Cancer Chemother Pharmacol (2010) 66:889-897
DOI 10.1007/s00280-009-1235-y

ORIGINAL ARTICLE

Phase II study with fractionated schedule of docetaxel
and cisplatin in patients with advanced non-small cell lung cancer

Jung Hye Kwon * Jung Han Kim - Jung-Ae Lee - Hyun Chun Shin -
Hyo Jung Kim * Hun Ho Song * Joo Young Jung - Ho Young Kim -
Dae Ro Choi - Hyeong Su Kim * Young-iee Park - Dae Young Zang

Received: 27 August 2009/ Accepted: 26 December 2009 / Published online: 21 January 2010

© Springer-Verlag 2010

Abstract

Background Docetaxel and cisplatin combination che-
motherapy is established first-line chemotherapy for
advanced non-small cell lung cancer (NSCLC). We eval-
uated a weekly schedule of docetaxel and cisplatin for
efficacy and tolerability in patients with chemotherapy-
naive NSCLC.

Methods Patients enrolled in this study had stage IIIB or
IV NSCLC with measurable disease, no prior chemother-
apy, and Eastern Cooperative Oncology Group (ECOG)
performance status (PS) 0-2. Treatment consisted of
docetaxel 40 mg/m? and cisplatin 35 mg/m? given on D1
and D8 every 3 weeks. Patients were evaluated for
response after every 2 cycles of treatment.

Results Thirty six patients were enrolled, and 35 under-
went treatment. Of these, 29 were males and 7 females,
median age was 61 years (range, 38—68). About 31 patients
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had ECOG PS 0-1 and 4 patients had ECOG PS 2. Fifty
seven percentage (20/35) of patients had adenocarcinoma
and 74.3% (26/35) had stage IV disease. A total of 153 cycles
of chemotherapy were administered. Of the 35 patients
treated, 17 (48.6%) achieved partial response, 11 (31.4%)
showed stable disease, and 6 (17.1%) had progressive
disease. Median duration of response was 5.3 months (95%
CI: 4.2-6.2 months), and median time to disease progres-
sion was 4.6 months (95% CI: 2.9-6.3 months). Estimated
overall survival at 1 year was 65.7%. The major hemato-
logic toxicity was myelosuppression. Grade 3 or 4 anemia
occurred in 6 cycles, and grade 3 or 4 neutropenia was
observed in four cycles. Major non-hematologic toxicities
were grade 3 nausea in three patients and grade 3 fatigue in
two patients. Three patients developed pneumonia and one
patient had infectious colitis. There were no treatment-
related deaths in this study.
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Conclusions Weekly schedule of docetaxel and cisplatin
as first-line treatment for NSCLC had good efficacy and
manageable toxicity.

Keywords Non-small cell lung cancer - Taxotere -
Cisplatin - Combination chemotherapy - Chemo-naive

Introduction

Lung cancer, the leading cause of cancer-related mortality
in Korea, presents with advanced disease in the majority of
patients at the time of diagnosis [1]. Some meta-analysis of
randomized trials with NSCLC demonstrated the benefits
of cisplatin-based chemotherapy over palliative care in
improving overall survival rates and providing symptom
relief [2, 3]. Following the introduction of new agents in
the 1990s, cisplatin combination chemotherapy with new
agents, such as docetaxel, vinorelbine, gemcitabine, and
paclitaxel, has been found to increase median overall sur-
vival to 9—10 months and established as a standard therapy.

