
│ https://www.e-crt.org │304 Copyright  2023   by  the Korean Cancer Association
 This is an Open-Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/licenses/by-nc/4.0/) 

which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited.

Introduction

High-dose therapy (HDT) followed by autologous stem 
cell transplantation (ASCT) is the standard treatment for  
patients with relapsed, refractory, or high-risk non-Hodg-
kin’s lymphoma (NHL) [1]. Carmustine (bis-chloroethylni-
trosourea, BCNU)-containing conditioning regimens such as 
BCNU/etoposide/cytosine arabinoside/melphalan (BEAM) 
and BCNU/etoposide/cytosine arabinoside/cyclophospha-
mide (BEAC) are the most used conditioning regimens for 
ASCT of lymphoma over the last two decades. With the aim 
of improving outcomes and reducing toxicities associated 
with ASCT for lymphoma, several studies on conditioning 
regimens have been performed [2-4]. 

Several studies have proposed busulfan, cyclophospha-
mide, and etoposide (BuCE) as an alternative to BCNU-
containing conditioning regimens, which are widely used 
in current practice [5]. The 3-year progression-free survival 
(PFS) of patients receiving BuCE was 31%-47%, with an over-
all survival (OS) rate of approximately 43% at 3 years [5,6]. 
However, since most of the patients undergoing ASCT have 
previously received anthracycline-containing chemothera-
pies, they may be more susceptible to cardiotoxicities from 
conditioning regimens including high-dose cyclophospha-
mide. Previous reports have shown that BEAC is a more car-
diotoxic regimen than BEAM, due to the differences between 
cyclophosphamide and melphalan [7,8]. Moreover, the num-
ber of elderly patients who undergo ASCT is increasing with 
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improvements in supportive care [9], thereby increasing con-
cerns about cardiotoxicity in ASCT. Thus, we hypothesized 
that preventing the use of high-dose cyclophosphamide in 
ASCT may ameliorate the safety levels associated with using 
conditioning regimens without BCNU.

Recently, the Consortium for Improving Survival of Lym-
phoma (CISL) reported that administering a busulfan, mel-
phalan, and etoposide (BuME) conditioning regimen prior to 
ASCT was a well-tolerated and effective treatment for high-
risk or relapsed NHL [10]. The 2-year PFS and OS rates for all 
the patients were 46.7% (95% confidence interval [CI], 31.8% 
to 60.4%) and 63.7% (95% CI, 47.7% to 76.0%), respectively. 
There was no development of veno-occlusive disease (VOD) 
and no treatment-related death within 100 days after ASCT.

Based on these encouraging results, we performed a rand-
omized phase II study to compare the outcomes of patients 
with relapsed or high-risk NHL receiving BuME and BuCE 
with ASCT.

Materials and Methods

1. Patients
Patients were enrolled between June 2012 and April 2015. 

Patients who were 18-65 years old with a biopsy-proven  
diagnosis of relapsed or primary refractory aggressive 
NHL, who were sensitive to salvage chemotherapy or had 
chemosensitive high-risk NHL (two or three risk factors of 
the age-adjusted international prognostic index) at diagno-
sis were eligible. Patients were required to have an Eastern 
Cooperative Group performance status of 0-2 and adequate 
cardiac, renal, pulmonary, and hepatic functions. Patients 
with a diagnosis of any other malignancy within the past 5 
years except skin basal cell cancer or cervical carcinoma in 
situ, uncontrolled viral disease (such as hepatitis B), known 
human immunodeficiency-positive status, serious or uncon-
trolled systemic disease, or pregnant/breastfeeding were  
excluded. The study was registered at ClinicalTrial.gov (NCT 
03794167).

2. Study design and treatment
This was a prospective, open-labeled, randomized, mul-

ticenter phase II study. It was conducted in 17 specialized 
centers for lymphoma treatment, including ASCT. Based 
on histologic subtype (B cell vs. T cell), response state at 
transplantation (complete response [CR] vs. no CR) and res-
ponse state at transplantation (upfront ASCT vs. refractory/ 
relapsed), the patients were stratified into groups.

Peripheral blood stem cells (PBSCs) were mobilized pri-
marily with granulocyte colony-stimulating factor (G-CSF) 
alone or with chemotherapy and G-CSF without purge.  

Hematopoietic stem cells (minimum number, > 2×106 CD34+ 
cells/kg) were collected from all patients in each participat-
ing institution using a large-volume leukapheresis appara-
tus with a central venous catheter. Cells were cryopreserved 
with dimethylsulfoxide (DMSO) to achieve a final DMSO 
concentration of 4.35%-7.5%. The cells were stored at ‒80°C. 
Each frozen PBSC product bag was thawed rapidly in a wa-
ter bath at 40°C and at the patient’s bedside. The frozen PB-
SCs were infused on day 0.

