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ABSTRACT

Background. Trabectedin is reported as effective, especially
against translocation-related sarcomas (TRSs) after failure of or
intolerance to standard chemotherapy. We conducted two
phase II studies of TRS, confirming high efficacy of 1.2 mg/m2

trabectedin. The updated data of 66 patients in these studies
was integrated to evaluate the efficacy of trabectedin against
each histological subtype, and analyze final overall survival (OS).
Methods. Trabectedin was administered on day one of a 21-day
cycle. Efficacy was assessed using progression-free survival
(PFS), OS, and best overall response. An analysis of OS and PFS
was performed for subgroups divided by baseline lymphocyte
count (<1,000/lL, �1,000/lL) or number of previous chemo-
therapy regimens (0, 1, 2, �3 regimens), and a Weibull para-
metric model was used to estimate the numerical relationship
between lymphocyte count and PFS and OS.

Results. Median PFS and OS in overall patients were 5.6 (95%
confidence interval [CI]: 4.1–7.3) and 17.5 months (95% CI:
12.6–23.6), respectively. PFS in the myxoid and round-cell lipo-
sarcoma (MRCL) group (7.4 months [95% CI: 5.6–11.1]) was lon-
ger than in the other subtypes. The response rate was also
highest in the MRCL group. Median OS was longer in patients
with baseline lymphocyte counts�1,000/lL than in those with
counts of <1,000/lL, but median PFS was not different
between the two subgroups.
Conclusion. Our updated and pooled data showed that trabec-
tedin exerted prolonged disease control and antitumor effects
in patients with advanced TRS, especially in MRCL.We consider
that the subgroup analyses also provide important information
for trabectedin treatment in patients with TRS. The Oncologist

2017;22:979–988

Implications for Practice: The progression-free survival (PFS) for the integrated data of 66 patients with translocation-related
sarcomas (TRSs) in two phase II studies of trabectedin 1.2 mg/m2 was 5.6 months (95% confidence interval: 4.1–7.3). PFS and
response rate in myxoid/round-cell liposarcoma was longer than that of other subtypes. The overall survival (OS) in all TRS subtypes
was similar to previous data of TRS patients. In subgroup analysis, the patients with baseline lymphocyte count �1,000/lL
exhibited better OS, although PFS was not different by baseline lymphocyte count. Our data are considered important information
for trabectedin treatment in TRS patients.
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INTRODUCTION

Trabectedin, a marine-derived antitumor agent, is reported to
exert its antitumor activity by inhibiting DNA repair through its
binding to the DNA minor groove, and it is used for treating
soft tissue sarcomas (STSs) worldwide. STSs are very rare,
accounting for less than 1% of all adult tumors, and comprise a
heterogeneous group of more than 50 histological subtypes.
Interestingly, trabectedin is reported to inhibit transcription fac-
tors derived from fusion proteins [1, 2], and it is considered
effective, especially against translocation-related sarcomas
(TRSs) [3]. Approximately one-third of all STS subtypes are clas-
sified as TRS.

Surgical resection is the standard treatment for STS, and
chemotherapy is used for patients with unresectable advanced
STS. Doxorubicin-based chemotherapy is recognized as the
standard first-line treatment in STS [4]. However, few therapeu-
tic options exist for patients with STS who previously received
doxorubicin. For patients with STS after failure of conventional
chemotherapy, the median overall survival (OS) has been
reported to be approximately 12 months, with little advance in
the previous years; specifically, van der Graaf et al. [5] reported
a median OS of 12.5 months for pazopanib treatment, Sch€offski
et al. [6] reported a median OS of 13.5 months among eribulin-
treated patients with liposarcoma and leiomyosarcoma, and
Demetri GD et al. [7] reported a median OS of 12.4 months
among trabectedin-treated patients with liposarcoma and
leiomyosarcoma.

