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ABSTRACT
Objective: To explore the efficacy and adverse reactions when etoposide is combined with cisplatin and irinotecan is combined
with cisplatin in treating stable patients with small cell lung cancer.
Methods: A total of 78 patients with small cell lung cancer who were admitted to our hospital from October 2016 to December
2017 were analysed retrospectively. According to their different treatment methods, the patients were divided into a group that received
etoposide combined with cisplatin (EP) and a group that received irinotecan combined with cisplatin (IP). The EP group comprised
41 patients, and 37 patients were in the IP group. The short-term efficacy and PFS as well as incidence, reduction and delay of side
effects were analysed.
Results: The objective remission rate was 82.93% in the EP group and 83.78% in the IP group, meaning no significant difference
in remission was evident between the two groups (P>0.05). The median PFS was 5.6 months in the EP group and 6.1 months in the IP
group, implying no significant difference between the two groups (P>0.05). The leucopoenia rate of grade III-IV in the EP group was
36.59%, and that of grade III-IV in the IP group was 10.81%, showing a significant difference between the two groups (P<0.05). No
significant difference between the two groups was noted in terms of degree I-II leucopoenia, degree I-II anaemia, degree III-IV anaemia,
degree I-II thrombocytopenia or degree III-IV thrombocytopenia (P>0.05). The percentages of reduction and delay of side effects in the
EP group were 19.51% and 21.95%, respectively, while in the IP group the figures were 2.70% and 5.41%, respectively (P<0.05).
Conclusion: Etoposide combined with cisplatin and irinotecan combined with cisplatin can be used as the first-line chemotherapy
for small cell lung cancer patients. However, the occurrence of side effects when irinotecan is combined with cisplatin in the treatment
of small cell lung cancer is slightly lower, and the reduction and delay caused by the side effects are less.
Keywords: Etoposide, cisplatin, irinotecan, small cell lung cancer.
DOI: 10.19193/0393-6384_2021_2_163
Received March 15, 2020; Accepted October 20, 2020

Introduction
Small cell lung cancer can be divided into a
limited stage and an extensive stage according to
the scope of focus. About 70% of patients are in
the extensive stage upon disease diagnosis. After
treatment, the median survival time of patients is
9-13 months, and the 2-year survival rate is only
5%(1-2). Compared with other types of lung cancer,
radiotherapy and chemotherapy are more effective
in treating small lung cancer. However, when small
cell lung cancer patients are diagnosed, cancer cells

may have already spread widely, making a cure
problematic(3). Most small cell lung cancer is closely
related to smoking. In addition, environmental and
genetic factors can also serve as inducing factors for
small cell lung cancer(4). To some extent, while the
clinical symptoms of this malady resemble those of
non-small cell lung cancer, its tumour growth rate
is rapid, its degree of malignancy is high and time
to extensive metastasis is early; moreover, endocrine
syndrome may appear(5).
Although small cell lung cancer is highly sensitive to radiotherapy and chemotherapy, most patients
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will eventually experience diffusion and metastasis.
Therefore, combined radiotherapy and chemotherapy remains the most effective means for treating
small cell lung cancer(6). Although the prognosis of
small cell lung cancer is very poor, systemic chemotherapy can significantly prolong survival time and
relieve patients' pain.
However, the problem of drug resistance remains; thus, comprehensive treatment is key. Etoposide combined with cisplatin or irinotecan combined
with cisplatin are two choices for first-line chemotherapy for small cell lung cancer in a wide range of
stages as recommended by NCCN guidelines. Previous studies have confirmed that the progression-free
survival for the two schemes is similar, but the total
survival in cases where irinotecan has been combined with cisplatin is relatively longer(7-8). However,
no independent data were available for the patients
in previous studies, making it unclear whether the
two schemes are superior or inferior in comparison
to one another.
Therefore, this study examined cases where
etoposide was used in combination with cisplatin
and, alternatively, irinotecan was combined with cisplatin in treating patients with small cell lung cancer,
aiming to explore the efficacy and adverse reactions
for the two schemes in such treatment.
Materials and methods

