
Outcomes of patients with relapsed aggressive adult
T-cell leukemia-lymphoma: clinical effectiveness of
anti-CCR4 antibody and allogeneic hematopoietic
stem cell transplantation  

Adult T-cell leukemia-lymphoma (ATL) is a distinct
type of peripheral T-cell lymphoma (PTCL) caused by
human T-cell lymphotropic virus type I with poor out-
comes.1 To improve these results, up-front allogeneic
hematopoietic stem cell transplantation (allo-HSCT) is
considered in transplant-eligible patients.1,2 Once disease
progression occurs in the absence of allo-HSCT, we
would expect the prognosis to be dismal, as in other
types of PTCL.3-5 However, no large studies have previ-
ously assessed the prognosis of relapsed ATL. Thus, the
clinical impact of treatment choices such as initial salvage
chemotherapy and subsequent allo-HSCT is unclear. 
Recently, mogamulizumab, an anti-CCR4 antibody,

was approved in Japan.6,7 The high response rate with
anti-CCR4 antibody is promising in this setting.
However, there are no available data comparing its effi-
cacy with other chemotherapeutic regimens in patients
with relapsed ATL. Thus, we retrospectively analyzed
the clinical outcomes of patients with relapsed ATL using
a database of 723 patients with relapsed ATL as previous-
ly reported.1,8 That study was approved by the institu-
tional review board of the National Cancer Center in
Tokyo, Japan (No. 2014-179). In our current study, we
included only patients who suffered from relapsed ATL
without prior allo-HSCT. 
The probability of overall survival (OS) was calculated

using the Kaplan-Meier method from the introduction of
first salvage chemotherapy to the date of death. A Cox
proportional hazards regression model was used to ana-
lyze OS. Variables included in the analysis were sex, age
(60 years or younger vs. 61 years or older), modified ATL-
prognostic index (PI, low vs. intermediate vs. high),
chemosensitivity to first-line chemotherapy (sensitive vs.
refractory), year of diagnosis (2000 to 2006 vs. 2007 to
2013), and use of anti-CCR4 antibody as first salvage
chemotherapy (vs. other therapeutic drugs). Modified
ATL-PI was defined as previously reported.1 Patients with
complete remission (CR) or partial remission (PR) were
considered chemosensitive, and those with stable disease
(SD) or progressive disease (PD) were considered chemo-
refractory. Allo-HSCT was included as a time-dependent
variable. Factors that were associated with a two-sided P
value of <0.10 in the univariate analysis were included in
a multivariate analysis. We used a backward stepwise
selection algorithm and retained only statistically signifi-
cant variables in the final model. The statistical analyses
were carried out using the EZR software package
(Saitama Medical Center, Jichi Medical University),
which is a graphical user interface for R (The R
Foundation for Statistical Computing, version 2.13.0).9

A total of 723 patients with relapsed ATL were includ-
ed, as shown in Table 1. The median age was 61 years
(range, 25-70 years), and the median follow up of surviv-
ing patients after the introduction of salvage chemother-
apy was 537.5 days. The median OS after salvage
chemotherapy was 125 days (range, 115-140), and the 1-
year OS rate was 17.8% (95% CI, 15.0-20.8), as shown
in Figure 1A. Out of 723 patients, 132 (18.3%) subse-
quently received allo-HSCT. The probabilities of 1-year
OS were 37.9% (95% CI, 29.6-46.1) in transplanted
patients and 13.1% (95% CI, 10.4-16.0) in non-trans-
planted patients, as shown in Figure 1B. Stratified accord-
ing to the modified ATL prognostic index (ATL-PI) at

diagnosis, the probabilities of 1-year OS were 25.4%
(95% CI, 19.1-32.1) in the low-risk group, 18.0% (95%
CI, 14.4-21.9) in the intermediate-risk group, and 6.2%
(95% CI, 2.7-11.6) in the high-risk group, as shown in
Figure 1C. Stratified according to the modified ATL-PI at
diagnosis and subsequent allo-HSCT, the probabilities of
1-year OS were as follows: in the low-risk group, 21.5%
(95% CI, 14.9-28.9) in non-transplanted patients and
38.5% (95% CI, 23.5-53.2) in transplanted patients
(Figure 1D); in the intermediate-risk group, 12.3% (95%
CI, 9.0-16.2) in non-transplanted patients and 42.7%
(95% CI, 31.4-53.5) in transplanted patients (Figure 1E);
and in the high-risk group, 4.2% (95% CI, 1.4-9.6) in
non-transplanted patients and 16.7% (95% CI, 4.1-36.5)
in transplanted patients (Figure 1F).
Out of 638 evaluable patients, the overall response rate