We conducted two phase II studies, namely a randomized
phase II study (comparative study) evaluating the efficacy and
safety of trabectedin 1.2 mg/m2 in patients with TRS compared
with best supportive care (BSC) and a single-arm study evaluat-
ing the safety and efficacy of trabectedin in patients random-
ized to BSC in the comparative study and crossed over to
trabectedin after disease progression. The trabectedin dose of
1.2 mg/m2 was chosen on the basis of the results of a phase I
study of patients with STS in Japan [8], although this dose was
lower than the approved initial dose of 1.5 mg/m2 for the treat-
ment of advanced STS in the European Union. In the compara-
tive study, 73 patients (37 in the trabectedin group and 36 in
the BSC group) were included in the efficacy analysis. The
results illustrated that trabectedin reduced the risk of disease
progression or death compared with BSC in patients with TRS.
The median progression-free survival (PFS) was 5.6 months
[95% confidence interval (CI): 4.1–7.5] in the trabectedin group
versus 0.9 months (95% CI: 0.7–1.0) in the BSC group (hazard
ratio 0.07, 95% CI: 0.03–0.16; p< .0001) [9]. Additionally, the
single-arm study, in which 30 patients with TRS were crossed
over to trabectedin, revealed a similar PFS curve (29 patients
were analyzed; median: 7.3 months; 95% CI: 2.9–9.1) and safety
profile to that of the trabectedin group in the comparative
study [10].

In each study, patients with any of 14 different TRS sub-
types were eligible for entry, and the efficacy of trabectedin
possibly differs according to the histological subtype. However,
because of the infrequency of TRS, neither study included suffi-
cient numbers of patients to evaluate the difference in efficacy
by subtype. Moreover, it is necessary to evaluate the efficacy
for more patients with TRS subtypes.

Additionally, the results of both studies were based on the
data accumulated at the cut-off date (February 8, 2014), and

the median OS of trabectedin-treated patients was not reached
(95% CI: 12.8–not estimable) in the comparative study, whereas
the median survival time of 10.3 months (95% CI: 6.6–not esti-
mable) was recorded in the single-arm study [9, 10]. The pro-
portions of patients who died in the two studies were 33% and
38%, respectively. These results suggest that longer follow-up
data are required to evaluate the efficacy of trabectedin regard-
ing OS.

In this analysis, we updated the results of the two phase II
studies and integrated the data of 1.2 mg/m2 trabectedin to
evaluate the efficacy of the drug by each histological subtype
and to investigate factors affecting the OS and PFS.

MATERIALS AND METHODS

Patients
A post hoc analysis was conducted using pooled data of the
efficacy analysis population (66 patients) from two phase II
studies of trabectedin 1.2 mg/m2, the comparative study and
the single-arm study. In the comparative study, patients were
randomly assigned to either the trabectedin or the BSC group
(1:1), and in the single-arm study, patients in the BSC group of
the comparative study were allowed to enroll after their dis-
ease progressed (Fig. 1). In both studies, the eligibility criteria
were identical [9, 10]. The main inclusion criterion of both stud-
ies was a histopathological diagnosis at the study site of TRS
(myxoid/round-cell liposarcoma [MRCL], synovial sarcoma [SS],
alveolar rhabdomyosarcoma, extraskeletal Ewing sarcoma/
primitive neuroectodermal tumor, dermatofibrosarcoma protu-
berans, low-grade fibromyxoid sarcoma, alveolar soft part
sarcoma, clear cell sarcoma, angiomatoid fibrous histiocytoma,
desmoplastic small-round-cell tumor, extraskeletal myxoid
chondrosarcoma, mesenchymal chondrosarcoma, giant cell
fibroblastoma, or endometrial stromal sarcoma) after failure of
or intolerance to standard chemotherapy (for patients with
MRCL, SS, and extraskeletal Ewing sarcoma/primitive neuroec-
todermal tumors, anthracycline-containing chemotherapy regi-
men should be included). Histopathological diagnosis was
confirmed by central pathological review after enrollment of
each patient.

