
Abstract. Background: The aim of the present trial was to
determine the maximum tolerated dose (MTD) and dose-
limiting toxicity (DLT) of liposomal cisplatin (lipoplatin)
using nephrotoxicity, gastrointestinal toxicity and
myelotoxicity as the main adverse reactions. Patients and
Methods: Lipoplatin, a liposomal formulation of cisplatin was
first tested as monotherapy starting at a dose of 125 mg/m2

and escalating up to 350 mg/m2. Lipoplatin was then
escalated in combination with paclitacel starting at a dose of
100 mg/m2 escalating up to 250 mg/m2 for the former and
100 mg/m2 escalating up to 175 mg/m2 for the latter. Results
and Conclusion: The present trial determined the DLT for
lipoplatin monotherapy at 350 mg/m2 and the MTD at 
300 mg/m2; for lipoplatin-paclitaxel combination therapy, the
DLT was 250 mg/m2 for lipoplatin and 175 mg/m2 for
paclitaxel whereas the MTD was 200 mg/m2 for lipoplatin
and 175 mg/m2 for paclitaxel. 

Over the last decades, cisplatin has been one of the most
broadly used and most effective cytotoxic agents (1, 2). It
has been applied for the treatment of epithelial malignancies
such as lung, head-and-neck, ovarian, bladder and testicular
cancers (3-7). Extensive clinical use has been impeded by
adverse reactions, occasionally severe. Mild and severe renal
and gastrointestinal toxicity, peripheral neuropathy, asthenia
and cytotoxicity have been commonly observed (3, 4). The
risk of nephrotoxicity caused by cisplatin frequently hinders
the use of higher doses to maximise its antineoplastic effects
(8, 9). Cisplatin is not particularly myelotoxic but
nephrotoxicity is often unacceptable. Cisplatin analogues
such as carboplatin and oxaliplatin have been marketed but
as yet, none of these analogues has achieved superior
effectiveness (10, 11). 

Lipoplatin, a liposomal formulation of cisplatin, was
developed in order to reduce the systemic toxicity of
cisplatin while simultaneously improving the targeting of the
drug to the primary tumour and to metastases by enhancing
the circulation time in body fluids and tissues (12).
Preclinical studies have shown lower nephrotoxicity of
lipoplatin in rats and in mouse xenografts with breast and
prostate human tumours, as compared to cisplatin (13).
Cisplatin has been shown to cause renal insufficiency with
clear evidence of tubular damage in animals. These animals,
injected with the same dose of lipoplatin as cisplatin, were
almost completely free of kidney injury (14). The
pharmacokinetic study showed that lipoplatin’s total body
clearance was 0.18 l/(m2 h) at a dose of 25 mg/m2 and 0.49
l/(m2 h) at a dose of 125 mg/m2, which is considerably lower
than the total body clearance for cisplatin (12). This
difference may mean that in clinical practice lipoplatin can
be increased to a much higher dosage than that of cisplatin
without the adverse consequences of renal toxicity. In a
previous phase I study, the lipoplatin dosage escalation
reached 125 mg/m2 without nephrotoxicity and without
reaching the maximum tolerated dose (MTD) (12). This
study is a new phase I trial testing doses higher than 125
mg/m2, so as to define the MTD of lipoplatin monotherapy
and in combination with a second cytotoxic agent. 

The primary objectives of this study were to define the
MTD and dose-limiting toxicity (DLT) of liposomal cisplatin
using nephrotoxicity, gastrointestinal toxicity and
myelotoxicity as the main adverse toxic reactions. 