Docetaxel is a semi-synthetic taxoid derivative from the
rare Pacific yew tree Taxus Baccata [4] and active against
NSCLC [5, 6]. Stabilization of microtubule by docetaxel
results in inhibition of mitotic cell division between
metaphase and anaphase and initiation of apoptosis [7].
Docetaxel and cisplatin double regimen therapy appears to
have no cross-resistance in vitro and in clinical study [8, 9]
and has been demonstrated to produce favorable responses
and good overall survival rates compare to vinorelbine and
cisplatin combination [10, 11]. In phase II/III clinical trials
with docetaxel and cisplatin in patients with NSCLC,
median survival has been reported to be between 8.4 and
13 months [12—-14]. These trials lead us to choose doce-
taxel and cisplatin as a first-line chemotherapy in advanced
NSCLC. The usual recommended schedule for docetaxel
is 60-100 mg/m® and cisplatin 60-100 mg/m? every
3 weeks; however, myelotoxicity is a limitation of treat-
ment. In advanced NSCLC, improving survival without
severe treatment-related toxicity is major challenge in the
management.

A weekly regimen of docetaxel showed similar efficacy
and lower toxicity than a 3-weekly infusion in phase I
clinical trials [15-17]. We experienced that weekly sche-
dule of cisplatin has similar efficacy and better toxicity
profile than 3-week administration in our previous trial
[18], and several other studies showed that fractionated
schedule of docetaxel and cisplatin has similar efficacy to
the conventional schedule [19-21]. The optimal schedule
for administration of the two drugs has not yet been
determined. Based on our clinical trial and several trials
reported recently, we planned to conduct a fractionated
schedule of docetaxel and cisplatin to reduce severe
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hematologic toxicity while preserving efficacy. Our pri-
mary endpoint was response rate, and secondary endpoint
was toxicity, progression free survival, and overall survival
rate.

Patients and methods
Study design

This study was designed as an open-label, multicenter,
prospective single-arm phase II trial of combination che-
motherapy with fractionate dose of docetaxel and cisplatin
in metastatic or unresectable locally advanced NSCLC.
The primary endpoint was the response rate to treatment,
assessed according to the Response Evaluation Criteria in
Solid Tumors (RECIST) criteria. Secondary endpoints
were response duration, time to disease progression, tox-
icity, and overall survival.

Patient eligibility

Eligibility criteria were as follows: histologically con-
firmed NSCLC (squamous cell carcinoma, adenocarci-
noma, large cell carcinoma, and adenosquamous cell
carcinoma), stage IIIB (not suitable for chemoradiation) or
IV disease, Eastern Cooperative Oncology Group Perfor-
mance Status (ECOG PS) <2, age >18 years, measurable
disease by RECIST criteria, no prior chemotherapy, ade-
quate function of bone marrow [absolute neutrophil count
(ANC) >1.5 x 10°/1 and platelet count >100 x 10°/1],
liver [serum bilirubin level <1.5 mg/dl, AST and
ALT < 2.5 of upper normal limit(UNL), and alkaline
phosphatase <5 of UNL], and kidney [creatinine level
<1.5 mg/dl]. Patients with any of the following were
excluded: presence of active infection, severe uncontrolled
heart disease, uncontrollable hypertension or diabetes
mellitus, myocardial infarction during the preceding
6 months, active gastric or duodenal ulcers, pregnancy, and
any previous or concurrent malignancy other than non-
melanomatous skin cancer or in situ cancer of the uterus or
cervix. All patients gave written informed consent. The
study protocol was approved by the institutional review
board at each study center, and the study was conducted in
compliance with the Helsinki Declaration and Korean
Good Clinical Practice.

In the 2 weeks before initiation of treatment, patients
underwent a full medical checkup—a complete medical
history was taken and physical examination done, ECOG
PS was determined, and the following laboratory tests were
performed: complete blood cell count (CBC), serum bio-
chemistry (hepatic and renal function tests and electro-
lytes), urinalysis, and electrocardiogram. Chest radiographs
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and computerized tomography (CT) scans of all disease
sites were obtained in the 3 weeks prior to study
enrollment.