Eligible patients were randomly assigned to receive either  
BuME or BuCE as a conditioning regimen of high-dose che-
motherapy. The BuME regimen was comprised of busulfan 
(3.2 mg/kg/day, intravenously), administered on days ‒7, 
‒6, and ‒5, etoposide (400 mg/m2 intravenously) on days ‒5 
and ‒4, and melphalan (50 mg/m2/day intravenously) on 
days ‒3 and ‒2. The BuCE regimen was consisted of busul-
fan (3.2 mg/kg/day intravenously) on days ‒7, ‒6, and ‒5, 
etoposide (400 mg/m2/day intravenously) on days ‒5 and 
‒4, and cyclophosphamide (50 mg/kg/day intravenously) 
on days ‒3 and ‒2. The treatment was administered via a 
central vein catheter using a controlled-rate infusion pump. 
Phenytoin (300 mg) was administered orally during intrave-
nous busulfan therapy and 1 day after; it was initiated on 
the evening before or on the morning of the first dose. ASCT 
was performed 48 hours after the last dose of melphalan or  
cyclophosphamide. Patients received care in single rooms, 
and the protocols for antimicrobial prophylaxis of each par-
ticipating center were followed. All patients received 5 μg/
kg filgrastim or lenograstim daily and subcutaneously after 
day 3. It was stopped when an absolute neutrophil count 
(ANC) ≥ 1.5×109/L was achieved for three days.

3. Endpoint
The primary endpoint of the study was 2-year PFS, calcu-

lated from the date of transplantation to the date of relapse, 
progression, or death from any cause. The secondary end-
points were OS and safety. OS was calculated from the day of 
transplantation to death from any cause. Patients who were 
alive at the time of the last follow-up were censored. Non-
relapse mortality (NRM) was defined as the time from day 
0 to death not related to disease recurrence or progression.  
Engraftment was defined as the first of three consecutive days 
with an ANC ≥ 0.5×109/L. Platelet engraftment was defined 
as the first of seven consecutive days with a platelet count of  
≥ 20×109/L without transfusion support. Toxicity was classi-
fied using the modified National Cancer Institute Common 
Toxicity Criteria ver. 4.0 (National Cancer Institute, Bethesda, 
MD). Any non-hematological organ dysfunction from day 0 
to day 28 was considered regimen-related toxicity and was 
graded according to the criteria of Bearman et al. [11].

The patients were followed up by treating physicians 
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every 3 months for the first 2 years after ASCT and every 6 
months for 5 years. Tumor responses were assessed using the 
modified International Working Group criteria [12]. Follow-
up examinations after ASCT were conducted every 3 months 
for 2 years and every 6 months for the next 3 years.

4. Statistical analyses
There was an expected increase in 2-year PFS rates from 

40% to 60% with a 5% alpha and 80% power. The calculat-
ed minimum sample size of each group was 39; thus, the 
planned sample size was 78. 

For the OS analysis, the Kaplan-Meier method, log rank 
test, and multivariate Cox proportional hazard model were 
used. For the multivariate analysis, a stepwise selection 
procedure was used: all variables that were significant in 
the univariate analysis (p ≤ 0.1) were included in the multi-
variate analysis. Hazard ratios and 95% CIs were estimated  
using a predetermined reference risk of 1.0. Statistical signifi-
cance was set at p < 0.05. R statistical software ver. 3.5.0 (the 
R Foundation for Statistical Computing, Vienna, Austria; 
http://www.r-project.org) and EZR (Saitama Medical Cent-
er, Jichi Medical University, Saitama, Japan) were used for 
all statistical analyses. EZR (ver. 1.41) is a modified version 
of R commander (http://www.jichi.ac.jp/saitama sct/Saita-
maHP.files/statmedEN.html).

Results

1. Patient characteristics
Seventy-eight patients were eligible for this study. How-

ever, three patients were excluded: two with disease pro-
gression before treatment initiation and one whose hospital 
become the exclusion center in this study. Thus, 75 patients 
were enrolled (Fig. 1). Of these, 36 received BuME, and 39 
received BuCE. The median age of the patients was 52 years 
(range, 18 to 64 years). The histologic diagnoses for both 
groups were: B-cell NHL (n=50, 66.7%) and T-cell NHL 
(n=25, 33.3%), which included peripheral T-cell lymphoma 
(n=19, 25.3%), and extranodal natural killer/T-cell lympho-
ma, nasal type (n=6, 8%). Fifty-one patients (68%) were at 
high risk for remission and received upfront ASCT. Twelve 
patients (16%) were refractory to induction therapy but sen-
sitive to salvage chemotherapy, and 12 patients (16%) had 
chemosensitive relapse. When the demographics, disease, 
and transplantation characteristics were compared between 
the conditioning regimen groups (Table 1), there was no sig-
nificant difference between the two groups.

2. Response and survival
With a median follow-up of 3.75 years, the 2-year PFS and 

2-year OS rates in the overall study population were 62.6% 
(95% CI, 50.3 to 72.6) and 80.2% (95% CI, 68.8 to 87.8) (Fig. 2), 
respectively. 

There was no difference in PFS and OS between the BuME 
and BuCE groups (Fig. 2). The 2-year PFS rates were 65.4% 
(95% CI, 47.1 to 78.7) and 60.6% (95% CI, 42.7 to 73.7) for the 
BuME and BuCE (p=0.746) (Fig. 3A) groups, respectively. The 
2-year OS was 85.3% (95% CI, 68.2 to 93.6) and 75.9% (95% 
CI, 58.8 to 86.7) for the BuME and BuCE groups (p=0.376) 
(Fig. 3B), respectively. 

