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Abstract
Purpose This primary objective of this phase I dose-esca-
lation study was to deWne the maximum tolerated dose
(MTD) and dose limiting toxicity (DLT) of larotaxel
administered in combination with carboplatin in chemo-
therapy-naïve patients with advanced/metastatic non-small
cell lung cancer (NSCLC).
Methods Eighteen patients with stage IIIB or IV NSCLC,
in cohorts of three to six evaluable patients, were to receive
every 3 weeks: larotaxel beginning at 45 mg/m2 adminis-
tered as a 1-h infusion, followed after 30 min by carbo-
platin (area under the concentration–time curve (AUC) =
6 mg/mL £ min, later AUC = 5) as a 1-h infusion. Dose
escalation of larotaxel up to 90 mg/m2 was permitted
according to DLT occurrence. Patients received ondanse-
tron as prophylactic anti-emetic premedication.
Results In view of the toxicity encountered, the carboplatin
dose was decreased for the later part of the study to
AUC = 5 mg/mL £ min. Eight of 18 treated patients experi-
enced DLTs in the Wrst cycle, including neutropenia and
associated complications, diarrhea and fatigue. The MTD of

the combination was deWned as larotaxel 60 mg/m2 with a
carboplatin AUC of 6 mg/mL £ min. Neutropenia, reported
at grade 3/4 in 15/18 patients (83%), was the most common
severe adverse event, reaching grade 4 in 14 patients (78%).
Eleven patients (61%) experienced grade 3/4 non-hemato-
logical toxicity, predominantly dehydration, fatigue, infec-
tion, nausea and vomiting. One patient (6%) achieved a
partial response and 11 (61%) had stable disease.
Conclusions The combination of larotaxel and carbo-
platin is feasible and shows modest activity in chemother-
apy-naïve patients with advanced/metastatic NSCLC. The
principal toxicity was grade 3/4 neutropenia.
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Introduction

The mainstay of palliative treatment for patients of good per-
formance status with non-resectable advanced non-small cell
lung cancer (NSCLC) remains a platinum-based therapy (cis-
platin or carboplatin) coupled with a third generation cyto-
toxic agent such as gemcitabine, vinorelbine or a taxane
(docetaxel or paclitaxel) [1–3]. In large randomized studies,
such doublets have been associated with response rates of
20–40% and median overall survival times of 7–11 months
[4–8]. While there seems to be little diVerence in the eYcacy
delivered by diVerent Wrst-line doublets, there is also a lack
of clear evidence to suggest that the addition of a third cyto-
toxic agent to existing regimens adds anything more than
extra cost and increased toxicity [2]. The general acknowl-
edgment of this eYcacy plateau with existing cytotoxic com-
binations has provided the impetus to investigate rationally
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designed targeted agents as components of Wrst-line NSCLC
regimens [9–14]. This approach led to the approval of bev-
acizumab plus carboplatin and paclitaxel for the treatment of
non-squamous NSCLC [15]. A complimentary strategy to
the development of speciWcally targeted biological agents
may lie in the development of new cytotoxic compounds
with improved clinical proWles.

Larotaxel is a novel semi-synthetic taxoid derivative,
selected for development on the basis of its spectrum of in
vitro and in vivo activity against taxane-resistant and multi-
drug-resistant tumors. Promoting tubulin assembly in vitro
and stabilizing microtubules against cold-induced depoly-
merization, larotaxel shares a common and unique mode of
action with the approved taxanes. Interestingly, larotaxel
was also found to eVectively cross the blood brain barrier,
showing marked antitumor activity in nude mice bearing
early-stage intracranial glioblastomas [16, 17]. In previous
phase I clinical studies of this agent, partial responses were
observed in several tumor types at the recommended doses,
including NSCLC, with neutropenia and diarrhea identiWed
as the principal dose-limiting toxicities (DLTs) [18–23]. Of
particular interest, given the preclinical data, Sessa et al.
[21] noted a response of 14 weeks duration in both the pri-
mary tumor and also in the brain metastasis of a previously
untreated NSCLC patient. Taken together, these data sug-
gested that larotaxel may have an expanded spectrum of
clinical activity compared with currently approved taxanes.

