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I. Study Information 
 

A. General Study Information 

 

This report provides an annual update of the status of BB-IND# 7555 “A Centralized Cord 

Blood Registry to Facilitate Allogeneic, Unrelated Donor Umbilical Cord Blood 

Transplantation;” and the protocol under that IND: “10-CBA: A Multicenter Access and 

Distribution Protocol for Unlicensed Cryopreserved Cord Blood Units (CBUs) for 

Transplantation in Pediatric and Adult Patients with Hematologic Malignancies and Other 

Indications.”  For the purposes of this report, this protocol will be referred to as Protocol 10-

CBA. 

 

There is currently only one study under this IND, Protocol 10-CBA.  The historical maternal-

focused study previously under this IND was closed in April, 2012, and the final report was 

submitted to FDA on May 25, 2012 as Amendment BB-IND 7555-0090. 

 

Protocol 10-CBA Study Purposes:  

1. To examine the incidence of neutrophil recovery of ≥500/mm3 after cord blood 

transplantation in a multi-institution setting using CBUs that are not Food and Drug 

Administration (FDA) licensed. 

2. 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 GVHD grades II to IV and grades III to IV 

 Assess cumulative incidence of chronic GVHD 

 Determine platelet engraftment of >20,000mcL and >50,000 mcL 

 Determine CBU-derived engraftment 

 

Protocol 10-CBA Patient Population:  

Pediatric and adult patients of any age with disorders affecting the hematopoietic system 

that are inherited, acquired, or result from myeloablative treatment are eligible for 

participation in this study. 

 

Study Status:  

The 10-CBA Protocol was opened to patient enrollment on October 1, 2011.  This annual 

report summarizes activity from October 1, 2011 through December 31, 2011, unless 

otherwise noted.   

 

As of December 31, 2011, 112 of the 131 U.S. transplant centers initially planning to 

participate in the protocol have completed the process.  As of June 1, 2012, the list of 

domestic and international Cord Blood Banks (CBBs) qualified as suppliers of cord blood units 

(CBUs) under BB-IND #7555 is provided in APPENDIX 1. 
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B. Patient Enrollment  

 

The transplant centers began enrolling patients in Protocol 10-CBA in October 2011.  This 

study is intended to be open-ended with no maximum accrual.   

As of December 31, 2011, there were 175 patients enrolled under the 10-CBA Protocol.  Out 

of these 175 patients, 9 patients exited the study and 99 received a transplant during this 

study period 10/1/2011 to 12/31/2011.  Patient enrollment is summarized in Table 1. 

 

The characteristics of recipients who underwent transplant under the 10-CBA Protocol are 

described in APPENDIX 2. 

 

Table 1: Patient Enrollment and Transplant Activities  

Activity N 

Signed informed consent and completed enrollment form  175 

Exited the study 9 

Reason participation ended  

Transplant canceled 6 

Cord shipped prior to 10/20/2011 3 

Received a transplant under the 10-CBA Protocol 99 

Single-cord blood transplant 39 

Multiple-cord blood transplant 60 

 

C. Brief Description of Study Results 

 

There are no study results to report under the 10-CBA Protocol within the timeframe of this 

report.   

 

D. Information Related to Unlicensed Cord Blood Units 

 

For unlicensed umbilical cord blood units shipped under Protocol 10-CBA during this 

reporting period, the specific reasons the units were unlicensed is detailed in Table 2.     

Table 2: Reason CBU is Unlicensed and Shipped under Protocol 10-CBA 

CBUs shipped under 10-CBA (10/1/2011 – 12/31/2011) 

International 25 

U.S. prior to May 25, 2005 27 

U.S. eligible- pre-licensure 133 

U.S. eligible- post-licensure 0 

U.S. ineligible-donor testing 2 

U.S. ineligible-donor screening 3 

U.S. ineligible-donor testing and screening 0 

U.S. incomplete 9 

FDA transition period* 7 

Total: 206 
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*Shipped during period as transplant centers completed activation processes and 

prior to approval of use for non-specified indications (i.e. Sickle-Cell disease) 

 

 

II. Summary Information 
 

A. Serious Adverse Events Reported 

 

One serious adverse event was reported during the timeframe of this report.  One recipient 

was described as developing CTCAE grade 4 sepsis1 within 24 hours following double cord 

blood infusion.  The recipient was being treated for a fungal infection at the time of infusion.  