Treatment schedule

A total of six cycles of the planned chemotherapy were
given, with repeat dosing at 3-week intervals. All patients
were admitted during the first cycle of chemotherapy.
Docetaxel 40 mg/m? and cisplatin 35 mg/m? were admin-
istered on days 1 and 8. Docetaxel was dissolved in 250 ml
of 5% dextrose solution and infused over 30 min, with
16 mg dexamethasone given 30 min before infusion. On
completion of docetaxel infusion, cisplatin dissolved in
150 ml of 0.9% saline was administered intravenously over
30 min, with adequate intravenous hydration ensured
(750 ml of normal saline was given over 60 min before
cisplatin, and 1,000 ml given over 90-120 min after).
Prophylactic intravenous and oral SHT3 antagonist were
used to decrease nausea and vomiting. G-CSF prophylaxes
were not permitted. For patients to proceed beyond the
second cycle, ANC had to be >1.5 x 109/1, platelet count
>100 x 109/1, and toxicities resolved to <grade 1. After
four cycles of treatment, the decision whether two addi-
tional cycles were needed was made based on response and
toxicity.

Dose modification and discontinuation of treatment

At the scheduled day of drug administration, if the ANC
was <1.5 x 10%/1 and/or platelet count <100 x 10°/1, or if
grade 2 non-hematologic toxicities were present, chemo-
therapy was delayed for up to a maximum of 1 week. In
subsequent weeks, administration of both drugs was
reduced or omitted if toxicity occurred, and this was done
according to the following dosage adjustment criteria: if
ANC ranged from 1.0 to 1.5 x 10%/1 and/or platelet count
was 75-99.9 x 109/1, 75% of full doses of both drugs were
given; if ANC ranged from 0.75 to 0.99 x 101 and/or
platelet count was 50-74.9 x 10°/1, 50% of full doses
were given; chemotherapy was not given if ANC
was <0.75 x 10%1 and/or platelet count <50 x 10%/1. After
dose reduction, resumption of initial dose was not per-
mitted. Patients were removed from the study if more than
two dose reductions occurred, counts were inadequate by
day 36, or grade 3 or 4 non-hematologic toxicity did not
resolve by day 1 of the next cycle. Treatment was dis-
continued when any of the following occurred: radio-
graphic or clinical evidence of cancer progression,
deterioration of health or the attending physician believed
it was in the patient’s best interest to stop therapy, intol-
erable toxicity, or the patient’s refusal to continue treat-
ment. Once treatment was stopped, post-study follow-up

and subsequent therapy were managed by the attending
physician.

Response and toxicity assessment

Patients had CBC tests done before days 1 and 8 of treat-
ment, and all laboratory tests including CBC, serum bio-
chemistry, and chest radiographs were rechecked on day 1
of each cycle. Tumor responses were evaluated after every
two cycles of chemotherapy, based on the measurements of
tumor lesions on CT scans.

Toxicity was evaluated according to the Common Ter-
minology Criteria for Adverse Events (CTCAE), version
3.0, of the National Cancer Institute (NCI). The most
severe degree of toxicity experienced during treatment was
recorded for each patient.

Statistical analysis

According to the mini-max two-stage phase II study design
by Simon, 33 patients were required for a statistical power
of 80% and a false positive rate of 5%, with lower activity
level rate of 5%, and a lower and higher activity level of
20% and 40%, respectively. Assuming a drop-out rate of
10%, 37 patients had to be accrued.

The response rates and their 95% ClIs were estimated
based on the exact binomial distribution. Duration of
response was measured from the time that measurement
criteria were met for response to the first date that
progressive disease was documented. Progression free
survival (PFS) was measured from the start of treatment
to evidence of progression of cancer. Overall survival
(OS) was measured from the start date of treatment to the
date of death from any cause. PFS and OS were estimated
using the Kaplan—Meier method using SPSS statistical
software programs. Toxicity was summarized descrip-
tively by frequency distributions for > grade 2 toxicity
events.

