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Analysis of Combination Chemotherapies In Advanced
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Background: Lung cancer is the third leading cancer
in Srinagarind hospital, Khon Kaen University. At the time
of diagnosis, most lung cancer patients always have
advance disease.

Obijective: To study the activity of combination chemo-
therapies in advanced NSCLC

Design: A descriptive study.
Setting: Division of Pulmonary and critical care medi-

cine, Department of Medicine, Srinagarind hospital,
Faculty of Medicine, Khon Kaen University

Subject: Thirty patients who were diagnosed with
advanced NSCLC (stage lIB and V), good performance
status (ECOG 0-2), and with no contraindication for
chemotherapy in department of medicine service
between June 1996 and June 1998. Those patients were
assigned to receive one of the two combination chemo-
therapies : 1. Paclitaxel and Carboplatin (Pac/CP),
2. Ifosfamide, Epirubicin and Cisplatin {(IEP). This study
was not randomized, but it was a series of phase |l trials.
Measurement: Evaluation of the response and toxici-
ties by standard criteria for chemotherapy. Calculation of
survival by Kaplan-Meier method.

Results: There ware 30 cases, 19 male and 11 female.
The patients’ median age was 51.75 years (range 36-64).
The most common histomorphological type of lung can-
cer was adenocarcinoma (76.67%), 56.67% had stage
I1IB disease; 43.33% had stage 1V disease. Of the 30
patients enrolled; 19 patients were assigned to receive
IEP, and 11 patients were received Pac/CP; 10 patients
who received Pac/CP were evaluable. The overall
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response rate for Pac/CP and IEP was 30% and 26.4%,
respectively. The toxicities for Pac/CP were grade 3
neutropenia 10%, grade 2 thrombocytopenia 20%, grade
2 anemia 40% and grade 2 neuropathy 80%. The
toxicities for IEP were grade 3 anemia 18.2%, grade 2
elevated transminase enzyme 5.3% grade 2 elevated
creatinine 5.3% and grade 3 infectious complication
15.8%. The median survival time of both regimens were
7 months. One year survival probability was 45% and
11% for Pac/CP regimen and IEP regimen, respectively.
Conclusion: The response rate of Pac/CP and IEP
were similar. The one year survival probability seem to
be better in Pac/CP regimen.

Keyword: Chemotherapy, Non-Small Cell Lung Cancer
(NSCLC), Paclitaxel, Carboplation (Pac/CP), Ifosfamide,
Epirubicin, Cisplatin (IEP)
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Introduction

Lung cancer is the common malignancy of both
sexes in the northeast part of Thailand. Amog the
patients who were treated at Srinagarind hospital,
Khon Kaen University in 1997, lung cancer is the
second leading cancer for males and the fifth in
females.” Recently, there is no effective screenging
for lung cancer among persons without pulmonary
symptoms.® Most cases were treated at a late stage,
only 15% of all lung cancer patients will have local
disease.® Advanced NSCLC was reated either with
chemotherapy or radiotherapy or both. Nowadays, data
from meta-analysis was found as being a small
benefit from combination chemotherapy in advanced
NSCLC.®

Objectives

1. Assess the response rate of two combination
chemotherapy regimens; (1) Paclitaxel/Carboplatin
(Pac/CP), (2) lfosfamide/Epirubicine/Cisplatin (IEP).

2. Determine the survival rate in these patients.

3. Evaluate the toxic effects associated with both
regimens.
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Materials and Methods

A retrospective review was done from June 1996
till June 1998. An eligible cases were the patients who
diagnosed as advanced NSCLC (stage llIB and IV)®
in department of Medicine, that received combination
chemotherapy for treatment. Eligible cases for chemo-
therapy include a performanced status (PS) of 0-2 by
ECOG criteria®®, measurable disease, leukocyte count
3.5x10%L, platelet count 100x10%L, hemoglobin level
10 g/L, normal renal function, normal hepatic function,
no active infection, and no cardiac disease. At thattime,
there were two combination chemotherapy regimens,
that were used to treat our advanced NSCLC patients.
The chemotherapy regimens were ;
1. IEP regiment’®
lfosfamide 3 mg/m? IV infusion over a period of 5 hrs
on day1
Mesna 600 mg/m? IV at 0,4,8 hrs post lfosfamide
Epirubicin 60 mg/m? IV slowly on day 1
Cisplatin 60 mg/m? Iv infusion 2 hrs on day 1

Re-cycle every 4 weeks.
2. Pac/CP regimen®
Paclitaxel 175 mg/m? |V infusion 3 hrs on day 1
Carboplatin dose in mg = area under the concentra-

ASUATUNTNTAT 2541; 13(3) e Srinagarind Med J 1998; 13(3)



avfunay Wufudl o Anakapong Phunmanee

tion-time curve of 6, (Calvert formula) over a period of
1 hron day 2.

