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Abstract

For patients with acute myeloid leukemia (AML) early achievement of remission during
induction treatment is an important predictor for long-term outcome irrespective of the type of
consolidation therapy employed. Here, we retrospectively examined the prognostic impact of
early remission (ER) versus delayed remission (DR) in a cohort of 132 AML patients with an
intermediate risk karyotype undergoing allogeneic stem cell transplantation (alloSCT) in first
complete remission (CR1). In contrast to patients showing DR, patients achieving ER had a
significantly higher 3-year overall survival (OS) and disease-free survival (DFS) of 76%
versus 54% (p=0.03) and 76% versus 53% (p=0.03). Likewise, three years after alloSCT the
cumulative incidence of relapse (CI-R) was significantly lower in the ER subgroup as
compared to patients achieving DR, i.e. 10% versus 35% (p=0.004), whereas non-relapse
mortality (NRM) did not differ significantly. Multivariate analysis identified DR as an
independent prognosticator for an inferior DFS (HR 3.37, p=0.002) and a higher CI-R (HR
3.55, p=0.002). Taken together, these data may indicate that the rapid achievement of
remission predicts a favorable outcome in patients with intermediate risk AML undergoing
alloSCT in CRL1. In turn, the adverse effect of DR may not be fully overcome by alloSCT.

Key words: allogeneic stem  cell transplantation, acute myeloid leukemia,
early remission, reduced intensity conditioning

Introduction

AML is a highly heterogeneous disease and despite tremendous progress in understanding
and treating this disorder has been made within the last decades, only a minor proportion of
patients will be ultimately cured by conventional therapeutic approaches (1, 2). AlloSCT is
the most effective treatment option for AML and, therefore, has become standard of care for
the majority of medically fit patients with non-favorable risk disease if a human leukocyte
antigen (HLA)-compatible donor is available (2-4). Nonetheless, as compared to conventional
post-remission therapy, alloSCT is associated with a considerable risk of NRM, which may
outweigh the potential survival advantage.

In addition to patient-related variables such as comorbidities or physical performance, risk
assessment in AML primarily includes pre-treatment disease-specific factors, e.g. genetic
features, initial leukemic cell burden, preceding hematologic disorders such as
myelodysplastic syndrome (MDS) or chronic myeloproliferative neoplasia (MPN), or a
history of chemo- or radiation therapy. In addition, response to treatment was shown to
predict outcome. As such, the rapid achievement of remission by induction therapy has long
been recognized as a prognosticator for overall outcome (5-7). Likewise, early blast
clearance, as determined one week after the first course of induction chemotherapy, predicts
CR rate and has major prognostic relevance irrespective of the type of post-remission therapy
(8-11). However, the impact of achieving early remission, i.e. absence of leukemic blasts in
the bone marrow at the end of the first course of induction therapy, versus delayed remission
on the outcome of patients with AML undergoing alloSCT has not yet been specifically
explored. We therefore addressed this question in cohort of 132 consecutive patients with
AML and an intermediate cytogenetic risk profile transplanted in CR1 at our center between
1994 and 2013.
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Patients and Methods

Study design and data collection

Base-line characteristics and post-transplant follow-up data of all patients were prospectively
collected in a computer database. 132 consecutive patients with AML and an intermediate
cytogenetic risk profile according to the definition of the Southwestern Oncology
Group/Eastern Cooperative Oncology Group (SWOG/ECOG) (12) transplanted in CR1 at our
center between 1994 and 2013 were retrospectively analyzed. All procedures were approved
by the local ethics committee and are in full accordance with the Helsinki Declaration of
1975. Informed consent was obtained from all patients.

Patients and treatment characteristics

Patients and treatment characteristics are detailed in Table 1. The entire cohort (N=132) was
divided into patients who achieved ER (N=79) or DR (N=53). Before referral to our
transplant center, all patients were treated in a German multicenter AML trial. All patients
aged <60 years (N=113) were treated according to the double induction strategy (13). In this
cohort, the first course consisted of either daunorubicin 60 mg/m? or idarubicin 12 mg/m? for
3 days and cytarabine 100-200 mg/mz2 as a continuous infusion for 7 days (“7+3” regimen).
Thereafter all patients received either one additional course of the same “7+3” regimen (N=4)
or one course of a high-dose cytarabine (HD-AraC) (3000 mg/m?) regimen (N=109). All
patients aged >60 years (N=19) were treated with a single course of “7+3” induction therapy.
In case of more than 5% residual leukemic blasts in the bone marrow on day +16, induction
was followed by either one additional course of the same regimen (N=5) one course of a HD-
AraC (1000 mg/m?) regimen (N=14). Depending on the scheduling of alloSCT, e.g.
availability of an HLA-compatible donor, one (N=78) or two (N=7) additional courses HD-
AraC (3000 mg/m? for patients aged <60 years or 1000 mg/m* for patients aged >60 years)
consolidation were given as early as 2 to 4 weeks after achievement of CR. In all patients,
remission status was assessed at day +16 and day +28 after begin of induction therapy by
conventional cytology, multicolor flow-cytometry, and histology. ER was defined as a
marrow blast count below 5% at day +16 and DR was defined as marrow blast count below
5% after the second course of induction therapy.