(ORR) to salvage therapy was 24.8% with a CR rate of
5.8%. Various salvage treatment regimens were used, as
shown in Online Supplementary Table S1. The response
rate of anti-CCR4 antibody (ORR, 47.9%) was signifi-
cantly higher than that of other drugs (ORR, 23.1% using
other drugs; odds ratio 3.06, 95% CI 1.61–5.82, P<0.001).
In terms of OS after the introduction of salvage therapy,
the probability of OS in patients who received anti-CCR4
antibody (1-y OS 32.7%, 95% CI, 20.8–45.1) was signif-
icantly higher than that in those who did not receive anti-
CCR4 antibody as the first salvage chemotherapy (1-y
OS 16.5%, 95% CI, 13.7-19.5, P=0.012), as shown in
Figure 2A. In multivariate analysis, age, modified ATL-PI,
chemosensitivity to first-line chemotherapy, year of diag-
nosis, allo-HSCT, and use of anti-CCR4 antibody
remained significant, as shown in Online Supplementary
Table S2. In a subgroup analysis of non-transplanted
patients (n = 591), the probability of 1-year OS in
patients who received anti-CCR4 antibody as the first
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Table 1. Patient characteristics (n=723).
Factor N (%)

Total number of patients 723
Age at diagnosis 
Median (range) 61 (25-70)

Sex (%) Female 315 (43.6) 
Male 408 (56.4) 

ATL subtype Acute 500 (69.2) 
Lymphoma 223 (30.8) 

Modified ATL-PI at diagnosis Low 177 (24.5) 
Intermediate 422 (58.4) 

High 124 (17.2) 
Induction chemotherapy mLSG15 332 (49.1) 

CHOP 254 (37.6) 
THP-COP 38 ( 5.6) 
Others 99 (13.7) 

Chemosensitivity to induction No 456 (64.6) 
chemotherapy Yes 250 (35.4)

Allogeneic transplant performed No 591 (81.7)
after relapse Yes 132 (18.3) 
ATL: adult T-cell leukemia-lymphoma; ATL-PI: ATL-prognostic index; mLSG15: vin-
cristine (VCR), cyclophosphamide (CY), doxorubicin (DOX) and prednisone
(PSL), DOX, ranimustine (MCNU), and PSL-vindesine (VDS), etoposide (ETO), car-
boplatin (CBDCA), and PSL; CHOP: CY, DOX, VCR, and PSL; THP-COP: pirarubicin,
CY, VCR, and PSL; EPOCH: ETO, PSL, VCR, CY, and DOX; mEPOCH: ETO, DOX, VCR,
PSL, and CBDCA.13



salvage therapy (29.7%, 95% CI, 16.1-44.6) was signifi-
cantly higher than in those who did not (11.9%, 95% CI,
9.3-14.9), as shown in Figure 2B (P=0.011). 
We also performed a subgroup analysis of transplanted

patients (n=132). In addition to 18 patients who received
anti-CCR4 antibody as the first salvage chemotherapy, 6
patients subsequently received anti-CCR4 antibody
before allo-HSCT and 1 patient received it as a part of the

first-line chemotherapy. Thus, a total of 25 patients
received anti-CCR4 antibody before allo-HSCT.
Pretransplant disease status is shown in Online
Supplementary Table S3. The median interval between the
last anti-CCR4 antibody administration and allo-HSCT
was 49 days in this cohort (range, 10–1077). The cumu-
lative incidences of relapse after allo-HSCT at 1 year
were 54.0% (95% CI, 30.6-72.6) in patients who
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Figure 1. Overall survival rate after the introduction of salvage chemotherapy. Overall survival rate after the introduction of salvage chemotherapy in the entire
cohort (A). Overall survival rate by transplantation status (B) and by modified ATL-PI (C). Overall survival rate by transplantation status in a subgroup analysis of
patients in the low-risk group (D), in the intermediate-risk group (E), and in the high-risk group (F).
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received anti-CCR4 antibody before allo-HSCT and
46.9% (95% CI, 37.1-56.0) in those who did not (Figure
2C). The cumulative incidences of non-relapse mortality
after allo-HSCT at 1 year tended to be higher in patients
who received anti-CCR4 antibody before allo-HSCT
(40.0%, 95% CI, 20.6-58.7) than in those who did not
(29.0%, 95% CI, 20.7-37.8), although there was no sta-
tistically significant difference (P=0.379, Figure 2D). The
probabilities of OS after allo-HSCT at 1 year were 32.0%
in patients who received anti-CCR4 antibody before allo-
HSCT (95% CI, 15.2-50.2) and 33.6% in those who did
not (95% CI, 24.9-42.6, Figure 2E). In evaluable patients
with data on acute GvHD (n=127), grade 3 to 4 acute