Results
Patients

From November 2005 to June 2008, a total of 36 patients
from six sites in South Korea were enrolled. One patient
withdrew consent before the beginning of treatment. The
median duration of follow-up for this study was
10.6 months. As of 1 April 2009, 24 patients had died.
The demographic and baseline characteristics of the 35
patients are summarized in Table 1. At study entry, 74.3%
(26/35) of patients presented with metastatic disease and
57.1% (20/35) had adenocarcinoma. The median age was
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Table 1 Patients’ characteristics

Number of patients N =235
Age (years)
Median 62
Range 38-68
Sex
Male 28
Female 7
Performance status (ECOG)?
0-1 31
2
Disease stage
B 9 (25.7%)
v 26 (74.3%)
Histology
Adenocarcinoma 20 (57.1%)
Squamous cell carcinoma 11 (31.4%)
Unclassified 4 (11.5%)

* ECOG Eastern Cooperative Oncology Group

62 years (range, 38—68), and 80% (28/35) of patients were
male. The median time interval from diagnosis to study
entry was 1.71 weeks (range 0-150.29). Overall, two
patients (5.7%) underwent prior surgery, and two patients
(5.7%) had palliative radiotherapy before study entry.

Clinical efficacy

Response rate was calculated via intent-to-treat analysis.
The overall response rate was 48.57% (95% CI, 31.15—
65.99%), and all responses were partial responses; there
were no complete responses (Table 2). Six (17.1%)
patients had progressive disease, and of these, four had
progressive disease after two cycles of chemotherapy; 12
(34.3%) patients had stable disease. The mean (Z£standard
deviation) duration of response was 5.9 (£3.05) months.
Median PFS was 4.6 months (95% Cls, 2.9-6.3 months)
(Fig. 1), and median OS was 11.8 months (95% Cls, 5.8—
17.7 months) (Fig. 2). One- and 2-year survival rates were
65.7 and 31.9%, respectively.

Toxicity

A total of 153 cycles were administered, with the median
number of cycles administered per person being four cycles
(range, 2—-6). Table 3 shows any grade 2 or greater toxic-
ities occurring in the 35 patients. Grade 3 and 4 hemato-
logic toxicities included anemia (17.1%) and neutropenia
(11.5%). Two patients experienced grade 2 febrile neu-
tropenia; this was treated with antibiotics and the patients
subsequently recovered.

Overall, 46% (16/35) of patients reported grade 3 or 4
non-hematologic toxicities. The most common and severe
toxicities were grade 3 and 4 infections (four patients
affected; two had bacterial pneumonia, one had atypical
pneumonia, and one had infectious colitis), and three
patients discontinued treatment because of side effects (two
had pneumonia and one had paronychia). Azotemia
occurred in one patient but renal function was restored after
discontinuation of chemotherapy. There were no hyper-
sensitivity reactions.

Salvage chemotherapy on progression

Twenty nine of the 35 patients subsequently received
second-line chemotherapy, and of these, a further 17
received third-line chemotherapy.

Second-line chemotherapy was administered as follows;
pemetrexed in 12 patients, gemcitabine-containing regimen
in 10 patients, gefitinib in 4 patients, and erlotinib in 2
patients. Four patients received a fourth line of chemo-
therapy. Salvage chemotherapy had a positive effect on
survival time. Patients who received second-line chemo-
therapy had longer survival times (median of 15.9 months;

range, 10.04-21.76 months) than those who did not
(median of 5.77 months; range, 2.65-8.89 months)
(P < 0.0001).

Discussion

This is a phase II clinical trial evaluating the efficacy and
toxicity of a fractionated schedule of docetaxel and

Table 2 RECIST clinical

. . Type of response Number of % 95% CI
response criteria on intent-to- .
. patients (n = 36)

treat population
Complete response 0 0 -
Partial response 17 48.57 31.15-65.99
Stable disease 12 34.29 17.74-50.83
Progressive disease 6 17.14 4.01-30.28
Not assessable for response or withdrew before starting 1 - -
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cisplatin in patients with chemotherapy-naive stage IIIB or
IV NSCLC. The outcome of the study is promising—
overall response rate was 48.6% (95% CI, 31.15-65.99%),
with median PFS of 4.6 months (95% CI, 2.9-6.3 months).
This outcome is comparable to that consistently reported
for standard cisplatin-based doublet regimen treatments
(approximately 17-37% response rate with PFS of 7.4—
11.3 months) [10, 11, 22]. Grade IV neutropenia occurred
in only one patient and grade IV anemia in two patients.

