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A B S T R A C T

Trabectedin is a marine-derived cytoxic alkaloid which has shown promising antitumour

activity in a variety of human malignancies including sarcoma. Fifty-four patients with

advanced sarcoma (age 43 yrs, range 18–70), all pretreated with prior chemotherapy, were

enrolled on a named individual basis for treatment with trabectedin. Diagnosis was adult

soft tissue sarcoma (STS) in 46 patients, Ewing’s family tumour (EFT) in 4, and osteosar-

coma (OS) in 4. The initial 23 patients (total number of courses administered: 68) did not

receive premedication prior to trabectedin, while the other 31 patients (total number of

courses administered: 134) received premedication with dexamethasone 4 mg po bid 24

hours before therapy. Incidence of toxicity (grade 3–4), expressed as percentage of courses,

was as follows: in patients without dexamethasone, elevation of transaminases 34%, neu-

tropenia 24% and thrombocytopenia 25%; in patients with prior dexamethasone, elevation

of transaminases 2%, neutropenia 2% and no thrombocytopenia. The median received dose

intensity of trabectedin was superimposable in the two groups (404 lg and 400 lg per week,

respectively), as well as progression-free survival (19% at 6 months). Among STS patients,

9% had objective responses. In this unselected patient series, premedication with dexa-

methasone strongly reduced drug-induced hepatotoxicity and myelosuppression.

� 2006 Elsevier Ltd. All rights reserved.
1. Introduction

Adult soft tissue sarcomas (STS) are a family of several malig-

nant histological types of mesenchymal origin. Overall, they

account for 1% of adult cancers, with an incidence around 2–

3/100 000/year. Therefore, they constitute an important group

of tumours but suffer from all difficulties generally posed by

rare diseases. Approximately 50% of patients with STS develop

distant metastases.1 Current treatment for metastatic STS is

surgery of lung metastases, if these are ‘‘isolated’’ and com-
er Ltd. All rights reserved
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pletely resectable, and/or chemotherapy.2 Two agents are con-

ventionally held to be active, doxorubicin (or epirubicin) and

ifosfamide. However, the response rate to currently available

chemotherapy in non-pretreated patients does not exceed

30–40%, and indeed was in the 20% range in large randomized

clinical trials, which failed to demonstrate any substantial

improvement with multi-agent as compared to single-agent

chemotherapy.3 After failure of conventional chemotherapy,

no other drug has been proven of benefit. High-dose ifosfa-

mide (12–15 g/sqm) is employed as second-line chemotherapy,
.
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apparently with a response rate in the 10–20% range.4–6 Dacar-

bazine has been held as another salvage option, with the same

range of responses. Gemcitabine may be active in the subset of

leiomyosarcomas, and taxanes in angiosarcoma.7–11 No other

medical option is currently available for patients with ad-

vanced STS. Indeed, their median survival is less than 1 year.

Therefore, there is a clear need for new medical therapies in

the advanced STS setting.