Two weeks before begin of conditioning CR1 was confirmed by bone marrow analysis. As
described previously, standard MAC consisted of 6 x 2 Gy total body irradiation (TBI) and 2
x 60 mg/kg cyclophosphamide (14, 15). Patients with an HLA-mismatch received 3 x 10
mg/kg anti-thymocyte globulin (ATG) (Fresenius). Patients with contraindications against
MAC, i.e. age >55 years, a history of proven or probable invasive fungal infection, previous
severe non-fungal infections, or impaired cardiac, renal, or pulmonary function, were treated
with RIC, which consisted of 6 x 30 mg/m? fludarabine, 2 x 4 mg/kg oral busulfan, and 4 x 10
mg/kg ATG (Fresenius) (14, 15). Transplants were from related (n = 60) or unrelated (n = 72)
donors and were HLA-matched (10/10 antigens) (n = 119) or HLA-mismatched (n = 13)
according to high-resolution molecular typing.

Prophylaxis of graft-versus-host disease and supportive care

Prophylaxis of graft-versus-host disease (GvHD) consisted of either cyclosporine A and short
course methotrexate for MAC patients or CSA and mycophenolate mofetil for RIC patients as
described in detail previously (14). Acute GvHD (aGvHD) and chronic GvHD (cGvHD) were
graded according to standard criteria (16). Whereas patients with aGvHD °I received topical
treatment only, therapy of aGvHD °lI-1V consisted of prednisolone (starting dose: 2 mg/kg)
for 7 days, which was then gradually tapered according to the individual response. All
patients received prophylactic ciprofloxacin, amphotericin B suspension, and aciclovir until
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neutrophil counts reached 1 x 10%l. In patients with a platelet count of >50 x 10%I
prophylactic cotrimoxazole was started at day +28 following alloSCT. Polyvalent
immunoglobulins were administered bi-weekly until day +90 in patients with a total 1gG
below 5 g/l (14).

Statistical analyses

Statistical analyses were performed using NCSS 2007 (NCSS; Kayville, UT, USA) and SPSS
14 (SPSS; Chicago, IL, USA) as of September 30", 2013. Fisher’s exact test and %> test were
used for comparing categorical data. Survival data (OS and DFS) were calculated according
to Kaplan-Meier and tested univariately by log-rank test. Statistical significance was assessed
at the p<0.05 level (two-sided). NRM and relapse are given as cumulative incidences
calculated in a competing-risks setting (17). Cox proportional hazard regression model was
used for univariate and multivariate analyses and included the following variables: AML
subtype, age group, era of alloSCT, interval from diagnosis to alloSCT, extramedullary
disease, Karnofsky performance status (KPS), type of conditioning, donor type/HLA-match,
and stem cell source. First, a univariate model was calculated for all parameters. Thereafter,
forward and backward selection (inclusion p=0.05, exclusion p=0.10) was applied. By
definition, the lowest risk category within a group was assigned a hazard ratio (HR) of 1 and
used as a reference. HRs are given with a 95% confidence interval (CI) and corresponding p-
values are shown.

Results

Overall outcome

After a median follow-up of 56 (4-220) months for the surviving patients, 87 patients (66%)
are alive and in CR. A relapse occurred in 26 patients (20%) after a median interval of 8 (1-
133) months, whereas 19 patients (14%) died from NRM. 47 patients (36%) had no aGvHD,
whereas 27 (20%) or 58 patients (44%) developed °I or °1I-1V aGvHD. Chronic GvHD was
absent in 65 patients (49%) and limited or extensive chronic cGvHD occurred in 40 (30%) or
27 patients (21%). Projected OS (95% CI) or DFS (95% CI) of the entire cohort after 1, 3, 5,
and 10 years was 81% (74-88%), 68% (59-75%), 65% (56-74%), and 61% (49-73%) or 75%
(67-83%), 68% (59-76%), 65% (56-74%), and 59% (47-71%). At the same time points the
cumulative incidence of relapse (CI-R) (95% CI) or non-relapse mortality (CI-NRM) (95%
Cl) was 12% (8-20%), 19% (13-28%), 22% (15-32%), and 22% (15-32%) or 13% (8-20%),
13% (8-20%), 13% (8-20%), and 17% (10-31%).