Blood cultures were performed on the recipient following infusion which identified 

Streptococcus viridians.  Treatment was begun with penicillin; as well as continuing 

treatment with two antifungal drugs.  Sterility testing on the cord blood units at both cord 

blood banks and bacterial and fungal cultures performed at the transplant center showed no 

growth.  Event was determined to be unrelated to the CBU products. 

 

B. Adverse Events/Symptoms Associated with the Infusion 

 

Out of 99 recipients who underwent cord blood transplantation under Protocol 10-CBA during 

this study period, 67 had completed the CIBMTR Hematopoietic Stem Cell Therapy (HSCT) 

Infusion Form as of the time of the data pull for this report.  Adverse events associated with 

the infusion were reported by the Transplant Center as part of the standard CIBMTR outcome 

reporting on the HSCT Infusion Form. Of the 67 reports, there were 16 (24%) patients with 

adverse experiences manifesting in various symptoms; 11 reported 1 symptom, 4 reported 3 

symptoms, and 1 reported 4 symptoms.  The details of these adverse events are 

summarized directly as reported by the Transplant Centers in Table 3. 

 

Table 3: Reported Adverse Events / Symptoms Associated with Infusion 

  

 

 Required 

Medical 

Intervention Resolved 

Symptoms Yes No Yes No Yes No 

Bradycardia 0 67 N/A N/A N/A N/A 

Chest tightness / pain 2 65 1 66 2 65 

Chills at time of infusion 0 67 N/A N/A N/A N/A 

Fever ≤103°F within 24 hours of 

infusion 
0 67 N/A N/A N/A N/A 

Fever >103°F within 24 hours of 

infusion 
0 67 N/A N/A N/A N/A 

Gross hemoglobinuria 1 66 0 67 1 66 

Headache 1 66 1 66 1 66 

Hives 0 67 N/A N/A N/A N/A 

Hypertension 13 54 10 57 13 54 

Hypotension 1 66 1 66 1 66 

Hypoxia requiring oxygen(O2) 1 66 1 66 1 66 

                                           

1 Common Terminology Criteria for Adverse Events (CTCAE) Grade 4: Life-threatening consequences; urgent intervention 

indicated. 
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 Required 

Medical 

Intervention Resolved 

Symptoms Yes No Yes No Yes No 

support 

Nausea 3 64 3 64 3 64 

Rigors, mild 0 67 N/A N/A N/A N/A 

Rigors, severe 0 67 N/A N/A N/A N/A 

Shortness of breath (SOB) 0 67 N/A N/A N/A N/A 

Tachycardia 2 65 1 66 2 65 

Vomiting 1 66 1 66 1 66 

Other expected AE  a 1 66 0 67 1 66 

Other unexpected AE b 1 66 1 66 0 67 
a transient rash 
 b mucositis 

 

C. IND Safety Reports 

 

No IND safety reports for IND BB-7555 have been submitted in the timeframe of this report.  

 

D. Patient Deaths 

 

No patient deaths related to participation in the 10-CBA Protocol have been reported during 

the timeframe of this report.  

 

E. Dropouts Associated with Adverse Events 

 

No enrolled patients have been reported to drop out because of an adverse event(s) during 

the timeframe of this report.  

 

F. Brief Description of Learned Information  

 

There are no study results to report under the 10-CBA Protocol within the timeframe of this 

report.   

 

G. Protocol Deviations; Deviations from Release Specifications 

 

Seven (7) deviations from release specifications, as defined in IND BB-7555, were approved 

as protocol deviations in the timeframe of this report (10/1/2011 through 12/31/2011).  All 

were planned deviations that received approval by the sponsor prior to distribution of the 

product. The deviations are presented in Table 4. 
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Table 4: Deviations from Release Specifications 

Date of 

Deviation 
Planned Category Deviation Description 

11/8/11 Yes 

Post-processing 

viability not 

tested.   

The selected cord blood unit from 

Spain did not have a post-

processing cell viability test 

performed. 

