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In the United States, Blacks and Hispanics are less likely than Whites to survive acute leukemias and
other serious hematologic malignancies.1-3 Allogeneic hematopoietic cell transplantation (HCT) plays an
important role in the treatment of high-risk hematologic malignancies, and 1 factor likely contributing to
this disparity is the limited availability of 8/8 HLA-matched unrelated donors for persons of color (POC).4

Although most POC have access to 7/8 matched unrelated donors, mismatching is associated with
increased risk for acute graft-versus-host disease (aGVHD), transplant-related mortality (TRM), and dimin-
ished overall survival (OS).5

The multicenter phase 2 trial Abatacept 2 (ABA2, NCT01743131), compared standard GVHD prophy-
laxis with a calcineurin inhibitor and short-course methotrexate (CNI/MTX) to CNI/MTX plus the costimu-
lation blockade agent, cytotoxic T-cell lymphocyte-4-immunoglobulin (abatacept) in unrelated donor
transplantation. Patients with HLA-matched donors (8/8; match unrelated donor [MUD]) were assigned
to a randomized, placebo-controlled stratum, whereas patients with mismatched donors (7/8, MMUD)
were assigned to a single-arm, open-label stratum (compared with a prespecified Center for International
Blood and Marrow Transplant Research registry cohort). ABA2 demonstrated reductions in aGVHD with
abatacept in both MUD and MMUD HCT, but its effects were especially large in MMUD, where it was
associated with a marked decrease in severe aGVHD and TRM as well as improved severe aGVHD-free
survival (SGFS), relapse-free survival (RFS), and OS.6 Based on these observations, we hypothesized
that abatacept could abrogate the risks associated with HLA mismatching. To rigorously assess this, we
performed a post hoc analysis of trial data, comparing outcomes in patients with MMUD receiving CNI/
MTX and abatacept to patients with MUD receiving CNI/MTX alone.

Patients $6 years of age with a hematologic malignancy undergoing unrelated donor HCT were enrolled
to the trial between 2013 and 2017. For conditioning, participants received 1 of 3 myeloablative regi-
mens (busulfan/fludarabine, busulfan/cyclophosphamide, or total body irradiation/cyclophosphamide) or
reduced toxicity fludarabine and melphalan. All patients received T cell-replete grafts, and the use of
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lymphocyte depleting antibodies/serotherapy was prohibited. For
GVHD prophylaxis, patients received either cyclosporine or tacroli-
mus through at least day 1100 and IV methotrexate (15 mg/m2 on
day 11 and 10 mg/m2 on days 13, 16, and 111). MUD HCT
recipients were randomized (1:1) to receive abatacept or placebo,
and all MMUD HCT recipients received abatacept, which was deliv-
ered as 4 (10 mg/kg) IV doses on days 21, 15, 114, and 128.
The institutional review boards of Emory University, Fred Hutchinson
Cancer Research Center, and the Dana-Farber Cancer Institute
approved the study, which was conducted in accordance with the
Declaration of Helsinki.

In this post hoc comparison of MMUD HCT with CNI/MTX/abata-
cept (MMUD/aba) to MUD HCT with CNI/MTX/placebo (MUD/
placebo), the primary endpoint was the cumulative incidence of
severe (grade 3-4) aGVHD at day 1100. Secondary endpoints
included SGFS, RFS, GVHD-free (absence of severe acute or mod-
erate-to-severe chronic GVHD)/Relapse Free-Survival (GRFS), and
OS. Multivariate models were constructed for all clinical endpoints.
Analysis was conducted using SAS v. 9.4 (SAS Institute, Cary, NC,
USA) or R (r-project.org, Vienna, Austria).

