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Modified, weekly dosing with docetaxel
and cisplatin as first-line therapy in
advanced non-small cell lung cancer
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ABSTRACT
Background. Platinum-based combination chemotherapy

regimens provide modest improvement in both survival and
quality of life for patients with non-small cell lung cancers and
docetaxel is the first agent approved for both first- and second-
line treatment in patients with advanced disease. However, the
regimens are associated with adverse effects.

Methods. We used a modified, shortened regimen with only
2 consecutive weekly infusions of docetaxel followed by rest for
1 week, and evaluated the efficacy and toxicity profiles in patients
undergoing treatment for non-small cell lung cancers. Thirty-five
patients (19 men, 16 women) with advanced non-small cell lung
cancers received docetaxel (35 mg/m2 i.v. infusion on days 1 and
8) with cisplatin (60 mg/m2 i.v. infusion on day 8) in 126 cycles.

Results. Two of the 35 patients achieved complete response
(5.7%), while 16 patients achieved partial response (45.7%).
The overall response rate was 51.4% and median overall
survival was 10.6 months. The toxicities were mild; the most
common grades 3 and 4 toxicities were anaemia (5.6%),
neutropenia (4.8%) and vomiting (5.6%). Other grades 3 and
4 non-haematological toxicities included diarrhoea (3.2%),
neurotoxicity (0.8%), asthenia (0.8%) and phlebitis (0.8%).

Conclusion. Combination chemotherapy with cisplatin and
2 consecutive weekly infusions of docetaxel can be considered an
active and well-tolerated regimen with a good response rate and
less toxicity for patients with advanced non-small cell lung
cancers.
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INTRODUCTION
The median survival for patients with advanced (AJCC, stage IIIB
or IV) non-small cell lung cancers (NSCLC) was prolonged from
7 months in 1960 to 16.8 months in 20011 due to improvement in
combined modality therapy including chemotherapy, surgery,
radiation and other modalities.

Systemic chemotherapy with platinum-based combinations
provides a three-fold improvement in 1-year survival rates from
11% to 37%, and also improves the quality of life (QOL) of

patients with advanced NSCLC.1 The use of a platinum agent
combined with other newer antineoplastic agents including
docetaxel, paclitaxel, gemcitabine and vinorelbine are now
accepted as standard regimens for the treatment of patients with
advanced NSCLC and good performance status.2,3

In initial clinical trials, docetaxel in a dose of 100 mg/m2

administered at a 3-week interval4,5 caused grade 3 or 4 neutropenia
in >90% of patients, and resulted in a high frequency of
hospitalization for the treatment of neutropenic fever. Several
clinical trials using docetaxel at weekly low-doses (35–40 mg/m2

i.v. on days 1, 8 and 15, every 4 weeks) in phase III settings showed
a decrease in myelotoxicity and non-haematological toxicity as
well as survival comparable with those achieved with a 3-weekly
schedule in both elderly and non-elderly patients with advanced
NSCLC.6 However, these trials showed an increase in hospital
visits with these regimens. We used a modified regimen by
shortening the 3-week duration of one cycle and only 2 weekly
doses aiming at better tolerability and convenience. The regimen
consisted of docetaxel (35 mg/m2 i.v. infusion on days 1 and 8)
and cisplatin (60 mg/m2 i. v. infusion on day 8) followed by a gap
of 1 week. We present the results of the efficacy and toxicity of
this regimen in patients with advanced NSCLC with good
performance status.

METHODS
Patients

Patients with newly diagnosed NSCLC were included. Eligible
chemotherapy-naive patients met the following criteria:
histologically and/or cytologically proven unresectable stage IIIB
or IV NSCLC, 18–70 years of age with at least one measurable
lesion, performance status of 0–2 on the Eastern Co-operative
Oncology Group (ECOG) scale, life expectancy >12 weeks,
adequate bone marrow reserve (neutrophil count >2.0´109/L;
platelet count >100´109/L and haemoglobin >10 g/dl), no serious
liver dysfunction (total serum bilirubin <1.5 times the upper limit
of normal aspartate aminotransferase [SGOT] and alanine
aminotransferase [SGPT] levels <2.5 of the upper limit of normal
in the absence of demonstrable liver metastases and liver disorder)
and relatively normal renal functions (serum creatinine <1.5 times
upper limit of normal) included. The exclusion criteria were
patients who had received prior chemotherapy for NSCLC,
radiotherapy within the preceeding 4 weeks, presence of
uncontrolled central nervous system metastasis, pre-existing motor
or sensory neurotoxicity (severity >grade 1 by National Cancer
Institute [NCI] common toxicity criteria), second primary
malignancy, active infection, other serious illness or medical
condition (e.g. cardiovascular disease, uncontrolled hypertension
or arrhythmia, unstable diabetes mellitus, active peptic ulcer,
etc.). Pregnant and lactating women were also excluded. Informed
consent was obtained from all patients.

From August 2003 to February 2005, 35 patients (19 men,
16 women) with advanced NSCLC were enrolled. Their median
age was 59 years (range: 27–70 years). The performance status
(ECOG) of the patients was: 0 in 4 patients, 1 in 23 patients and 2
in 8 patients. In terms of histological subtype and clinical staging,
20 patients had adenocarcinoma, 8 patients had squamous cell
carcinoma, and 7 patients had other cell morphology; 9 patients
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were in stage IIIB and 26 patients were in stage IV. All patients were
assessable for toxicity profiles and treatment responses.