11/10/11 Yes 

Post-processing 

viability not 

tested.   

The selected cord blood unit from 

Italy did not have a post-

processing cell viability test 

performed. 

11/11/11 Yes 

Post-processing 

viability not 

tested.   

The selected cord blood unit from 

Spain did not have a post-

processing cell viability test 

performed. 

12/19/11 Yes 

Post-processing 

viability not 

tested.   

The selected cord blood unit from 

U.S. bank did not have a post-

processing cell viability test 

performed. 

12/20/11 Yes 

Other - graft 

selection 

/viability 

Post-processing cell viability was 

50% 

12/14/11 Yes 
HLA testing not 

performed 

CBU shipped from U.S. bank  

prior to receipt of HLA 

confirmatory typing 

12/16/11 Yes 
HLA testing not 

performed 

CBU shipped from U.S. bank  

prior to receipt of HLA 

confirmatory typing 

   

H. Events Related to Manufacturing for Distributed Product 

 

There have been 6 events confirmed to be related to the manufacturing of a distributed 

product during the timeframe of this report (10/1/2011 through 12/31/2011). Some were 

reported in a separate submission (IND Amendment #7555-0087) before reporting 

requirements were changed to annual reporting.  These events are presented in Table 5.  



BB IND #7555   NMDP®                                                                                                         

Protocol 10-CBA Annual Report  August, 2012 

Page 8 of 16 

 

Table 5: Events Related to Manufacturing for Distributed Product 

CBU IB 

Date 

Reported Description BPD Code 

9977-3032-1 11/3/2011 

CBU received with visible 

crack in bag.  Replacement 

unit ordered and infused. 

SD-03-02 

9948-0518-3 11/22/2011 

Reported as eligible, but 

should have been 

incomplete eligibility 

DS-02-01 

DUCB020491-1/2 12/8/2011 
Int’l CBU with no Biohazard 

label 
LC-99-01 

MICB0120040413 11/23/2011 

Shipper data logger in 

alarm mode, but unit frozen 

(-92°C) and TC physician 

infused product 

SD-03-01 

600002853 12/2/2011 

HLA-C loci confirmatory test 

result misreported by Int'l 

registry 

LC-99-01 

9964-1580-9 12/20/2011 

Product did not have correct 

label attached to show 

incomplete eligibility 

LC-02-01 

 

I. Preclinical Studies and Major Preclinical Studies 

 

There is no new or additional information on preclinical studies during the timeframe of this 

report.  

 

J. Significant Manufacturing and/or Microbiological Changes 

 

Viability:   

BB IND #7555 originally required a minimum post-processing viability of 75%, if performed.   

Protocol 10-CBA was revised to allow other types of testing to demonstrate cell 

growth/viability (e.g. Colony Forming Unit (CFU), CD34+ viability, Trypan Blue or other 

staining method(s) or another functional assay supporting cell viability.)  If no cell viability 

assay can be performed, the transplant center will be asked to verify that the unit remains 

the best match for a patient with a serious or life-threatening disease. 

 

Incomplete Eligibility:   

BB IND #7555 originally stated that units collected on or after May 25, 2005 where 

manufacturing did not meet FDA requirements, were identified as “ineligible”.  BB IND 

#7555 was revised and the eligibility status for those units is now considered “incomplete”. 

 

Broadened Indications:   

The indications for patient enrollment in Protocol 10-CBA were limited to those specified in 

the June 2011 Guidance Document: “Investigational New Drug Applications (INDs) for 

Minimally Manipulated, Unrelated Allogeneic Placental/Umbilical Cord Blood Intended for 

Hematopoietic Reconstitution for Specified Indications.”   

Protocol 10-CBA was revised and the indications expanded to include disorders affecting the 

hematopoietic system that are inherited, acquired, or result from myeloablative treatment. 
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Consent Form:   

The consent form:  “Informed Consent to Participate in an Access Study” was clarified and 

amended to include the following: 

 Specific reference to intravenous infusion 

 Expanded section to detail recipient risks associated with cord blood toxicity 

 Specific reference to responsibility for cost of CBUs and transplant 

The “Informed Consent to Participate in an Access Study” document and the “Information 

Sheet for Minors” document were added to Appendix H of BB IND #7555. 

