
Abstract. Background/Aim: In patients with advanced
platinum-resistant ovarian cancer we prospectively evaluated
whether trabectedin could resensitize the tumor cells to
platinum rechallenge. Patients and Methods: Upon
progression to platinum-based chemotherapy, trabectedin was
administered as a 3-hour infusion every three weeks and
subsequently crossed over to carboplatin/carboplatin-based
combinations. The primary endpoints comprised objective
response rate (ORR) and time to progression after trabectedin
(TTP Trab). Secondary endpoints included ORR following
platinum post-trabectedin, the growth modulation index (GMI)
assessed as the ratio of successive TTP to platinum, given
after (TTP2) and before (TTP1) trabectedin, quality of life
(QoL), and ancillary translational studies. Results: Ten
patients with platinum-resistant ovarian cancer from a single
institution were treated with trabectedin, one of whom
achieved a partial response (PR) reaching the ORR of 10%
and six had stable disease (SD) for a disease control rate
(DCR) of 70%. After the treatment with platinum post-
trabectedin, one patient achieved a PR and two had SD,
attaining a rate of resensitization to platinum of 37.5%. The

median TTP with trabectedin treatment was 15.0 weeks, while
eight patients who received platinum post-trabectedin had the
median TTP2 of 19.9 weeks. One patient reached the threshold
of GMI >1 (12.5%) as indicator of clinical benefit. QoL of
patients was not deteriorated with trabectedin. Predictive
biomarkers of response to trabectedin and/or re-exposure to
platinum could not be identified. Conclusion: Although
trabectedin did not achieve a wide resensitization to platinum
in this heavily pretreated platinum-resistant population, a
significant number of patients attained disease control.

Patients with ovarian carcinoma are initially responsive to
platinum-based therapy, but eventually become resistant to
treatment due to the development of platinum chemoresistance.
Moreover, ovarian cancer with early relapse (i.e., <6 months),
classically called ‘platinum-resistant’, implies a substantial
shortening of the life expectancy of those patients and
constitutes a huge therapeutic challenge. Among patients with
platinum-resistant disease, the probability of a response to a
platinum-based chemotherapy is generally low and is
associated with poor outcome. Thus, in patients with platinum-
resistant disease, the principal objectives of salvage standard
therapies are to improve quality of life (QoL) and alleviate
cancer-related symptoms. 

Trabectedin (Yondelis®) is a marine-derived compound
with novel structure and mechanisms of action that differ from
other chemotherapies in that it induces durable stabilizations
and lowering of tumoral growth (1-5). Currently, trabectedin
in combination with pegylated liposomal doxorubicin (PLD)
has been approved in the European Union and in
approximately 70 other countries around the globe for the
treatment of patients with relapsed platinum-sensitive ovarian
cancer based on the results of OVA-301 study (6). The
capability of trabectedin to delay tumoral growth has been
extensively studied in soft tissue sarcomas as well, proposing
the growth modulation index (GMI) as one of the objectives
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to be considered at the time of evaluating trabectedin’s
efficacy (7). To date, three phase II studies have evaluated
trabectedin monotherapy in patients diagnosed with platinum-
resistant and platinum-sensitive ovarian cancer achieving an
overall response rate (ORR) up to 43% (8-10). In addition, a
phase III trial very recently reported efficacy data of single-
agent trabectedin in patients with BRCA mutated or
BRCAness phenotype with platinum-sensitive (57.4%) and
platinum-resistant (42.6%) recurrent ovarian cancer (11). In
that phase III trial, although trabectedin failed to improve OS
compared to standard chemotherapy [hazard ratio (HR)=1.15,
p=0.304], the drug reported significant activity in a heavily
pretreated population with chemotherapy and poly(ADP-
ribose) polymerase inhibitors (PARPi) (11). Retrospective data
from our group suggested that sequential treatment with
trabectedin might resensitize the tumor cells of patients and
improve the efficacy of subsequent platinum-based
chemotherapy (12). In addition, two prospective studies failed
to clearly demonstrate this hypothesis, but both trials had a
number of methodological issues, which precluded final
conclusions (13, 14).