General information
In this study, 78 patients with small cell lung
cancer admitted to our hospital from October 2016 to
December 2017 were analysed retrospectively.
The criteria for inclusion were:
• Extensive stage of small cell lung cancer was
clearly diagnosed by pathology or cytology;
• Measurable lesions existed;
• Expected survival time ≥3 months;
• This would be their initial treatment;
• Informed consent was signed by all patients;
• Ethical review by the hospital was approved
by batch.
Patients were divided into an etoposide plus
cisplatin (EP) group and an irinotecan plus cisplatin
(IP) group. The EP group consisted of 41 patients,
21 males and 20 females, with an average age of
(45.96±9.89) years. The IP group comprised 37 patients, 20 males and 17 females, with an average age
of (46.01±9.56) years. No significant difference was
noted in terms of general information between the
two groups (P>0.05).
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Method
Patients in the EP group were treated with
etoposide (GJZ: h20561145, produced by Sichuan
Baojiantang Pharmaceutical Co., Ltd) and cisplatin
(GJZ: h24561185, produced by Yunnan Bio-Valley
Pharmaceutical Co., Ltd), intravenous drip of etoposide 100mg/m2 for the first to the third day, intravenous drip of cisplatin 75mg/m2 for the first day, repeated once every 3 weeks for 12 weeks.
Patients in the IP group were treated with irinotecan (GJZ: h25880573 produced by Qilu Pharmaceutical Co., Ltd) and cisplatin. On the 1st, 8th and
15th day, irinotecan 60mg/m2 was infused intravenously; on the 1st day, cisplatin (75mg/m2) was given
intravenously once every 3 weeks. Treatment continued for 12 weeks.
Observation index
• According to the evaluation standard of new
solid tumour curative effect, the curative effect of the
two groups was evaluated.
Complete remission
All target lesions disappeared, lasting for more
than 4w.
Partial remission
The maximum diameter of lesions decreased
by more than 30%, lasting for more than 4w.
Stability
The total maximum diameter of lesions decreased by less than 30%.
Progress
The total maximum diameter of lesions increased by more than 20%, or new lesions were observed. Objective remission rate = (number of complete remission cases + number of partial remission
cases)/total cases × 100%.
• Progression-free survival (PFS) was used to
evaluate the long-term efficacy of the two groups,
that is, the time from the date of chemotherapy to
the discovery of small cell carcinoma progression or
death.
• According to the general toxicity standard of
the National Cancer Institute of the United States,
the side effects of chemotherapy in the two groups
were evaluated.
• The reduction and delay were compared for
the two groups.
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Statistical methods
SPSS 24.0 software was used to analyse the
data. The clinical efficacy and side effects for the
two groups were expressed in [n%], and χ2 was used
to test. P<0.05 means the difference was significant.
Results
Comparison of the short-term efficacy between the two groups
The objective remission rate was 82.93% in the
EP group and 83.78% in the IP group, meaning that
no significant difference was seen between the two
groups (P>0.05). See Table 1.
Group

n

Complete
remission

Partial
remission

Stable

Objective
Progress response
rate

EP

41

3 (7.32)

31 (75.61)

3 (7.32)

3 (7.32)

34 (82.93)

IP

37

3 (8.11)

28 (75.68)

4 (10.81) 2 (5.41)

31 (83.78)

χ2

0.010

P

0.919

Table 1: Comparison of short-term efficacy between the
two groups [n (%)].

Comparison of long-term effect between two
groups
The median PFS was 5.6 months in the EP
group and 6.1 months in the IP group. No significant difference was noted between the two groups
(P>0.05). See Figure 1.
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between the two groups (P<0.05). No significant
difference existed between the two groups in terms
of degree I-II leucopoenia, degree I-II anaemia,
degree III-IV anaemia, degree I-II thrombocytopenia
or degree III-IV thrombocytopenia (P>0.05). See
Table 2.
Toxic side effects

EP

IP

χ2

P

I-II degree leukopenia

14 (34.15)

12 (32.43)

0.026

0.873

Degree III-IV degree leukopenia

15 (36.59)

4 (10.81)

7.012

0.008

I~II degree anaemia

8 (19.51)

7 (17.07)

0.004

0.907

III~IV degree anaemia

1 (2.44)

2 (5.41)

0.463

0.496

I~II degree thrombocytopenia

4 (9.76)

2 (5.41)

0.519

0.472

III~IV degree thrombocytopenia

3 (7.32)

1(2.70)

0.851

0.356

Table 2: Comparison of side effects between the two
groups [n (%)].