Outcome according to remission status after the first course of induction therapy

We next analyzed OS, DFS, CI-R, and CI-NRM according to the remission status after the
first course of induction therapy. Specifically, 79 patients (60%) achieved ER defined as bone
marrow blast <5% at day +16 after the first course of induction therapy, whereas 53 patients
(40%) had a DR, i.e. first hematologic remission was achieved after two cycles of induction
therapy. As shown in Table 1, there were no statistically significant differences with regards
to gender, age group, AML subtype, transplant era, extramedullary disease, time from
diagnosis to transplantation, KPS, donor type/HLA-match, conditioning regimen, or stem cell
source between the ER and the DR subgroup. As displayed in Figure 1, patients who
achieved ER had a significantly higher OS as compared to patients displaying DR (p=0.0313).
Likewise, ER predicted a significantly lower relapse incidence CI-R (p=0.004). No
statistically significant differences in CI-NRM between the two subgroups were found
(p=0.638).
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Uni- and multivariate analysis

To further analyze the prognostic impact of ER versus DR we performed univariate analyses
by using the Cox proportional hazard regression model. In addition to remission status, a
number of other factors were analyzed in parallel. As shown in Table 2, DR was associated
with an inferior OS and DFS as well as an increased relapse rate. Similarly, a KPS of <80%
was predictive of a lower OS and DFS. Specifically, patients with a KPS of <80% had a
higher risk of relapse, whereas the CI-NRM was not elevated as compared to patients with a
KPS >80%. Patients transplanted from a mismatched unrelated donor (mMUD) had an
inferior OS and DFS as compared to patients with a matched related or unrelated donor.
Furthermore, patients with AML evolving from MPN or MDS as well as patients with
therapy-related AML (tAML) had an inferior survival as compared to patients with de novo
AML. All other factors examined were not predictive for OS, DFS, CI-R, or CI-NRM.

Next, multivariate analysis was performed. As shown in Table 3, DR was associated with a
significantly lower DFS and a higher CI-R. A KPS of <80% was an independent
prognosticator for a lower OS. None of the factors examined was predictive for NRM (data
not shown).

Outcome according to type of conditioning

Finally, we analyzed whether the type of conditioning therapy impacts on overall outcome
and relapse incidence in patients achieving ER as compared to patients displaying DR (Table
4). Neither in the ER nor in the DR subgroup a statistically significant difference in OS, DFS,
or CI-R between patients treated with MAC or RIC was found. In particular, relapse risk was
not elevated in patients displaying DR undergoing RIC-alloSCT.

Discussion

The analysis of 132 consecutive patients with AML and an intermediate cytogenetic risk
profile who underwent alloSCT in CR1 at our center suggests, that achieving ER as compared
to DR is associated with a favorable overall outcome. Importantly, we demonstrate that the
beneficial effect of ER versus DR with regards to DFS and relapse incidence is maintained in
multivariate analysis, which suggests that it has independent prognostic value. Furthermore,
achieving ER strongly correlates with early blast clearance, which was shown before to be
predictive for overall outcome of patients with AML irrespective of the type of post-remission
therapy (8-11). In general, our data underline the importance of treatment response for
generating an integrated risk-profile which, therefore, should be incorporated into a decision
algorithm for patients with AML as has been proposed recently by the European Leukemia
Network (3). Furthermore, our data implicate that the adverse effect of failure to achieve ER
is not fully overcome by alloSCT even in patients entering CR after a consecutive course of
induction therapy. A recent analysis reported by the ECOG suggests that patients entering
remission after one or two cycles of induction have a similar prognosis (18). However, this
cohort was heterogeneous with respect to cytogenetic risk group and type of post-remission
therapy, i.e. transplant versus conventional therapy, which may explain the discrepancy.