In addition to clinical data, there are some preclinical data
to suggest potential mechanisms of reversing resistance to
platinum compounds. Colmegna et al. found that trabectedin-
resistant ovarian carcinoma and myxoid liposarcoma cell lines,
with acquired resistance to trabectedin following repeated
exposures to trabectedin, become much more sensitized to
next platinum-based chemotherapy (1). In addition,
mechanisms by which trabectedin restores tumor sensitivity to
platinum include not only its interaction with components of
the nucleotide excision repair machinery in tumor cells but
also its inhibition of inflammatory mediators such as IL-6 in
the tumor microenvironment (3, 15). BRCA mutations and
associated homologous recombination repair deficiency may
contribute to enhanced sensitivity to trabectedin observed in
BRCA-mutated patients with ovarian cancer (15, 16).
Nevertheless, platinum resistance seems to be a potentially
reversible phenomenon. Despite the multiple mechanisms of
resistance that have been described so far (17), it seems that
non-platinum treatments may play a role in reverting platinum
resistance and prolonging the platinum-free exposure, which
(re) sensitize the tumor cells to further platinum (18). 

The hypothesis of this study focuses on questioning
whether trabectedin could reverse, at least in part, the
resistance to platinum and (re) sensitize to further platinum
treatment offering a greater clinical benefit compared to the
currently approved standard therapies in platinum-resistant
disease (monotherapy with or without bevacizumab) (19).
This is the first prospective study, performed in women with
platinum-resistant ovarian cancer that assesses whether
intercalation with a non-platinum therapy such as trabectedin
may resensitize tumor cells to a subsequent platinum
rechallenge (EudraCT 2014-004020-21).

Patients and Methods

Study design and patients. In this monocentric, open-label, and
single-arm phase II study, the primary endpoints were to assess
tumor response to trabectedin treatment defined as an ORR
according to Response Evaluation Criteria in Solid Tumors Group
(RECIST v.1.1) (20) and time to progression after trabectedin (TTP
Trab). Secondary endpoints included ORR following the treatment
with platinum post-trabectedin and the GMI assessed as the ratio of
TTP after the rechallenge with platinum given after the treatment
with trabectedin (TTP2) divided by the TTP following first
treatment with platinum, given before trabectedin (TTP1). Quality
of life (QoL) was tested during trabectedin administration, whereas
ancillary translational studies were performed to identify biomarkers
for further and wider clinical testing in this population of patients.

Eligible patients were adults (>18 years-old) with histologic or
cytological diagnosis of epithelial ovarian cancer (excluding
borderline and mesodermal tumors) and with platinum-resistant
progression defined as tumor progression within one to six
months after the last platinum dose. Eligible patients could be
pretreated with up to four prior chemotherapy lines (maintenance
treatment was not counted as a line) with a combination of either
carboplatin plus paclitaxel, carboplatin plus gemcitabine or
carboplatin plus PLD with or without prior antiangiogenic
therapy; had an Eastern Cooperative Oncology Group (ECOG)
performance status ≤1, measurable disease according to RECIST
v.1.1 (20) or non-measurable disease by measuring the levels of
the serum marker cancer antigen (CA)-125 according to the
Gynecological Cancer Intergroup (GCIG) criteria (21), and had
an adequate hematologic, cardiac, liver, and renal function.
Exclusion criteria included the diagnosis of any other neoplasia
diagnosed within five years prior inclusion in the study, excluding
completely resected non-melanoma skin cancer or completely
resected in situ cervical cancer, any medical, psychiatric, or any
other condition that in the investigator’s discretion would prevent
the patient from entering the study, and documented brain or
leptomeningeal disease. 

