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Protocol Protocol 
Synopsis, 
2.2.2 
Secondary 
Objectives 

In patients receiving a non-licensed 
CBU: 
• Assess incidence of graft rejection 
• Assess incidence of transmission of 
infection 
• Assess incidence of serious infusion 
reaction 
• Determine 1 year survival after cord 
blood transplantation 
• Assess cumulative incidence of acute 
graft vs. host disease (GVHD) grades 
II to IV and grades III to IV 
• Assess cumulative incidence of 
chronic GVHD 
• Determine platelet engraftment of 
>20,000 mcL and >50,000 mcL 
• Determine CBU-derived engraftment 

In patients receiving a non-licensed CBU: 
• Assess incidence of transmission of 
infection 
• Assess incidence of serious infusion 
reaction 
• Determine 1 year survival after cord blood 
transplantation 
• Assess cumulative incidence of acute graft 
vs. host disease (GVHD) grades II to IV and 
grades III to IV 
• Assess cumulative incidence of chronic 
GVHD 
• Determine platelet engraftment of >20,000 
mcL and >50,000 mcL 

Removed secondary 
objectives "Assess 
incidence of graft rejection" 
and "determine CBU-
derived engraftment" as is 
redundant with the primary 
objective, and in the 
context of the study, in a 
double cord transplant, 
incomplete data is provided 
to assess this objective.  In 
terms of risk/benefit, the 
complexity of this data 
analysis does not provide 
enough benefit to justify the 
risk. 

Protocol Study Design, 
2.1 Study 
Overview 

All recipients receiving at least one 
unlicensed cord blood unit will be 
enrolled in the study and will be 
assessed for: neutrophil engraftment, 
graft rejection, serious infusion 
reaction, transmission of infection from 
CBU, survival, acute and chronic 
GVHD, platelet engraftment, and CBU-
derived engraftment. 

All recipients receiving at least one 
unlicensed cord blood unit will be enrolled in 
the study and will be assessed for: neutrophil 
engraftment, serious infusion reaction, 
transmission of infection from CBU, survival, 
acute and chronic GVHD, and platelet 
engraftment. 

Graft rejection and CBU-
derived engraftment 
removed from paragraph 
for reasons listed above. 

Protocol Study Design, 
2.4 Graft 
Selection 

 Results of an assay for cell viability 
(e.g. CFU, CD34+ viability, Trypan 
Blue or other staining method(s) or 
another functional assay 
supporting cell viability) 
o 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 

 Results of an assay for cell viability (e.g. 
CFU, CD34+ viability, Trypan Blue or 
other staining method(s) or another 
functional assay supporting cell viability) 
o If a post-processing / pre-freeze cell 

viability assay was not performed 
by the CBB or does not meet 
current minimum requirements, cell 
viability from a thawed retention 
sample or segment representative 
of the cord blood product will be 
performed prior to transplantation 

o If no cell viability assay can be 
performed, the transplant center will 
confirm the unit remains the best 
match for the patient for transplant 

Allows for rare cases in 
which a CBU with no 
viability is chosen by the 
transplant physician as the 
best available unit for the 
patient. 
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Protocol Study Design, 

2.4 Graft 
Selection 

 Each unit must be at least 4/6 
antigen matched at HLA-A, B, and 
DRB1  

 It is recommended that each unit is at 
least 4/6 antigen matched at HLA-A, B, 
and DRB1, with a minimum allowable 
antigen match of 3/6 at HLA-A, B, and 
DRB1  

Allows for use of 3/6 
antigen matched CBUs in 
certain situations. 

Protocol 3.6.2 NMDP 
Reporting 
Requirements 
to the FDA 

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 
and graft failures unrelated to the CBU 
are not considered unexpected post-
transplant events, they 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. 

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. 

Graft rejection and 
removed from paragraph 
for reasons listed earlier in 
document.  Overall survival 
data is standard reporting 
in the field (rather than 
death data), so paragraph 
was changed to reflect how 
we are reporting data. 

Protocol 4.2 Study 
Endpoints 

The primary endpoint is neutrophil 
engraftment. Other important 
secondary endpoints include platelet 
engraftment, acute GVHD grades II-IV 
or III-IV, chronic GVHD, overall survival 
at 1 year, CBU-derived engraftment, 
graft failure, transmission of infection, 
and serious infusion reaction.   

The primary endpoint is neutrophil 
engraftment. Other important secondary 
endpoints include platelet engraftment, acute 
GVHD grades II-IV or III-IV, chronic GVHD, 
overall survival at 1 year, transmission of 
infection, and serious infusion reaction.  

Graft rejection and CBU-
derived engraftment 
removed from paragraph 
for reasons listed earlier in 
document. 

Protocol 4.3 Data 
Analysis Plan 

Baseline characteristics will be 
described using frequencies/percents 
or median/range as appropriate. In 
addition, we will also describe the 
reasons for the units being unlicensed 
according to the following categories 
such as: International; U.S. – collection 
prior to May 25, 2005; U.S. 
ineligible/incomplete – donor testing; 
U.S. ineligible/incomplete – donor 
screening; U.S. ineligible/incomplete – 
donor screening and testing; U.S. 
eligible – pre-licensure unit; or U.S. 
eligible – post-licensure unit.  The U.S. 
data will be reported by the cord blood 
bank at time of unit distribution. 

Baseline characteristics will be described 
using frequencies/percents or median/range 
as appropriate. 

This detailed and complex 
analysis was removed from 
the data analysis plan with 
FDA concurrence.  The 
status of shipped cord 
blood unit as licensed or 
unlicensed is maintained 
operationally. 
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Analysis Plan 
The proportion of patients with CBU-
derived engraftment by day 100 will be 
described using frequencies and 
percents. The proportion of patients 
with primary graft failure at day 100 
(alive at day 100 without previously 
demonstrating neutrophil recovery, or 
those receiving 2

nd
 transplant for 

primary graft failure prior to day 100) 
will be described using frequencies 
and percents.  Probabilities of 
transmission of viral infection within 6 
months will be described using the 
cumulative incidence estimate, while 
probabilities of transmission 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. In addition, we will report for 
each serious infusion reaction a 
description of deviations from 
manufacturers’ instructions for use, the 
type of processing used to prepare the 
unit, and the reason the cord unit is not 
licensed. 

Probabilities of transmission of viral infection 
likely attributed to the CBU within 6 months 
will be described using the cumulative 
incidence estimate, while probabilities of 
transmission of bacterial infection likely 
attributed to the CBU 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. 
 

The first two sentences 
(regarding CBU-derived 
engraftment and primary 
graft failure) were removed 
as we had removed the 
secondary objectives 
explained earlier in the 
document. 
 
In addition, the sentence 
related to transmission of 
bacterial infection was 
clarified by adding “likely 
attributed to the CBU.” 
 
The final sentence was 
removed, as this does not 
fit within the statistical 
scope of the protocol, but 
rather is an operational 
function. 

Investigator 
Brochure 

NMDP 
Reporting 
Requirements 
to the FDA 
 

Previous Version (revision 2): Although 
death and graft failures unrelated to 
the CBU are not considered 
unexpected post-transplant events, 
they 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. 

Amended version (revision 3): 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. 

 

 