For the patients with disease progression, 22 received sal-
vage treatments (chemotherapy or radiotherapy): 10 in the 
BuME group and 12 in the BuCE group. Four patients in 
the BuME group (partial response [PR], 2; CR, 2) and eight  
patients in the BuCE group achieved a response (4 PR, 4 CR). 
One patient in the BuME group and four in the BuCE group 
received allogeneic hematopoietic stem cell transplantation. 

3. Engraftment and toxicity
The median dose of transplanted CD34+ cells was 6.38×106/

kg (range, 2.02×106/kg to 45.07 ×106/kg) in the BuME group 
and 9.14×106/kg (range, 2.0×106/kg to 31.5×106/kg) in the 
BuCE group. The median hospitalization duration was 26.5 
(range, 14 to 55 days) and 26 (range, 17 to 68 days) in the 
BuME and BuCE groups, respectively.

All the 75 patients achieved engraftment of neutrophils 
(median, day 10; range, 0 to 35) and platelets (median, day 
9; range, 0 to 50). The median neutrophil engraftment time 
was 10 days (range, 0 to 21 days) and 9 days (range, 0 to 

Randomly assigned
to BuME (n=36)

Randomly assigned
to BuCE (n=39)

Stratification:
- Histologic subtype (B cell vs. T cell)
- Response state at transplantation (CR vs. no CR)
- State of transplantation
  (upfront ASCT vs. refractory/relapsed) 

Excluded:
- Progression before
  randomization (n=2)
- Exclusion of institution (n=1)

Patients enrolled (n=78)

Fig. 1.  Trial profile. ASCT, autologous stem cell transplanta-
tion; BuCE, busulfan, cyclophosphamide, and etoposide; BuME,  
busulfan, melphalan, and etoposide; CR, complete response.
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Table 1.  Demographic, disease and transplantation characteristics of patients according to conditioning chemotherapy

 BuME (n=36) BuCE (n=39) p-value

Age, median (range, yr) 51 (18-64) 55 (30-62) 0.163
> 60 yr of age at ASCT 5 (13.9) 4 (10.3) 0.730
Sex   
    Male 23 (63.9) 28 (71.8) 0.621
    Female 13 (36.1) 11(28.2) 
Histologic subtype   
    B-cell lymphoma 24 (66.7) 26 (66.7) > 0.99
        Diffuse large B-cell lymphoma 21 (58.3) 25 (64.1) 
        Mantle cell lymphoma 3 (8.3) 1 (2.6) 
    T-cell lymphoma 12 (33.3) 13 (33.3) 
        Peripheral T-cell lymphoma, unspecified 0 ( 6 (15.4) 
        Extranodal NK/T-cell lymphoma, nasal type 4 (11.1) 2 (5.1) 
        Angioimmunoblastic T-cell lymphoma 5 (13.9) 1 (2.6) 
        Enteropathy-associated T-cell lymphoma 1 (2.8) 0 ( 
        Anaplastic large cell lymphoma (ALK–) 2 (5.6) 4 (10.3) 
Ann Arbor stage at diagnosis   
    1 2 (5.6) 5 (12.8) 0.568
    2 6 (16.7) 5 (12.8) 
    3 13 (36.1) 10 (25.6) 
    4 15 (41.7) 19 (48.7) 
B symptoms at diagnosis 3 (8.3) 5 (12.8) 0.713
IPI at diagnosis   
    Low/low-intermediate (0-2) 20 (55.6) 17 (43.6) 0.359
    High-intermediate/high (3-5) 16 (44.4) 22 (56.4) 
BM involvement at diagnosis 4 (11.1) 5 (12.8) > 0.99
Bulky disease at diagnosis 0 ( 2 (5.1) 0.494
Extranodal involvement at diagnosis 14 (38.9) 16 (41.0) > 0.99
Time from diagnosis to ASCT, median (range, mo) 7.25 (3.5-146.8) 7.0 (4.3-114.7) 0.758
Performance state at transplantation (ECOG)   
    0 15 (41.7) 14 (35.9) 0.332
    1 21(58.3) 22 (56.4) 
    2 0 ( 3 (7.7) 
State of transplantation   
    High risk in remission (upfront ASCT) 25 (69.4) 26 (66.7) 0.506
    Refractory to induction treatment 7 (19.4) 5 (12.8) 
    Chemosensitive relapse 4 (11.1) 8 (20.5) 
No. of prior chemotherapy regimens   
    1 26 (72.2) 30 (76.9) 0.890
    2 9 (25.0) 8 (20.5) 
    ≥ 3 1 (2.8) 1 (2.6) 
Response state at transplantation   
    CR 26 (72.2) 31 (79.5) 0.590
    No CR 10 (27.8) 8 (20.5) 
Transplanted cell dose   
    CD34+ cell (×106/kg), mean (range) 6.38 (2.02-45.07) 9.14 (2.0-31.5) 0.485

Values are presented as number (%) unless otherwise indicated. ALK, anaplastic lymphoma kinase; ASCT, autologous stem cell transplan-
tation; BM, bone marrow; BuCE, busulfan, cyclophosphamide, and etoposide; BuME, busulfan, melphalan, and etopodise; CR, complete 
response; ECOG, Estern Cooperative Oncology Group; IPI, international prognostic index; NK, natural killer.
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35 days) in the BuME and BuCE groups, respectively. The  
median platelet engraftment time was 11 days (range, 0 to 33 
days) and 8 days (range, 0 to 50 days) in the BuME and BuCE 
groups, respectively.