All study procedures were conducted in accordance with the
ethical standards as laid down in the 1964 Declaration of Helsinki
and its later amendments, the International Conference on
Harmonization Guidance for Good Clinical Practice and approved
by the National Health Authorities (AEMPS) and the Ethics
Committee of the Hospital Clínico San Carlos (EudraCT code:
EudraCT 2014-004020-21). Signed informed consents were
obtained from all study participants included in the study.

Study treatments. Upon progression to carboplatin monotherapy or
carboplatin-based combinations, the patients received trabectedin at
the initial dose of 1.3 mg/m2 body surface, given as a 3-hour
intravenous infusion of every three weeks until progression,
unacceptable toxicity, or consent withdrawal. Pretreatment with
corticosteroids was considered mandatory for all patients receiving
trabectedin. After the initial four cycles of trabectedin, patients with
disease progression were rechallenged with either carboplatin or
carboplatin-based combination, whereas those who were free from
progressive disease continued with trabectedin treatment. Once
trabectedin was discontinued, the election of post-trabectedin
treatment with either carboplatin or carboplatin-based combination
was done at the clinician’s discretion depending on the patient’s
conditions and previous chemotherapy.
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Study evaluations. Physical examination, pre-treatment evaluations,
and the response evaluations measured either by RECIST v.1.1 (20)
or CA-125 levels (21) were collected at baseline (within 28 days prior
to the first trabectedin treatment cycle). Elevations in CA-125 levels
were re-assessed at Day 1 of every cycle, whereas tumor hematology,
blood chemistry (including creatinine, serum electrolytes, and
coagulation tests), and liver function tests were performed weekly
during the first two cycles and at days 1 and 15 thereafter. Response
to treatment was evaluated every four cycles and at trabectedin
discontinuation as per RECIST v.1.1 and/or according to serum
concentrations of CA-125. All adverse events (AEs) were graded
according to the National Cancer Institute-Common Terminology
Criteria, v. 4.03. Quality of life was assessed at Day 1 of every cycle
and at the end of treatment with trabectedin using the European
Organization for Research and Treatment of Cancer (EORTC) QLQ-
C30 and EORTC QLQ-OV28 questionnaires (22, 23).

Blood samples for translational studies were obtained before
trabectedin treatment, 24 hours after administration, as well as on
days 8 and 15 after infusion. Translational studies aimed to explore
the correlation between genes involved in DNA repair mechanisms
and trabectedin’s mechanism of action and response. Monocyte
subpopulation analyses was performed at the Hematology
Department of Hospital Clínico San Carlos using flow cytometer to
analyze classic monocytes (CD14++CD16–), intermedium
monocytes (CD14++CD16+), and non-classic monocytes
(CD14+CD16++) (24). Inflammatory cytokines (IL-4, IL-6, IL-8,
IL-17A, MCP-1, TNFa, and VEGF) were analyzed with Milliplex
analysis (HCYTOMAG-60K-07, Merck KGaA, Darmstadt,
Germany). Tumor samples from the patients included in the study
were also analyzed at PharmaMar’s laboratories (Madrid, Spain) by
using a PharmaMar tailored 206-gene panel to correlate the genomic
aberrations using Ampliseq Designer tool (ThermoFisher Scientific,
Waltham, MA, USA) found in genes with functions involved in
DNA repair mechanisms or those related with trabectedin’s
mechanism of action (25).

Statistical analysis. Patients who were platinum-resistant were
subsequently switched off to a platinum after trabectedin treatment,
potentially being a non-active treatment in this subset of patients. To
reduce exposure to a possible non-active treatment, an exploratory
Bayesian design assumed non-informative prior distribution. The null
hypothesis, defined as a GMI ≥1 in <5% of patients was considered
to support the hypothesis that the treatment was effective vs. the
alternative hypothesis with a GMI ≥1 in >10% of patients. With these
assumptions, the estimated number of patients to be enrolled was 10
patients.  Frequency tables were generated for categorical variables,
whereas a description of the study population used classical
descriptive statistics (i.e., numbers and percentages for categorical
variables, and median and range for continuous data).