Trabectedin (YondelisTM) is a marine-derived cytoxic alka-

loid, which covalently binds guanines at N2 position in the

DNA minor groove, thus affecting the regulation of transcrip-

tion by inhibiting the interaction between DNA and transcrip-

tion factors and other critical nuclear proteins.12,13 In

preclinical studies in human-derived STS cell lines trabect-

edin showed striking cytotoxicity against human STS cell

lines.14,15 Objective responses and disease stabilization in

STS patients treated with trabectedin observed in Phase I

studies led to Phase II studies.16–19

The main limiting toxicities in Phase I trials were severe

thrombocytopenia and neutropenia. A moderate to severe,

though reversible, acute elevation of transaminases, perhaps

responsible for drug induced fatigue, was often reported. In

Phase II studies, liver toxicity and myelotoxicity were con-

firmed to be the most critical side-effects. A multivariate

analysis on clinical and pharmacokinetic data of 93 STS pa-

tients enrolled in Phase I studies revealed that baseline and

inter-cycle increase of alkaline phosphatase and bilirubin lev-

els predicted serious toxicity in the following courses. This

observation led to the introduction of protocol amendments

to ongoing studies recommending dose reductions in patients

showing baseline or inter-cycle increased levels of alkaline

phosphatase and/or bilirubin. In this way, the incidence of ad-

verse events significantly decreased, though G3–G4 neutrope-

nia and thrombocytopenia were still in the range of 10–15%,

respectively, and G3–G4 elevation of transaminases in the

range of 35–45%.20,21 Recently, evidence in preclinical models

has been presented which suggests that in rodents, which re-

ceived trabectedin, pretreatment with dexamethasone dra-

matically ameliorated manifestations of hepatic toxicity.22

In the light of the encouraging early clinical results observed

with trabectedin, in April 2000 we commenced a treatment

programme on ‘‘compassionate use’’ basis, in which patients

with advanced STS, Ewing’s family tumour (EFT) or osteosar-

coma (OS) received trabectedin. Following the publication of

toxicity protection afforded by dexamethasone in rodents,23

we introduced premedication with dexamethasone prior to

trabectedin into this treatment schedule from April 2002.

Here we report the toxicity and activity results observed in

these patients.

2. Patients and methods

2.1. Patient population

Since April 2000, advanced refractory sarcoma patients who

were ineligible for ongoing Phase I and II studies were treated

with trabectedin (supplied by Pharma Mar, Madrid, Spain),

within a named-patient, ‘‘compassionate use’’ programme.

Both Italian Ministry of Health’s authorization and Pharma

Mar approval, following an individual request by the treating
physician, were needed for the patient to enter this pro-

gramme. Patients were required to have unresectable ad-

vanced or metastatic, histologically proven STS, EFT or OS;

to have been pretreated with at least both anthracyclines

and ifosfamide; to have an expected survival of more than 3

months, and to give their written informed consent.

Overall 54 patients (32 females and 22 males) with ad-

vanced sarcoma received trabectedin. The first 23 patients

(Group 1) received chemotherapy without steroid premedica-

tion, while the following 31 (Group 2) were administered dex

4 mg po bid 24-h before starting trabectedin infusion. Patient

characteristics are summarized in Table 1. The median age of

the whole cohort was 43 years (18–70), 38 years (18–59) in

group 1 and 46 years (19–70) in group 2. ECOG/WHO Perfor-

mance Status (PS) was 0 in 29 patients (54%; group 1: 18; group

2: 11); PS 1 in 22 patients (41%; group 1: 4; group 2: 18); and PS 2

in 3 patients (5%; group 1: 1; group 2: 2). Forty-six patients had

a STS (15 in group 1, 31 in group 2) and histotypes were allo-

cated as follows in group 1 and 2 respectively: synovial sar-

coma, 4 and 11; leiomyosarcoma, 5 and 6; others high-grade

sarcoma, 6 and 7; liposarcoma were all in group 2; 4 had a

EFT, and 4 an OS all being in group 1. Extremities were the

most common primary tumour site. Five patients had locally

advanced disease (abdominal, 3; thoracic, 2), and 49 patients

had metastatic disease, with a median of two involved sites

(range: 1–5). The predominant sites of metastatic disease

were lungs and pleura (94%), and soft parts (28%). Fifty-three

percent of patients had received 2 or 3 prior chemotherapy

regimens, and a similar proportion of patients had received

prior radiotherapy. All patients had been previously treated

with anthracyclines and ifosfamide, 96% of patients having

received anthracyclines and ifosfamide in combination. All

OS patients had received high-dose methotrexate as part of

their first-line treatment, and one EFT patient had previously

undergone high-dose chemotherapy with peripheral blood

stem cell rescue. The median time from the diagnosis of sar-

coma to trabectedin start was 34 months (range 7–177).