 

III. General Investigational Plan for the Coming Year 
 

It is expected that approximately 700 new recipients will be enrolled within the next annual 

reporting period of January 1, 2012 through December 31, 2012.  

Per IND BB-7555, analyses are expected to be completed annually beginning in report year 

2013.  Data expected to be included are: 

1. Enrollment and transplant activities 

2. Characteristics of transplant recipients during report period 

3. Cumulative incidence of neutrophil engraftment (myeloablative transplants) 

4. Overall survival 

5. Numbers and percents of patients with primary graft failure at day 100 

6. Adverse events/symptoms and safety report summaries  

a. Includes reports supporting CBU transmission of viral or bacterial infection, if 

applicable 

7. Deviations from release specifications/ protocol deviations 

8. Manufacturing events affecting distributed product 

9. Reasons units under 10-CBA are unlicensed 

 

Analyses expected to be included every three years starting from the report year 2014: 

1. Cumulative incidence of platelet engraftment (myeloablative transplants only) 

2. Cumulative incidence of grades II-IV and III-IV aGvHD 

3. Cumulative incidence of cGvHD 

 

Note: analysis will only be done if statistically significant numbers are reported to NMDP and 

CIBMTR   

 

IV. Summary of Investigator Brochure Revisions 
 

No significant updates to the Investigator Brochure are anticipated in the coming year. 

 

V. Significant Phase I Protocol Modifications 
 

Not applicable 

 

VI. Summary of Significant Foreign Market Developments 
 

Not applicable 

 

VII. Other Information 
 

The NMDP will continue to submit annual cost recovery information as a separate 

Amendment to IND BB-7555.  
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VIII. Outstanding Business 
 

No outstanding business at the time of this report.  
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Appendix 1 

 

Protocol 10-CBA Qualified Cord Blood Banks 
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Appendix 1-Table 1: Qualified US Cord Blood Banks (CBBs) 

Name of CBB City State 

StemCyte International Cord Blood Center Covina CA 

Children's Hosp of Orange Co. (CHOC) Orange CA 

Ashley Ross Cord Blood Program San Diego CA 

University Of Colorado Cord Blood Bank Aurora CO 

Bonfils Cord Blood Services Denver CO 

Lifeforce Cryobanks, Inc. Altamonte Springs FL 

Gift of Life Bone Marrow Foundation Boca Raton FL 

LifeCord Gainesville FL 

The CORD:USE Cord Blood Bank Orlando  FL 

ITxM Cord Blood Services Glenview  IL 

JP McCarthy Cord Stem Cell Bank Detroit MI 

Michigan Cord Blood Bank Grand Rapids MI 

St. Louis Cord Blood Bank St. Louis MO 

Carolinas Cord Blood Bank  Durham NC 

New Jersey Cord Blood Bank, Allendale Allendale  NJ 

New Jersey Cord Blood Bank, Camden Camden NJ 

Lifebank USA / Celgene Cedar Knolls NJ 

Cleveland Cord Blood Center Cleveland OH 

MD Anderson Cord Blood Bank Houston TX 

Texas Cord Blood Bank San Antonio TX 

Puget Sound Blood Center Seattle WA 
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 Appendix 1-Table 2: Qualified International Cord Blood Banks (CBBs) 