The analysis of ORR was defined as the percentage of patients
with a complete response (CR) or partial response (PR), while
disease control rate (DCR) was defined as the percentage of patients
with an objective response and stable disease (SD). The response
was analyzed using a Bayesian approach, with the Bayes quadratic
loss estimator with its 95% confidence interval (CI). The statistical
analysis was performed using the IBM SPSS Statistics v.21
statistical software (IBM Spain, S.A.).

Time-to-event endpoints (e.g., TTP) and their fixed-time
estimations were estimated according to the Kaplan-Meier method.
The TTP after trabectedin (i.e., TTP Trab) was defined as the time

interval from the first administration of trabectedin to the earliest date
of disease progression. TTP to platinum pre-trabectedin (TTP1) was
calculated from the first cycle of platinum given prior trabectedin to
the first evidence of disease progression; TTP to platinum post-
trabectedin (TTP2) was calculated from the first platinum rechallenge
following progression to trabectedin to the first evidence of disease
progression. The GMI, an intra-patient comparison of successive TTP
(GMI=TTPn/TTPn−1), was calculated as defined by Von Hoff (26)
and expressed as the following ratio: GMI=TTP2/TTP1. Since
successive TTPs tend to become shorter, a GMI ≥1 was considered
as a threshold of activity (26). 

Starting from the first application of trabectedin, all AEs and
serious adverse events (SAEs) according to their relationship with
study treatment were documented as well as analytical results,
deaths, and the reason for treatment discontinuations, and delays
and/or dose reductions. All AEs and SAEs were coded using the
Medical Dictionary for Regulatory Activities (MedDRA 18.0) and
graded according to the National Cancer Institute Common
Terminology Criteria (NCI-CTCAE) v.4.03. The summary scores of
the European Organization for the Research and Treatment of
Cancer Quality of Life Questionnaire Ovarian Cancer Module 28
(EORTC QLQ-OV28) health-related questionnaire as well as their
subscales and individual symptoms, and the mean change from the
first to the third trabectedin cycle as per the EORTC QLQ-C30 and
QLQ-OV28 questionnaires were used as patient-reported outcome
(PRO) instruments for evaluation of QoL. 

Results

Patient characteristics. Twelve patients signed the informed
consent, 10 of whom were eligible for the study and were
included in the analysis set (Figure 1). Two patients were
excluded from the efficacy analysis set because of refractory
disease and pretreatment with more than four prior lines.
Two patients did not complete the study due to AEs not
related with trabectedin (bronchoaspiration pneumonia and
influenza B pneumonia, respectively); thus, eight out of 10
enrolled patients were rechallenged with platinum after the
treatment failure with trabectedin.

Most patients had metastatic high-grade serous-papillary
and poorly differentiated ovarian cancer at diagnosis (Table
I). At the time of inclusion, 80% of patients did not present
ascites despite peritoneal involvement in 70% and three
patients had liver metastases. All patients underwent surgery
and chemotherapy as previous treatments. The median prior
number of lines was 3 (range=2-3) (Table I).

Efficacy. The median number of trabectedin cycles
administered was 3.50 (interquartile range=3.00-5.75) with
five patients receiving four or more cycles and up to a
maximum of eight cycles of treatment. Regarding the overall
trabectedin activity, one patient with serous/papillary
carcinoma achieved PR reaching the ORR of 10% and six
other patients had SD as a best result for a DCR of 70%. 

Following platinum rechallenge after the treatment with
trabectedin, one patient achieved a PR and two had SD,
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attaining a rate of re-sensitization to platinum of 37.5% (i.e.,
three out of eight patients). The patient who achieved a PR
previously obtained a SD as a best response following the
treatment with trabectedin. Characteristics of responding
patients to trabectedin and platinum re-challenge are
described in Table II. 