In Figure 1, 37 of the 39 patients who received trabectedin
in the comparative study were included in this pooled analy-
sis. Thirty-six of the 37 patients who received BSC were ana-
lyzed in the comparative study. Three patients were excluded
from the efficacy analysis of the comparative study because
they were diagnosed by central pathological review as non-
TRS. Thirty-one patients were enrolled in the single-arm study;
five patients in the BSC group were not enrolled because they
did not meet the inclusion criteria of the single-arm study
after the end of the comparative study. Twenty-nine were
included in the efficacy analysis of the single-arm study after
excluding two patients (one did not receive trabectedin and
one had a diagnosis by central pathological review of non-
TRS). The final data cut-off date for all data in this analysis was
March 5, 2015.

The study protocol and the informed consent documents
were approved by the institutional review board at each study
site. All patients gave written informed consent before the ini-
tiation of any study-specific procedures. The study was
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conducted in accordance with the ethical principles originating
in or derived from the Declaration of Helsinki, International
Conference on Harmonisation Good Clinical Practice Guide-
lines, and locally applicable laws and regulations.

Study Treatment
In both studies, dexamethasone and a 5-HT3 receptor antago-
nist were intravenously administered on day 1 of a 21-day
treatment cycle. At 30 minutes after the administration of
dexamethasone, trabectedin (1.2 mg/m2) was administered via
the central vein over 24 hours, followed by a 20-day monitoring
period. Patients in the BSC group of the comparative study
received treatments to alleviate symptoms and improve quality
of life, but not anticancer therapies. Regarding the efficacy eval-
uation in each study, the antitumor effect was assessed via a
central radiology imaging review according to the Response
Evaluation Criteria in Solid Tumors version 1.1 [11]. Tumor
assessments via computed tomography or magnetic resonance
imaging were repeated at weeks 4, 8, 12, 18, and 24 and every
8 weeks thereafter in the comparative study and at weeks 6,
12, 18, and 24 and every 8 weeks thereafter in the single-arm
study.

Statistical Analysis
Efficacy was evaluated using PFS (the time from the day of
enrollment in each study until radiologic progression assessed
via a central radiology imaging review or death by any cause),
progression-free rates at 3 and 6 months (Kaplan-Meier esti-
mate at each time point), time to progression (the time from
the day of enrollment in each study until radiologic progression
assessed via a central radiology imaging review), the disease
control rate (the proportion of patients with complete response
[CR], partial response [PR], or stable disease [SD]), the response
rate (the proportion of patients with CR or PR), and OS (the
time from the day of enrollment until death by any cause). We
used the Kaplan-Meier method to calculate the median OS/PFS
and to estimate survival rates at various time points. The distri-
bution of the maximum tumor response rate was presented by
waterfall plot. To evaluate the relationship between patient
background factors and efficacy of trabectedin, subgroup analy-
ses for PFS and OS were performed. The cut-off point of base-
line lymphocyte count (1,000/lL) was determined according to
a previous report by Ray-Coquard et al. [12]. In addition, to
investigate the effect of the lymphocyte count numerically, we
conducted a model analysis. A Weibull parametric model was

Figure 1. Disposition of patients.
Abbreviations: BSC, best supportive care; TRS, translocation-related sarcoma.
†From the comparative study (n 5 37) and the single-arm study (n 5 29), a total of 66 patients was defined as the pooled population.
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used for the subgroup analysis assuming the following model: S
(t)5 exp (2exp (log (t)2 a 2 bx)/r), where t is OS or PFS
(months), a is an intercept, b is a vector of regression coeffi-
cient, x is the lymphocyte count, and r is a scale parameter. In
the subgroup analysis by lymphocyte count, we used the sum
of the diameter of target lesions and performance status (PS)
to adjust for the difference between the populations of the
comparative and single-arm studies because greater tumor vol-
ume and worse PS would reflect the difference in risk between
the two study populations. The model included the baseline lym-
phocyte count with the sum of the diameters of target lesions

(divided by 100 mm) or PS (0 or 1) as covariates. Each parameter
was estimated by the maximum-likelihood method with the
Newton-Raphson algorithm using the LIFEREG procedure in SAS
version 9.2 (SAS Institute, Inc., Cary, NC, http://www.sas.com).