Re-cycle every 3 weeks.

The assignment of regimen depend on economic
status. The patients, who had economic problems, were
treated with IEP regimen; the other were treated with
Pac/CP regimen. The response to therapy was
assessed according to a standard criteria’®, every two
treatment courses; toxicities were evaluated for each
course and graded according to the World Health
Organization (WHO) toxicity scale.” The calculation
of survival rate was done by Kaplan-Meier method.

Results

From June 1996 to June 1298, 30 untreated stage
I1IB to stage IV NSCLC were enrolled ; 17 had stage
1B and 13 had stage IV disease. The patients’ char-
acteristics were listed in Table 1. One patient who
received Pac/CP regimen, was excluded from our study
because of an uncontrolled pleural sepsis that needed
a prolong course of antibiotic treatment. The overall
response rate for Pac/CP and IEP regimens was
30.0% and 26.4%, respectively (Table 2).

The median survival time of patients treated with
Pac/CP regimen and IEP regimen were 7 months.
One year survival probability for Pac/CP and IEP
regimens was 45% and 11%, respectively (Figure 1,2).

Treatment toxicities were listed in Table 3 and 4.
Leukopenia and thrombocytopenia occurred more
frequently with Pac/CP regimen compared to the IEP
regimen. There was ro differcnce in anemic complica-
tion. Abnormal liver and renal function, and infectious
complication occurred more frequently with IEP. Urinary
tact infection and pneumonia were the cammon infec-

Table 1 Patient Characteristics

Characterlstics Pac/CP IEP Total
Sex M:F 5:6 14:5 19
Median age 52 51 51.5
PS (ECOG) 1 4 4 8
2 7 15 22
Staging ns 5 12 17
\ 6 7 13
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tious complication found in these patients. IEP trcated
patients, who received metrocloplamied had severe
nausec and vomiting symptoms. than Pac/CP trected

Table 2 Chemotherapy response

Response Pac/CP IEP
NoJ %) No.(%)

Overall response (OR) 3(30) 5(26.4)
Complete response (CR) 0(0) 1(5.3)
Partial response (PR) 2(20) 3(15.8)
Minor response (MR) 1(10) 1(5.3)
Stable disease (SD) 3(30) 3(15.8)
No response (NR) 4(40) 11(57.8)
Prob. of survival
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Figure 1 Survival duration: Pac/CP
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Figure 2 Survival duration: IEP
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Table 3 Toxicity of Pac/CP

Toxicity WHO grading (%)
0 1 2 3 4
Neutropenia 80 0 10 10 0
Thrombocytopenia 80 0 20 0 0
Anemia 10 50 40 0 0
Nausea/vomiting 10 80 10 0 0
Neuropathy 0 20 80 0 0
Cardiac arrhythmia 90 10 0 0 0
Hypomagnesemia 80 20 0 0 0
Table 4 Toxicity of IEP
Toxicity WHO grading (%)
0 1 2 3 4
Anemia 9.0 36.4 364 18.2 0
Elevated 94.7 0 53 0 0
transminase
Elevated 84.2 105 53 0 0
Infection 84.2 0 0 158 0
Neusea/vomiting 0 10 70 20 0

patients regimen, who received odansetron as
antiemetic prophylaxis. Neuropathy is a fundamental
toxicity found in Pac/CP trected patients.

Discussions

The was not a randomized contrd trisl study, but it
was a series of phase Il trials. We found that the
response rate in both groups were quite similar. The
response rate found in this study was similar to the
previow phass |l trials studies obviously there there
is a difference in one year survival rate between Pac/
CP ftreated patients had a higher one year survival
rate than IEP treated group. This finding was consis-
tent with a recent report, with favorable result on newer
chemotheraputic regimen.® There were no serious
side effects of chemotherapy found in this study.
The problems of Pac/CP regimen were neutropenia,
thrombocytopenia, and neuropathy, whilc the major
problems of IEP regimen were anemia, abnormal liver
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and renal functions. In the era of economic crisis, the
cost of treatment must be considered, howerw. The
newer chemotherapiwa, such as paclitaxel, docetaxel
and gemcitabine, are more expensive than older
drugs, such as cisplatin, mitomycin, etoposide and
ifosfamide. The cost of Pac/CP regimen is 5 times
more expensive than IEP regimen.

The limitations of this study as thet there was small
number of patients included in our study and it was not
a randomized caution study. Thus, in order to make a
conclusion of which regimen is beller, the phase Il trial
should be designed and study cum shuld aiso include
the ascexment of patients quanlity of life and cost-
effective of each regmus.

Conclusion

From our non-randomized phase |l study, both Pac/
CP and IEP chemotherapy regimens had moderated
activity to advanced NSCLC.
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