The most frequent nonhematologic toxicities were nau-
sea/vomiting, mucositis, and diarrhea in both groups. 
Three patients (7.7%) in the BuCE group had mild VOD and  
recovered completely. There was no VOD in the BuME group. 
Three patients (8.4%) in BuME group developed grade 1-2 
cardiotoxicity, and all of them recovered completely (Table 
2). 

There was no NRM within 100 days after transplantation 
in the overall study population. One patient in each group 
had NRM after 100 days of transplantation. A male patient 
who received BuME for diffuse large B-cell lymphoma 
(DLBCL) at the age of 50 years relapsed after 3.8 months 

of transplantation; he committed suicide 11 months later. 
He did not receive any treatment after DLBCL relapse. A 
52-year-old female patient who received BuCE for DLBCL 
died from acute hepatitis of unknown origin four months  
after transplantation.

4. Prognostic factor for survival
The risk factor analysis for PFS is shown in Table 3. In 

the univariate analysis, there was no significant difference  
between the BuME and BuCE groups, but being female, hav-
ing undergone one prior chemotherapy session were associ-
ated with improved PFS. 

Being male and having undergone ≥ 2 chemotherapy lines 
before transplantation were independent risk factors for PFS 
in the multivariate analyses (Table 3).
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Fig. 2.  (A) Progression-free survival in overall population (n=75). (B) Overall survival in overall population (n=75).
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Discussion 

The 2-year PFS rate was 65.4% in the BuME group and 
60.6% in the BuCE group, with no difference between the 
two groups. The 2-year OS rates were 85.3% and 75.9% in 
the BuME and BuCE groups, respectively, with no differenc-
es between the two groups. BCNU-containing conditioning 
regimens such as BEAM and BEAC are the most used and 
accepted standard conditioning regimens in ASCT for lym-
phoma [2,13]. However, the availability of BCNUs is limited 
in some countries. Therefore, our working group (CISL) per-
formed several studies to develop a conditioning regimen to 
replace BCNU-containing regimens. In the previous phase II 
study of the BuME conditioning regimen that we performed, 
the BuME conditioning regimen when administered prior to 
ASCT was well-tolerated and effective for patients with high-
risk or relapsed NHL [10]. Thus, in this study, we compared 
BuME and BuCE. We found that BuME and BuCE were effec-
tive conditioning regimens. No significant differences were 
observed in PFS between the BuCE and BuME groups. This 
is the first study to compare two busulfan-containing condi-
tioning regimens.

The outcomes of both busulfan-containing conditioning 
regimens in this study and BCNU-containing condition-
ing regimens were similar; however, given that this was a  
direct comparative study, it cannot be regarded as a conclu-
sion [2,9]. In the European Group for Blood and Marrow 

Transplantation (EBMT) registry report, the 2-year PFS rate 
was 63% (95% CI, 58 to 69) for patients who received BEAC 
and 64% (95% CI, 60 to 68) for those who received BEAM 
(p=0.91) [13]. These results were similar to those of studies 
on other non-carmustine alternative conditioning regimens. 
In a study wherein carmustine was replaced with bendamus-
tine in a Benda-EAM (or BeEAM) regimen, Redondo et al. 
[14] reported a 3-year PFS of 58% and OS of 75%. Moreo-
ver, although we included a larger number of patients with  
T-cell lymphoma and an unfavorable prognosis in this study, 
the survival outcomes were similar to those in the study by 
Redondo et al. [14].

HDT followed by ASCT is the standard treatment for 
patients with relapsed, refractory, or high-risk NHL [1]. 
However, the major shortcoming of transplantation is the 
associated severe nonhematologic toxicities, with transplant-
related mortality rates of 1%-5%. In an EBMT registry study 
of BEAM and BEAC, at 100 days, at 1-year and 2-year cumu-
lative incidence of NRM was 2% (95% CI, 1 to 4), 4% (95% 
CI, 2 to 6), and 5% (95% CI, 3 to 7), respectively, for patients 
who received BEAC; and 3% (95% CI, 2 to 4), 3% (95% CI, 2 to 
4), and 3% (95% CI, 2 to 5) for patients who received BEAM 
(p=0.27) [13]. There was no NRM within 100 days after trans-
plantation in the overall population of this study. All the  
patients engrafted to achieve neutrophil and platelet counts 
of > 0.5×109/L and > 20×109/L, respectively. These results 
suggest that both BuME and BuCE are well-tolerated regi-

Table 2.  Toxicities according to conditioning chemotherapy (n=75)

                   
All grade                     BuME (n=36)                   BuCE (n=39)  

p-value
Any adverse event   BuME BuCE  

Gr1-Gr2 Gr3-Gr4 Gr1-Gr2 Gr3-Gr4
 

(Gr3-Gr4)
 (n=36) (n=39)