Comparison between two groups of patients
due to reduction of toxic and side effects and delay
of toxic and side effects
The percentages of reduction and delay of side
effects in the EP group were 19.51% and 21.95%,
respectively, while the figures for the IP group were
2.70% and 5.41%, respectively (P<0.05). See Table 3.
Group

n

Reduction due to toxic
and side effects

Reduction period due
to toxic and side effects

EP

41

8 (19.51)

9 (21.95)

IP

37

1 (2.70)

2 (5.41)

χ2

5.384

4.394

P

0.020

0.035

Table 3: Comparison between the two groups due to the
reduction of side effects and the delay of side effects in
chemotherapy [n (%)].

Discussion

Figure 1: Comparison of long-term effects between the
two groups.

Comparison of side effects between the two
groups
The leucopoenia rate of grade III-IV in the EP
group was 36.59% compared to 10.81% in the IP
group. Thus, evidence showed a significant difference

Small cell lung cancer is characterized by high
malignancy and rapid disease progression. Because
most patients are at the stage where the cancer is
widely dispersed when they are diagnosed, the prognosis for small cell lung cancer is relatively poor,
making the treatment of this malady extremely challenging. While chemotherapy has remained the cornerstone of the treatment of small cell lung cancer,
in the past 20 years, its developmental level has remained relatively stable. Thus, the current relevant
research has not shown significant progress(9-10). Furthermore, the side effects caused by chemotherapy
play an important role in the treatment of small cell
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lung cancer, critically affecting the choice of treatment plan. Clinical studies have confirmed that the
objective effective rate of etoposide combined with
cisplatin or carboplatin is as high as 90%. Although
many scholars have tried to discover more efficient
and reliable treatment schemes, studies have not
achieved significant survival benefits(11-12).
Irinotecan, which was used in clinical practice
to treat small cell lung cancer in the 1970s, is now
mostly used in treating gastrointestinal cancer(13). In
2002, irinotecan established a position in the field of
first-line treatment of extensive small cell lung cancer. Relevant research shows that when irinotecan
is combined with cisplatin in the treatment of small
cell lung cancer patients, the median survival time,
PFS and 2-year survival rate are significantly higher
than the results shown in combining etoposide with
cisplatin; moreover, the myelosuppression rate is
significantly reduced(14-15). However, the results of
this study showed an objective remission rate for the
EP group of 82.93% in comparison to 83.78% for the
IP group. No significant difference in remission was
therefore noted between the two groups (P>0.05).
The median PFS was 5.6 months in the EP group
and 6.1 months in the IP group, again not significantly different (P>0.05). This study did not confirm
the results of previous studies in terms of improving
the survival of patients but was consistent with the
results of two related studies in North America. The
findings show that while the short-term and longterm effects in the two groups implies effective treatment of small cell lung cancer, the survival benefit of
irinotecan combined with cisplatin is slightly higher.
Relevant domestic studies also reveal that irinotecan combined with cisplatin demonstrates higher
efficiency and survival benefit(16). Munker et al.(17)
found that the survival time of patients with small
cell lung cancer treated with irinotecan and carboplatin was slightly higher than for those treated with
etoposide and carboplatin, findings that are consistent with the results of this study. The leucopoenia
rate of grade III-IV in the EP group was 36.59%,
and that of grade III-IV in the IP group was 10.81%,
showing a significant difference between the two
groups (P<0.05). The percentages of reduction and
delay of side effects in the EP group were 19.51%
and 21.95%, respectively, while those in the IP group
were 2.70% and 5.41%, respectively (P<0.05). This
study also found that the risk of myelosuppression
for irinotecan combined with cisplatin was low, and
the reduction and delay caused by side effects were
less than with treatment involving etoposide.
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However, the current survival benefit from
small cell lung cancer treatment is not considerable,
and some genes have been shown to have mutated(18).
Most molecular targets have been identified; however, targeted treatment has not achieved satisfactory
results in clinical practice, and no accurate and efficient targeted drug treatment is currently available in
the clinical treatment of small cell lung cancer. Thus,
a long journey remains in the endeavour to further
explore effective treatment in such cases.
In all, etoposide in combination with cisplatin
and irinotecan combined with cisplatin have an obvious therapeutic effect, promoting their use as the
first-line chemotherapy for small cell lung cancer
patients. However, slightly fewer side effects have
been observed in combining irinotecan with cisplatin in the treatment of small cell lung cancer than
with the use of etoposide, and the reduction and delay caused by side effects are lower.
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