GvHD occurred in 6 (25.0%) patients who received anti-
CCR4 antibody and in 19 (18.4%) patients who did not. 
This study used a large database of aggressive ATL

patients and demonstrated for the first time the very poor
survival outcome of this population after relapse. The
median OS after the first salvage chemotherapy was only
125 days, with a low response rate to salvage chemother-
apy (ORR 24.8%). This indirectly emphasizes the impor-
tance of treatment strategies incorporating up-front allo-
HSCT while ATL is under control with first-line
chemotherapy. However, a significant proportion of
patients did suffer from relapse or progressive disease
before a planned up-front allo-HSCT. In this study, a
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Figure 2. Overall survival rate focusing on the use of anti-CCR4 antibody.
Overall survival rate after the introduction of salvage chemotherapy by use
of anti-CCR4 antibody in the entire cohort (A) and in non-transplanted
patients (B). Cumulative incidence of relapse or progression (C), non-
relapse mortality (D), and overall survival rate (E) after allo-HSCT grouped
according to the use of anti-CCR4 antibody before allo-HSCT.  
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large number of patients who underwent allo-HSCT after
the first salvage chemotherapy achieved long-term sur-
vival. Therefore, allo-HSCT should be considered in
transplant-eligible patients after relapse or progression.
There is no established salvage regimen in patients

with relapsed ATL. In our study, anti-CCR4 antibody
showed a promising response rate that was significantly
higher than that of other regimens, suggesting that anti-
CCR4 antibody is a valuable option for salvage
chemotherapy, although a marginal transient improve-
ment was observed. However, in transplant-eligible
patients, there is a major concern that anti-CCR4 anti-
body might increase the risk of severe/refractory GvHD
after allo-HSCT, and therefore the indication for anti-
CCR4 antibody should be carefully determined.8,10 In our
current cohort, the cumulative incidence of NRM, and
the risk of grade 3 to 4 acute GvHD were higher, though
not significantly so, in patients who received anti-CCR4
antibody before allo-HSCT than in those who did not;
this is consistent with our previous report.8,11 The reason
for the lack of statistical significance in these clinical out-
comes is possibly the much smaller sample size of
patients who received allo-HSCT following anti-CCR4
antibody in this cohort. However, the risk of severe acute
GvHD does not completely preclude the possibility of
administering anti-CCR4 antibody to transplant-eligible
patients with relapsed ATL. Without appropriate control
of ATL before allo-HSCT, the clinical outcome after allo-
HSCT is unsatisfactory.8,12 Therefore, anti-CCR4 anti-
body may still be an important option in transplant-eligi-
ble patients with uncontrolled ATL. When patients
undergo allo-HSCT after treatment that includes anti-
CCR4 antibody, the timing of HSCT and intensification
of GvHD prophylaxis should be carefully determined. 
In conclusion, our retrospective analysis clearly

showed that the prognosis of patients with relapsed ATL
was dismal, although some patients might be rescued by
treatment strategies incorporating allo-HSCT. Anti-CCR4
antibody was demonstrated to be a valuable option in
this setting. In the treatment of relapsed ATL patients,
approaches that include anti-CCR4 antibody, novel
agents, and allo-HSCT should be further explored in the
future. 
Shigeo Fuji,1,2 Atae Utsunomiya,3 Yoshitaka Inoue,4

Takashi Miyagi,5 Satsuki Owatari,6 Yasushi Sawayama,7
Yukiyoshi Moriuchi,8 Ilseung Choi,9 Takero Shindo,10
Shin-ichiro Yoshida,11 Satoshi Yamasaki,12
Takuhiro Yamaguchi13 and Takahiro Fukuda1