Although four patients developed pneumonia, none of them
died from it; however, treatment was interrupted in two
patients. The toxicity profile in this schedule of treatment is
similar to the least severe ones that have been reported in
the literature.

In ECOG clinical trial, docetaxel 75 mg/m2 and cis-
platin 75 mg/m? were administered in 3-week schedule.
They reported that median survival was 7.4 months (6.6—
8.8) and response rate was 17% [22]. About 69% of
patients experienced grade 3 and 4 neutropenia, 11% of
them underwent febrile neutropenia, thereafter, high level
of toxicity was remained the problem to solve. In TAX
326 study, conventional dose of docetaxel and cisplatin
combination showed median survival of 11.3 months and
response rated of 31.6% [10]. The toxicity profile in the
same study was also miserable; grade 3 and 4 neutropenia
was 74.8%. Although the regimen of docetaxel 60—
100 mg/m? every 3 weeks is a commonly used one, 69—
74.8% of patients have been known to develop grade 3 or
4 hematologic toxicities with this regimen [10, 11, 22].
To decrease the incidence of severe adverse events,
weekly docetaxel administration has become an attractive
option for the treatment of advanced stage NSCLC.
Randomized phase III trials comparing weekly and
3-weekly administration of docetaxel in patients with pre-
viously treated NSCLC have shown comparable efficacies
of both treatment regimens [15, 23, 24]. These trials also
reported similar efficacies and less toxicity with the
weekly regimen compared to the 3-weekly one. In a
randomized phase II study, Gervais et al. [15] suggested
that weekly docetaxel at 40 mg/m” could be an alternative
option to the 3-weekly regimen in patients with previ-
ously treated NSCLC. In their study, median time to
progression was similar and less toxicity observed with
the weekly regimen compared to the 3-weekly one, and
response rate also showed a trend toward better disease
control with the former treatment than the latter (32.2 vs.
25.4%). Gredelli et al. [23] focused on quality of life
(QOL) issues and found that results were similar for
global QOL in patients given the 3-weekly and weekly
regimens. Moreover, Gervais et al. [15] and Camps et al.
[25] demonstrated that weekly docetaxel is effective and
well tolerated. These trials elicited several phase I clinical
trials in the previously untreated advance NSCLC [17, 26,
27]. The dose intensity of these studies is between 18.75
and 26.25 mg/m?*/week. Sato et al. suggested that the dose
of docetaxel to be combined with CDDP 80 mg/m” on
day 1 is 35 mg/m? per week on days 1, 8, and 15. They
reported that most common non-hematologic toxicity
appeared between day 8 and 15 [17]. Based on these
results, we choose the schedule that consisted of doce-
taxel 40 mg/m* on days 1 and 8 every 3 weeks; dose
intensity of docetaxel was 26.67 mg/m*/week.
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Table 3 Toxicity profile Toxicity Grade 2 Grade 3 Grade 4
Number of % Number of % Number of %
patients patients patients

Anemia 14 40 4 11.4 2 5.7
Neutropenia 0 0 3 8.6 1 2.9
Febrile neutropenia 2 5.7 0 0 0 0
Thrombocytopenia 1 2.9 1 2.9 0 0
Fatigue 1 29 2 5.7 0 0
Adrenal insufficiency 2 5.7 0 0 0 0
Diarrhea 3 8.6 2 5.7 1 2.9
Dysphagia 1 29 0 0 0 0
Stomatitis 4 114 0 0 0 0
Nausea 10 28.6 3 8.6 0 0
Vomiting 4 11.4 1 2.9 0 0
Infection with normal ANC 2 5.7 3 8.6 1 29
Hypocalcemia 0 0 0 0 1 2.9
Neuropathy 3 8.6 0 0 0 0
Azotemia 1 29 0 0 1 2.9
Nail change 0 0 1 2.9 0 0