The rationale for this study in chemotherapy-naïve
patients was based upon the larotaxel activity and tolerabil-
ity in phase I studies in patients who were refractory to con-
ventional treatment or for which no curative therapy existed
and that docetaxel or paclitaxel plus carboplatin doublets
were known to be active in the treatment of advanced
NSCLC [4, 6]. The primary aim of the current phase I study
was to determine the DLT and the maximum tolerated dose
(MTD) of larotaxel in combination with carboplatin when
given to chemotherapy-naïve patients with metastatic or
locally advanced (stage IIIB or IV) NSCLC. The data
obtained were intended to complement a parallel study
deWning these parameters in a similar patient population
receiving larotaxel in combination with cisplatin, gemcita-
bine or vinorelbine (manuscript in preparation) with a view
to comparing the eYcacy and safety of the recommended
doses of combinations of larotaxel and carboplatin versus
larotaxel and cisplatin.

Patients and methods

Main eligibility criteria

Chemotherapy-naïve patients between 18 and 75 years of
age with histologically or cytologically proven non-irradiable

stage IIIB or stage IV NSCLC with a life expectancy of at
least 12 weeks and an Eastern Cooperative Oncology
Group (ECOG) performance status of 0–2 were eligible.
Adequate organ function was necessary, including: neutro-
phils ¸2.0 £ 109/L; platelets ¸100 £ 109/L; creatinine
within upper normal limits (if borderline, creatinine clear-
ance of ¸60 mL/min was needed); total bilirubin within
normal limits and alanine aminotransferase/aspartate ami-
notransferase (ALT/AST) and alkaline phosphatase (AP)
·2.5 times the upper limit of the institutional norms or
ALT/AST ·1.5 times and AP ·5 times the upper limit of
the institutional norms. The presence of at least one mea-
surable lesion, according to RECIST guidelines, was rec-
ommended, but not required; patients with non-measurable
disease were eligible [24]. Principal exclusion criteria were:
hypercalcemia (>2.8 mM/L); prior chemotherapy, radio-
therapy (to a major bone marrow area within 4 weeks prior
to study entry or to >10% of bone marrow area) or surgery
for NSCLC; symptomatic brain or leptomeningeal metasta-
ses; peripheral neuropathy >grade 1; another serious co-
morbid condition; a prior history of cancer (excluding basal
cell skin or in situ disease); concomitant treatment with
other experimental drugs, other anticancer therapy or corti-
costeroids (with the exception of chronic treatment); or
pregnancy.

Study design and treatment

This was a two-center, open-label phase I dose Wnding
study of larotaxel combined with carboplatin; however, the
majority of patients (18 out of 19) were enrolled at one site.
The protocol was reviewed and approved by the local Insti-
tutional Review Boards for the sites involved and all
patients provided signed informed consent prior to the initi-
ation of study-related procedures.

Larotaxel (in polysorbate 80 and ethyl alcohol) was
administered as a 1-h infusion, every 3 weeks, followed
after 30 minutes by carboplatin (AUC = 6 or 5 mg/
mL £ min) given as a 1-h infusion. The dose of carboplatin
was calculated according to the Calvert formula [25]. All
patients received prophylactic anti-emetic premedication
from cycle 1, consisting of ondansetron 8 mg intravenous
(IV) before the administration of carboplatin on day 1, and
then 8 mg PO every 12 hours during the following 2 days.
For subsequent cycles, in the case of nausea/vomiting,
patients could receive preventive anti-emetic treatment in
compliance with the conventional anti-emetic protocol of
the treating center. Corticosteroids were not permitted as
anti-emetic treatment for nausea and/or vomiting. No
prophylaxis of diarrhea was allowed, however, patients
could be treated with loperamide following the onset of
diarrhea. Oral hydration including electrolytes and large
volumes of water were also prescribed. Hospitalization was
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recommended for diarrhea with concomitant neutropenia
¸grade 3, as well as treatment with an appropriate antibi-
otic, i.e. ciproXoxacin. Dexamethasone was given as pro-
phylaxis against hypersensitivity reactions: on day ¡1;
16 mg split into two doses (8 mg PO at ¡25 and ¡13 h
before larotaxel administration) and on day 1; 8 mg IV
30 min before larotaxel administration. Dexchlorphenira-
mine (5 mg) or diphenhydramine (25 mg) or equivalent
doses of other antihistamine drugs were also given IV on
day 1, 30 min before infusion of larotaxel.