Toxicities 
    Fever 26 (72.2) 31 (79.5) - - - - 0.590
    Fever with documented organism 7 (19.4) 6 (15.4) - - - - 0.763
    Mucositis  22 (61.1) 22 (56.4) 20 (55.5) 2 (5.6) 20 (51.2) 2 (5.1) > 0.99
    Nausea/Vomiting  26 (72.2) 26 (66.6) 23 (63.9) 3 (8.3) 19 (48.7) 7 (17.9) 0.313
    Diarrhea  18 (50.1) 23 (59.0) 16 (44.5) 2 (5.6) 22 (56.4) 1 (2.6) 0.605
    Hepatic toxicities 4 (11.2) 3 (7.8) 2 (5.6) 2 (5.6) 1 (2.6) 2 (5.2) > 0.99
    Skin 2 (5.6) 1 (2.6) 2 (5.6) 0 ( 1 (2.6) 0 ( -
    Bladder 0 ( 1 (2.6) 0 ( 0 ( 1 (2.6) 0 ( > 0.99
    Pulmonary 6 (16.7) 7 (18.0) 4 (11.1) 2 (5.6) 6 (15.4) 1 (2.6) 0.605
    Renal toxicity 1 (2.8) 3 (7.7) 1 (2.8) 0 ( 3 (7.7) 0 ( > 0.99
    Peripheral neuropathy 1 (2.8) 2 (5.2) 1 (2.8) 0 ( 2 (5.2) 0 ( -
    Veno-occlusive disease  0 ( 3 (7.7) 0 ( 0 ( 3 (7.7) 0 ( -
    Cardiac toxicity 3 (8.4) 0 ( 3 (8.4) 0 ( 0 ( 0 ( -
Death       
    Non-relapsed death 1 (2.8) 1 (2.6) - - - - 
Values are presented as number (%). BuCE, busulfan, cyclophosphamide, and etoposide; BuME, busulfan, melphalan, and etopodise; Gr, 
grade.
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mens. 
In our previous study, we reported that a conditioning reg-

imen with busulfan, melphalan, and thiotepa seemed to be 
too toxic and associated with grades 3-4 mucositis (65%) and 
VOD (46%). The main cause of the toxicity was presumed to 
be triple-alkylating drugs [15]. Therefore, we planned sub-
sequent trials with more caution regarding toxicities. After 
modification of the included drugs, we conducted a phase II 
multicenter study of BuME [10]. Similar to this study, no case 
of VOD was registered in the BuME phase II study. In pre-
vious studies on busulfan, cyclophosphamide (BuCy), there 
have been concerns about VOD, which is the commonest 
registered life-threatening toxicity [16]. In vitro, busulfan and 
cyclophosphamide metabolites deplete hepatic glutathione 
levels, and thereby inducing oxidative stress and hepatotox-
icity [17]. High-dose cyclophosphamide may significantly  
increase the risk of developing VODs [16]. Thus, newer condi-
tioning regimens were evaluated, including those with low-
er busulfan doses and/or an addition of other medications, 

such as etoposide [18]. The incidence of severe VOD was  
reduced by 3%-10%. Kim et al. [5] reported mild VOD (4.7%) 
and moderate VOD (1.6%) in a retrospective study on BuCE 
conditioning. In our study, three patients in the BuCE group 
had VOD; one of them had VOD with a concurrent infection. 
However, all patients had mild to moderate VOD, and they 
recovered fully. Another major non-hematologic toxicity, car-
diotoxicity, is a common complication associated with high-
dose cyclophosphamide. BEAC is generally more cardiotoxic 
than BEAM because of the differences between cyclophos-
phamide and melphalan [8]. Based on this, we hypothesized 
that BuCE would be more cardiotoxic than BuME. However, 
no cardiotoxicity was observed in the BuCE group. Three  
patients in the BuME group had grades 1-2, and 2/3 patients 
had a concurrent infection. All the patients recovered fully. 
Melphalan as well as cyclophosphamide is arrhythmogen-
ic chemotherapeutic agent [19]. Our results confirmed that 
BuME and BuCE were relatively safe conditioning regimens; 
however, they had slightly different toxicity profiles. There-

Table 3.  Risk factor analysis of progression-free survival

Variable 
No. of  PFS rate                     Univariate analysis                     Multivariate analysis 

 patients at 2 yr (%) p-value HR (95% CI) p-value HR (95% CI)

Conditioning regimen
    BuME 36 65.4 (47.1-78.7) 0.746 0.885 (0.41-1.86) 0.768 0.893 (0.420-1.897)
    BuCE 39 60.0 (42.7-73.7)  1.000 (  1.000 (
Sex     
    Male 51 52.8 (37.9-67.7) 0.023 3.411 (1.181-9.853) 0.006 2.813 (0.952-8.307)
    Female 24 83.1 (61.0-93.3)  1.000 (  1.000 (
No. of prior chemotherapies      
    1 56 69.1 (55.0-79.5) 0.018 1.000 ( 0.012 1.000 (
    ≥ 2 19 40.6 (17.6-62.7)  2.000 (2.573-1.175)  1.875 (0.796-4.420)
Response state at transplantation      
    CR 57 68.1 (54.2-78.6) 0.071 1.000 ( 0.512 1.000 (
    No CR 18 41.3 (16.8-64.5)  2.087 (0.938-4.642)  1.341 (0.558-3.220)
Histologic subtype      
    B cell 50 60.5 (45.3-72.7) 0.537   
    T cell 25 66.2 (43.4-81.6)    
IPI at diagnosis      
    Low/low-intermediate   37 63.4 (45.3-76.9) 0.926   
    High-intermediate/high 38 62.8 (44.1-75.3)    
BM involvement at diagnosis      
    No 67 65.2 (52.1-75.6) 0.259   
    Yes   8 44.4 (13.6-71.9)    
Extranodal involvement 
  at diagnosis      
    No 45 66.2 (50.2-78.0) 0.444   
    Yes 30 56.8 (36.3-72.9)    
BM, bone marrow; BuCE, busulfan, cyclophosphamide, and etoposide; BuME, busulfan, melphalan, and etopodise; CI, confidence inter-
val; CR, complete response; HR, hazard ratio; IPI, international prognostic index; PFS, progression-free survival.
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fore, a more careful baseline comorbidity assessment of  
patients is required with a reliable predictive marker of seri-
ous toxicity.

