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in complete remission (CR) of the disease; for 26 
patients this was the first remission (CR1), 8 pa‑
tients were in the second or subsequent remis‑
sion (>CR1), and 4 patients were transplanted in 
active disease (nCR). Genetic risk was defined in 
23 cases, and adverse cytogenetics were found in 
10 patients. The most frequently used condition‑
ing protocol was busulfan ‑based (77.5%; + cyclo‑
phosphamide [BuCy2], 10 patients; + fludarabine 
[FluBu], 21 patients). Most patients (80%) re‑
ceived myeloablative first conditioning. The do‑
nor at the first alloHSCT was a matched sibling in 
16 patients (40%), matched / mismatched unre‑
lated person in 23 cases (57.5%), or a haploiden‑
tical individual in 1 case (2.5%). Only 7 patients 
presented graft versus host disease (GvHD) symp‑
toms after the first alloHSCT.

Median time between the first alloHSCT and 
relapse of the disease was 10 (3–120) months; 13 
patients relapsed within 6 months after the first 
alloHSCT, 21 patients between 7 and 24 months, 
6 patients after longer than 2 years, including 1 
after 10 years.

At the relapse of the disease, all but 2 patients 
received reinduction chemotherapy (mostly based 
on cytarabine), 1 patient received donor lympho‑
cyte infusion. At the time of the second trans‑
plant, 28 patients were in CR, and 12 were trans‑
planted in active disease.

Median age at the time of the second trans‑
plant was 41 (20–69) years. Only 14 patients 
(35%) received myeloablative conditioning (bu‑
sulfan‑ or treosulfan‑based) before the second al‑
loHSCT, usually the younger ones in good general 
condition; 26 patients received reduced ‑intensity 
conditioning regimen. Five patients transplanted 
in active disease received myeloablative prolonged 
conditioning based on melfalan and treosulfan. 

Introduction Relapse of acute leukemia after al‑
logeneic hematopoietic stem cell transplanta‑
tion (alloHSCT) is the principal cause of treat‑
ment failure and, consequently, patient death.1,2 
Prognosis for the patients who relapsed is poor, 
with 1‑year probability of survival between 7% 
and 33%, and with median overall survival (OS) 
of about 3 months.3,4

Treatment options include chemotherapy, do‑
nor lymphocyte infusion, and second alloHSCT.5 
The last option seems to be the most effective 
but it also involves a high risk of serious, life‑
‑threatening complications.4 A strategy of this 
procedure, especially optimal reinduction, choice 
of donor, type of conditioning and immunosup‑
pression remain unknown. So far, no randomized 
controlled trial to compare second alloHSCT with 
other treatments has been conducted.

In this study, we evaluated the outcome in a ho‑
mogenous group of patients who underwent sec‑
ond alloHSCT for acute myeloid leukemia (AML) 
only, with the main focus on the reason of treat‑
ment failure and relapse.

Patients and methods We retrospectively analyzed 
the outcome of second alloHSCT in 40 patients 
(21 women, 19 men) with AML, transplanted in 
our center between 2005 and 2021. We includ‑
ed only the patients with AML, 2 of them were 
transplanted for the first time due to myelodys‑
plastic syndrome (MDS), but AML was recognized 
at relapse after the first alloHSCT. The patients 
with acute lymphoblastic leukemia were exclud‑
ed from the analysis.

The first transplant took place between 2004 
and 2020. Median (range) age at the first al‑
loHSCT was 40 (19–68) years. At the first al‑
loHSCT most patients (90%) were transplanted 
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multiorgan failure [MOF]), 1 patient died before 
100 days due to early relapse. Three of those pa‑
tients were transplanted in active disease.

Only 7 patients (17.5%) presented GvHD symp‑
toms, 5 in an acute and 3 in a chronic form. Re‑
lapse occurred in 17 patients (42%) and was 
the cause of death in 15 cases. The median time 
between the second alloHSCT and relapse was 
7 (2–30) months. After the median follow ‑up 
of 37.5 months among survivors, 15 patients 
(37%) remained alive, with 14 in remission of 
the disease.