The treatment with trabectedin achieved a median TTP of
~3.4 months (15.0 weeks; 95%CI=2.82-27.17) and the
treatment with platinum after trabectedin a median of ~4.6
months (TTP2: 19.85 weeks; 95%CI=1.98-37.73). A GMI >1
was reached by one patient (12.50%). Individual data of
TTP1, TTP during the treatment with trabectedin (TTP Trab),
and TTP2 are described in Table III.

Toxicity. All patients were assessable for toxicity and all
experienced AEs of any grade. Grade 3/4 trabectedin-related
AEs were reported in seven patients, whereas no deaths
attributed to treatment-related AEs or unexpected AEs occurred
during the study. No new safety concerns were observed during
the treatment with trabectedin. Most frequent AEs seen with
trabectedin were gastrointestinal disorders, experienced by
seven patients, two of whom had grade 3 nausea. Moreover,

grade 3 asthenia was reported in two patients. Most common
clinically significant laboratory tests were grade 3 alanine
aminotransferase increase; grade 3 neutropenia and grade 3
febrile neutropenia observed in one patient each. 

Among patients who were rechallenged with carboplatin
or carboplatin-based combinations, all toxicities were
expected and manageable. No grade 3/4 platinum related
AEs were reported and only a grade 2 asthenia was observed
in one patient. 

Quality of life. The adherence to both questionnaires was
adequate. Although this analysis was carried out in this series
with a very limited number of patients, no significant changes
in relation to baseline were detected in QLQ-C30 (data not
sown) and EORTC QLQ-OV28 questionnaires (Figure 2). 

Translational research. The data of the human blood
monocytes and pro-inflammatory cytokines (and somatic
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Table I. Patient and disease characteristics at baseline.

                                                                                       Total (n=10)

                                                                                 n                         %

Age (years)                                                                                           
  Mean (standard deviation)                                            64 (8.55)
  Median (interquartile range)                                  68 (54.38-70.64)
Race                                                                           
  Caucasian                                                             10                       100
Histological subtype                                                                                
  Serous/papillary                                                     7                         70
  Clear cell                                                                1                         10
  Mucinous                                                                0                            0
  Endometroid                                                           1                         10
  Other                                                                       1                         10
Histological grade                                                                                    
  Well differentiated                                                 1                         10
  Poorly differentiated                                              8                         80
  Dedifferentiated                                                     1                         10
Stage at study enrollment                                                                        
  Locally advanced                                                   1                         10
  Metastatic                                                               9                         90
Number of prior lines
(includes neo/adjuvant setting)                                                              
  1                                                                              0                            0
  >1                                                                          10                       100
  Median                                                                     3.00 (2.00-3.00)
Time from diagnosis to study
enrollment (weeks)                                                                              
  Mean (standard deviation)                                       148.86 (61.76)
  Median (interquartile range)                             137.57 (116.57-155.57)
Time from last platinum progression
to study enrollment (weeks)                                    
  Mean (standard deviation)                                        21.14 (17.17)
  Median (interquartile range)                                17.36 (11.54-23.56)

Figure 1. Study design.



gene alterations) did not reveal any parameter predictive of
trabectedin response or predictive of platinum re-
sensitization. Of note, the results of IL-6 were not significant
as in most samples it was below the threshold of detection.
Only the patient who achieved a PR to trabectedin obtained
an increase in cytokine plasma levels at 24 h after the first
trabectedin administration with exception of the anti-
inflammatory cytokine IL-4.

Three deleterious BRCA1/2 mutations were detected in the
tumor tissue of three patients, two of them with SD with
trabectedin treatment, but again not significantly related with
response to trabectedin. Nevertheless, these findings are only
exploratory as it is a retrospective analysis in a small sample
of patients included in this study.