Intervention
The schedule consisted of docetaxel (35 mg/m2) on days 1 and
8 and cisplatin (60 mg/m2) on day 8, every 3 weeks. If chemo-
therapy could not be given on the scheduled date, delay in treat-
ment of 1 week was permitted. The treatment was discontinued if
the chemotherapy was postponed for a maximum of 2 weeks, or
when the patient’s general condition, blood counts, or organ
functions could not meet the criteria mentioned above. Therapy
was continued for at least 2 cycles unless patients experienced
unacceptable side-effects or had progressive disease. Tumour
markers were evaluated and toxicity assessed at least every
month; computed tomography (CT) scans were done to assess
objective tumour responses every 3 months, except for unexpected
conditions.

Response and toxicity criteria
The standard WHO response criteria were used. Toxicity was
assessed (by common toxicity criteria of NCI) at baseline and
before each cycle of chemotherapy.

RESULTS
Thirty-five patients received 126 cycles of chemotherapy with
cisplatin and docetaxel; 2 patients achieved complete response
(5.7%), 16 achieved partial response (45.7%), 13 had stable
disease (37.1%) and 4 patients (11.4%) had progressive disease.
The median duration of response was 69 days (range: 54–383
days) and the median overall survival was 10.6 months. There was
a positive correlation of the response with overall survival
(complete and partial response 51.4% v. progressive disease
11.4% p=0.013, Figs 1 and 2). No patient had a delay in
chemotherapy for >2 weeks. Of the 126 cycles of chemotherapy
given, 113 cycles (90%) were given on schedule. Twelve doses of
scheduled day 1 regimen with docetaxel were delayed for 1 week,
and 4 doses of scheduled day 8 regimen were given on day 15. The
most common grades 3–4 toxicities were anaemia (75.6%),
neutropenia (6, 4.8%) and vomiting (7, 5.6%). Other grades 3–4
toxicities included diarrhoea in 4 (3.2%), and neurotoxicity,
asthenia and phlebitis in 1 (0.8%) each. No patient developed
peripheral oedema, severe (grades 3–4) infections or skin (nail)
toxicity. There was no mortality.

DISCUSSION
Recently, the combination of cisplatin with a new-generation
agent such as docetaxel has been shown to be more active against
advanced NSCLC. Docetaxel as a single agent (75–100 mg/m2

every 3 weeks) for advanced NSCLC provides response rates of
20%–30% with severe toxicity (e.g. 86% neutropenia and 42%
neutropenic fever).7–17 To reduce these, Georgoulias et al. used a
weekly docetaxel regimen (35 mg/m2/week, 6 out of 8 weeks)14

and reported a 16% response rate, 27 weeks of median survival
with much less toxicity (e.g. 5% neutropenia and 0% neutropenic
fever). Another study with docetaxel (40 mg/m2/week, 3 out of 4
weeks, every 28 days) also reported similar results.17

On the other hand, some combination chemotherapy schedules
with 3-weekly cisplatin and higher doses of docetaxel (either 100
mg/m2/3 weeks or 60–75 mg/m2/3 weeks) reported better response
rates of 30%–40% and a longer median survival of 8.4–13
months13–15,18 but had more severe toxicity. Although modified
regimens with cisplatin and weekly docetaxel (days 1, 8 and 15)

FIG 2. Correlation of response and survival
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FIG 1. Overall survival curve
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in a 28-day cycle had similar response rates with less toxicity, the
dosing intensity would be inconvenient for patients with advanced
lung cancer.15,19

The 21-day combination chemotherapy that we used with
docetaxel (35 mg/m2 days 1 and 8) and cisplatin (60 mg/m2 day 8)
had a good response rate (51%), less severe toxicities and less
dosing intensity (Table I), and may provide even better anti-
tumour activity with longer overall survival. Further studies with
a larger number of cases would be needed to confirm the findings
of this preliminary study.
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TABLE I. Summary of response and toxicity (grades 3–4) with different regimens in patients with advanced non-small cell lung cancer

Regimen n ORR Neutro- Anaemia Thrombo- Neutropenic Vomiting Diarrhoea Nephro- Neuro-
penia cytopenia fever toxicity toxicity

Docetaxel 35 mg/m2/day (days 1 and 35 51.4 4.8 5.6 0 3 5.6 3.2 0 0.8
8); cisplatin 60 mg/m2 (day 8)
(Present study)

Docetaxel 35 mg/m2/week; 36 30 6 14 0 0 3 3 — 0
cisplatin 25 mg/m2/week
(´3 weeks; rest for 1 week)19

Docetaxel 100 mg/m2 day 1; 156 36 25 1.9 3.2 9.5 7 7 4.5 5.1
cisplatin 80 mg/m2 day 2 (3 weekly)13

Docetaxel 75 mg/m2 every 3 weeks16 48 29.8 85.5 4.2 2.1 41.7 6.2 12.5 — 0

Docetaxel 35 mg/m2/week; 115 16 5 — — 0 — — — —
6 out of 8 weeks14

Docetaxel 40 mg/m2/week
(´3 weeks; rest 1 week)17 53 13 0 15 0 0 11 6 0 10

All values are percentages ORR overall response rate (complete and partial responses)
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