The starting dose of larotaxel was chosen based on
DLTs observed in a phase I study of the 1-h infusion
every 3 weeks schedule. As the recommended dose for the
intermittent schedule was deWned in previous phase I tri-
als as 90 mg/m2 IV administered every 3 weeks, [20, 21]
it was decided to treat the Wrst patient in the current study
at a starting dose of 45 mg/m2. Dose-escalation was car-
ried out according to the scheme deWned in Table 1.
A minimum of three evaluable patients were to be
recruited at each dose level, with a 1-week gap between
the inclusion of the Wrst patient and the next two for
observation of DLTs. The dose was escalated if none of
the Wrst three patients experienced a DLT (deWned in
Table 2) during the Wrst 3-week cycle of treatment. If one
out of the Wrst three patients at a given dose-level developed

a DLT at the Wrst cycle, three additional patients were
entered at the same dose-level in order to reach a mini-
mum of six evaluable patients. Dose-escalation was per-
mitted if no further patients experienced a DLT. The
MTD was reached when two or more patients at a dose
level developed a DLT at the Wrst cycle of treatment, with
the recommended dose for phase II studies generally cor-
responding to one dose level below the MTD. If the MTD
was reached at dose level 3, then three additional patients
were to be entered at the carboplatin-reduced dose level
3B with no escalation to dose level 4. If the MTD was
reached at dose level 4, then three additional patients were
to be entered at the carboplatin-reduced dose level, 4B.
Treatment was continued until the occurrence of disease
progression, unacceptable toxicity or patient refusal.

Patient assessments

The planned duration of enrollment was 18 months and the
overall planned study duration was 24 months. During the
course of the study, a medical history was taken and physi-
cal examination carried out every 3 weeks. Hematological
parameters were measured twice weekly (or every other
day in the case of grade 4 neutropenia until the absolute
neutrophil count was >500), with biochemistry and toxicity
assessed weekly. Adverse events (AEs) were graded by
investigators according to the National Cancer Institute
Common Toxicity Criteria (Version 2.0). Patients who
started at least one larotaxel infusion were evaluable for
safety. Radiological examination was carried out every two
cycles (6 weeks). Tumor responses were assessed accord-
ing to RECIST guidelines [24]. Recruitment of approxi-
mately 20 patients was envisaged.

Results

Patient demographics

Nineteen patients were initially enrolled into the study
between April 2002 and October 2005 (following a pause
in study enrollment). One patient withdrew consent and
was not treated; therefore, a total of eighteen patients
were treated. The Wrst patient treated was later found not
to have NSCLC and was replaced. Three of 18 patients
withdrew due to AEs (grade 3 asthenia in one patient; and
grade 4 infection in two patients). Demographic and base-
line characteristics are summarized in Table 3. Following
study completion, 12 patients (67%) received additional
antitumor post-study therapies, including chemotherapy
alone in nine patients, combined chemotherapy and radio-
therapy in two patients, and radiotherapy alone in one
patient.

Table 1 Dose escalation scheme

Dose level Larotaxel mg/m2 Carboplatin

1 45 AUC = 6 mg/ml £ min

2 60 AUC = 6 mg/ml £ min

3 75 AUC = 6 mg/ml £ min

3B 75 AUC = 5 mg/ml £ min

4 90 AUC = 6 mg/ml £ min

4B 90 AUC = 5 mg/ml £ min

Table 2 DeWnition of dose-limiting related toxicities

Toxicity Grade Value

Hematological

Neutrophils Grade 4 > 5 days <0.5 £ 109/L

Platelets Grade 4 <10£ 109/L

Febrile neutropenia

Neutrophils/fever Grade 4 neutropenia 
with a single 
elevation of fever
¸38.5°C (rectal) or 
¸38.0°C 
(oral/axillary/aural)

Non-hematological 
(excluding nausea, 
vomiting and 
hypersensitivity)

Grade 3 or 4
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Dose-limiting toxicity

As planned, patients were treated in cohorts of three, begin-
ning with dose level 1 (larotaxel 45 mg/m2 followed by car-
boplatin AUC 6 mg/mL £ min) through to dose level 3
(larotaxel 75 mg/m2 followed by carboplatin AUC 6 mg/
mL £ min). Initially, no DLT was reported at dose level 1,
one DLT was reported at dose level 2 and one DLT at dose
level 3.