2.2. Treatment plan

Trabectedin was given every 21 days at different dose levels

(1000–1650 mcg/sqm) with two different schedules as 3-hour

infusion (15 patients) or as 24-hour c.i. (39 patients). The start-

ing dose was selected considering alkaline phosphatase, bili-

rubin, creatinin, PS and previous treatments. Routine

antiemetic premedication included both dexamethasone (8–

20 mg i.v.) and a 5HT3 antagonist (ondansetron 16 mg po or

i.v.). The first 23 patients (43%) received 68 cycles (34%) with

the routine antiemetic prophylaxis alone, which did not in-

clude steroids on the day before therapy, but only on day 0

and possibly on day +1 (Group 1). Thirty-one (57%) patients re-

ceived 134 cycles (66%) with steroid premedication (dex mg po

bid) on the day before trabectedin infusion (Group 2). A com-

plete blood count, liver and renal tests with serum electro-

lytes, serum protein electrophoresis, albumin/globulin ratio

and creatinphosphokinase, were performed on day 4, 6, and

15. A complete blood count was also repeated on day 10 and

17. Each cycle was administered on day 21 if the patient had

completely recovered to baseline values from hepatic and

haematological toxicity (neutrophils P1500/mm3 and platelet



Table 1 – continuedTable 1 – Patients characteristics

Characteristics Group1 Group 2 Total

w/out DEX w/ DEX

Age, years

Median 38 46 43

Range (18–59) (19–70) (18–70)

Sex

Female 11 21 32

Male 12 10 22

PS (ECOG)

0 18 11 29

1 4 18 22

2 1 2 3

STS 15 31 46

LMS 5 6 11

Nonuterine 3 1 4

Uterine 2 5 7

Liposarcoma 0 7 7

Synovial sarcoma 4 11 15

STS, Others 6 7 11

EFT 4 – 4

Osteosarcoma 4 – 4

Site of primary disease

Trunk, face, neck 2 5 7

Extremity 6 19 25

Retroperitoneum 1 5 6

Uterine 3 2 5

Visceral 4 2 6

Skeletal, extremity 4 – 4

Skeletal, axial 1 – 1

Number of sites involved

Median 1,5 2 2

Range 1–3 1–5 1–5

Bulky/Locally advanced diseasea 1 4 5

Disease localization

Lung or pleura 22 29 51

Soft Tissue 6 9 15

Liver 2 3 5

Peritoneum 3 1 4

Abdomino-pelvic cavity 1 5 6

Bone 3 2 5

Other 1 9 10

Time since initial diagnosis (mos)

Median 27 36 34

Range 8–177 7–125 7–177

Time between last CT and first cycle of ET743

Median 3,5 4,3 4

Range (1–39) (1–51) (1–51)

Number of prior chemotherapy regimen

1 11 8 19

2 7 13 20

3 7 2 9

4–6 2 3 5

Prior chemotherapy

Anthracyclines 23 31 54

Ifosfamide 23 31 54

Both 52

HD chemotherapy with PBSC 1 – 1

HD MTX 4 – 4

Prior radiotherapy 14 17 31

Surgery for the primary tumor 20 30 50

Abbreviations: DEX, dexamethasone; PS, performance status;

ECOG, Eastern Cooperative Oncology Group; STS, soft tissue sar-

comas; LMS, leiomyosarcoma; EFT, Ewing’s family tumour; HD,

high dose; PBSC, peripheral blood stem cells; MTX, methotrexate.

a Unidimensionally measured lesion: diameter P10 cm.
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count P100000/mm3), and had recovered from non-haemato-

logical toxicity to at least Grade I. If these criteria were not

met on day 21, next cycle was post-poned by 1 week. A max-

imum of 3-week delay was allowed: in the lack of recovery

from toxicity after the 3-week delay, the patient was taken

off the programme, unless a clinical benefit was evident.

Table 2 enlists patient assignment to the various dose lev-

els and infusion modalities, split according to whether steroid

premedication with dex on the day �1 was given or not.