:;ﬁ:ﬁigtrif;fge and Result Docetaxel Cisplatin
Number of cycles of chemotherapy

Total 153 153
Median (range) 4 (2-6) 4 (2-6)

Dose-reduced cycles

AUC area under the curve No. 12 14.5

Relative dose intensity = actual % 7.84 95

dose/planned dose x 100% Delayed cycles

4 Planned dose intensity: No. 17

planned dose per week % 11.1%

® Actual dose intensity: dose
patient received per week

Planned dose intensity (%)*

Actual dose intensity (%)°
¢ Relative dose intensity: actual

Relative dose intensity (%)°
dose/planned dose x 100% clative dose intensity (%)

26.7 mg/m*/week (100%)
24.0 mg/m*/week
90.0%

23.3 mg/m*/week (100%)
21.0 mg/m*/week
90.1%

We also planned to modify the administration schedule
of cisplatin. The required cisplatin dose in a 3-week
treatment regimen is 70-80 mg/m” (23-27 mg/m?*/week).
Administration of these high doses of cisplatin should be
accompanied by vigorous hydration and meticulous prep-
aration to reduce the incidence of toxicity. Although cis-
platin is the mainstay of treatment for NSCLC, renal
toxicity, nausea, and vomiting are main restriction of
treatment. In the conventional schedule of docetaxel and
cisplatin, 44% of renal toxicity, 83% of nausea, and 57%
of vomiting were reported [28]. Several clinical studies
[20, 21, 29, 30] have suggested that weekly administration
of cisplatin may have similar efficacy and less toxicities to
3-weekly cisplatin given in combination chemotherapy.
We recently reported on the weekly administration of
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cisplatin with gemcitabine in chemotherapy-naive NSCLC
patients [18]. In this study, we showed that gemcitabine
with weekly cisplatin had similar efficacy (response rate of
51%) to and less toxicity than the 3-weekly regimen.
Several trials have evaluated the efficacy and toxicity of
weekly administration of docetaxel and cisplatin for
NSCLC in the first-line setting (Table 5). Four of these
studies divided the dose of docetaxel [31-34], and two
studies separated the dose of both drugs [20, 21] into
4-weekly cycles. The response rates to the chemotherapy
regimens ranged from 27 to 45%, and the median survival
times ranged from 10.1 to 12.8 months [20, 21, 31-34].
Planned dose intensity of docetaxel in these studies ranged
from 18.75 to 26.25 mg/mz/week, levels which are some-
what lower than the 3-weekly regimens (25 mg/m?/week).
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Table 5 Summary of relevant clinical trials in patients with advanced stage NSCLC