In view of the level of toxicity encountered, the study
was amended to reduce the dose of carboplatin adminis-
tered from AUC = 6 to 5 mg/mL £ min. This lower carbo-
platin dose was to be explored in combination with
larotaxel at 75 and 90 mg/m2 (dose levels 3B and 4B).
Following this amendment, two patients were enrolled at
dose level 3B. Both experienced DLTs of infection and
neutropenia. Given the occurrence of four DLTs in the Wrst
11 patients treated, the study was subsequently put on hold
for further review of the DLTs and overall safety data. Dur-
ing this review, DLTs not previously reported at dose levels
1 (one patient) and 3 (one patient) were discovered. Upon
completion of the interim evaluation, a decision was taken
to restart the study with the enrollment of three additional
patients at dose level 1 and dose level 2 (a minimum of six
evaluable patients at each). The last patient was enrolled in
January 2006.

The total number of patients treated at each dose level
and the DLTs ultimately reported are detailed in Table 4.
The DLTs observed were predominantly febrile neutrope-
nia, fever, diarrhea, dehydration, fatigue, and infection.
Overall, only one out of seven patients enrolled at dose
level 1 had experienced a DLT and, as per protocol, dose
escalation to level 2 was justiWed. Three out of six patients
enrolled at dose level 2 experienced DLTs (although in one
patient, grade 3 fatigue and anorexia were not initially rec-
ognized as non-hematological DLTs). In addition, two out
of three and two out of two patients treated at dose levels 3
and 3B, respectively, also experienced DLTs. The MTD of
the combination was therefore deWned as larotaxel
60 mg/m2 with a carboplatin AUC of 6 mg/mL £ min.

Safety

Eighteen patients received a total of 60 cycles of treatment
and were evaluable for safety. The median number of
cycles administered was 4 (range 1–6). Three cycles were

Table 3 Demographic and baseline characteristics

ECOG PS Eastern Cooperative Oncology Group performance status

Characteristic Larotaxel + Carboplatin N = 18

Sex, N (%)

Male 13 (72)

Female 5 (28)

Age, years

Median 62

Range [46–73]

Race, N (%)

Caucasian 17 (94)

Black 1 (6)

ECOG PS, N (%)

0 3 (17)

1 12 (67)

2 3 (17)

Histology, N (%)

Adenocarcinoma 8 (44)

Squamous cell carcinoma 4 (22)

Bronchioalveolar carcinoma 1 (6)

NSCLC undetermined 2 (11)

Others 3 (17)

Clinical stage, N (%)

IIIB 4(22)

IV 14(78)

Table 4 Treated patients per dose level and DLTs observed at the Wrst cycle

DLT dose-limiting toxicity, NOS not otherwise speciWed
a Grade 3 fatigue and anorexia occurring in one patient were not initially recognized as non-hematological DLTs

Dose 
level

Treated Patients 
with DLT

DLT term description

1 7 1 Febrile neutropenia

2 6 3a Anorexia, Fatigue (lethargy/malaise/asthenia)

Infection (documented clinically or microbiologically) with grade 3 or 4 neutropenia

Neutropenia

3 3 2 Abdominal pain NOS, Dehydration, Febrile neutropenia

Diarrhea, Fatigue (lethargy/malaise/asthenia)

3B 2 2 Dehydration, Muscle weakness (not due to neuropathy, Infection (documented 
clinically or microbiologically) with grade 3 or 4 neutropenia

Diarrhea, Infection (documented clinically or microbiologically) with grade 3 or 4 neutropenia
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administered with dose reductions of larotaxel and carbo-
platin; two cycles due to hematological toxicity and one
cycle due to non-hematological toxicity. Three cycles were
delayed for a maximum of 14 days: one due to hematological
toxicity and two for other reasons (holidays, herpes zoster).
All patients experienced at least one non-hematological
AE, with 11 patients (61%) experiencing grade 3/4 events
(Table 5). The most common non-hematological grade 3/4
AE’s were dehydration, fatigue, infection with grade 3/4
neutropenia, nausea and vomiting (17% each). In relation to
hematological toxicity, one patient experienced grade 3
neutropenia and 14 patients (78%) experienced grade 4
neutropenia (two further patients had grade 1/2 neutrope-
nia). Ten patients had grade 3/4 leucopenia (Wve patients,
grade 1/2) and while only a single patient had grade 3
thrombocytopenia, a further Wve (28%) developed this at
grade 1 or 2. Nail discoloration was not reported in this
study, and mild edema was noted in only one patient (grade
1). Sensory neuropathy was seen in four patients (22%) but
was invariably, mild (grade 1).

