
BMT CLINICAL TRIALS NETWORK CTRL-ALT-D – Protocol 1702 
  Version 1.0 – December 10, 2018 

i 

PROTOCOL SYNOPSIS - BMT CTN PROTOCOL 1702 
 

Clinical Transplant-Related Long-term Outcomes of Alternative Donor Allogeneic Transplantation (CTRL-
ALT-D) 

 
 
 
Study Chairpersons:  Stefan Ciurea, M.D. and Stephanie Lee, M.D., M.P.H. 
 
Study Design: This is a multicenter, interventional and observational study to understand factors 

affecting the likelihood of transplantation in patients without a human leukocyte antigen 
(HLA) matched family donor and to compare outcomes associated with pursuing an HLA-
identical unrelated versus other alternative donor graft sources. Alternative donors are 
defined as any donor other than an HLA-matched or 1 antigen-mismatched related donor. 
Patients with acute myeloid leukemia (AML), acute lymphoblastic leukemia (ALL), 
myelodysplastic syndromes (MDS), Non-Hodgkin lymphoma (NHL), Hodgkin 
lymphoma (HL), acquired aplastic anemia (AA) or sickle cell disease (SCD) are eligible. 
The primary comparison for the interventional study will be between two arms based on 
biologic assignment, analyzed on an intention-to-treat basis: Arm 1: Patients who are 
Very Likely to find a matched unrelated donor (MUD), defined as having a >90% chance 
of finding an 8/8 HLA-matched unrelated donor, for whom a fully matched unrelated 
donor will be pursued; and Arm 2: Patients who are Very Unlikely to find a MUD, defined 
as having a <10% chance of finding an 8/8 HLA-matched unrelated donor, for whom a 
haploidentical, cord blood, or mismatched unrelated donor transplant will be pursued. 
Patients with a Less Likely chance of finding a MUD, i.e., those not falling into the other 
two groups (a 26% chance), will be enrolled onto the observational component of the 
study and analyzed for all relevant endpoints but will not be included in the primary 
comparison. 

 
Primary Objective: The primary objective is to estimate and compare overall survival between the two arms: 

patients who are Very Likely to find a MUD versus those who are Very Unlikely to find 
a MUD. 

 
Secondary Objectives: Secondary objectives include all patients, regardless of donor search prognosis: 
 

1. To estimate and compare the cumulative incidence of receiving a transplant according 
to donor search prognosis 

2. To describe barriers to achieving transplantation with different alternative donor 
search strategies 

Post-transplant Objectives:  
3. To compare survival, relapse, disease-free survival, treatment-related mortality, and 

acute and chronic graft-versus-host-disease (GVHD) in patients transplanted for 
malignant diseases, according to the alternative donor used 

4. To describe survival and acute and chronic GVHD in patients with acquired aplastic 
anemia and sickle cell disease after transplantation, according to the alternative donor 
used 
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5. In patients with AML or ALL in first complete remission and early stage MDS 
(refractory anemia, refractory anemia with ringed sideroblasts, refractory cytopenia 
with multilineage dysplasia, 5q- syndrome or <5% bone marrow blasts) who are 
treated with a limited subset of conditioning and GVHD prophylaxis regimens and 
transplanted with either matched unrelated donors or haploidentical related donors 
(approximately 286 patients meeting eligibility criteria), to compare quality of life 
(QOL) and describe the incidence of primary graft failure, chronic GVHD, time until 
off systemic immunosuppression, acute grade III-IV and chronic GVHD requiring 
immunosuppression-free, relapse-free survival (GRFS), moderate-severe chronic 
GVHD relapse-free survival (CRFS), current CRFS, number of hospital days, 
infections, immune reconstitution and late effects after transplantation, according to 
the alternative donor used (QOL Substudy). All clinical data will be captured on 
Center for International Blood and Marrow Transplant Research (CIBMTR) 
comprehensive report forms (CRFs) while QOL data will be collected centrally. 

 
Accrual Objective: The study will enroll 1022 patients in the MUD Very Likely plus MUD Very Unlikely 

search prognosis groups and approximately 710 patients in the Less Likely to find a MUD 
group. 

 
Accrual Period:  The estimated accrual period is 3 years. 
 
Study Duration: Total study duration from first enrollment through last follow-up will be approximately 

5 years.  Adults included in the QOL substudy will be asked to consent to a final QOL 
assessment done at 5 years after transplantation. This 5 year QOL assessment will be 
separately funded and conducted through CIBMTR, referencing Protocol 1702 as the 
source of consent. 

 
Eligibility Criteria: Patients of all ages with AML, ALL, MDS, NHL, HL, AA or SCD are eligible. Patients 

must be considered suitable allogeneic hematopoietic cell transplantation (HCT) 
candidates based on available medical history, physical examination, and laboratory tests.  
Specific testing for organ function is not required for eligibility but, if available, these 
tests should be used to judge transplant suitability. Centers must confirm their intention 
both to follow the recommended search algorithm and to perform the transplant within the 
next 6 months if a suitable donor is identified. Patients who consent are considered 
evaluable once the center determines no suitable HLA-matched or 1 antigen mismatched 
related donor is available (center will also confirm that the patient is still considered a 
transplant candidate). Patients may be enrolled on other studies. 

 
Interim Analysis:  No interim analysis or stopping guidelines for efficacy or futility are planned for this 

study.  We will review the study design assumptions, particularly the ratio of patients 
who are Very Likely to find a MUD vs. patients who are Very Unlikely to find a MUD 
and percentage proceeding to transplant, on a periodic basis, and may adjust the sample 
size if needed to maintain power in the event that our assumptions are incorrect.   

 
Stopping Guidelines:     Monitoring of a key safety endpoint of post-transplant mortality will be conducted 

monthly to ensure that the donor selection recommendations for the Very Unlikely to 
find a MUD group are not leading to significantly lower than expected post transplant 
outcomes.  If rates significantly exceed pre-set thresholds, the NHLBI will be notified in 
order that the DSMB can be advised.  Policies and composition of the DSMB are 
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described in the BMT CTN's Manual of Procedures.  The stopping guideline serves as 
trigger for consultation with the DSMB for additional review. 

 
Correlative Studies:       QOL Substudy involving patients with AML or ALL in first complete remission and 

early stage MDS who are treated with a limited subset of conditioning and GVHD 
prophylaxis regimens and transplanted with either matched unrelated donors or 
haploidentical related donors, to compare quality of life (QOL) and describe the 
incidence of primary graft failure, chronic GVHD, time until off systemic 
immunosuppression, acute grade III-IV and chronic GVHD requiring 
immunosuppression-free, relapse-free survival (GRFS), moderate-severe chronic GVHD 
relapse-free survival (CRFS), current CRFS, number of hospital days, infections, 
immune reconstitution and late effects after transplantation, according to the alternative 
donor used. If funding for research samples is received, immune reconstitution and other 
testing will be performed for the Substudy population. 



BMT CLINICAL TRIALS NETWORK CTRL-ALT-D – Protocol 1702 
  Version 1.0 – December 10, 2018 

iv 

STUDY SCHEMA 
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