RESULTS

Updated Data of Each Study
The median follow-up time was 22.7 months at the final data
cut-off date. At the final cut-off date, the median PFS was 5.6
months (95% CI: 4.1–7.4) in the trabectedin group, 0.9 months

Figure 2. Kaplan-Meier plot of overall survival in (A) patients in the comparative study and (B) patients in the single-arm study.
Abbreviations: CI, confidence interval; HR, hazard ratio.
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Table 1. Baseline demographics and disease characteristics

Pooled data
(n 5 66)

Pooled
data
(n 5 66)

Trabectedin group
of comparative
study (n 5 37)

BSC group of
comparative
study (n 5 36)

Single-arm
study
(n 5 29) p valuea

Gender F: 1.000

Male, n (%) 38 (58) 21 (57) 22 (61) 17 (59)

Female, n (%) 28 (42) 16 (43) 14 (39) 12 (41)

Age (years), Median [range] 38.0 [21, 77] 39.0 [21, 77] 39.0 [25, 72] 38.0 [25, 60]

ECOG performance status F: .804

0, n (%) 38 (58) 22 (59) 25 (69) 16 (55)

1, n (%) 28 (42) 15 (41) 11 (31) 13 (45)

Histological type by central pathological review C: .657

Myxoid/round-cell liposarcoma, n (%) 22 (33) 14 (38) 10 (28) 8 (28)

Synovial sarcoma, n (%) 17 (26) 7 (19) 11 (31) 10 (35)

Mesenchymal chondrosarcoma, n (%) 6 (9) 3 (8) 3 (8) 3 (10)

Extraskeletal Ewing sarcoma/primitive
neuroectodermal tumor, n (%)

5 (8) 3 (8) 2 (6) 2 (7)

Alveolar rhabdomyosarcoma, n (%) 5 (8) 2 (5) 3 (8) 3 (10)

Alveolar soft part sarcoma, n (%) 4 (6) 3 (8) 2 (6) 1 (3)

Extraskeletal myxoid chondrosarcoma, n (%) 2 (3) 2 (5) 0 (0) 0 (0)

Clear cell sarcoma, n (%) 2 (3) 1 (3) 4 (11) 1 (3)

Dermatofibrosarcoma protuberans, n (%) 1 (2) 1 (3) 0 (0) 0 (0)

Angiomatoid fibrous histiocytoma, n (%) 1 (2) 1 (3) 0 (0) 0 (0)

Desmoplastic small round cell tumor, n (%) 1 (2) 0 (0) 1 (3) 1 (3)

Histological grade C: .555

High, n (%) 41 (62) 23 (62) 24 (67) 18 (62)

Intermediate, n (%) 16 (24) 8 (22) 9 (25) 8 (28)

Low, n (%) 2 (3) 2 (5) 0 (0) 0 (0)

Not assessed or unknown, n (%) 7 (11) 4 (11) 3 (8) 3 (10)

Translocation C: .927

Positive, n (%) 56 (85) 31 (84) 32 (89) 25 (86)

Primary lesion C: .559

Lower limbs, n (%) 36 (55) 21 (57) 18 (50) 15 (52)

Abdomen/pelvises, n (%) 7 (11) 3 (8) 4 (11) 4 (14)

Face, n (%) 5 (8) 1 (3) 4 (11) 4 (14)

Intrathoracic, n (%) 3 (5) 3 (8) 0 (0) 0 (0)

Neck, n (%) 3 (5) 2 (5) 1 (3) 1 (3)

Retroperitoneum, n (%) 3 (5) 1 (3) 2 (6) 2 (7)

Other, n (%) 9 (14) 6 (16) 7 (19) 3 (10)