Forty-three patients received MMUD/aba; 69 received MUD/
placebo. A total of 82.1% of the entire group had acute myeloid leu-
kemia, acute lymphoblastic leukemia, or myelodysplastic syndrome;
73.2% received myeloablative conditioning and 58.0% received
peripheral blood stem cell transplantation. The median age was
40.0 years (range, 6.6-76.6). Recipient age, performance status,
disease, disease stage, conditioning intensity (myeloablative vs
reduced intensity) were similar across the 2 groups. The groups dif-
fered only by distribution across conditioning regimens (P 5 .035):
a greater proportion (18.6% vs 2.9%) of MMUD/aba patients
received busulfan and fludarabine and a smaller proportion of
MMUD/aba patients received totally body irradiation and cyclo-
phosphamide (25.6% vs 37.7%). There were 30.2% non-White

MMUD/aba patients vs 11.6% non-White MUD/placebo patients
(P 5 .087; supplemental Table 1).

There were no differences in neutrophil or platelet engraftment. The
cumulative incidence of grade 3-4 aGVHD by day 100 was 2.3%
(95% confidence interval [CI], 0.2-10.7) in the MMUD/aba group
and 14.8% (95% CI, 7.5-24.3) in the MUD/placebo group
(P 5 .03; Figure 1). The cumulative incidence of moderate to severe
chronic GVHD by 1 year was 57.9% (95% CI, 40.7-71.8) and
41.3% (95% CI, 27.7-54.4) in the MMUD/aba and the MUD/pla-
cebo groups, respectively (P 5 .12). There were no significant dif-
ferences in the day 180 cumulative incidence of cytomegalovirus or
Epstein-Barr virus viremia (defined as any detectable copy number)
between the 2 groups (cytomegalovirus 37.2%, 95% CI, 24.7% to
53.4% versus 50.5%, 95% CI, 38.8% to 63.4%, P 5 .20, and
Epstein-Barr virus 46.5%, 95% CI, 33.0-62.4 vs 33.3%, 95% CI,
22.5-47.5, P 5 .14 in the MMUD/aba and MUD/placebo groups,
respectively). With a median follow-up of 25 months in survivors,
the 2-year cumulative incidence of TRM was 16.7% (MMUD/aba,
95% CI, 6.4-31.3) and 16.1% (MUD/placebo, 95% CI, 8.5-25.9;
P 5 .78); the cumulative incidence of relapse was 9.3% (MMUD/
aba, 95% CI, 2.9-20.3) and 23.6% (MUD/placebo, 95% CI, 14.2-
34.3; P 5 .07); RFS was 74.0% (95% CI, 56.3-85.4) and 60.3%
(95% CI, 47.6-70.9; P 5 .08) for the MMUD/aba and MUD/pla-
cebo groups, respectively (Figure 1). SGFS through day 180 was
97.7% (95% CI, 84.6-99.7) in the MMUD/aba group and 82.0%
(95% CI, 70.5-89.4) in the MUD/placebo group (P 5 .015). GRFS
through 1 year was 34.9% (MMUD/aba, 95% CI, 21.2-48.9) and
34.7% (MUD/placebo, 95% CI, 23.6-46.1; P 5 .58). Two-year OS
was 73.6% (95% CI, 54.5-85.7) and 64.0% (95% CI, 51.2-74.3;
P 5 .20), respectively. Controlling for age, performance score, dis-
ease stage, graft type, and conditioning regimen did not impact any
of the comparisons (Figure 2). The adjusted hazard ratios (MUD/
placebo group as baseline ,1.0 favorable) for RFS and OS in the
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Figure 1. Cumulative incidence of severe (grade 3-4) aGVHD and RFS comparing 7/8 CNI/MTX/abatacept to 8/8 CNI/MTX/placebo. (A) Cumulative

incidence of 6-month severe aGVHD by treatment group. 7/8 MMUD with CNI/MTX/abatacept 2.3% (95% CI, 0.2-10.7); 8/8 MUD with CNI/MTX/placebo 14.8% (95% CI,

7.5-24.3). (B) Cumulative incidence of 2-year RFS: 7/8 MMUD with CNI/MTX/abatacept 74.0% (95% CI, 56.3-85.4); 8/8 MUD with CNI/MTX/placebo 60.3% (95% CI,

47.6-70.9). In each panel, red 5 7/8 MMUD with CNI/MTX/abatacept; blue 5 8/8 MUD with CNI/MTX/placebo.

