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Shared Goals

 Maximize safety and efficacy of cord blood
transplantation

 Maximize availability of cord blood units to

all patients needing CB transplant

e Minimize discard of cord blood units that
are potentially lifesaving If replacement
units are not available




Categories of Unlicensed
Cord Blood Products in Post-BLA Era

* Foreign CB products: Manufactured by
unlicensed foreign banks and imported
Into the US

 US CB products: Manufactured in US by
— Banks that have not yet been licensed
— Licensed banks

* “legacy” or “historical inventory” CB units
that do not meet BLA comparabillity criteria




Unlicensed Foreign CB Banks

* What are current mechanisms used to ensure
guality of units imported into US for transplant?

— Individual transplant centers qualify CB banks and
units based on local criteria

— NMDP has criteria for member and non-member
banks, and units from these banks

— Accreditation bodies: AABB, FACT-NetCord
— Foreign govt regulations (eg TGA in Australia)

— CIBMTR captures or will soon capture data on
outcomes of all CB transplants in US, as well as non-
US transplants using US CB units




Summary of NMDP Requirements




NMDP Oversight Requirements

Member

Non-member

Application to
NMDP

Comprehensive
application criteria

Basic application
criteria

Accreditation and
audit

Audited by NMDP

 Local govt oversight

» Accreditation by
AABB or FACT-
Netcord or ISO
certification

NMDP listing of
CB units

no

NMDP transplant
facilitation




NMDP Health History Questionnaire
Collection After 5/25/05

Member

Non-member

Health history
guestionnaire

Must use
comprehensive set of
guestions (v3)

Not required to use
comprehensive HHQ but
NMDP does
comprehensive
documentation of
guestions asked

If HHQ incomplete
or abnormal
results

* If HHQ incomplete, unit
not listed on registry

e If HHQ indicates risk,
NMDP obtains
documentation of Urgent
Medical Need from TC

*NMDP indicates
guestions not asked or
where answers indicate
risk

*NMDP obtains
documentation of Urgent
Medical Need from TC




NMDP Health History Questionnaire
Collection Before 5/25/05

Member

Non-member

Health history
guestionnaire

« Screening by
grandfathered questions

- Required to move to
comprehensive HHQ
asap and implement
within 6 mos of signing
member bank contract

Not required to use
comprehensive HHQ

If HHQ incomplete
or abnormal
results

Labeling indicates
collection before 5/25/05
and that DE
determination does not

apply

Labeling indicates
collection before 5/25/05
and that DE
determination does not

apply




NMDP Physical Exam

Member

Non-member

CB collected
before 5/25/05

Required to perform
PE, but content not
specified

PE not required

CB collected
after 5/25/05

* Required to perform
maternal exam; content
specified by NMDP

* If criteria not met, donor
declared ineligible

* If elements of PE
incomplete, CBU is not
listed on Registry

* Information from
comprehensive PE
requested

* If comprehensive PE not

performed or components

missing, donor declared as
ineligible




NMDP Infectious Disease Testing

Member

Non-member

CB collected
before 5/25/05

 Must test HBV, HCV,
HIV, HTLV I/ll, STS,
CMV

» CLIA approved lab and
FDA approved test kits

 Positive screen and/or
conf pos donors are
listed as an “exception
donor” (but CMV and
STS screen positive are
not exception donors.)

* HIV screen or
confirmed positive not
listed

 Must test HBV, HCV,
HIV, STS, CMV

* No requirement for
CLIA approved lab or
FDA approved test kits

* All results acceptable
except HIV screen or
conf positive




NMDP Infectious Disease Testing

Member

Non-member

CB collected
after 5/25/05

» Must test HBV (Ag,
core Ab), HCV, HIV (Ab,
NAT), HTLV I/ll, STS,
CMV

» CLIA approved and
FDA approved test kits

* NO screen positive
donors listed on Registry
except HBcAb, STS
(with neg conf), CMV

» Must test HBV (Ag,
core Ab), HCV, HIV (Ab,
NAT), HTLV I/ll, STS,
CMV

* CLIA approved lab and
FDA approved test kits

» Donor declared
ineligible if pos tests or
other requirements not
met




NMDP Bacterial/Fungal Testing

Member

Non-member

CB collected
before 5/25/05

CB units with positive
cultures are made
available for distribution
only if collected before
May 2004

CB units with positive
cultures are made
available for distribution

CB collected
after 5/25/05

CB units with positive
cultures are not listed on
registry

CB units with positive
cultures are labeled as
DE ineligible and NMDP
obtains documentation of
Urgent Medical Need
from TC* if unit is
selected

Note: This is an example of NMDP having to deal with conflicts between
practices & requirements of foreign vs US banks. Although some foreign
banks exclude culture positive units from inventory, some do not.




Unlicensed Foreign Banks: Challenges

 There are discrepancies between US and foreign bank
practices and requirements in donor screening, donor
testing, bacterial/fungal culture testing, etc. that are not
easily resolved

Transplant centers can qualify banks and individual
units, but the process is not uniform from one TC to

another, and is very time-consuming

NMDP has defined criteria to qualify banks and
iIndividual units, but NMDP is not involved in import of all
foreign units and cannot impose criteria on non-member
foreign banks

CIBMTR can capture outcome data for CB transplants,
but outcome data are only one part of qualification
process, and data from smaller banks will be limited, and
It takes time to analyze and format data for use in the
gualification process




How to handle unlicensed foreign banks:
the two extremes

* Maintain the status quo: No additional
requirements from FDA or other US
governmental body for foreign banks exporting
CB to US

— But US transplant community would not be best
served by this approach

 Require foreign banks to get licensed by FDA

— But many foreign banks are unlikely to go through
BLA process, because of time, expense, and
unwillingness to accept all US requirements




Recommendation: Design a mechanism
between the two extremes

Establish a formal mechanism other than BLA to qualify
foreign banks and CB units exported to US

— Establish accreditation requirements
« FACT/NetCord and AABB
— Can standards and accreditation processes be aligned?
* Requirement for local government oversight?

Can CIBMTR database be used to provide outcome data as part
of qualification process?

Could this be done without conventional FDA regulatory
mechanisms (BLA, IND, MF)?

How would these requirements be enforced?

Who would pay for this oversight mechanism?




Unlicensed CB Products from US Banks

e Banks not yet been licensed

— Will need IND, but how long will IND be
acceptable?

e CB units that do not meet BLA comparability
criteria

— Recommend operational mechanism that
permits storing and labeling units as non-
icensed products, separate from licensed
Inventory




Use of Unlicensed CB Products
by US Transplant Center

« \What will transplant centers using these
units face in terms of

—Legal risks?
— Reimbursement issues?