Site by independent radiologic image assessment

Lung, n (%) 43 (65) 25 (68) 20 (56) 18 (62)

Peritonea, n (%) 22 (33) 12 (32) 13 (36) 10 (35)

Lymph node, n (%) 20 (30) 11 (30) 9 (25) 9 (31)

Pleura, n (%) 19 (29) 11 (30) 7 (19) 8 (28)

Bone, n (%) 16 (24) 11 (30) 4 (11) 5 (17)

Muscle, n (%) 16 (24) 9 (24) 9 (25) 7 (24)

Other, n (%) 15 (23) 10 (27) 7 (19) 5 (17)

Sum of the diameter of target
lesions (mm), Median [Range]

97.65 [10.0, 443.9] 91.70 [10.0, 443.9] 93.95 [16.5, 305.0] 134.20 [25.7, 422.7] t: .124

Time from initial diagnosis to
enrollment in each study
(months), Median [Range]

35.00 [2.7, 225.0] 32.10 [3.4, 225.0] 35.40 [2.5, 166.7] 36.60 [2.7, 167.3] t: .997

(continued)
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(95% CI: 0.7–1.0) in the BSC group of the comparative study (haz-
ard ratio5 0.11; 95% CI: 0.05–0.21, p< .0001), and 5.5 months
(95% CI: 2.9–7.4) in the single-arm study. The median OS was
17.7 months (95% CI: 12.8–26.4) in the trabectedin group and

12.2months (95% CI: 7.0–24.0) in the BSC group of the compara-
tive study (hazard ratio5 0.74; 95%CI: 0.41–1.31, p 5 .296), and
14.7 months (95% CI: 6.7–23.7) in the single-arm study (Fig. 2A,
2B).

Table 1. (continued)

Pooled data
(n 5 66)

Pooled
data
(n 5 66)

Trabectedin group
of comparative
study (n 5 37)

BSC group of
comparative
study (n 5 36)

Single-arm
study
(n 5 29) p valuea

Number of regimen of prior systemic
anticancer agents, Median [Range]

1.0 [0, 4] 1.0 [0, 3] 2.0 [0, 4] 2.0 [0, 4] W: .005

Anthracycline for prior anticancer agentsb F: .125

Yes 62 (94) 33 (89) 35 (97) 29 (100)

Baseline lymphocyte count (/lL),
Median [Range]

1044.0 [266, 2115] 1201.0 [391, 2115] 1046.0 [266, 2069] 946.0 [266, 2072] t: .212

aTrabectedin group of comparative study versus cross-over to trabectedin.
bAnthracycline includes doxorubicin, adriamycin, epirubicin, pirarubicin, pinorubin, and therarubicin.
Abbreviations: BSC, best supportive care; C, Chi-square test; ECOG, Eastern Cooperative Oncology Group; F, Fisher’s exact test; t, t test; W,Wilcoxon’s
rank sum test.

Figure 3. Kaplan-Meier plot of overall survival in pooled population.
Abbreviation: CI, confidence interval.

Table 2. Post-study treatment

Comparative study

Pooled data
(N 5 66)

Trabectedin group
(n 5 37)

BSC group
(n 5 36)

Single-arm
study (n 5 29)

Post-study treatment

No, n (%) 15 (23) 9 (24) 4 (11) 6 (21)

Yes, n (%) 51 (77) 28 (76) 32 (89) 23 (79)

Surgery, n (%) 5 (8) 4 (11) 0 (0) 1 (3)

Radiotherapy, n (%) 14 (21) 10 (27) 2 (6) 4 (14)

Chemotherapy, n (%) 31 (47) 14 (38) 30 (83) 17 (59)

Trabectedin, n (%) 3 (5) 2 (5) 29 (81) 1 (3)

Pazopanib, n (%) 14 (21) 6 (16) 1 (3) 8 (28)

Doxorubicin, n (%) 1 (2) 1 (3) 0 (0) 0 (0)

Ifosfamide, n (%) 1 (2) 1 (3) 0 (0) 0 (0)