8 FEBRUARY 2022 • VOLUME 6, NUMBER 3 ABATACEPT IN UNRELATED DONOR TRANSPLANTATION 747

D
ow

nloaded from
 http://ashpublications.net/bloodadvances/article-pdf/6/3/746/1864908/advancesadv2021005208.pdf by guest on 16 M

ay 2024



MMUD/aba patients were 0.60 (95% CI, 0.28-1.28; P 5 .19) and
0.77 (95% CI, 0.34-1.71; P 5 .51), respectively. There were no dif-
ferences in absolute lymphocyte count, CD41, and CD81 T cells
between the 2 groups at day 100 or 1 year (data not shown).
Although outside the scope of the present analysis, outcomes of
MMUD/aba patients were also similar to those of the 8/8 MUD
patients randomly assigned to receive abatacept (MUD/aba) on the
ABA2 trial rather than placebo.6

Taken together, these results suggest the addition of abatacept
to standard CNI/MTX mitigates the disadvantages of mismatch-
ing by greatly reducing the risks of severe aGVHD and NRM
without increasing the risk of relapse. Recognizing the limitation
of a post hoc analysis with a relatively small sample size, the
strengths of this study include analyses derived from a single
prospective, multicenter trial, and the use of multivariate analy-
sis to adjust for the effects of potential confounders (Figure 2).
As previously reported and based on findings herein, the
4-dose schedule of abatacept did not reduce the risk for
chronic GVHD.6 To address this, a multicenter, randomized
controlled trial (ABA3, NCT04380740) will be conducted to
determine whether an 8-dose regimen of abatacept (last dose
at day 1150) can better prevent chronic GVHD, and, thereby,
improve severe (grade 3-4) aGVHD-free, moderate-to-severe
chronic GVHD-free, relapse-free survival.

The results of recent clinical trials and registry studies suggest that
other approaches, including posttransplant cyclophosphamide
(PT-Cy), also hold promise for patients receiving MMUD transplants
for hematologic malignancies,7-9 with PT-Cy effective at preventing
both acute and chronic GVHD in MMUD.8,9 Of interest, patients in
the myeloablative conditioning stratum of the recent National Mar-
row Donor Program-sponsored PT-Cy trial had 1-year GRFS similar
to that of MMUD/aba patients (38% in the National Marrow Donor

Program PT-Cy patients vs 34.9% in MMUD/aba patients). How-
ever, the PT-Cy patients had inferior 6-month SGFS (68% for
MMUD/PT-Cy vs 97.7% for MMUD/aba).9 Together, POC account
for a large proportion of enrollment in both the ABA2 and PT-Cy tri-
als. These studies document the emergence of multiple strategies
that could make MMUD HCT an effective alternative for HCT, and,
thereby, lessen disparities in outcomes affecting POC with hemato-
logic malignancies.

As experience grows with MMUD HCT, especially after myeloabla-
tive conditioning as in the ABA2 trial, it will be important to compare
the differing approaches to GVHD prophylaxis in these patients, as
well as directly comparing MMUD HCT and haploidentical HCT.
These studies should be large enough to explore the comparative
effects across subgroups. Such studies may prove that a 1-size-fits-
all approach is suboptimal and that certain conditions (for example,
the availability of a young donor10,11) may favor 1 approach over the
other for a given patient.
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Figure 2. Multivariate analysis of transplant outcomes comparing 7/8 CNI/

MTX/abatacept to 8/8 CNI/MTX/placebo. Forest plot depicting the results of

multivariate analysis with adjusted hazard ratio (HR; diamonds, with 95% CIs

shown with bars) comparing 7/8 MMUD with CNI/MTX/abatacept to 8/8 MUD with

CNI/MTX/placebo. In this Forest plot, the adjusted HR uses 8/8 CNI/MTX/placebo

as baseline, with HR ,1.0 being favorable for the 7/8 CNI/MTX/abatacept group.

This multivariate analysis controlled for age, performance score, disease stage,

graft type, and conditioning regimen. Shown are adjusted HR for relapse, TRM,

RFS, OS, GVHD-free-relapse-free survival (using the modified GFRS definition,

with severe aGVHD, moderate-to-severe chronic GVHD, relapse, and death

considered as events), and SGFS.
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