Three deaths (including one due to cardiac arrest unre-
lated to study medication and two due to progressive dis-
ease) occurred within 30 days of the last dose of study drug.

EYcacy

Four patients were not evaluable for response (one patient
did not have NSCLC and three patients did not receive
more than 1 cycle of treatment). Of the remainder, one
patient achieved a partial response, giving a response rate
of 6%. Stable disease was reported in 11 patients (61%)
providing an overall disease control rate of 67%. Two
patients (11%) had progressive disease.

Discussion

The development of cytotoxic agents with improved clini-
cal proWles is one strategy that may improve beyond the
current eYcacy plateau of Wrst-line treatment regimens for
patients with advanced/metastatic NSCLC. The taxanes,
docetaxel and paclitaxel, are key components of platinum-
based doublets currently used in this setting [26] with
single-agent docetaxel also shown to be an appropriate
treatment for elderly or frail patients [27, 28]. In general,
toxicity aside, chemotherapy for advanced disease will ini-
tially or ultimately fail either as a result of the resistance of
a signiWcant fraction of the tumor cell population to the
treatment agent(s) or, due to the failure of those agents to
reach secondary tumor sites (for example, the brain). Larot-
axel is a novel taxoid which has been selected for further
development based on the demonstration of preclinical
activity in drug-resistant tumor models and its ability to

cross the blood/brain barrier [17, 21]. Such properties are
consistent with minimal recognition of this new taxoid by
the drug eZux pump P-glycoprotein 1, the product of the
ABCB1 gene, high level expression of which has been
linked to a multidrug resistance phenotype in tumors
[29, 30]. The aim of the current study was to deWne an
eVective dose of larotaxel combined with carboplatin, one
of the two platinum analogs commonly used in doublets for
the Wrst-line treatment of advanced NSCLC.

Previous phase I dose-escalation studies of single-agent
larotaxel have identiWed neutropenia (and its complica-
tions) and diarrhea as the most common DLTs, with dose-
related neutropenia as the most common severe AE
reported for the every 3 weeks schedule [19–21]. In partic-
ular, in two linked studies of larotaxel monotherapy includ-
ing 63 patients with advanced solid tumors, grade 3/4
neutropenia was reported to have occurred in 5/6 patients
treated at 60 mg/m2, 3/3 patients treated at 75 mg/m2 and
15/17 patients (grade 4 in 14/17) treated at 90 mg/m2. In the
second study, grade 3/4 neutropenia was reported for 22/29
patients (76%; grade 4 18/29, 62%) treated at the selected
doses of 75 or 90 mg/m2 [21]. In contrast, non-hematologi-
cal toxicity tended to be mild, with the most common grade
3/4 AEs reported in the monotherapy studies being diarrhea
or nausea [19–21]. A preliminary three-arm phase I study
investigated larotaxel in combination with cisplatin, gem-
citabine or vinorelbine. The recommended doses for the
combination of larotaxel and cisplatin were 50 and 75 mg/
m2, respectively (manuscript in preparation).

Subsequently, a phase II study was conducted to investi-
gate the activity and tolerability of larotaxel combined with
either cisplatin or gemcitabine in the Wrst-line treatment of
NSCLC [31]. Response rates in the per protocol population
(PPP) and intent to treat (ITT) population for the larotaxel
and cisplatin combination were 27 and 28%, respectively;
there were no complete responses. In addition, 40% (PPP)
and 41% (ITT) of patients had stable disease. Median pro-
gression-free survival time was 4.7 months and median
overall survival time was 8.6 months in the ITT population.
The most common non-hematological grade 3/4 adverse
events were infection (9.4%) and vomiting (6.3%). The
incidence of peripheral neurotoxicity was 18.8%. Neutro-
penia, 47%, was the most common grade 3/4 hematological
toxicity with two (6.3%) patients experiencing febrile neu-
tropenia. The adverse events were largely predictable and
manageable.