Discussion

To the best of our knowledge, this study is a unique
prospective study in patients with resistant ovarian cancer
where the hypothesis of resensitization to platinum with a
non-platinum agent trabectedin was tested. Although a GMI
≥1 with the next subsequent platinum line was not reached
in most patients, 12.5% of them rejected the null hypothesis,
which might justify a greater study of this strategy in this
population of patients with a dismal prognosis.

Herein, the treatment with trabectedin given after platinum
failure in 10 patients with platinum-resistant relapse reached
a DCR of 70% (1 PR and 6 SD). Upon progression to
trabectedin, eight patients were crossed to platinum
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Table II. Characteristics of responding patients to trabectedin and platinum rechallenge.

Trabectedin treatment

Patient no.          Age                Histologic type                             Sites of disease                          Best response          TTP Trab (weeks)             OS*

1                            53                Serous/papillary                 Lymphatic/Peritoneum/Bone                        PR                              21.85                       Alive
3                            71                Adenocarcinoma                               Lymphatic                                       SD                              30.00                       Alive
4                            71                   Endometroid                    Liver/Lymphatic/Peritoneum                        SD                              19.71                       Alive
6                            61                Serous/papillary                 Lung/Lymphatic/Peritoneum                        SD                              18.86                       Alive
8                            52                Serous/papillary                          Lungs/Peritoneum                                SD                              15.00                       Alive
10                          66                Serous/papillary                          Liver/Peritoneum                                 SD                              20.29                       Alive
11                          75                Serous/papillary              Lung/Peritoneum/Bone/Pancreas                    SD                               9.00                        Alive

Platinum rechallenge

Patient no.           Age                Histologic type                             Sites of disease                       Best response***          TTP 2 (weeks)               OS**

4                            71                Serous/papillary            Liver/Lymphatic/Peritoneum/Bone                   PR                              32.86                       Alive
5                            70                Serous/papillary                Lymphatic/Peritoneum/Pleura                       SD                              18.57                       Alive
10                          66                Serous/papillary              Lung/Peritoneum/Bone/Pancreas                    SD                              49.00                       Alive

*Overall survival at the end of treatment with trabectedin. **Overall survival at the end of treatment with carboplatin or its combinations. ***Eight
patients were rechallenged with platinum after trabectedin treatment: three patients obtained response; two were not evaluable for response; and
three patients progressed. PR: Partial response; SD: stable response; TTP Trab: time to progression after the treatment with trabectedin; TTP2: time
to progression after rechallenge with platinum post-trabectedin.

Table III. Growth modulation index (GMI).

Growth modulation index (GMI)                     n=8            Percentage %

GMI TTP2/TTP1                                                                          
  <1                                                                       7                    87.50
  1                                                                         0                      0.00
  >1                                                                       1                    12.50

GMI TTP Trab/TTP1                                                                    
  <1                                                                       7                    87.50
  1                                                                         0                      0.00
  >1                                                                       1                    12.50

GMI TTP2/TTP Trab                                                                    
  <1                                                                       6                    75.00
  1                                                                         0                      0.00
  >1                                                                       2                    25.00

Patient no.            GMI TTP2/           GMI TTP Trab/           GMI TTP2/
                                  TTP1                        TTP1                     TTP Trab

1                                  0.30                           0.66                          0.45
3                                  0.42                           1.29                          0.32
4                                  0.60                           0.64                          0.94
5                                  1.48                           0.61                          2.44
6                                  0.33                           0.43                          0.75
7                                  0.12                           0.15                          0.80
9                                  0.6                             0.23                          2.63
10                                0.16                           0.41                          0.39

TTP Trab: Time to progression after the treatment with trabectedin;
TTP1: time to progression after the treatment with platinum pre-
trabectedin; TTP2: time to progression after rechallenge with platinum
post-trabectedin.
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Figure 2. Mixed-model repeated-measures analyses for the QLQ-O28 questionnaire throughout the study period. A) QLQ-OV28 Questionnaire,
Symptom scales. B) QLQ-OV28 Questionnaire, Global health status. C) QLQ-OV28 Questionnaire, Functional scales. Higher scores (range=0-
100) indicate better outcomes on global quality of life/health.