Trabectedin was supplied by Pharma Mar as a lyophilized

powder in glass vials containing 250 mcg or 1000 mcg of the

drug. It was reconstituted in 5 ml or 20 ml of sterile water

for injection and further diluted in 1000 ml of 0.9% sodium

chloride solution and administered as a 3-hour infusion or

as a 24-hour continuous infusion via a central venous access

using an electric pump.

2.3. Assessments

Toxicity was evaluated according to National Cancer Institute

Common Toxicity Criteria.

Best tumour response assessment was based on WHO cri-

teria. Tumour evaluation through an appropriate clinical and/

or radiological method was performed every 2 cycles. Specif-

ically, a ‘‘minor response’’ (MR) was defined as a 25–50%

decrease of measurable target lesions, whatever its duration.

Duration of response was calculated from treatment start.

Progression free survival (PFS) was defined as the time be-

tween the start of the treatment with trabectedin and disease

progression or patient’s death. PFS was calculated with Kap-

lan-Meyer method.

Statistical analysis was performed by using the chi-square

test and the Fisher exact test, when appropriate. The level of

significance was set to P < 0.05. The software SPSS version 11

for Windows was used.
Table 2 – Patient assignment to the various dose levels
and infusion modalities and split according to whether
steroid premedication with dex on the day �1 was given
or not

Dose level
mcg/sqm

3-hour 24-hour

DEX w/o DEX DEX w/o DEX

No. pts
(%)

No. pts
(%)

No. pts
(%)

No. pts
(%)

1650 1 (2) 3 (6)

1500 4 (7) 7 (13) 5 (9)

1300 6 (11) 10 (18)

1200 1 (2) 11 (20) 2 (4)

1100 1 (2) 1 (2)

1000 1 (2) 1 (2)
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3. Results

A total of 202 cycles (group 1, 68 cycles; group 2, 134) were

administered, with a median of 3 cycles per patient (range

1–20). Twelve patients (22%) received at least 5 cycles. Eleven

patients, 7 receiving trabectedin as a 3-h infusion (all in group

1) and 4 as a 24-h c.i, (1 in group 1 and 3 in group 2), needed

some dose reduction for the following reasons: inter-cycles

elevation of ALP, 4 (group 1: 3, group 2: 1); thrombocytopenia,

3 (group 1: 3); prolonged elevation of transaminases, 1 (group

1: 1); febrile neutropenia, 1 (group 2: 1); inter-cycle elevation of

bilirubin, 1 (group 1: 1); unreported reasons, 1 (group 2: 1). In

all but the last 2 patients, cycles needed to be delayed as well.

Six other patients had at least one cycle delayed: 3 due to pro-
Table 3 – Main toxicities ‘‘per patients’’ and ‘‘per No of cycles’’
premedication with dex on the day �1 was given or not

G3–G4 Toxicities Patients

Group 1 Group 2 Whole
No (%) No (%) No

AST-ALT " 16 (70) 1 (3) 17 (

Neutropenia 9 (39) 3 (10) 12 (

Thrombocytopenia 8 (35) 0 (0) 8 (

Group 1: not premedicated with dexamethasone; Group 2: premedicated

Table 4 – Planned Dose Intensity and Received Dose Intensity
premedication was given or not

Group 1

Planned Dose Intensity (mcg pw)/(range) 500 (333–550

Received Dose Intensity (mcg pw)/(range) 404 (266–550

Abbreviations: pw, per week. Group 1 not premedicated with dexametha

Table 5 – Responses, response duration and characteristics of

Best
Resp

Pts
No. (%)