Patients reaching ER are characterized by a remarkably low relapse incidence, which is in the
range of 10-15% at 10 years after alloSCT. Likewise, NRM levels off around 10-15% as early
as 18 months post-transplant and remains stable thereafter. In principle, these results
underline that alloSCT is not only feasible in this setting, but highly effective and safe.
Consequently, alloSCT should be considered as first choice post-remission treatment option
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for medically fit patients with intermediate-risk AML entering CR1 if an HLA-compatible
donor is available. In this regard, our results are in line with a number of recently published
studies reporting data from donor-versus-no donor comparisons, matched pair analyses, and
randomized phase-111 multicenter clinical trials (3, 19-22). Nonetheless, it might be of interest
to address whether the speed of achieving remission, i.e. ER versus DR, is of prognostic
relevance in other genetic risk groups of AML patients undergoing alloSCT in CR1 as well.

In contrast, both OS and DFS are significantly reduced in patients showing DR albeit CR1
was reached after a second induction cycle is administered. This is due to a considerably
higher relapse incidence reaching a plateau of close to 40% at five years after alloSCT. It is
obvious to assume that occult populations of leukemic cells outlasting two or more courses of
induction/consolidation therapy are the primary source of disease recurrence in this situation.
Indeed, two recently published analyses using pre-transplant minimal residual disease (MRD)
monitoring suggest that even minute populations of residual leukemic cells, e.g. below <0.1%
as detected by multicolor flow-cytometry, in patients achieving morphologic CR prior to
alloSCT give rise to relapse and, thereby, have a tremendous impact on overall outcome (23,
24). Specifically, 3-year OS declines to around 30% in MRD-positive patients as compared to
75% in patients MRD-negative pre-transplant. In our cohort, data pre-transplant MRD were
available in only 53/132 patients. In the subgroup of MRD-negative patients (N=33) 4
relapses occurred, whereas in 8/20 MRD-positive patients relapsed after alloSCT (p=0.007).
However, due to the limited number of patients in each subgroup we are unable to interpret
pre-transplant MRD in the context of ER versus DR. Nonetheless, this inevitably brings up
the question how to tackle the dilemma of failure to achieve an early and/or molecular CR
before proceeding to alloSCT. One approach could be to apply repetitive courses of
consolidation chemotherapy until MRD negativity is reached. A recently published analysis
of EBMT registry data clearly indicates that, at least for patients with AML undergoing RIC-
alloSCT in CR1, consolidation therapy neither reduces the risk of relapse, nor improves
overall outcome (25). One should assume that the results in patients undergoing alloSCT
following MAC are similar. Alternatively, risk-adapted post-transplant management, e.g.
early cessation of immunosuppressive therapy and/or the use adoptive immunotherapy to
fully exploit the beneficial graft-versus-leukemia (GvL) effect might serve to overcome the
risk of therapeutic failure in this situation (26-28). This strategy is supported by the
observation that the occurrence of GVHD reduces the risk of disease recurrence irrespective of
the presence or absence or MRD (24). Furthermore, novel therapeutics such as
hypomethylating agents might be used to prevent relapse by enhancing the GvL effect (29,
30). In any event, despite the higher relapse risk in patients who, in addition of being in
hematologic remission, do not meet more stringent response criteria, e.g. MRD negativity,
after two courses of induction chemotherapy, alloSCT should not be withheld, because the
results with conventional post-remission therapy is dismal.

In patients showing delayed remission during induction therapy, intensive conditioning such
as a myeloablative approach might be compensatory by effectively eradicating residual
leukemic cells in the recipient prior to allografting. Therefore, we analyzed overall outcome
and relapse incidence according to the type of conditioning in both the ER and the DR
subgroup. However, we failed to reveal any significant differences between patients treated
with either MAC or RIC prior to alloSCT. Specifically, OS and relapse incidence were not
lowered by MAC as compared to RIC in the DR group. Yet, the number of patients in each
subgroup is small and, therefore, data must be interpreted with due caution. Analyzing larger
data sets should allow for answering this important question.

Despite the limitations of a retrospective analysis in a rather small cohort of patients, our data
indicate that achieving early remission by induction therapy is an independent predictor for
overall outcome in patients with AML and an intermediate risk karyotype transplanted in
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CR1. In turn, delayed remission is associated with an adverse outcome and, therefore, should
prompt for maneuvers to counteract the high risk of disease recurrence. In addition to
transplantion-specific options, e.g. rapid tapering of immunosuppression and the
administration of donor lymphocyte infusions (DLI), these may also include the use of novel
therapeutics including hypomethylating agents or, when applicable, mulitkinase inhibitors,
e.g. in FLT3-ITD positive AML, in the post-transplant setting (31, 32). Furthermore,
innovative strategies to detect and treat an impeding relapse after transplant as early as
possible are clearly warranted in the future.
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Early remission | Delayed remission
Number (%) Number (%) P
N=79 N=53
Gender 0.81