Author Regimen Number of RR TTP  OS PDI ADI Common grade 3 or 4
patients (%) (M) M) toxicities more than 5%
Niho (2002) [21] D 35 mg/m2 d1,8,15 33 27 5.1 128 2625 23.8 Neutropenia (25%), anemia
C 25 mg/m® d1,8,15 q 4w 18.75 (14%)
Tsunoda (2004) [33] D 25 mg/m2 d1,8,15 38 31.6 NA 11.8 1875 NA Neutropenia (18%)
C 80 mg/m* dl q 4w 26.7
Kaira (2005) [31] D 35 mg/m? d1,8,15 40 45 5.5 19.9 2625 247 Neutropenia (37.5%),
C 80 mg/m’ d1 q 4w 26.7 Anemia (12.5%)
Tartarone (2005) [32] D 25 mg/m2 d1,8,15 31 40 6.4 10.1 18.75 18.75 Neutropenia (6%), nausea
C 80 rng/m2 dl q 4w 26.7 (6%), febrile neutropenia
(6%)
Park (2007) [34] D 35 mg/rn2 d1,8,15 43 39 3.9 10.0 26 23.1 Neutropenia (9%), anemia
C 75 mg/m® d1 q 4w 1875 98% (28%), stomatitis (24%),
Fatigue (44%), Nausea/
vomiting (35%),
peripheral neuropathy
(21%), diarrhea (14%),
skin toxicity (21%),
nail toxicity (16%),
Han (2009) [20] D 25 mg/m” d1,8,15 48 39.6 109 109 18.75 17.25*  Anemia (17.3%),
C 20 mg/m® d1,8,15 q 4w 15 Neutropenia (8.7%),
stomatits (10.9%),
diarrhea (10.9%),
Neuropathy (10.9%),
Nail toxicity (8.7%)
Current study D 40 mg/m” d1,8 35 48.57 4.6 11.8  26.7 24 Anemia (17.1%),
C 35 mg/m2 d1,8 q 3w 233 Neutropenia (11.5%),

diarrhea (8.6%), nausea
(8.6%)

D docetaxel; C cisplatin; RR response rate; 77TP median time to progression; OS median overall survival; M months; NA not available; a abstract
available in English; b carboplatin; PDI planned dose intensity (mg/m*/week)

# Calculated from the data the authors presented

Our hypothesis was that with a 2-weeks-on and 1-week-off
schedule of chemotherapy, non-hematologic toxicities
would be reduced compared with the 3-weeks-on and
1-week-off type of schedule, and both these regimens
would be similarly efficacious. Park et al. [34] compared
two different administration schedules of docetaxel. In that
study, he reported that overall response rate (40% in the
3-weekly regimen and 39% in the weekly regimen,
P = 0.74) and median PFS (4.3 months in the 3-weekly
regimen and 3.9 months in the weekly one, P = 0.08) was
not significantly different between the two arms. The
authors explained that this lack of difference resulted from
the reduced dose intensity of the weekly arm compared to
the 3-weekly one (88 vs. 97%). About 21% omitted the day
8 dose of docetaxel because of cytopenia, and the planned
dose intensity was lower in the weekly arm than the
3-weekly one (25 vs. 18.75 mg/m*/week). There were more
frequent reports of thrombocytopenia and neutropenia in
the 3-weekly arm; but more fatigue, nausea/vomiting,
peripheral neuropathy, and skin toxicity in the weekly arm
resulted in no difference in QOL between the two arms.

Our study changed the administration of the chemotherapy
from a 4-weekly schedule to a 3-weekly one to increase the
density of the dose. The actual dose intensity in our study is
fairly comparable to the 3-weekly regimen (24.0 mg/m?/
week: range, 16.52-26.7 mg/m?*/week for docetaxel, and
24.0 mg/m?*/week: range, 16.52-26.7 mg/m*/week for cis-
platin) (Table 4). A relatively high dose intensity of both
drugs could explain the high response rate in our study. The
median OS in our study is quite consistent with the survival
rates seen with platinum doublet therapy, as has been
previously reported [10, 11, 22].

Conclusion

We performed the present study to prove the hypothesis
that weekly administration of docetaxel and cisplatin has
comparable efficacy and better toxicity profiles, especially
in the previously untreated patients. Although our study has
the limitation of a phase II clinical trial design, fractionated
schedule of docetaxel and cisplatin is an alternative
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regimen in patients with chemotherapy-naive stage IIIB or
IV NSCLC. Our study demonstrated comparable response
rates and less toxicity for this regimen compared with the
platinum doublet regimen currently being used. The result
of this trial suggests conducting phase III clinical trial to
prove clinical efficacy and less toxicity of fractionated
schedule of docetaxel and cisplatin.
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