Sex Age Histotype Disease
sites

CR 1 (2%) F 25 Pleomorphic sarcoma Lung

PR 3 (6%) F* 57 Liposarcoma Lung, pleura,

soft part

F 57 Uterine leiomyosarcoma Lung, liver

F 27 Synovialsarcoma Lung, soft part

MR 7 (13%) F 37 EFT Lung, pleura

M 27 Osteo Lung

F 24 Synovialsarcoma Lung

M 22 Epithelioid sarcoma Lung, soft part

M 24 EFT Lung, Bone

M 58 Chondrosarcoma Lung

M 57 Synovialsarcoma Lung, pleura,

bone

Abbreviations: RDI, received dose intensity; DEX, dexamethasone; CR,

pathological complete response, no cancer was present in the tissue remo

response (P25% and <50% decrease); EFT, Ewing’s family tumour.
longed neutropenia (group 1: 2, group 2: 1), 1 for patient deci-

sion (group 2: 1), 2 for unreported reasons (group 1: 1, group 2:

1).

Data about haematological and hepatic toxicities were

available for all patients. Main toxicities both in the whole co-

hort and split according to whether steroid premedication

with dex on the day �1 was given or not (group 2 and group

1, respectively) are listed in Table 3. Grade 3–4 elevation of

transaminases occurred in 31% of patients and 12% of cycles.

In all but one patient, liver toxicity was reversible to baseline

within 15 days and was not clinically significant. Overall, neu-

tropenia occurred in 31% of patients and 24% of cycles (G1–2,

15%, and G 3–4, 9%). Only one patient had febrile neutropenia.

Grade 3–4 thrombocytopenia was encountered in 15% of
in the whole cohort and split according to whether steroid

Cycles

cohort Group 1 Group 2 Whole cohort
(%) No (%) No (%) No (%)

31) 23 (34) 1 (<1) 24 (12)

22) 16 (23) 3 (2) 19 (9)

15) 17 (25) 0 (0) 17 (8)

with dexamethasone.

in the whole cohort and split according to whether

Group 2 Whole cohort

) 433 (333–550) 433 (333–550)

) 400 (276–550) 424 (266–550)

sone; Group 2: premedicated with dexamethasone.

responding patients

RDI
(lg pw)

DEX
(Y/N)

No.
cycles

Resp. duration
(mos)

Comment

414 Y 6 24 Surgery for lung mets

(confirmed pCR)

291 Y 20 23 Treatment stopped

for shared decision

352 N 5 5

433 N 1 NV Treatment stopped

due to severe

adverse event

404 N 3 3

266 N 2 3

417 N 7 8

390 N 4 3

525 N 2 2

292 N 4 4

443 N 4 3

disappearance of all known lesions on radiological grounds; pCR,

ved after treatment; PR, partial response (P50% decrease); MR, minor



Fig. 2 – Progression Free Survival of patients who received

steroid premedication and those who did not.
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patients and 8% of cycles. No unexpected reduction in hae-

moglobin level was reported. Nausea and vomiting were gen-

erally mild and manageable. One patient discontinued her

treatment because of G4 neutropenia and thrombocytopenia,

with a major septic event. Fatigue was reported by 32 patients

(60%). G3–G4 elevation of transaminases occurred in 34% of

cycles without steroid premedication and in 1% of cycles with

steroid premedication (v2 P < 0.0001). G3–G4 neutropenia was

seen in 24% of cycles without steroid premedication and in

2% of premedicated cycles (v2 P < 0.0001). G3–G4 thrombocyto-

penia occurred only in non-premedicated cycles.

The median planned dose intensity (PDI) for the whole co-

hort of patients was 433 mcg per week (pw) (range: 333 – 550),

while the median received dose intensity (RDI) was 424 mcg

pw (range: 266–550). The PDI for patients in group 1 was 500

mcg per week (range: 333–550), while of patients in group 2

was 433 mcg pw (range: 333–550). The RDI were 404 mcg pw

(range: 266–550) and 400 mcg pw (range: 276–550), respec-

tively. Table 4 summarizes data about PDI and RDI in the

whole cohort and in the two groups.