Recently, several studies have assessed the effects of add-
ing novel agents to conditioning regimens on outcomes. In 
a Center for International Blood and Marrow Transplant 
Research (CIBMTR) registry analysis of 862 patients with 
DLBCL who had received first-line therapy (BEAM [n=667] 
or R-BEAM [rituximab plus BEAM; n=195] conditioning) 
between 2003 and 2017, the addition of rituximab to the 
conditioning regimen was not beneficial [20]. Maintenance 
rituximab after transplantation did not improve the event-
free survival in CORAL, and neither did substitution of 
radioimmunotherapy for rituximab as part of the BEAM 
conditioning regimen in the randomized phase III BMT 
CTN 0401 study [21]. Several studies on ASCT for T-cell lym-
phoma have used a modified combination of cytotoxic drugs 
and have shown similar results [22-24]. Thus, in high-dose 
chemotherapy and ASCT for NHL treatment, the efficacy of 
conditioning chemotherapy may be constant. To maximize 
efficacy, we should determine the ASCT and specific condi-
tioning regimen by considering regimen-related toxicities in 
accordance with comorbidities, histologic subtypes, biologi-
cal subtypes, chemosensitivities, and residual tumor burden 
[25]. The results of this study are supportive and provide 
evidence for the choice of two feasible busulfan-containing 
regimens.

However, this study has several limitations. First, this was 
a phase II trial with a small sample size, despite its rand-
omized design. Second, we could not compare busulfan-
containing conditioning regimens with the most used BEAM 
regimen. A phase III comparative study is underway. Third, 
the study population was heterogeneous e.g., different clini-
cal settings and tumor histology; the treatment outcome of 
NHL depends on these factors. Many studies are reporting 
the effectiveness of new treatment modalities such as chi-
meric antigen receptor T cell [26] and novel targeting agents 
[27]. Furthermore, clinical trials of ASCT with a homogenous 
population are needed. 

In conclusion, BuME had a similar efficacy and toxicity 
with BuCE. Thus, both BuME and BuCE may good treatment 
substitutes for BCNU-containing conditioning regimens.

Ethical Statement
The study complied with the principles of the Declaration of Hel-
sinki and guidelines of good clinical practice. The institutional 
review board or ethics committee at each participating center  
approved the study protocol and its amendments. Written infor-
med consent was obtained from all the patients.

Author Contributions
Conceived and designed the analysis: Kim KH, Won JH.
Collected the data: Kim KH, Lee JH, Lee M, Kim HG, Do YR, Park 
Y, Shin HJ, Kim WS, Park SK, Kong JH, Park MR, Yang DH, Kwak 
JY, Kang HJ, Mun YC, Won JH.
Contributed data or analysis tools: Kim KH, Lee JH, Lee M, Kim 
HG, Do YR, Park Y, Oh SY, Shin HJ, Kim WS, Park SK, Kong JH, 
Park MR, Yang DH, Kwak JY, Kang HJ, Mun YC, Won JH.
Performed the analysis: Kim KH, Won JH.
Wrote the paper: Kim KH, Won JH.

ORCID iDs
Kyung Ha Kim  : https://orcid.org/0000-0001-8842-4761
Jong-Ho Won  : https://orcid.org/0000-0001-6176-1442

Conflicts of Interest
Conflict of interest relevant to this article was not reported.

Acknowledgments
This work was supported, in part, by the Soonchunhyang Univer-
sity Research Fund.