Patients and Methods

The study was a phase I cohort, dose escalation trial of liposomal
cisplatin as monotherapy and also in combination with paclitaxel.
The selection of paclitaxel for the combination was based on the
fact that non-liposomal cisplatin in combination with paclitaxel is
one of the common schedules used for the treatment of two of the
most common malignancies, non-small cell lung cancer and ovarian
cancer (15, 16). The main aim of the study was to determine the
MTD as a recommended dose for phase II trials, and also, to define
the DLT.
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Study design
Dose escalation. Liposomal cisplatin (Lipoplatin) was previously
tested at a dose of 120 mg/m2 on days 1 and 2, administered once
every week and once every two weeks (data not shown) without
observing nephrotoxicity or other adverse reactions. Paclitaxel has
also been administered weekly and every two weeks (17) with other
agents (18). The present study was designed as a prospective non-
randomised single centre dose escalation study. The drug
administration was decided to be once every two weeks for both
lipoplatin monotherapy and combined lipoplatin and paclitaxel.
Lipoplatin monotherapy escalation started at the dosage of 
125 mg/m2 and reached 350 mg/m2. The combination of both agents
started at 100 mg/m2 for lipoplatin and 100 mg/m2 for paclitaxel
and reached the doses of 250 mg/m2 and 175 mg/m2 for lipoplatin
and paclitaxel, respectively (Tables I and II).

A minimum of four patients were planned to be tested at each dose
level. Dose escalation was implemented if none of the four patients
experienced DLT. If one patient experienced DLT, three more patients
were recruited at that dose level. The dose increases were 25 mg/m2

for the single lipoplatin escalation and 50 mg/m2 in the combined
escalation. The study aimed to start and integrate the single drug
escalation and then to begin the combination. Paclitaxel escalation
was based on dosages where experience with other agents exists (15).
When three out of four patients experienced DLT, then the MTD (i.e.
one dose level below DLT) had been reached and three additional
patients were treated at the previous dose level. All toxicities at each
level were defined on the basis of common toxicity criteria, namely
any grade 3 or 4 haematological or non-hematological toxicity lasting
up to 3 or more days (19).

Pretreatment eligibility. All patients were required to meet the
following criteria: confirmed histological or cytological diagnosis
of cancer, at least one bi-dimensionally measurable or evaluable
disease, World Health Organisation (WHO) performance status 0-2,
a life expectancy greater than 3 months, previous treatment by
standard or first-line chemotherapy, and at the time of entry into the
study, to have been refractory to any prior cytotoxic treatment.
Patients were eligible if they had two or three previous treatment
courses, provided they had been off treatment for at least 3 weeks.

Assessments. Eligible patients were required to have adequate
haematological, renal and hepatic functions as defined by white

blood cell count 3.5×109/l, haemoglobin level 9 g/dl, total bilirubin
level 1.5 mg/dl, ALT and AST twice the upper normal limit in the
absence of liver metastases or five times the upper normal limit in
cases of documented liver metastasis, and creatinine level 1.5 mg/dl.
Informed consent was required and obtained from all patients
according to local regulatory requirements. Medical histology,
physical examination, assessment of vital signs, electrocardiogram,
chest and abdominal computed tomography (or ultrasound) were
performed before treatment. During treatment (1 day before each
course) blood count, blood urea and glucose, serum creatinine and
uric acid tests and ECG were performed. A computed tomography
assessment was performed in cases of clinical signs of disease
progression. 

Treatment. Lipoplatin was supplied by Regulon Inc. (Mountain
View, CA, USA). Cisplatin was obtained from Heraeus (Hanau,
Germany)/Flavine (Florida, USA) (mw 300). Lipoplatin was infused
for 8 hours in 5% dextrose solution. Paclitaxel (Bristol-Mayers
Squibb, NY, USA) was infused before lipoplatin in 200 ml normal
saline for 2 hours, with dexamethasone premedication and both H1
and H2 receptor antagonists to prevent hypersensitivity reactions.
Both treatments were given on day 1, on an outpatient basis. 

Results

Patient characteristics are shown in Table III. Sixty-six
patients (median age 64 years, range 42-78 years, 14 females,
52 males) entered the trial and all were evaluable for toxicity.
All patients had a confirmed diagnosis of non-small cell lung
cancer and had undergone previous first-line treatment. The
time from the end of the prior treatment to their participation
in this study ranged from 4 weeks to 5 months. No patients
had undergone radiation therapy. The present treatment
started at the end of 2007 and was completed in June 2009.

The patients received 2-3 cycles of the treatment at the
planned dosage level. In total, 144 treatment courses were
administered.