Overall survival Median OS for the whole group 
was 16 months. The 1 ‑year, 2 ‑year, and 5 ‑year OS 
was 62.31%, 45.8%, and 34.17%, respectively. Dis‑
ease status at the time of the second alloHSCT, 
that is, CR vs nCR, significantly improved OS 
(FIguRE 1). The 1 ‑year, 2 ‑year, and 5 ‑year OS was 
69.23%, 55.53%, and 49.98% for the patients 
transplanted in CR, and 50%, 28.57%, and 9.52% 
for the patients transplanted in nCR. Median OS 
for the CR group was 31 months, and for the nCR 
group 12 months (P = 0.04; HR, 0.39; 95% CI, 
0.17–0.89). Among the patients who were trans‑
planted in CR, 14 (50%) remained alive at the time 
of the data collection, while of those who were not 
in CR at the second transplant only 1 was alive.

We analyzed the impact of the remission dura‑
tion after the first alloHSCT on OS after the sec‑
ond alloHSCT. For this analysis, we divided 
the patients into 2 groups (relapse before or af‑
ter 12 months), or into 3 groups (relapse before 
6 months, between 7 and 24 months, and later 
than 24 months). We found no effect of time to 
relapse on OS. We also analyzed other factors, 
such as the type of conditioning, donor type, or 
donor change, and concluded that they did not af‑
fect OS. No difference was found between the pa‑
tients who received myeloablative and those on 
the reduced‑intensity conditioning regimen.

Event-free survival Median EFS for the whole 
group was 12 months. The 1 ‑year, 2 ‑year and 
5 ‑year EFS was 47.14%, 41.9%, and 26.19%, 
respectively.

Only disease status at the time of the second 
alloHSCT (CR vs nCR) significantly influenced 
EFS. The 1 ‑year, 2 ‑year, and 5 ‑year EFS was 61.3%, 
57.21%, and 36.62%, respectively, for the patients 
transplanted in CR, and 21.43%, 14.29%, and 
7.14% for those transplanted in nCR. Median EFS 
for the CR group was 30 months, and for the nCR 
group it was 6 months (P = 0.01; HR, 0.39; 95% 
CI, 0.17–0.89). EFS remained unaffected by oth‑
er factors, such as the time from the first trans‑
plantation to the first relapse, type of condition‑
ing, type of donor, and donor change.

Nonrelapse mortality Ten patients (25%) died 
due to treatment ‑related mortality. In all cas‑
es an infection, mostly bacterial, was the main 
cause of death. Additionally, in 2 cases MOF was 
recognized. Eight patients died within up to 100 

Stem cells from peripheral blood were used in 
39 patients, and from bone marrow in 1 patient.

The  donor at  the second alloHSCT was 
a  matched sibling in 11 patients (27.5%), 
matched / mismatched unrelated person in 13 
patients (32.5%), and a haploidentical individ‑
ual in 16 cases (40%). Twenty two patients re‑
ceived the second alloHSCT from the same do‑
nor as the first transplant, and 18 from different 
ones. Additional data are provided in Supplemen‑
tary material, Table S1.

We defined OS as the time from the second 
alloHSCT to death or the end of the follow ‑up, 
and event‑free survival (EFS) as the time from 
the second alloHSCT to relapse or progression 
or the end of the follow ‑up.

Statistical analysis The Kaplan–Meier curves 
for OS and EFS were compared with the log ‑rank 
test. For competing risks of relapse mortality, 
nonrelapse mortality, and relapse incidence, 
the Aalen–Johansen curves were used and com‑
pared with the Gray test. Significance level for all 
statistical tests was set to 0.05. For univariable 
analyses, 12‑, 24‑ and 60 ‑month survival rates 
in the compared groups were shown along with 
median survival time. For multivariable analyses, 
hazard ratios (HRs) with corresponding 95% Cl 
were shown. R 4.1.2. software was used for com‑
putations (R Foundation for Statistical Comput‑
ing, Vienna, Austria).6

Results After the second alloHSCT, neutrophil 
engraftment was achieved in 35 patients, with 
median time of 22 days (IQR, 10–47). Five pa‑
tients died before reconstitution due to infection.