Author Details
1Division of Hematology and Oncology, Department of Internal 
Medicine, Soonchunhyang University College of Medicine, Seoul, 
2Deparment of Internal Medicine, Gil Medical Center, Gachon 
University College of Medicine, Incheon, 3Department of Internal 
Medicine, Konkuk University Medical Center and School of Medi-
cine, Seoul, 4Department of Internal Medicine, Institute of Health 
Sciences, Gyeongsang National University Hospital, Gyeongsang 
National University School of Medicine, Jinju, 5Division of Hematol-
ogy-Oncology, Department of Medicine, Dongsan Medical Center, 
Keimyung University, Daegu, 6Division of Hematology/Oncology, 
Department of Internal Medicine, Korea University School of Medi-
cine, Seoul, 7Department of Internal Medicine, Dong-A University 
College of Medicine, Busan, 8Division of Hematology-Oncology, 
Department of Internal Medicine, Pusan National University School 
of Medicine and Medical Research Institute, Pusan National Uni-
versity Hospital, Busan, 9Division of Hematology and Oncology, 
Department of Medicine, Samsung Medical Center, Sungkyunkwan 
University School of Medicine, Seoul, 10Division of Hematology and 
Oncology, Department of Internal Medicine, Soonchunhyang Uni-
versity College of Medicine, Bucheon, 11Division of Oncology and 
Hematology, Department of  Internal Medicine, Wonju Severance 
Christian Hospital, Yonsei University Wonju College of Medicine, 
Wonju, 12Department of Internal Medicine, Wonkwang University 
School of Medicine, Iksan, 13Department of Hematology/Oncology, 
Chonnam National University Hwasun Hospital, Hwasun, 14Divi-
sion of Hematology/Oncology, Department of Internal Medicine, 
Jeonbuk National University Medical School, Jeonju, 15Division of 
Hematology-Oncology, Department of Internal Medicine, Korea 

Kyoung Ha Kim, BuME and BuCE Conditioning Regimens Followed by Autologous SCT for NHL

https://orcid.org/0000-0001-8842-4761
https://orcid.org/0000-0001-6176-1442


312     CANCER  RESEARCH  AND  TREATMENT

Cancer Center Hospital, Korea Institute of Radiological and Medical 
Science, Seoul, 16Department of Internal Medicine, Ewha Womans 

University School of Medicine, Seoul, Korea

1.  Philip T, Guglielmi C, Hagenbeek A, Somers R, Van der Lelie 
H, Bron D, et al. Autologous bone marrow transplantation as 
compared with salvage chemotherapy in relapses of chemo-
therapy-sensitive non-Hodgkin’s lymphoma. N Engl J Med. 
1995;333:1540-5.

2.  Mills W, Chopra R, McMillan A, Pearce R, Linch DC, Gold-
stone AH. BEAM chemotherapy and autologous bone mar-
row transplantation for patients with relapsed or refractory 
non-Hodgkin’s lymphoma. J Clin Oncol. 1995;13:588-95.

3.  Salar A, Sierra J, Gandarillas M, Caballero MD, Marin J,  
Lahuerta JJ, et al. Autologous stem cell transplantation for 
clinically aggressive non-Hodgkin’s lymphoma: the role of 
preparative regimens. Bone Marrow Transplant. 2001;27:405-
12.

4.  Philip T, Chauvin F, Armitage J, Bron D, Hagenbeek A, Biron 
P, et al. Parma international protocol: pilot study of DHAP fol-
lowed by involved-field radiotherapy and BEAC with autolo-
gous bone marrow transplantation. Blood. 1991;77:1587-92.

5.  Kim JG, Sohn SK, Chae YS, Yang DH, Lee JJ, Kim HJ, et al. 
Multicenter study of intravenous busulfan, cyclophospha-
mide, and etoposide (i.v. Bu/Cy/E) as conditioning regimen 
for autologous stem cell transplantation in patients with non-
Hodgkin’s lymphoma. Bone Marrow Transplant. 2007;40:919-
24.

6.  Isidori A, Christofides A, Visani G. Novel regimens prior to 
autologous stem cell transplantation for the management of 
adults with relapsed/refractory non-Hodgkin lymphoma 
and Hodgkin lymphoma: alternatives to BEAM conditioning. 
Leuk Lymphoma. 2016;57:2499-509.

7.   Kuittinen T, Husso-Saastamoinen M, Sipola P, Vuolteenaho O, 
Ala-Kopsala M, Nousiainen T, et al. Very acute cardiac toxic-
ity during BEAC chemotherapy in non-Hodgkin’s lymphoma 
patients undergoing autologous stem cell transplantation. 
Bone Marrow Transplant. 2005;36:1077-82.

8.  Kuittinen T, Jantunen E, Vanninen E, Mussalo H, Vuolteena-
ho O, Ala-Kopsala M, et al. Cardiac effects within 3 months 
of BEAC high-dose therapy in non-Hodgkin’s lymphoma  
patients undergoing autologous stem cell transplantation. 
Eur J Haematol. 2006;77:120-7.

9.  Lemieux C, Ahmad I, Bambace NM, Bernard L, Cohen S, 
Delisle JS, et al. Outcome of autologous hematopoietic stem 
cell transplant in older patients with B cell lymphoma when 
selected for fitness and chemosensitive disease. Leuk Res. 
2019;79:75-80.

10.  Kim KH, Kim WS, Kim SJ, Yoon DH, Suh C, Kang HJ, et al. 
Treatment with intravenous busulfan, melphalan, and etopo-
side followed by autologous stem cell transplantation in  
patients with non-Hodgkin’s lymphoma: a multicenter study 
from the consortium for improving survival of lymphoma. 

Transpl Int. 2020;33:1211-9.
11.  Bearman SI, Appelbaum FR, Buckner CD, Petersen FB, Fisher 

LD, Clift RA, et al. Regimen-related toxicity in patients under-
going bone marrow transplantation. J Clin Oncol. 1988;6:1562-
8.