Name of CBB City Country 

Banco Publico de Sangre de Cordon 

Umbilical Hospital Garrahan 
Buenos Aires Argentina 

Queensland CBB at the Mater Brisbane Australia 

Sydney CBB Sydney Australia 

BMDI CBB Melbourne Australia 

Linz CBB Linz Austria 

Bruxelles (ULB) Institut Bordet Brussels Belgium 

Bruxelles (UCL)Banque de sang de cordon Brussels Belgium 

Navelstrengbloedbank UZ Gent Gent Belgium 

Centre Hospitalier Universitaire de Liège Liege Belgium 

Belgium Leuven Cord Blood Bank Leuven Belgium 

Hema-Quebec Montreal Canada 

Finnish CBB Helsinki Finland 

Besancon CBB Besancon France 

Paris St. Louis Hospital CBB Paris France 

Creteil CBB Creteil France 

Bordeaux CBB Bordeaux France 

Montpellier CBB Montpellier France 

Rhone-Alps CBB (Lyon/Grenoble) Lyon/ Grenoble France 

Marseille CBB Marseille France 

Poitiers CBB Poitiers France 

Rennes CBB Rennes France 

Dusseldorf Cord Blood Bank Dusseldorf Germany 

Bavarian CBB Gauting Germany 

DKMS Lifeline Dresden Germany 

University Hospital Erlangen CBB Erlangen Germany 

CBB Mannheim Mannheim Germany 

Hellenic Cord Blood Bank Athens Greece 

Sheba Cord Blood Bank  Tel Hashomer Israel 

MDA CBB Ramat Gan Israel 

Bedomaich Chayi Jerusalem Israel 

Milano CBB Milano Italy 

Torino CBB Torino Italy 

Firenze CBB (Florence) Firenze Italy 

Roma I Sapienza (Umberto)/ Banca 

Regionale SCO (Lazio) 
Roma Italy 

Padova CBB Padova Italy 

Pavia CBB Pavia Italy 

Treviso CBB Treviso Italy 
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Name of CBB City Country 

Pescara CBB Pescara Italy 

Emilia Romagna CBB Bologna Italy 

Roma Cattolica CBB (Unicatt) Roma Italy 

Pisa CBB Pisa Italy 

Liguria CBB (Genova) Genova Italy 

Roma S. Eugenio CBB Roma Italy 

Napoli CBB (Campania) Napoli Italy 

Calabria CBB Reggio Calabria Italy 

Verona CBB Verona Italy 

SGR CBB (PUGLIA) 
S. Giovanni 

Rotondo (FG) 
Italy 

Singapore Cord Blood Bank Singapore Singapore 

EuroCord Slovakia Bratislava Slovakia 

Banco de cordón de Barcelona  Barcelona Spain 

Banco de cordón de Galicia  
Santiago de  

Compostela 
Spain 

Banco de cordón de Madrid  Madrid Spain 

Banco de cordón de Málaga (Andalucia) Malaga Spain 

Banco de cordón de País Vasco Vizcaya Spain 

Banco de cordón de Valencia Valencia Spain 

Swedish National CBB Gothenburg Sweden 

CBB Geneva Geneva Switzerland 

CBB Basel Basel Switzerland 

StemCyte Taiwan LinKou Taiwan 

 HealthBanks BioTech Taipei Taiwan 

CBB, Koo Foundation Sun Yat-Sen Cancer 

Center 
Taipei Taiwan 

NHS CBB Bristol UK 

Belfast CBB Belfast UK 

Anthony Nolan Cell Therapy Centre Nottingham UK 
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Recipient Characteristics 
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Appendix 2-Table 1: Characteristics of recipients who underwent cord blood 

transplantation under 10-CBA  

Variable N (%) 

Number of Recipients 99  

Sex 

  Female 40 (40) 

  Male 59 (60) 

Race/Ethnicity 

  Caucasian 49 (49) 

  Hispanic 18 (18) 

  Black/African American 17 (17) 

  Asian/Pacific Islander 7 (7) 

  Other/Multiple Race 6 (6) 

  Decline/Unknown 2 (2) 

Age 

0 to 9 29 (29) 

10 to 19 14 (14) 

20 to 29 12 (12) 

30 to 39 9 (9) 

40 to 49 8 (8) 

50 to 59 17 (17) 

60 or more 10 (10) 

Median (Range) 26 (0-67) 

Disease 

Acute Lymphoblastic Leukemia 19 (19) 

Acute Myelogenous Leukemia 38 (38) 

Chronic Myelogenous Leukemia 2 (2) 

Histiocytic Disorders 2 (2) 

Hodgkin's Lymphoma 2 (2) 

Inherited Erythrocyte Abnormalities 2 (2) 

Inherited Immune System Disorders 5 (5) 

Inherited Metabolism Disorders 4 (4) 

Myelodysplastic Disorders 5 (5) 

Myeloproliferative syndromes 2 (2) 

Non-Hodgkin's Lymphoma 8 (8) 

Other Leukemia 8 (8) 

Plasma Cell Disorders 2 (2) 

 