Male 36 (46) 23 (43)

Female 43 (54) 30 (57)

Median age, years (range) 48 (17-70) 47 (19-70) 0.78
Age group 0.24

<40 years 29 (37) 14 (26)

40-60 years 33(42) 30 (57)

>60 years 17 (21) 9 (17)

AML subtype 0.76

De novo AML 60 (76) 39 (74)

Other 19 (24) 14 (26)

Year of alloSCT 0.10

1994 - 2004 19 (24) 16 (30)

2005 - 2010 37 (47) 15 (28)

2011 - 2013 23 (29) 22 (42)
Extramedullary disease 0.47

Absent 70 (89) 49 (92)

Present 9 (11) 4 (8)
Induction/consolidation courses 0.57
applied before alloSCT*

2 31 (39) 16 (30)

3 44 (56) 34 (64)

>3 4 (5) 3 (6)

Early blast clearance <0.001

Yes 76 (96) 2(4)

No 34 51 (96)

Interval from diagnosis to SCT 0.37

< 6 months 37 (47) 29 (55)

> 6 months 42 (53) 24 (45)

Karnofsky Performance Status 0.53

100 - 90% 70 (89) 45 (85)

< 80% 9 (11) 8 (15)

Donor type 0.95

MRD 35 (44) 25 (47)

MUD 36 (46) 23 (43)

mMUD 8 (10) 5 (10)

Type of conditioning 0.41

MAC 37 (47) 21 (40)

RIC 42 (53) 32 (60)

Stem cell source 0.58

Bone marrow 8 (10) 7 (13)

Peripheral blood stem cells 71 (90) 46 (87)

Donor Lymphocyte Infusion 0.39

No 71 (90) 45 (85)

Yes 8 (11) 8 (15)

Table 1: Patients and treatment characteristics.

The entire cohort (N=132) was subdivided in patients who achieved early blast clearance (ER) (N=79) or
delayed blast clearance (DR) (N=53). Abbreviations: alloSCT: allogeneic stem cell transplantation, AML: acute
myeloid leukemia, MAC: myeloablative conditioning, RIC: reduced intensity conditioning, MRD: matched
related donor, MUD: matched unrelated donor, mMMUD: mismatched unrelated donor. * All patients received at
least one course of high-dose cytarabine (HD-AraC), i.e. either during induction or consolidation therapy.
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p’;'t‘;'eg{ . 0s o DFS o Relapse o NRM o
(%) HR (95% CI) HR (95% CI) HR (95% CI) HR (95% CI)

Age group

<40 years 43 (33) 1.0 1.0 1.0 1.0

40-60 years 63 (48) 1.21(0.60-2.46) | 0.592 | 1.23(0.61-2.50) 0.561 | 1.26 (0.51-3.11) 0.616 | 1.20(0.39-3.71) | 0.751

>60 years 26 (19) 1.63(0.69-3.88) | 0.271 | 1.58 (0.66-3.75) 0.301 | 1.52(0.49-4.72) 0.473 | 1.67(0.44-6.40) | 0.451
AML subtype

De novo AML 99 (75) 1.0 1.0 1.0 1.0 0.233

Other 33(25) 1.97(1.03-3.76) | 0.040 | 1.68(0.87-3.24) 0.124 | 1.57 (0.65-3.79) 0.315 | 1.83(0.68-4.96)
Year of alloSCT

1994 — 2004 35(27) 1.0 1.0 1.0 1.0

2005 - 2010 52 (39) 1.20 (0.57-2.55) | 0.634 | 1.33(0.62-2.87) 0.461 | 1.88(0.67-5.27) 0.232 | 0.81(0.25-2.64) | 0.720

2011 - 2013 45 (34) 1.53(0.64-3.68) | 0.333 | 1.21(0.50-2.91) 0.670 | 1.66 (0.49-5.65) 0.421 | 0.82(0.24-2.83) | 0.752
Extramedullary disease

Absent 119 (90) | 1.0 1.0 1.0 1.0 0.733

Present 13(10) | 0.62(0.19-2.03) | 0.436 | 0.44(0.11-1.83) 0.259 | 1.03 (0.64-3.39) 0.992 | 1.29(0.30-5.66)
Remission

