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Abstract

Cervical cancer is a gynecologic malignancy that ranks as the second most common
cancer affecting women, following breast cancer. Recommended therapy for locally
advanced cervical cancer, according to PNPK (National Guidelines for Cancer
Services) is chemoradiation or radiotherapy. The aim of this study is to present a
comprehensive analysis of the management cervical cancer with chemoradiation and
radiation therapy, which will allow for a comparison of outcomes, specifically the
clinical tumor response and radiation-related side effects, in patients with locally
advanced cervical cancer who received either radiation therapy alone or a combination
of chemoradiation. This research is a retrospective observational study using our
hospital database in 2022. SPSS was used for the data analysis. The study findings
indicated a notable disparity between chemoradiation therapy and radiation alone in
Email: terms of treatment outcomes for patients with stage III cervical cancer, with a p-value
of 0.011. The findings of this study indicate that the projected number of new cervical
cancer cases at the RSMH Palembang Radiotherapy Installation in 2022 was 194
patients. The age ranged from 27 to 75 years, with an average age of 49.59 + 9.29
years. A significant proportion, specifically 42%, of the domicile addresses of most
patients originate from Palembang City and its surrounding areas. Stage III was the
most advanced stage of patients, with a prevalence of 76%. The distribution of cervical
cancer cell types was predominantly squamous cell carcinoma, accounting for
approximately 80%, with adenocarcinoma comprising the remaining 20%. The overall
efficacy of therapy for cervical cancer, regardless of the stage, was 63.5%.
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Introduction

The prevalence of cancer is steadily rising.
According to data from GLOBOCAN, the International
Agency for Research on Cancer (IARC), there were 21
million new instances and 10.5 million mortalities
attributed to cancer in 2018.* According to the 2013
Riskesdas data, the cancer incidence rate in Indonesia is
1.4 per 1000 population, with an estimated total of
347,792 cases.? WHO data for 2020 shows that the
death rate caused by cancer in Indonesia reached
52.79% for men and 47.20% for women.2 In Indonesia,
according to WHO data, cervical cancer ranks second in
cancer cases in women after breast cancer. The number
of new cases of cervical cancer is around 20,928, and

more than 90% is caused by infection with the Human
Papilloma Virus (HPV). The HPV infection process
takes quite a long time to become cervical cancer,
namely 10-20 years. Cervical cancer treatment options
include a combination of surgery, chemotherapy, and
radiation.>” Based on the NCCN, the choice of
therapeutic modality for cervical cancer is based on its
stage. In locally advanced stages, the main treatment is
a combination of chemotherapy and radiation, often
called chemoradiation.®

Standard chemotherapy is carried out every
week with a cisplatin drug regimen at a dose of 40
mg/m?. The standard radiation therapy for locally
advanced cervical cancer is external radiation and

deaths due to cervical cancer are 10.3%.* Based on data
from the Indonesian Ministry of Health in 2010, the
incidence of cervical cancer was 100 per 100,000
population per year.>®

Cervical cancer is the most common
malignancy in the female reproductive organs, of which

brachytherapy. The recommended radiation dose for
definitive curative therapy is 80-85 Gy, of which 45-50
Gy with external radiation and 3040 Gy with
brachytherapy. The latest radiation equipment, namely
the "linear accelerator” or Linac and tomotherapy with
advanced radiation techniques such as IMRT, VMAT,
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Figure 1. Cervical cancer study flowchart.

and IGRT, can provide radiation with a higher level of
accuracy, so that the radiation dose given to the patient
can be greater, but the dose at surrounding organs will
be much lower.%?

Based on the National Guidelines for Medical
Services (PNPK) for Cervical Cancer, the
recommendation for locally advanced stages (stage 11B
- I1IB) is chemoradiation or radiotherapy only.>¢ Klop
et al. have reported that administering chemoradiation
to patients with locally advanced cervical cancer can
enhance both local cancer control and patient life
expectancy.’® This result in line with study by Datta et
al, and Eifel et al,.}>*2 However, unfortunately these
positive results were also accompanied by an increase
in acute side effects in patients in the form of anemia
and leukopenia.l*‘? Radiation therapy is sometimes
administered to patients due to a variety of reasons,
including declining kidney function, patient and family
rejection of chemotherapy, and medication limitations.
The treatment process for patients with cervical cancer,
especially those in locally advanced stages, is also
influenced by other factors, such as limited radiation
equipment, long wait times for radiation services, and a
lack of protocols for chemoradiation implementation in
a center or hospital. These variables interact and affect
the way patients respond to treatment, how well they do,
and whether they develop side effects.

In this study, we compared the management
profile of locally advanced cervical cancer therapy
using radiation alone with chemoradiation at the RSUP
dr. M. Hoesin Palembang in the 2022 period along with
demographics, patient characteristics and side effects
that occurred during cervical cancer therapy.

Material and Methods

This was a retrospective cohort study using data
collected from medical records between January and
December 2022. Data on patient demographic,
treatment side effects, and clinical response were taken
and presented in this paper. Data was analyzed using the
chi square test in the SPSS version 21 software.

The sample for this study was all patients with
locally advanced cervical cancer who underwent
treatment in the form of chemoradiation and radiation in
2022. In collecting and processing demographic data on
cervical cancer patients, all patients were included for
analysis.

To analyse the differences on treatment
outcomes and side effects, only patients who met the
criteria below were included. The inclusion criteria are:

1. Patients with stage Il cervical cancer at the
RSMH Palembang Radiotherapy Installation,
namely stages I1A, 1B, I1IC

2. Have complete clinical data and therapy data in
the medical record or EMR.

3. PA examination results: squamous cell
carcinoma and adenocarcinoma

The exclusion criteria for this study are:

1. Have a history of previous cancer treatment,
such as chemotherapy and/or radiation (residual
or inadequate therapy)

2. There are serious comorbid diseases that
worsen the results of cancer treatment ect:
uncontrolled hypertension and or diabetes
mellitus, chronic kidney disease, etc.