retreatment and achieved a DCR of 37.5% (1 PR and 2 SD),
suggesting that trabectedin induces a re-sensitization to
platinum treatment only in some patients. Only one out of
eight patients re-exposed to platinum achieved a GMI >1,
which is considered as a sign of activity in this phase II trial.
Nevertheless, given the low number of participants (some of
them with incomplete samples), it is difficult to draw
conclusions from the results reported in this study. In prior
retrospective studies, taxanes were tested as a non-platinum
therapy to increase progression-free interval (PFI). Those
studies included far more population [i.e., 82 patients in
study of Markman et al. (27) and 33 patients in study of
Kavanagh et al. (18)] and concluded that a prolonged PFI
with a non-platinum agent such as taxanes had a value in the
platinum-resistant ovarian cancer population. In a prior
trabectedin publication including 30 platinum-resistant
ovarian cancer patients, two out of 28 evaluable patients
(7%) for response according to RECIST criteria, achieved a
PR with a TTP of 4 and 4.6 months, respectively, and eight
(29%) other patients achieved SD as best response (8). 

Only scant data are available concerning the efficacy and
toxicity of trabectedin in patients with advanced ovarian cancer
refractory to or experiencing disease relapse after platinum/
taxane-based chemotherapy (8). In a prior publication of our
group, patients with platinum-resistant/refractory or partially
platinum-sensitive recurrent ovarian cancer and treated with
trabectedin obtained an ORR of 18.2% and a median OS of
21.3 months despite representing a heavy pre-treated
population with more than five lines prior to trabectedin
exposure (12). The results of that retrospective publication
suggested that a sequential treatment with trabectedin followed
by platinum could re-sensitize tumoral cells to platinum and
was an additional rationale for this prospective study.
Trabectedin dose of 1.3 mg/m2 is inferior of the doses used in
prior studies (28). Yet, the study of Del Campo et al. reported
no-inferiority of this lower dose in terms of efficacy and
tolerance as compared to 1.5 mg/m2 (10). As a result, the dose
of trabectedin used in this study was considered adequate to
answer the study’s hypothesis.

Upon progression to trabectedin, eight out of 10 patients
continued with platinum treatment. Platinum doses were not
pre-specified in this study as, for instance, in Kavanagh’s
study in which carboplatin dose was pre-specified as 300
mg/m2 in 28-day cycles after failure to non-platinum treatment
(18). The low number of patients included in our study and
the heterogeneity of treatments following trabectedin
progression could explain the results obtained in terms of
radiological responses in more than two third of patients. Of
note, two patients received more than four cycles of
trabectedin, but this did not translate this treatment into a
major benefit at the time of carboplatin re-introduction as
these patients received only 2 and 3 cycles of carboplatin,
respectively.

Trabectedin was generally well-tolerated with toxicities in
line with extensive prior experience and reports reflecting
the transient and non-cumulative myelosuppression and
transaminase increases. No new safety signals were reported
following the treatment with carboplatin in monotherapy or
carboplatin combinations as well. In addition, although
limited by the number of patients, the results in terms of
QoL obtained during trabectedin treatment confirmed no
significant deterioration in QoL among the treated patients.
In addition, our translational studies did not show any
predictor of response. The patient achieving a PR to
trabectedin was the only one in whom pro-inflammatory
cytokines decreased during the treatment with trabectedin.

In conclusion, the results of our study do not support the
routine use of trabectedin as a method to resensitize ovarian
cancer cells to platinum. Still, the fact that a significant
number of patients attained a meaningful DCR (i.e., 70%)
with trabectedin therapy and with subsequent carboplatin,
warrants further studies in a greater patient population. 
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