All patients were assessable for response. Responses, re-

sponse duration and characteristics of responding patients

are listed in Table 5. Overall, 1 complete response (CR), 3 par-

tial response (PR) and 7 minor response (MR) were reported.

The median duration of response was 3.5 months (range 2–

24). The median progression-free survival (PFS) was 2.6

months (range 2.1–3.0). The progression-free rate at 4 and 6

months (PFR-4m, PFR-6m) was, respectively, 27% and 19%.
Table 6 – Progression free survival rate at 4 and 6 months
according to the histological type

Histotype PFR-4m PFR-6m Median PFS (range)

ALL 27% 19% 2.6 (2.1 – 3.0)

STS, other 17% 11% 2.8 (1.6 – 4.0)

LIPOSARCOMA 28% 28% 1.6 (0.5 – 1.8)

LEIOMYOSARCOMA 45% 18% 2.8 (0.5 – 5.1)

SYNOVIAL 24% 24% 2.3 (1.5 – 3.0)

Abbreviations: PFR, progression free rate; STS, soft tissue sarcoma.

Fig. 1 – PFS curve for patients with a STS histology.
The histological types of patients reaching a PFS longer than

4 months were: leiomyosarcoma (5), synovial sarcoma (3), lip-

osarcoma (2), pleomorphic sarcoma (2), EFT (1), alveolar sar-

coma (1). Data about median PFS and PFR at 4 and 6 months

broken down according to the histological type are summa-

rized in Table 6. Fig. 1 shows the PFS curve for patients with

a STS histology.

The data shown in Fig. 2 suggest there is no difference in

PFS between patients who received steroid premedication

and those who did not.

4. Discussion

In 54 advanced sarcoma patients, who had received prior che-

motherapy, trabectedin showed an average response rate of

10% and a PFS-6m ranging from 11% to 28% across histologi-

cal types. Almost all responses and long-term stabilizations

were observed in liposarcomas and leiomyosarcomas, but

also in synovial sarcomas and EFT. Most importantly, in this

series, the toxicity profile of the drug markedly improved after

introducing premedication with dexamethasone on the day

before chemotherapy.

Overall, more than 200 courses of trabectedin were admin-

istered. In 32 patients who received dexamethasone (8 mg) 24

hours before starting trabectedin, both liver and bone marrow

toxicities were markedly reduced as compared to 22 patients

who did not receive dexamethasone. Incidence of toxicity

manifestations in non-pretreated versus pretreated patients,

respectively, were 34% vs. 2% for G3–G4 elevation of transam-

inases, 24% vs 2% for G3–G4 leukopenia, and 25% vs none for

G3–G4 thrombocytopenia. Received dose intensity in the two

groups as well as PFS were superimposable. Therefore, steroid

premedication would not seem to confound efficacy, though

the number of patients is too low as to allow any comparison

and no conclusion can be drawn on this point. In addition, it

has to be borne in mind that the two patient treatment modes
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were just sequential, so that patients were not randomised in

a pre-planned manner. However, the difference in toxicity be-

tween the steroid-pre-treated and non-pretreated groups

seems sufficiently striking to indicate clinical relevance. On

the other hand, confirmatory studies are needed in order to

rule out the theoretical possibility that efficacy may be af-

fected by steroid premedication.

