-CBA protocol eligibility
requirements).

e Study sites must follow the following processes to 1) determine if a patient should be enrolled on the 10-CBA study;
2) obtain consent; and 3) enroll eligible patients to the 10-CBA study:

1. Determine a) if patient should be enrolled on the 10-CBA study, and b) confirm CBB, the CBUs, and the patient meet
10-CBA protocol eligibility requirements:
a. While study sites may order CBU(s) through the NMDP, this does not necessarily mean that the NMDP IND
will be used for all CBUs ordered for the transplant.
= A few scenarios when CBUs may be ordered through the NMDP, but the NMDP IND would not be
used (and the patient not enrolled in 10-CBA):
e Only licensed CBUs are ordered for a patient:
o Licensed CBUs do not require an IND
o The NMDP IND would not be used when ordering licensed CBUs, and the patient
would not be enrolled on the 10-CBA study when only licensed CBUs are being
ordered for their transplant
e All unlicensed CBUs ordered for a patient will come from the New York Blood Center
(NYBC)/National Cord Blood Program (NCBP):
o The NYBC/NCBP IND (IND #6637) or an alternate IND must be used (e.g., if
CBU(s) will be more than minimally manipulated) when ordering these CBUs
o The NMDP IND may not be used when ordering CBUs from the NYBC/NCBP CBB,
and the patient would not be enrolled on the 10-CBA study when only unlicensed
CBUs from NYBC/NCBP CBB are being ordered for their transplant
e One or more unlicensed CBUs ordered for a patient will be more than minimally
manipulated (MM):
o The NMDP IND does not allow more than MM of unlicensed CBUs; an alternate
IND must be used when ordering these CBUs
o If one or more unlicensed CBUs ordered for a patient’s transplant will be more than
MM:
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= The NMDP IND must not be used when ordering any unlicensed CBUs for
the transplant
» Inthese instances, all unlicensed CBU orders for the patient’s transplant
(regardless of intent to more than minimally manipulate (e.g. one
unlicensed CBU will be manipulated and one will not)) must reference an
alternate IND that allows more than MM
» The patient must not be enrolled on the 10-CBA study
o Please contact the CIBMTR/NMDP protocol coordinators with any questions or
concerns about CBU manipulation_prior to enrolling your patient in Medidata Rave.
e One or more unlicensed CBUs are ordered for a patient whose disease indication is not
eligible for enroliment in the 10-CBA study.
o Not all disease indications are allowed under the NMDP IND
o If one or more unlicensed CBUs are ordered for a patient whose disease indication
is not eligible under the NMDP IND:
= The NMDP IND must not be used when ordering any unlicensed CBUs for
the transplant
= In these instances, all unlicensed CBU orders for the patient’s transplant
must reference an alternate IND that allows unlicensed CBU transplant as
treatment for the patient’s specific disease indication
= The patient must not be enrolled on the 10-CBA study
o Please contact the CIBMTR/NMDP protocol coordinators with any questions or
concerns about your patient’s disease indication_prior to enrolling your patient in
Medidata Rave
b. Confirm the CBB, the CBUs, and the patient meet 10-CBA protocol eligibility requirements:
= (BB eligibility: To facilitate access to an unlicensed CBU under the 10-CBA protocol, the CBU must
be provided by a CBB qualified to participate under the NMDP IND. Please contact your NMDP
Case Manager to confirm cord blood bank qualification for the NMDP IND.
= CBU eligibility: Please refer to 1a above to determine if a CBU meets study eligibility requirements.
= Patient eligibility: Please review the patient eligibility criteria stated on our study webpage or current
10-CBA protocol.

2. After determining that the CBB, the CBUs, and the patient meet 10-CBA protocol eligibility requirements and
confirming the NMDP IND will be used to order one or more unlicensed CBUs for the patient’s current transplant,
study sites obtain patient (or parent/guardian/legal representative) consent for participation in the 10-CBA study prior
to enroliment in Medidata Rave.

3. Atfter obtaining consent, study sites must complete both the Demographics form and Inclusion/Exclusion form in
Medidata Rave to effectively enroll the patient on the 10-CBA study prior to CBU shipment.

a. Reminders:
i. Patients should be enrolled on the 10-CBA study only when the NMDP IND is used to order one or more
unlicensed CBUs for the patient’s current transplant (when the CBB, the CBUs, and the patient meet 10-
CBA protocol eligibility requirements)
ii. Prior to authorizing CBU shipment, NMDP Case Manager will review NMDP RID information in Medidata
Rave to confirm patient is has been enrolled on the 10-CBA study for the current transplant

1. Determine: 4. NMDP Case Manager
a. 10-CBA study ] ] g confirms patient 10-CBA
eligibility met gbr%t)e’[g{r}op;a%e_nt ?oEgg,)ol\l Sﬁﬂg‘?ﬂ:‘on enrollment for current

. : transplant, prior to
b. NMDP IND will be CBA stud Medidata Rave -

used for one or more . aﬁ_thorlzmg CBU
unlicensed CBU orders shipment

Guidance on Double CBU Transplants

e Double CBU transplants are common. When the NMDP IND is used to order one or more unlicensed CBUs for
the patient’s current transplant, the study site must consent and enroll the patient on the 10-CBA study.

