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ABSTRACT

Objective: The aim of this study was to evaluate the outcomes of initial Paclitaxel
- Carboplatin (TC) treatment in patients with advanced non - small cell lung cancer.

Methods: A total of 38 patients diagnosed with de novo NSCLC stage from IlIB to IV
were underwent TC regimen from 2 to 6 cycles between February 2021 and July 2022 at
Hue university of medicine and pharmacy hospital and Hue central hospital. They were
assessed the response, progression - free survival, overall survival, and toxicity.

Results: The mean age was 58.4 + 6.7. All patients had ECOG scores of 0 and 1.
There was 18.4% cases with underweight. The figure for stage IV and non - squamous
cell carcinoma (non - SCC) were 86.8% and 84.2%, respectively. 44.7% of patients

gle/;;‘[l);‘; received Pegfilgrastim. The improvement of cough, chest pain and dyspnea occurred
Revised: after the first 6 weeks and maintained stable these symptoms until the 12th week.
03/6/2023 The object response rate (ORR) was 31.6%. The median progress - free survival and
Accepted: overall survival were 7.0 months and 14.0 months, in turn. Adverse events (AEs) at
04/6/2023 grades 3 or 4 presented 10.6% and 5.2% of patients with neutropenia and anemia.
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I. INTRODUCTION

Non - small cell lung cancer (NSCLC) is a
common malignant disease. The majority of
patients present with advanced stage at the time of
diagnosis. Although, the first treatment methods
such as targeted therapy and immunotherapy
demonstrate the outweigh in terms of response
rate, survival and safety, platinum doublet - based
chemotherapies to this day, are the cornerstone
that are globally use, indicating patients with
gene (EGFR, ALK...) mutation - negative or
PD - L1 negative NSCLC, and those are not able
to approach optimal treatments [1, 2]. Among
these, Paclitaxel - carboplatin illustrates the

Hepatitis and renal impairment were less common.

Conclusion: In patients with previously untreated advanced non - small cell lung
cancer, Paclitaxel - Carboplatin not only had efficacy and safety with an acceptable
toxicity profile but also reduced the specific symptoms.
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similarity of efficacy with about 30% objective
response rate, approximately 12 months of the
median overall survival (OS) and the acceptable
toxicity, the safety for 60 - year - old patients,
and the alleviaton of symptoms [3, 4]. At Hue
central hospital and Hue University hospital, this
regimen is one of the popular options. Therefore,
our objective was to evaluate the results of the
first - line TC treatment with advanced NSCLC.
II. MATERIALS AND METHODS
2.1. Patients

All 38 patients entered onto this study were
18 years of age or older and diagnosed de novo
NSCLC with stage IIIB, IIIC, and IV according
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to TNMS8 of the American Joint Commission on
Cancer, confirmed by pathology with or without
immunohistochemistry test. Those with an Eastern
Cooperative Oncology Group (ECOG) performance
- status score of 0, 1 or 2 received paclitaxel 175
- 200 mg/m? and carboplatin with area under the
concentration - time curve of 4 - 5 mg/mL/min
(range, 2 to 6 cycles), each administered every
3 weeks. The study excluded the patient with
uncontrolled brain metastasis. We conducted from
February 2021 to July 2022.
2.2. Methods

In this descriptive study, patients were assessed
symptoms per the EORTC QLQ - LC13 questionnair
before the first day of cycle 1, after 6 and 12 weeks,

II1. RESULTS

3.1. Clinical and laboratory patient characteristics

and responses per the Response Evaluation Criteria
in Solid Tumors (RECIST) ver 1.1. Toxicity was
performed in accordance with the National Cancer
Institute common toxicity criteria (CTCAE) version
5.0. Kaplan - Meier method was used to estimate
progress - free survival and overall survival. The
log - rank test analysed the relevant factors. The
Cox regression model was used for the multivariate
analysis of significant survival variables from the
Kaplan - Meier method. Paired - T test was used
to compare 2 mean scores of a measurement at
two assessed times. Statistical significance was
determined at p < 0.05.

All statistical analyses were performed with
SPSS software version 16.

This study included 38 eligible patients with a mean age 58.4 = 6.7 (39 - 70). After 6 weeks, there were

2 patients who died before reaching the 12th week.

Table 1: Patient characteristics

Characteristic n %

Male 29 76.3
Sex

Female 9 23.7

<18.5 7 18.4
Body mass index (BMI) kg/m?

>18.5 31 81.6

0 3 7.9
ECOG performance status 1 35 92.1

2 0 0

Non - SCC 32 84.2
Histologic subgroup

SCC 6 15.8

Positive 3 7.9
EGFR mutation test Negative 10 26.3

Not given 33 65.8

No 5 13.2
Metastases

Yes 33 86.8
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Characteristic n %
Contralateral lung 8 21.1
Pleura 20 52.6
Bone 14 36.8
Distant metastatic sites
Adrenal gland 5 13.2
Brain 2 53
Liver 2 53
) Whole brain radiotherapy 1 2.6
Controlled brain metastases
Surgery 1 2.6
) Yes 17 447
The use of Pegfilgrastim
No 21 553

The rate of male/female was 3.2/1 and 18.4% of patients were underweight. All they had ECOG scores
of range 0 to 1. Only 34.2% of patients were performed EGFR mutation test. Those with stage IV were
predominant (86.8%) including 2 patients who underwent controlled brain metastases before undergoing
chemotherapy. 44.7% of patients received Pegfilgrastim.