Other, n (%) 12 (18) 4 (11) 0 (0) 8 (28)

Other, n (%) 1 (2) 0 (0) 0 (0) 1 (3)

Abbreviation: BSC, best supportive care.
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Pooled Data Analysis
The baseline demographics and disease characteristics of the
pooled population are shown in Table 1. The median age of the
patients was 38.0 (range: 21–77) years. The most dominant
subtype of TRS was MRCL, being detected in 22 patients
(33%), followed by SS (17 patients, 26%) and mesenchymal
chondrosarcoma (6 patients, 9%). The number of patients
with TRS subtypes other than MRCL and SS (other TRS) was 27
(41%). The median total number of trabectedin treatment
cycles was 4.0 (range, 1–22). The median relative dose inten-
sity was 79.4% (range, 48.7–100.0).

In the pooled population, median time to progression and
PFS was 5.7 months (95% CI: 4.2–7.4) (supplemental online
Fig. 1) and 5.6 months (95% CI: 4.1–7.3).

The median OS was 17.5 months (95% CI: 12.6–23.6). Fig-
ure 3 shows the Kaplan-Meier curve of OS. At the final data
cut-off date, 25 patients (37.9%) remained alive. Of the 51
post-treated patients (77%), 31 (47%) received chemotherapy
and 14 (21%) underwent radiotherapy (Table 2).

Subgroup Analysis of the Pooled Data
Kaplan-Meier curves of PFS by TRS subtype (MRCL, SS, and
other TRS) are shown in Figure 4A. In patients with MRCL, the
median PFS was 7.4 months (95% CI: 5.6–11.1), and the 3-
and 6-month progression-free rates were 91% and 60%,
respectively (supplemental online Table 1). A waterfall plot is
shown in Figure 4B. The response and disease control rates
were 12% and 71%, respectively, in all patients; 27% and 86%,

Figure 4. Kaplan-Meier plot of progression-free survival by histological subtype (A).Waterfall plot by histological subtype (B).
Abbreviations: CI, confidence interval; other TRS, all patients with TRS subtypes excluding myxoid/round-cell liposarcoma and synovial

sarcoma; PFS, progression-free survival; TRS, translocation-related sarcoma.
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respectively, in the MRCL group; 6% and 82%, respectively, in
the SS group; and 4% and 52%, respectively, in the other TRS
group, with the highest response rate recorded in the MRCL
group (supplemental online Table 2). The more tendencies
toward improvement in response rate and PFS were observed
in MRCL group than in the other groups (PFS in MRCL, vs. SS,
p 5 .025; vs. other TRS, p 5 .049).

The results of subgroup analyses by lymphocyte count are
summarized in supplemental online Table 3. The Kaplan-Meier
curves of PFS and OS by baseline lymphocyte count (<1,000/lL
and �1,000/lL) are shown in Figures 5A and 5B, respectively.
The log-rank tests for PFS stratified by the sum of the diameter
of target lesions and PS were not significant (p 5 .785 for the
sum of the diameter of target lesions and p 5 .781 for PS,

respectively). The result from the model analysis was similar to
the stratified log-rank test (p 5 .573 for the sum of the diameter
of target lesions and p 5 .710 for PS, respectively). The log-rank
test for OS stratified by the sum of the diameter of target lesions
and PS did not show a significant effect of the baseline lympho-
cyte count (p 5 .075 for the sum of the diameter of target
lesions and p 5 .197 for PS, respectively). However, the result
from the model analysis of OS showed a significant effect of the
baseline lymphocyte count, regardless of the adjustment varia-
bles (p 5.029 for the sum of the diameter of target lesions and
p 5 .05 for PS, respectively). The model analyses indicated the
possibility of the importance of the lymphocyte count for OS
although the stratified log-rank tests for OS were not significant.
Response by baseline lymphocyte count is summarized in

Figure 5. Kaplan-Meier plot of (A) progression-free survival and (B) overall survival by baseline lymphocyte count (<1,000/lL and
�1,000/lL).
Abbreviation: CI, confidence interval; HR, hazard ratio.
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supplemental online Table 4. The Kaplan-Meier curves of PFS
and OS according to the number of previous chemotherapy reg-
imens (0, 1, 2, and�3) are shown in supplemental online Figure
2. Adverse drug reactions occurred in �10% of patients are
shown in supplemental online Table 5.