Page 3


https://www.cibmtr.org/Studies/ClinicalTrials/RCI_BMT/Pages/10-cba.aspx

Guidance on Subsequent Transplants

o If a previously-enrolled 10-CBA subject requires a subsequent transplant and one or more unlicensed CBUs are
ordered using the NMDP IND, the patient must be re-consented and re-enrolled on the 10-CBA study prior to
CBU shipment.

Potential CBU Transplant Scenarios

Multiple Xs on one row indicate CBUs ordered for double CBU transplants

Unlicensed CBU(s) ordered using...

Licensed NMDP Alternate IND 10-CBA Enroliment
CBU(s) IND* NYBC/NCBP IND | (i.e. non-NMDP IND) for | Enroliment Decision
more than MM Required? Rationale
Patient will | X No Only licensed
receive: CBUs ordered- no
IND required
X X Yes 1 licensed CBU (no

IND needed) and 1
unlicensed CBU
(NMDP IND)

X X No 1 licensed CBU (no
IND needed) and 1
unlicensed CBU

(NYBC/NCBP IND)

X X No 1 licensed CBU (no
IND needed) and 1
unlicensed CBU
(more than MM

IND)

X Yes Unlicensed CBUs
(NMDP IND)

X X Yes 1 unlicensed CBU

(NYBC/NCBP IND)
and 1 unlicensed
CBU (NMDP IND)

X No Unlicensed CBUs
(NYBC/NCBP IND
only)

X No Unlicensed CBUs
(more than MM
IND only)

Data Management

Data Reporting

Data collection forms for subjects enrolled on this study include:
e Standard CIBMTR data collection forms in the FormsNet3 Recipient module
o Standard CIBMTR outcomes data
o Adverse Events (when study reporting requirements are met)
o Product Complaints meeting study reporting requirements (when study reporting requirements are met)
e Study-specific case report forms (CRFs) in the Medidata Rave application

10-CBA Study-specific Forms in Medidata Rave

Study Event Form name Submission timeframes

Enrollment Demographics Due at the time of CBU order (required prior to CBU shipment)
Inclusion/Exclusion

Transplant Transplant Due within 1 week after transplant date. Form should not be

completed prior to transplant.

Protocol Deviation Protocol Deviation (if Due when qualifying criteria met
applicable)

Study Exit Study Exit (if applicable) Due when qualifying criteria met
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e 10-CBA CRFs in Medidata Rave include:
o Demographics
o Inclusion/Exclusion
o Transplant
o Study Exit (completed only for subjects who meet off-study criteria (specified below))
e 10-CBA CRF completion by study event:
o Enroliment: study sites must complete both the Demographics form and Inclusion/Exclusion form in Rave to
effectively enroll their patient on the 10-CBA study
o Transplant: study sites must complete the Transplant form after the transplant date to confirm that the
transplant took place. Study sites provide the subject’'s CRID, date of transplant, and CBU ID, IND sponsor
name, and IND sponsor number for each CBU ID ordered for the transplant.
o Protocol Deviation: study sites must complete the Protocol Deviation form to report subject specific protocol
deviations
o Study Exit:
= Study sites must complete the Study Exit form for subjects who meet one of the off-study criteria:
Subject withdrawal
Transplant canceled: CBUs not shipped under NMDP IND
Substituted non-NMDP IND CBU: CBUs not shipped under NMDP IND
Substituted other cell source (BM, PBSC): CBUs not shipped under NMDP IND
Subject determined ineligible
Other

2 R e

=  Study subjects should not be exited for the following reasons:
1. Subject death after CBUs shipped under the NMDP IND
2. Transplant canceled after CBUs shipped under the NMDP IND

Study-specific Forms Instructions

Our study-specific forms instructions are located in the 10-CBA Forms Instructions Manual. The manual can be accessed
through the iMedidata RAVE login landing page.