3.2. Efficacy
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The scores of cough, dyspnea, and chest pain
decrease 6 weeks later (p < 0.05). At the 12th week,
these levels were almost unchangeable (cough,
dyspnea) and less changeable (chest pain), as
compared with the 6th week levels (p > 0.05).
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Chart 2: The rate of patients receiving analgesics
and their satisfaction with the alleviate

The number of patients using analgesics
decreased moderately from time to time. In the 6th
and 12th weeks, 2 patients were still unpleasant
about the efficacy of drugs.
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Chart 3: Objective response rate
No patient was attained completed response.
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Chart 4 : Progression - free survival
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Median PFS was 6.0 = 0.8 months (95% CI: 5.7 - 8.4)
Table 2: Factors influencing PFS identified by Log - rank test and Cox regression analysis

Sinh thiét Sinh thiét
. Time Hazar o
Characteristics (month) SD ] Ratio 95% CI P
Male 7.0 0.8 1
Sex 0.776 0.991
Female 6.6 1.4 0.99 0.358 | 2.762
<18.5 34 0.8 1
BMI 0.001 0.011
>18.5 7.9 0.7 0.27 0.100 | 0.741
0 5.7 0.5 1
ECOG 0.994 0.702
1 7.0 0.7 1.35 0.293 | 6.180
) MO 8.8 1.4 1
Metastasis 0.275 0.583
M1 6.7 0.7 1.45 0.386 | 5.428
. Non - SCC 7.1 0.7 1
Histology 0.638 0.615
SCC 5.4 0.9 1.35 0.422 | 4.306

PFS of underweight group was 3.4 months, lower than those without underweight (7.9 months). Also
underweight was a prognostic factor influencing PFS.
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Chart 5. Overall survival
Median OS was 14 + 2 months (95% CI: 10 - 14)

3.3. Safety
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Chart 6: Hematological toxicity, hepatic and renal adverse events.
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The adverse event of grade 5 didnot observe. 10.6% of patients were reported to have neutropenia of
grade 3 or 4. A patient developed transaminase elevation with grade 3.
Table 3: Nonhematological toxicity (n = 38)

No event Grade 1,2
Adverse Events

n % n %
Allergy 38 100 0 0
Nausea/vomiting 25 65.8 14 343
Alopecia 0 0 38 100
Peripheral neuropathy 23 60.5 15 39.5
Arrhythmia 28 73.7 10 26.3

No case occurred grades 3-5 of the toxicity.
IV. DISCUSSION Table 4 : Objective response rate in some studies

A total of 38 ecligible patients treated with
first - line paclitaxel - carboplatin were 58.4 +
6.7 mean age and had ECOG 0 - 1. In clinical
practice, patients old or having ECOG scores > 2
often less consider multi - drugs chemotherapy,
immunotherapy, might be allowed to take TKIs,
monotherapy, or palliative care. TKIs could
apply the patients with high - grade ECOG or the
old [2]. A certain number of patients in our study
were not approached EGFR mutation test as well
as the panel gene. Only 26.3% of patients were
confirmed EGFR mutation negative and 66% of
those were not given information. The number
of patients using Pegfilgrastim was 44.7%
including 23.7% of them were used for secondary
prevention and the rest aimed to prevent from
neutropenia during Covid pandemic.

Several researches in the world and in Viet
Nam such as Avelino or Phung Phuong’s studies
showed the result as same as us in terms of the
improvement of cough, dyspnea, and chest pain
6 weeks later (p < 0.05). In the 12th week, they
were nearly stable [5, 6]. Moreover, beyond chest
pain, our patients suffered from other pain sites
(bone, head, huge cervical lymph nodes, legs). The
combination between chemotherapy and palliative
care allowed a decrease in the use of analgesics
over time. However, 2 patients had consistent pain
and were dissatisfied because of the progression
disease, severe bone metastasis, and breakthrough
pain sometimes.

66

Author ORR (%)
Vu Hong Thang (2013) [3] 31.7
Hosein Borghaei et al (2020) [7] 29.8
KEYNOTE - 021 with Pemetrexed
. 33

- Carboplatin arm [1]

Masato Komuro (2015) [8] 324
Our study 31.6

The objective response in our study was quite the
same rate as several study reports regarding TC and
other doublet chemotherapies (around 30 - 40%).

The median PFS and OS were 7 months and
14 months, respectively, which was similar to
the results of Han Thi Thanh Binh, Kumuro, and
KEYNOTE - 047. Moreover, Komuro reported
that Asian region was found to be a prognostic
factor that affects longer OS in treatment with TC
as first - line chemotherapy [8 - 10]. However,
the authors found better OS outcomes in patients
treated with pemetrexed - based chemotherapies
with non - squamous cell carcinoma [11]. Findings
of prognostic factors affecting PFS were different
among the studies, while we identified underweight
as a factor affecting higher progression disease, the
other findings showed stage, and histologic types
factors [8, 10].

The notable drug - related adverse event was
hematological toxicity, especially neutropenia. The
neutropenia grades 3 - 5 rates were 10.6% in our
report, 24.6% in KEYNOTE - 047 trial or higher
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when using cisplatin - based chemotherapies. The
lower rate in our finding might result in 44.7%
of patients receiving Pegfilgrastim. Anemia and
thrombocytopenia were observed grade 1 or 2, with
around 20%. Hepatitis and renal impairment were
less common (< 10%). Alopecia, nausea/vomiting,
peripheral neuropathy, and arrhythmia occurred
frequently (> 10%) [10].
V. CONCLUSION

The efficacy benefits of paclitaxel - carboplatin
were seen to alleviate several specific symptoms
related - disease after the first 6 weeks, with 31.6%
of objective response rate and modest survival
improvement. The toxicity profile was acceptable
and might be prevented by supportive care.
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