Toxicity. There were two groups of patients whose toxicity
was examined at each dose level escalation. The first group
of 39 patients was treated with lipoplatin monotherapy and
the second group of 27 patients with the lipoplatin-paclitaxel
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Table I. Lipoplatin monotherapy.

Dose level Number of Lipoplatin dose 
patients (mg/m2 every 2 weeks)

I 4 125
II 4 150
III 4 175
IV 4 200
V 4 225
VI 4 250
VII 4 275
VIII 4+3 300
IX 4 350
Total 36+3=39

Table II. Lipoplatin-paclitaxel combination therapy. 

Dose Level Number Lipoplatin mg/m2 Paclitaxel mg/m2

of patients Every 2 weeks Every 2 weeks

I 4 100 100
II 4 150 100
III 4 150 135
IV 4 200 135
V 4+3 200 175
VI 4 250 175

Total: 24+3=27



combination. Toxicities were based on WHO grades 1-4 per
dose level as shown in Tables IV and V. In the first group,
no haematological or non-haematological adverse reactions
were observed up to and including the dose level of 250
mg/m2. Patients at the dosage level of 300 mg/m2

experienced grade 1-2 nausea and fatigue and grade 1
neutropenia and nephrotoxicity. At the 350 mg/m2 dose level,
grade 1-2 nausea and fatigue and grade 1-2-3 neutropenia
and nephrotoxicity were observed. No treatment delay was
needed in order to repeat the next treatment course. 

In the second group where lipoplatin was combined with
paclitaxel, the side-effects (up to grade 2, except for alopecia)
started at the dose levels of lipoplatin of 100-200 mg/m2 and
increased at the level of 250 mg/m2, while the dose of
paclitaxel was 175 mg/m2. At lower dosage levels, there were
adverse reactions, but they were of a low grade. The main
toxicities were neutropenia, fatigue, nausea-vomiting,
neurotoxicity and also mild nephrotoxicity, which was
temporary. Alopecia, due to paclitaxel administration was also
observed. The side-effects are shown in Table V. On the basis
of these data, for the lipoplatin/paclitaxel combination, DLT
was defined at 250 mg/m2 of lipoplatin and 175 mg/m2 of
paclitaxel. MTD was defined at 200 mg/m2 of lipoplatin and
175 mg/m2 of paclitaxel. With the use of such a combination of
cytotoxic treatment, one could suggest that the paclitaxel dose
should be more acceptable at 135 mg/m2 if treatment were to
be administered every 2 weeks. The low nephrotoxicity with
liposomal cisplatin administration was always observed if the
drug infusion lasted for at least 7 hours.

Discussion

The present trial aimed to establish the MTD and DLT of
liposomal cisplatin when given as monotherapy and also when
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Table III. Patient characteristics.  

No. %

Number of patients 66 100
Gender

Male 52 78.79
Female 14 21.21

Age (years)
Median 64
Range 42-78

Stage 
III 29 43.94
IV 37 56.06

Histology
Non-small cell lung cancer 66 100

WHO performance status 
0 8 12.12
1 25 37.88
2 33 50.0

Prior chemotherapy
Carboplatin-gemcitabine 66 100

Table IV. Toxicity: Lipoplatin monotherapy.

Dosage Toxicity Grade 
lipoplatin
mg/m2 1 2 3 4

n n n n

150-250 Nausea-vomiting − − − −
Fatigue − − − −
Diarrhoea − − − −
Nephrotoxicity − − − −
Neutropenia − − − −
Neurotoxicity − − − −

300 Nausea-vomiting 2/4 1/4 − −
Fatigue 2/4 1/4 − −
Neutropenia 1/4 − − −
Nephrotoxicity 1/4 − − −

350 Nausea-vomiting 1/4 3/4 − −
Fatigue 1/4 3/4 − −
Neutropenia 2/4 1/4 1/4 −
Nephrotoxicity 2/4 1/4 1/4 −

Table V. Toxicity: Lipoplatin-paclitaxel combination therapy.