12.  Cheson BD, Horning SJ, Coiffier B, Shipp MA, Fisher RI, 
Connors JM, et al. Report of an international workshop to 
standardize response criteria for non-Hodgkin’s lymphomas. 
NCI Sponsored International Working Group. J Clin Oncol. 
1999;17:1244.

13.  Robinson SP, Boumendil A, Finel H, Dreger P, Sureda A, Her-
mine O, et al. High-dose therapy with BEAC conditioning 
compared to BEAM conditioning prior to autologous stem 
cell transplantation for non-Hodgkin lymphoma: no differ-
ences in toxicity or outcome. A matched-control study of the 
EBMT-Lymphoma Working Party. Bone Marrow Transplant. 
2018;53:1553-9.

14.  Redondo AM, Valcarcel D, Gonzalez-Rodriguez AP, Suarez-
Lledo M, Bello JL, Canales M, et al. Bendamustine as part of 
conditioning of autologous stem cell transplantation in pa-
tients with aggressive lymphoma: a phase 2 study from the 
GELTAMO group. Br J Haematol. 2019;184:797-807.

15.  Lee SC, Kim SJ, Lee DH, Kim WS, Suh C, Won JH. Excessive 
toxicity of once daily i.v. BU, melphalan and thiotepa followed 
by auto SCT on patients with non-Hodgkin’s lymphoma. Bone 
Marrow Transplant. 2010;45:801-2.

16.  Avalos BR, Klein JL, Kapoor N, Tutschka PJ, Klein JP, Copelan 
EA. Preparation for marrow transplantation in Hodgkin’s and 
non-Hodgkin’s lymphoma using Bu/CY. Bone Marrow Trans-
plant. 1993;12:133-8.

17.  Dalle JH, Giralt SA. Hepatic veno-occlusive disease after  
hematopoietic stem cell transplantation: risk factors and 
stratification, prophylaxis, and treatment. Biol Blood Marrow 
Transplant. 2016;22:400-9.

18.  Copelan EA, Penza SL, Pohlman B, Avalos BR, Goormastic M, 
Andresen SW, et al. Autotransplantation following busulfan, 
etoposide and cyclophosphamide in patients with non-Hodg-
kin’s lymphoma. Bone Marrow Transplant. 2000;25:1243-8.

19.  Yanamandra U, Gupta S, Khadwal A, Malhotra P. Melphalan-
induced cardiotoxicity: ventricular arrhythmias. BMJ Case 
Rep. 2016;2016:bcr2016218652.

20.  Jagadeesh D, Majhail NS, He Y, Ahn KW, Litovich C, Ahmed 
S, et al. Outcomes of rituximab-BEAM versus BEAM con-
ditioning regimen in patients with diffuse large B cell lym-
phoma undergoing autologous transplantation. Cancer. 2020; 
126:2279-87.

21.  Vose JM, Carter S, Burns LJ, Ayala E, Press OW, Moskowitz 
CH, et al. Phase III randomized study of rituximab/carmus-
tine, etoposide, cytarabine, and melphalan (BEAM) compared 

References

Cancer Res Treat. 2023;55(1):304-313



VOLUME 55 NUMBER 1 JANUARY 2023     313

with iodine-131 tositumomab/BEAM with autologous hemat-
opoietic cell transplantation for relapsed diffuse large B-cell 
lymphoma: results from the BMT CTN 0401 trial. J Clin Oncol. 
2013;31:1662-8.

22.  Jo JC, Kim JS, Lee JH, Lee JH, Im SN, Lee SM, et al. Busulfan, 
etoposide, cytarabine, and melphalan as a high-dose regimen 
for autologous stem cell transplantation in peripheral T-cell 
lymphomas. Ann Hematol. 2021;100:189-96.

23.  Park SI, Horwitz SM, Foss FM, Pinter-Brown LC, Carson KR, 
Rosen ST, et al. The role of autologous stem cell transplanta-
tion in patients with nodal peripheral T-cell lymphomas in 
first complete remission: report from COMPLETE, a prospec-
tive, multicenter cohort study. Cancer. 2019;125:1507-17.

24.  Roerden M, Walz JS, Muller MR, Sokler M, Federmann B, 

Kanz L, et al. The role of autologous stem cell transplantation 
in peripheral T cell lymphoma: a long-term follow-up single-
center experience. J Cancer Res Clin Oncol. 2019;145:2595-604.

25.  Zahid U, Akbar F, Amaraneni A, Husnain M, Chan O, Riaz 
IB, et al. A review of autologous stem cell transplantation in 
lymphoma. Curr Hematol Malig Rep. 2017;12:217-26.

26.  Schuster SJ, Bishop MR, Tam CS, Waller EK, Borchmann P, 
McGuirk JP, et al. Tisagenlecleucel in adult relapsed or refrac-
tory diffuse large B-cell lymphoma. N Engl J Med. 2019;380: 
45-56.

27.  Viardot A, Goebeler ME, Hess G, Neumann S, Pfreunds-
chuh M, Adrian N, et al. Phase 2 study of the bispecific T-cell  
engager (BiTE) antibody blinatumomab in relapsed/refrac-
tory diffuse large B-cell lymphoma. Blood. 2016;127:1410-6.

Kyoung Ha Kim, BuME and BuCE Conditioning Regimens Followed by Autologous SCT for NHL