1Department of Hematology, Osaka International Cancer Institute;
2Department of Hematopoietic Stem Cell Transplantation, National
Cancer Center Hospital, Tokyo; 3Department of Hematology, Imamura
General Hospital, Kagoshima; 4Department of Hematology,
Kumamoto University Hospital; 5Department of Hematology, Heart-
Life Hospital, Okinawa; 6Department of Hematology, National
Hospital Organization Kagoshima Medical Center; 7Department of
Hematology, Nagasaki University Hospital; 8Department of
Hematology, Sasebo City General Hospital, Nagasaki; 9Department
of Hematology, National Hospital Organization Kyushu Cancer
Center, Fukuoka; 10Department of Hematology, Respiratory Medicine

and Oncology, Saga University School of Medicine; 11Department of
Hematology, National Hospital Organization Nagasaki Medical
Center; 12Department of Hematology and Clinical Research Institute,
National Hospital Organization Kyushu Medical Center, Fukuoka
and  13Division of Biostatistics, Tohoku University Graduate School of
Medicine, Sendai, Japan
Correspondence: fujishige1231@gmail.com

doi:10.3324/haematol.2017.184564
Funding: this research was partially supported by the Practical

Research for Innovative Cancer Control from the Japan Agency for
Medical Research and Development (17ck0106342h0001) and the
National Cancer Research and Development Fund (29-A-14).
Information on authorship, contributions, and financial & other dis-

closures was provided by the authors and is available with the online
version of this article at www.haematologica.org.

References

1. Fuji S, Yamaguchi T, Inoue Y, et al. Development of a modified prog-
nostic index for patients with aggressive adult T-cell leukemia-lym-
phoma aged 70 years or younger: possible risk-adapted management
strategies including allogeneic transplantation. Haematologica.
2017;102(7):1258-1265.

2. Bazarbachi A, Cwynarski K, Boumendil A, et al. Outcome of
patients with HTLV-1-associated adult T-cell leukemia/lymphoma
after SCT: a retrospective study by the EBMT LWP. Bone Marrow
Transplant. 2014;49(10):1266-1268.

3. Chihara D, Fanale MA, Miranda RN, et al. The survival outcome of
patients with relapsed/refractory peripheral T-cell lymphoma-not
otherwise specified and angioimmunoblastic T-cell lymphoma. Br J
Haematol. 2017;176(5):750-758.

4. Mak V, Hamm J, Chhanabhai M, et al. Survival of patients with
peripheral T-cell lymphoma after first relapse or progression: spec-
trum of disease and rare long-term survivors. J Clin Oncol.
2013;31(16):1970-1976.

5. Skamene T, Crump M, Savage KJ, et al. Salvage chemotherapy and
autologous stem cell transplantation for peripheral T-cell lymphoma:
a subset analysis of the Canadian Cancer Trials Group LY.12 random-
ized phase 3 study. Leuk Lymphoma. 2017:58(10):2319-2327.

6. Yamamoto K, Utsunomiya A, Tobinai K, et al. Phase I study of KW-
0761, a defucosylated humanized anti-CCR4 antibody, in relapsed
patients with adult T-cell leukemia-lymphoma and peripheral T-cell
lymphoma. J Clin Oncol. 2010;28(9):1591-1598.

7. Ishida T, Joh T, Uike N, et al. Defucosylated anti-CCR4 monoclonal
antibody (KW-0761) for relapsed adult T-cell leukemia-lymphoma: a
multicenter phase II study. J Clin Oncol. 2012;30(8):837-842.

8. Fuji S, Inoue Y, Utsunomiya A, et al. Pretransplantation Anti-CCR4
antibody mogamulizumab against adult T-Cell leukemia/lymphoma
is associated with significantly increased risks of severe and corticos-
teroid-refractory graft-versus-host disease, nonrelapse mortality, and
overall mortality. J Clin Oncol. 2016;34(28):3426-3433.

9. Kanda Y. Investigation of the freely available easy-to-use software
'EZR' for medical statistics. Bone Marrow Transplant.
2013;48(3):452-458.

10. Fuji S, Shindo T. Friend or foe? Mogamulizumab in allogeneic
hematopoietic stem cell transplantation for adult T-cell
leukemia/lymphoma. Stem Cell Investig. 2016;3:70.

11. Ishitsuka K, Yurimoto S, Kawamura K, et al. Safety and efficacy of
mogamulizumab in patients with adult T-cell leukemia-lymphoma
in Japan: interim results of postmarketing all-case surveillance. Int J
Hematol. 2017;106(4):522-532.

12. Fujiwara H, Fuji S, Wake A, et al. Dismal outcome of allogeneic
hematopoietic stem cell transplantation for relapsed adult T-cell
leukemia/lymphoma, a Japanese nation-wide study. Bone Marrow
Transplant. 2017;52(3):484-488.

haematologica 2018; 103:e214

LETTERS TO THE EDITOR