The current study is therefore largely consistent with
these earlier studies, with the main DLTs reported being
neutropenia and related complications, diarrhea and fatigue.
Given that grade 3/4 neutropenia has also been frequently
reported in between 50 and 74% of patients receiving carbo-
platin (AUC = 6 mg/mL £ min) plus docetaxel or paclitaxel
in phase III NSCLC studies, [4–7, 32, 33] it is not surprising
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that 15/18 (83%) patients in the current study reported grade
3/4 neutropenia, with a high incidence of grade 4 events
(78%). This observation is consistent with the existence of

an additive eVect of these two agents in relation to hemato-
logical toxicity. In view of the level of toxicity encoun-
tered and the apparently modest levels of activity, further

Table 5 Grade 2–4 adverse 
events by NCI-CTC preferred 
term, N = 18 (%)

Preferred term, N (%) Grade 2 Grade 3 Grade 4

Non-hematological

Abdominal pain NOS 1 (6)

Abdominal pain or cramping 1 (6) 1 (6)

Allergic reaction/hypersensitivity 2 (11)

Alopecia 3 (17)

Anorexia 1 (6)

Arthralgia (joint pain) 2 (11)

Cardiac arrest 1 (6)

Chest pain (non-cardiac and non-pleuritic) 1 (6)

Cough 1 (6)

Dehydration 2 (11) 1 (6)

Diarrhea 5 (28) 2 (11)

Dyspneaa 11 (61) 2 (11)

Fatigue (lethargy/malaise/asthenia)a 9 (50) 3 (17)

Febrile neutropenia (fever of unknown origin without 
clinically or microbiologically documented infection)

1 (6)

Fever 1 (6)

Hallucinations 1 (6)

Hypoglycemiaa 1 (6)

Hypotension 1 (6)

Hypoxiaa 1 (6)

Infection (documented clinically or microbiologically)
with grade 3/4 neutropenia

3 (17)

Infection with unknown ANC 1 (6)

Infection without neutropenia 1 (6)

Muscle weakness (not due to neuropathy) 3 (17) 1 (6)

Myalgia (muscle pain) 1 (6)

Nausea 5 (28) 3 (17)

Neutrophils/granulocytes 1 (6)b

Pneumonia NOSa 1 (6)

Renal failure acute 1 (6)

Restless leg syndrome 1 (6)

Stomatitis/pharyngitis 1 (6)

Supraventricular arrhythmia 1 (6)

Thrombosis/embolism 1 (6)

Vision blurred 1 (6)

Vomiting 3 (17) 3 (17)

Weight gain 1 (6)

Not deWned 1 (6)

Hematologicalc

Hemoglobin 7 (39) 1 (6)

Neutrophils 2 (11) 1 (6) 14 (78)

Platelets 5 (28) 1 (6)

WBC 5 (28) 6 (33) 4 (22)

NCI-CTC National Cancer Insti-
tute-Common Toxicity Criteria, 
ANC absolute neutrophil count, 
NOS not otherwise speciWed, 
WBC white blood cell count
a Three of seven patients at dose 
level 1 (the recommended phase 
II dose: larotaxel 45 mg/m2 and 
carboplatin AUC of 6
mg/mL £ min) experienced 
grade 3/4 adverse events (one 
patient, grade 3 hypoglycemia 
and fatigue; one patient, grade 3 
dyspnea; and one patient, grade 
3 dyspnea, hypoxia and pneumo-
nia NOS)
b This patient is also reported 
under grade 4 neutropenia in the 
neutrophils category of hemato-
logical adverse events
c Grade 2 events shown are a 
combination of grade 1 and 2 
events
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exploration of this combination with de-escalated carbo-
platin doses was not deemed to be appropriate.

A partial response was seen in one patient (6%) and dis-
ease was stabilized in a further 11 patients (61%). Reported
Wrst-line response rates for carboplatin combined with either
docetaxel or paclitaxel in phase III NSCLC studies range
from 17 to 32% [4–7, 32, 33]. Although deWnitive conclu-
sions cannot be drawn from the small series of patients in
the current study, one possible explanation for the low
response rate observed is the existence of an additive eVect
of the two agents in relation to hematological toxicity, in
particular neutropenia, which may have restricted the tolera-
ble dose of the larotaxel/carboplatin combination to a level
which resulted in only limited activity.

In summary, although dose level 1 (larotaxel 45 mg/m2

with a carboplatin AUC of 6 mg/mL £ min) was clearly
feasible with only one DLT reported in seven patients,
early data do not encourage further clinical development of
this particular combination in this setting.
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