DISCUSSION

The efficacy results for trabectedin in two phase II clinical stud-
ies involving patients with advanced TRS were combined and
retrospectively analyzed. In the pooled population, trabectedin
consistently exerted prolonged disease control and antitumor
effects in patients with advanced TRS.The drug was more effec-
tive against MRCL than other histological subtypes.

In the present analysis, we were able to integrate the data
of two phase II studies, because we set the eligibility criteria of
the two studies accordingly, thus ensuring the patient charac-
teristics in both studies were similar.

In the comparative study, there was no significant differ-
ence in updated OS. One of the reasons could be high rate of
post-study treatment in the BSC group; 29 of 36 patients (81%)
in the BSC group received trabectedin in the subsequent single-
arm study after disease progression in the BSC group in the
comparative study. For this reason, data enabling comparisons
with the survival results of trabectedin-treated patients were
limited. However, we compared the results of our pooled data
with previously reported data of patients with TRS, and the
median OS in the present pooled population (17.5 months,
95% CI: 12.6–23.6) was similar to the retrospective data of
patients with TRS who received trabectedin 0.58-1.5 mg/m2

reported by Le Cesne et al. [3] (17.4 months, 95% CI: 11.1–
23.2), which were concluded to be longer than the OS in
patients with other STS subtypes. Median PFS in the pooled
population was also similar to the retrospective data given
above for TRS (4.1 months, 95% CI: 2.8–6.1) [3] and the previ-
ous data of trabectedin 1.5 mg/m2 reported by Demetri GD
et al. in patients with liposarcoma and leiomyosarcoma after
failure of standard chemotherapy (4.2 months) [7]. The
response and disease control rates among patients with TRS
were also similar to previous data [3], which means that pres-
ent analysis confirms the efficacy to advanced TRS patients pro-
spectively. Disease control was consistently observed among
patients who received trabectedin 1.2 mg/m2 in this analysis
based on the results of both the comparative and single-arm
studies [9, 10]. We categorized TRS into three histological sub-
types, and the MRCL group displayed a more pronounced
improvement of PFS in response to trabectedin than the other
groups, as previously reported [3, 13]. It is notable that the
response rate was 27% in the pretreated MRCL patients.

The number of previous chemotherapy regimens showed a
tendency for correlation with OS, although the correlation
between PFS of trabectedin and the number of previous chem-
otherapy regimens was not clear. In the subgroup analysis of
PFS and OS by lymphocyte count, we accounted for the sum of
the diameter of the target lesions or PS because they were con-
sidered to be the difference in the risk of progression and death
between each study. The baseline lymphocyte count appears to
correlate with survival time but not with PFS. These results
were consistent with the previous report by Ray-Coquard et al.
[12]. In addition, the discrepancy between the results of the
stratified log-rank test and the model analysis indicated that a

better cut-off point of lymphocyte count than 1,000/lL might
be needed.

The difference in the time intervals for tumor assessment
between the two studies is considered to be a limitation of
integrating the data of the two studies.

The safety profile of 1.2 mg/m2 trabectedin of the updated
data was as expected from the data of each study at the previ-
ous cut-off date [9, 10] and from previous reported data of
1.5 mg/m2 trabectedin [7].

CONCLUSION
Our updated and pooled data showed that trabectedin pro-
longed PFS in patients with TRS, especially those with MRCL,
after failure of or intolerance to standard chemotherapy. In
addition, we consider that the subgroup analyses provide
important information regarding the benefit of trabectedin
treatment in particular subgroups of patients with TRS.
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