Early remission (ER) 79 (60) 1.0 1.0 1.0 1.0

Delayed remission (DR) 53 (40) 1.92 (1.05-3.53) | 0.035 | 1.89(1.03-3.47) 0.040 | 3.32(1.46-7.55) 0.004 | 0.83(0.31-2.26) | 0.721
Intervall from diagnosis to
SCT 66 (50) 1.0 1.0 1.0 1.0

< 6 months 66 (50) | 0.75(0.41-1.39) | 0.360 | 0.76 (0.41-1.40) 0.381 | 0.70 (0.32-1.55) 0.381 | 0.85(0.33-2.21) | 0.745

> 6 months
Karnofsky Performance Status

100 — 90% 115@87) | 1.0 1.0 1.0 1.0

< 80% 17 (13) | 2.14(1.02-4.48) | 0.042 | 2.26 (1.08-4.74) 0.031 | 2.84(1.13-7.11) 0.027 | 1.59(0.46-5.56) | 0.467
Donor type

MRD 60 (45) 1.0 1.0 1.0 1.0

MUD 59 (45) 1.12(0.58-2.19) | 0.730 | 1.21(0.62-2.35) 0.579 | 0.88(0.37-2.10) 0.774 | 1.97(0.66-5.94) | 0.227

mMUD 13(10) | 2.58(1.07-6.29) | 0.035 | 2.75(1.13-6.68) 0.026 | 2.34(0.75-7.33) 0.143 | 3.75(0.88-16.0) | 0.074
Type of conditioning

MAC 59 (45) 1.0 1.0 1.0 1.0

RIC 74 (55) 1.20 (0.65-2.22) | 0.559 | 1.19(0.64-2.20) 0.583 | 0.95(0.43-2.10) 0.890 | 1.70(0.62-4.69) | 0.302
Stem cell source

Bone marrow 15 (11) 1.0 1.0 1.0 1.0

Peripheral blood stem cells 117 (89) | 0.73(0.33-1.62) | 0.449 | 0.68(0.31-1.50) 0.337 | 0.51(0.20-1.31) 0.161 | 1.20(0.26-5.49) | 0.813

Table 2: Univariate analysis.
Univariate analyses were performed using the Cox proportional hazard regression model. Hazard ratios (HR)
with the 95% CI are given along with P-values for the comparison of the respective category with the first one.

Variables with significant differences are bold-faced.
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pgtc:.egzs (OX] P DFS P Relapse p
HR (95% Cl) HR (95% ClI) HR (95% Cl)

Remission

Early remission (ER) 79 (59) 1.0 1.0

Delayed remission (DR) 53 (41) 3.37(1.50-7.61) | 0.002 | 3.55(1.61-7.94) | 0.002
Karnofsky Performance Status

100-90% 115(87) | 1.0

<80% 17 (13) | 2.58(1.31-5.12) | 0.007

Table 3: Multivariate Analysis.

Prognostic variables examined were age group, acute myeloid leukemia (AML) subtype, transplant era,
extramedullary disease, blast clearance, interval from diagnosis to transplantation, Karnofsky-Performance
Status, donor type and match, type of conditioning, and stem cell source. The P-values refer to the comparison of
the respective category with the first one. Bold-faced text indicates parameters showing statistically significant

differences.

Z’?i.egzs oS 5 DFS 5 Relapse 5
P (%) HR (95% Cl) HR (95% ClI) HR (95% CI)
Early remission
MAC 38 (48) 1.0 1.0 1.0
RIC 41 (52) 0.85(0.35-2.07) | 0.727 | 0.84 (0.34-2,04) | 0.700 | 0.60 (0.14-2.42) | 0.468
Delayed remission
MAC 21 (41) 1.0 1.0 1.0
RIC 32 (59) 1.51(0.62-3.66) | 0.366 | 1.53 (0.63-373) | 0.346 | 1.07 (040-2.89) | 0.897

Table 4: Outcome according to type of conditioning in ER versus DR patients.
Univariate analysis was performed by using the Cox proportional hazard regression model in the ER and the DR
subgroup of patients treated with either RIC or MAC prior to alloSCT.
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Figure 1

Figure 1: Outcome of alloSCT in patients achieving early remission (ER) versus delayed remission (DR).
Overall survival (OS), cumulative incidence of relapse (CI-R) and non-relapse mortality (CI-NRM) were
analyzed by Kaplan-Meier (OS) or calculated in a competing risk setting (CI-R, CI-NRM). In patients achieving
early remission (ER) OS and CI-R is significantly better as compared to patients with delayed remission (DR),
whereas no significant difference in NRM between the subgroups was found.
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