Medidata Rave Form Edit Reminder

e Torevise a previous entry on a form in Medidata Rave, be sure to change the value of the data entry in the data field
on the right side of the form (do not make a change using the query response field on the left). An example of the
correct process is noted below.

o Example: study site entered a CRID incorrectly — study site needs to revise their entry.
o |f the study site enters a CRID that is incorrect, study site will see the query message that the CRID
entered is invalid.
o To address the invalid entry, study site needs to revise their answer in the data field. To do this, study
site does the following:
o Click the pencil icon on the row requiring revision
o Enter new (changed) value in the field at the right side of the page
= Do not make an entry in the field on the left side of the page (shown as a blank field
below)
o Select a reason for the change from the drop-down
o Click the Save button at the bottom of the form after making revisions

1. Click pencil icon

CIBMTR Research ID (CRID)
? The CRID entered is invalid. Please verify. —
Opened To Site from System (21 Mar 2016) Data Entry Error v 234253 |
0 N

2. Enter changed value
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FormsNet3 CIBMTR Recipient forms

All TCs 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 6 months post-transplant
e Infusion data — at time of transplant e 1 year post-transplant
e 100 days post-transplant o Attime of patient’s death

TCs must continue to do standard CIBMTR follow-up reporting on these patients beyond the study time point of one year
per CIBMTR reporting requirements.

Adverse Events

The Adverse Event form (Form 3001) must be completed by study sites in FormsNet3 to report all recipient serious
adverse events (SAEs) that are:
e Serious infusion reaction within first 24 hours after infusion (CBU); serious infusion reaction within first 48 hours
after infusion (non-CBU)
¢ Recipient seroconversion to, or development of, relevant communicable diseases (RCDs) within 6 months of
infusion which are determined to be caused or potentially caused by the product. RCDs include FDA-defined: HIV
1/2, HBV, HCV, HTLV Il/ll, CJD, syphilis, vaccinia, WNV, and NMDP defined: Chagas.
¢ Recipient sepsis related to a contaminated product

An adverse event (AE) is considered “serious” if, in the view of either the investigator or NMDP, it: results in death; is a
life-threatening event; or results in hospitalization or prolongation of hospitalization; persistent or significant disability; or
congenital anomaly/birth defect. In addition, important medical events that may not result in death, be life-threatening, or
require hospitalization may be considered serious when, based upon appropriate medical judgment, they may jeopardize
the recipient and may require medical or surgical intervention to prevent one of the outcomes listed in this definition.

Reporting of SAEs should occur as soon as possible, but no later than 24 hours of learning of the event for death or a life-
threatening event; other SAEs should be reported within 3 working days.

Because most or all of U.S. recipients will be receiving potentially toxic preparative therapy, significant regimen-related
toxicity is anticipated. Likewise, substantial mortality and non-engraftment of a transplanted product are anticipated. This
data will be captured on appropriate CIBMTR Forms. It is not necessary to report the following on the Form 3001:
expected, non-serious AE; non-engraftment; complications that are attributed to the natural course of the disease;
chemotherapy and/or radiation toxicity.

Product Complaints

The Product Complaint form (Form 3010) must be completed by study sites in FormsNet3 if the integrity of a cellular
product is compromised at receipt or at any time thereafter, unless the incident was clearly the result of a TC action. The
TC should submit this form if any of the following apply to a distributed product:
e The product has transmitted or may have transmitted a relevant communicable disease to the recipient(FDA-
defined: HIV 1/2, HBV, HCV, HTLV l/ll, CJD, syphilis, vaccinia, and WNV; and NMDP-defined: Chagas)
e Product problem relating to the potential for transmission of relevant communicable disease, such as the failure to
comply with cGTP requirements. [21 CFR 1271.3(aa)]
e Failure to meet product specifications, impacting the safety, quality, identity, purity, or potency (SQuIPP) of the
product

Some additional reasons to submit a product complaint form include: a broken CBU, compromised shipping conditions, a
contaminated product, positive product culture, or incorrect labeling. This form should be completed as soon as possible
after identifying the problem and must be completed within 3 working days of the institution becoming aware of the event.

This may be discovered by the TC at:

e Receipt

e Thaw, if applicable
e Processing

e Infusion

e After infusion
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Reporting Performed by the NMDP

e Safety:

o DSMB: the NMDP Donor and Patient Safety Monitoring Advisory Group (DPSM) was assigned to review the 10-
CBA study. The DPSM reviews the 10-CBA study AEs on a quarterly basis. Study sites are provided with a
letter to the study site Pls and a detailed report regarding the AEs that were reviewed by the DPSM.

o FDA safety reports: if a reported AE meets the criteria requiring expedited reporting to the FDA, the NMDP will
submit an IND Safety Report to the FDA. Study sites are provided with a letter to the study site Pls as well as a
copy of the letter sent from the NMDP to the FDA.

e Annual reports:

o The NMDP provides annual reports to the FDA.

o Study sites are provided with a letter to the study site Pls as well as a copy of the annual report sent from the
NMDP to the FDA.
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