Eight patients (20%) died within up to 100 
days due to transplant ‑related reason (infection, 

FIguRE 1  Impact of the disease status at the second allogeneic hematopoietic stem 
cell transplantation on overall survival (OS) (Kaplan–Meier analysis, P = 0.04) 
Abbreviations: CR, complete remission; nCR, non complete remission

Time, mo

OS
, %

0 12 24 36 48 60 72 84 96 120

0

10

20

30

40

50

60

70

80

90

100
Disease status at 2nd transplantation

nCR CR



RESEARCH LETTER Second allogeneic HSCT for relapsed acute myeloid leukemia 3

Conclusions The second alloHSCT remains a cu‑
rative option for the patients with AML relapsing 
after the first alloHSCT. Achievement of CR before 
transplantation probably increases the chance for 
successful treatment. The rate of transplant re‑
lated mortality is high. Most patients died due to 
relapse of the disease.
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days after the transplant, 5 before neutrophil en‑
graftment. One patient died 6 months follow‑
ing the transplant due to infectious complica‑
tions, including a fungal infection, and central 
nervous system hemorrhage, and 1 patient died 
16 months after the second transplant due to an 
infection in the course of severe GvHD. The last 
2 patients were in remission of leukemia at the 
post ‑transplant assessment.

Cumulative incidence of nonrelapse mortal‑
ity (NRM) was 22.5% at 12 months, and 25.1% 
at 24 and 60 months. None of such factors as dis‑
ease status at the second alloHSCT, time from 
the first alloHSCT to relapse, donor type, donor 
change, and type of conditioning had any influ‑
ence on NRM.

discussion Currently, there is no standard ap‑
proach to the treatment of patients with AML 
who relapse after alloHSCT. A majority of avail‑
able published observational studies or registry‑
‑based studies include heterogenous groups 
with various malignancies. None randomized 
controlled study has been published that com‑
pares the result of the second alloHSCT and oth‑
er methods of treatment, such as chemotherapy, 
donor lymphocyte infusion, or other new agents, 
for example, FLT3 inhibitor or inhibitor of anti‑
‑apoptosis factor B ‑cell lymphoma 2.

One of the largest registry ‑based, retrospec‑
tive study performed on behalf of the Europe‑
an Group for Blood and Marrow Transplantation, 
in which the outcomes and predictors of the sec‑
ond alloHSCT were analyzed, included as many 
as 2632 patients, however, only 36% of the pa‑
tients (n = 948) had AML. For the AML patients, 
the study reported a 5 ‑year OS after the second al‑
loHSCT of 17%, and a very high NRM of 42%.7 De‑
spite these poor results, cellular therapy seems to 
be better than classic chemotherapy alone.4,8 Pre‑
vious studies identified several different prognos‑
tic factors that corresponded to better outcomes, 
such as longer duration of remission, remission 
of disease at the time of transplantation, young‑
er age, as well as factors associated with signifi‑
cant mortality, such as GvHD, infections, or ongo‑
ing immunosuppression at the time of relapse.8-11

In our report, only 1 factor influenced OS 
and EFS. The patients in remission of the dis‑
ease at the time of transplantation had longer OS 
and EFS than those without remission. Howev‑
er, the analyzed group was small. The second al‑
loHSCT should not be proposed to a patient with‑
out remission of the disease or to older patients, 
with high hematopoietic cell transplantation‑
‑specific comorbidity index and the Eastern Co‑
operative Oncology Group score above 2 due to 
both low efficacy and high NRM.10,12

Several novel molecule inhibitors and im‑
munotherapeutic options are being investigat‑
ed. Current data suggest that the response to 
these drugs is often short ‑term. Perhaps their 
combination with cellular therapy will improve 
their effectiveness.
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