We introduced steroid premedication following experi-

ments in preclinical models, which demonstrated that pre-

treatment with high-dose dexamethasone effectively

protected female rats from hepatic damage (female rats are

the animal species which is most susceptible to the adverse

liver side-effects of trabectedin). The timing of dexametha-

sone administration in relation to trabectedin was shown to

be crucial, a 24-h pre-treatment interval being the most effec-

tive.22 One may speculate that such decreased liver toxicity

translates in decreased bone marrow toxicity as well. In fact,

the clinical observation reported here was a dramatic de-

crease in both liver and bone marrow toxicity. Any relation-

ship between the two toxicities remains to be elucidated. In

rodents, trabectedin caused an up-regulation of genes in-

volved in the cell cycle regulation, as well as of ABC transport

genes, and a down-regulation of several genes including P450

genes Cyp1a1, Cyp2E1 and Cyp 3a25.23,24 Pretreatment with

dexamethasone abrogated all these changes. It is therefore

conceivable that pretreatment with dexamethasone modifies

the expression of genes involved in trabectedin-induced liver

toxicity. On the other hand, the finding that liver concentra-

tions of trabectedin in rats pretreated with dexamethasone

were lower than in controls suggests the possibility that the

protection is related to an increased hepatic clearance of

the drug. It is worth noting that in the rodent the changes

in liver levels of trabectedin did not influence the systemic

pharmacokinetic properties or plasma AUC of trabectedin,

findings which are consistent with the lack of attenuation

of antitumour activity.

It has already been reported that Dexamethasone co-treat-

ment in human may decrease the incidence of severe toxici-

ties as well as the AUC of the drug. But a significant

relationship between the most severe grade of toxicities and

the AUC of the drug could not be identified.25 Thus, it seems

likely that, in human too, the protective effect of Dexametha-

sone premedication from trabectedin’s adverse effects cannot

be simply related to an increased elimination of the drug but

may be due to a more complex interference on the metaboliz-

ing process of the drug.

Trabectedin is one of the first marine-derived agents to be

available in the clinic. Its peculiar mechanism of action and

patterns of resistance, along with demonstrations of activity

in sarcomas and ovarian cancer, render this drug highly inter-

esting from the clinical standpoint.26,27 Clearly, the value of

the drug in the advanced setting will depend on the efficacy

to toxicity ratio. The toxicity profile of trabectedin is consis-

tent with a main effect on liver and bone marrow. Although

in all clinical trabectedin studies liver toxicity has proven to

be manageable and therefore of minor concern, thrombocyto-

penia was a major adverse effect in some patients that is in a

small but definite proportion of patients.16 Therefore, the risk

of thrombocytopenia may become a relevant factor in the

clinical decision-making on whether to administer this agent
as further-line chemotherapy in an advanced sarcoma patient

population. From this perspective, the ability of dexametha-

sone to prevent thrombocytopenia may be of major clinical

importance and determine the future use of this agent.

In regard to antitumour activity in this series, liposarco-

mas and leiomyosarcomas proved sensitive as in all pub-

lished studies. Currently, it is widely assumed that, amongst

sarcomas, liposarcomas and leiomyosarcomas may mainly

gain a benefit from trabectedin.28 In addition to conventional

histological assessment, biologic and biomolecular character-

ization may further help predict the tumour sensitivity to tra-

bectedin. It has been recently reported that low BRCA1 mRNA

expression correlates with higher PFS and median overall sur-

vival.29,30 All this is exceedingly important, because on one

side there is an acute, unmet need for new medical options

to offer to patients with metastatic STS failing anthracyclines

and ifosfamide. On the other side, it is crucial to effectively

select candidates in the context of an advanced disease set-

ting. Thus, the combination of classical histologic selection

with biomolecular analysis might improve our ability to select

those sarcoma patients who are more likely to benefit from

this new agent.

Potential biases of ‘‘compassionate use’’ programmes are

obvious, and results should always be interpreted with cau-

tion. Under another perspective, however, they might also

be viewed as a kind of ‘‘unselected’’ Phase II studies, so that,

in a sense, they may be even closer to real clinical practice.

Therefore, we maintain that our results support the available

evidence pointing to some antitumour activity of trabectedin

in advanced STS. Most importantly, these results suggest that

premedication with dexamethasone on the day before che-

motherapy may substantially improve the tolerability profile

of trabectedin. This is all the more significant, because it is

backed by evidence accrued in rodent models.

Clinically, this might help maximize the therapeutic index

of trabectedin, and thus strengthen its role as a viable treat-

ment option in advanced sarcomas.
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