Dosage Dosage Toxicity Grade 
lipoplatin paclitaxel
mg/m2 mg/m2 1 2 3 4

n n n n

100-150 100-135 Nausea/vomiting 2/4 1/4 − −
Fatigue 2/4 1/4 − −
Diarrhoea − − − −
Nephrotoxicity − − − −
Neutropenia 1/4 − − −
Neurotoxicity 2/4 − − −
Alopecia − − 4/4 −
Cardiotoxicity − − − −

200 175 Nausea/vomiting 2/4 1/4 − −
Fatigue 3/4 1/4 − −
Diarrhoea 1/4 − − −
Nephrotoxicity 1/4 − − −
Neutropenia 2/4 1/4 − −
Neurotoxicity 1/4 2/4 − −
Alopecia − − − −
Cardiotoxicity − − − −

250 175 Nausea/vomiting 1/4 2/4 − −
Fatigue 1/4 2/4 1/4 −
Diarrhoea 1/4 − − −
Nephrotoxicity 2/4 1/4 1/4 −
Neutropenia 1/4 2/4 1/4 −
Neurotoxicity − 2/4 2/4 −
Alopecia − − − −
Cardiotoxicity − − − −



combined with another agent, namely paclitaxel. When this new
agent was administered in 5% 1000 cc dextrose for 8 hours, no
serious nephrotoxicity was observed, even at a dose of 300
mg/m2. There were some side-effects such as nausea or
vomiting, fatigue or mild neutropenia at doses of 300 mg/m2-
350 mg/m2. When combined with paclitaxel, toxicity increased
and was observed at levels of 200-250 mg/m2 with 175 mg/m2

paclitaxel. Renal toxicity is a major factor to be considered
when seeking a substitute for cisplatin, which is one of the most
effective cytotoxic agents (20-22); the substitute for cisplatin is
the analogue carboplatin (11) which is much less nephrotoxic
but more myelotoxic. Lipoplatin is, at the present time, under
investigation, but in current phase II trials, preliminary data have
shown that it is a promising new agent. There are data that show
that lipoplatin does not cause damage to the proximal kidney
tubules as does cisplatin, for the following reasons: i) the
reactivity of cisplatin in its lipoplatin formulation is strongly
hindered because of the protection offered by the lipid capsule;
the release of cisplatin from the liposome (via fusion with the
cell membrane) is expected to render the drug active inside the
cell where its cytotoxic effects are needed. It has been proposed
that the entrance of lipoplatin particles into the kidney tubule
cells is limited and, ii) lipoplatin is released through the kidney
with a half-life of 60-117 hours compared to 6.5 hours for
cisplatin (12). In practical terms, the uptake of total platinum in
the kidneys after lipoplatin administration is 5 times lower than
after cisplatin chemotherapy (12, 13). These pharmacokinetic
differences may account for the low renal toxicity of lipoplatin
which has been documented in animals using tubule cell
necrosis and apoptosis, as well as impaired renal function assays
(14). Lipoplatin is different from the SPI-77 liposomal
formulation of cisplatin (23). SPI-77 has a half-life of 134 hours
and urine excretion reaching only 4% of the total dose in 72
hours (23, 24).

In conclusion, the present trial has determined the MTD and
DLT of liposomal cisplatin, a promising new agent, when given
at dose level escalation, in pre-treated patients with non-small-
cell lung cancer and it has also determined the MTD and DLT
of liposomal cisplatin when combined with paclitaxel. The
DLT for lipoplatin monotherapy was 350 mg/m2 and the MTD
300 mg/m2; for lipoplatin-paclitaxel combination therapy, the
DLT was 250 mg/m2 for lipoplatin and 175 mg/m2 for
paclitaxel whereas the MTD was 200 mg/m2 for lipoplatin and
175 mg/m2 for paclitaxel. It appears that lipoplatin is a new
cisplatin analogue composed to reduce the toxicity of cisplatin,
mainly of nephrotoxicity. It seems that the dose of lipoplatin
can reach a level that is double or even higher than that of
cisplatin without increasing the toxicity. 
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