3. Not completing the research until the end of the
evaluation
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The SPSS version 21 was employed to conduct
statistical analysis, which reported patient profile data
in the following formats: age, address, tumor stage, and
treatment group. Additionally, clinical responses to
radiation treatment and the occurrence of side effects
during therapy were compared between the radiation-
only patient group and the chemoradiation patient
group. Internal examination of cervical cancer patients
at the time of their most recent brachytherapy to assess
their clinical response.

The RTOG (Radiation Therapy Oncology
Group) score was used to assess the severity of radiation
side effects once every five fractions which assessed by
a radiation oncologist.

Result and Discussion

In  year 2022, RSMH Palembang's
Radiotherapy Department has treated 194 cervical
cancer patients. This data was processed to present
patient demographic information, including age and
address. The data was filtered using exclusion criteria,
which included patients who did not complete therapy,
severe comorbid diseases, and progressive disease
conditions. As a result, there were 159 patients, of
which presented as patient profile data in the form of
cancer stage, histology type, and adverse effects.
Meanwhile, among of them, there were 120 diagnosed
with stage Ill, consisting of 93 receiving
chemoradiation therapy and 27 with radiation therapy
alone (Picture 1).

According to the patient demographic data
(table 1), the age range varied from 27 to 75 years, with
an average age of 49.59 + 9.29 years. The highest
percentage, 40.2%, was found in the age group
corresponding to the fifth decade. According to
previous studies conducted by Yuski Amin et al at from
Soetomo Hospital Surabaya and Anggraeni et al at from
Cipto Mangunkusumo Hospital, the average age of
patients with cervical cancer was 51 years.’*'* In a
multicenter study conducted by Kato et al, which
included multiple countries in East Asia and Southeast
Asia, including Indonesia, it was found that the average
age of cervical cancer patients with stage 11B-111B was
51 years, with an age range of 28 to 70 years.'® There
has been a decrease in the average age of patients, with
a shift towards younger individuals. This can be
attributed to various factors, such as shifts in behavior,
particularly increased promiscuity among adolescents,
expedited availability of healthcare services, and
alterations in the dissemination of information through
the internet. In addition, traditional factors continue to
have an impact as a result of a decline in the body's
immune system, more potent viral factors, and the high
prevalence of sexually transmitted infections.!®

The patient addresses were divided into three
groups, with the majority of them in group one:
Palembang City, Banyuasin Regency, Ogan Ilir
Regency, and Prabumulih City. The distance from the

Table 1. Demographic data of cervical cancer patients.

Variable n=194
Age group Noun %
20-29 2 1
30-39 23 11.9
40-49 78 40.2
50-59 59 304
60-69 28 14.4
70-79 4 2.1
Patient address group
Palembang, Banyuasin, 82 42.3
Prabumulih,Ogan Ilir
South Sumatra Province other than 78 40.2
Group 1
Outside South Sumatra Province 34 17.5
Stadiums n =194
1A 1 0.5
1B 5 2.6
A 6 31
B 20 10.3
mA 16 8.2
B 90 46.4
nc 42 216
IV A 9 4.6
IVB 5 2.6
Types of Cancer Cells n =194
Adenokarsinoma 39 201
Clear cell carcinoma 1 0.5
Squamous cell carcinoma 154 79.4
Therapy Group n =159
Chemoradiation 117 736
Radiation 42 264
Therapy Results n =159
Complete response 101 63.5
Partial response 58 36.5
Skin side effects n =159
grade 0 6 3.8
grade 1 115 72.3
grade 2 37 23.3
grade 3 1 0.6
Gastrointestinal Side Effects n =159
grade 0 57 35.8
grade 1 81 50.9
grade 2 18 11.3
grade 3 3 1.9
Urinary Tract Side Effects n =159
grade 0 144 90.6
grade 1 12 75
grade 2 2 13
grade 3 1 0.6




patient's home to RSMH is less than 3 hours, and the use
of a toll road speeds up the journey. Patients in Group
One do not need to look for a halfway house and can
commute to RSMH every day. Their accommodation
costs will be lower in the city, and they will have to stay
in a halfway house until they finish treatment, as
opposed to patients who come from outside the area.
The distance between patients and RSMH remains the
most significant barrier to treating diseases, including
cancer, given that the distance between districts and
provinces on Sumatra is quite long, taking
approximately 7-8 hours by road. These findings are
consistent with study conducted Srinath et al, which
found that educational factors, family support, and
distance or ease of access all influence treatment
compliance and success in cancer patients.®

The most common cancer stage was I11B, with
90 patients (46.4%), meanwhile the total stage 111 were
148 patients, or 76.2%. Cervical cancer in Stage Il is
considered locally advanced. This is consistent with
previous research, including studies by Amin et al,
Lasut et al, Legianawati et al, and Watulinggas et al,
which found that the majority of cervical cancer cases
were locally advanced, particularly stages Il and 111,137
1 The main cause is that Indonesian people do not
understand efforts to prevent and early detect cervical
cancer. This is in accordance with the study by
Kurniawati et al, that 62.5% of cervical cancer patients
have never had a pap smear, as an early detection
examination for cervical cancer, and have never been
given the HPV vaccination to prevent the incidence of
cervical cancer.?°

The types of anatomical pathology of cervical
cancer cells in this study were squamous cell carcinoma,
79.4%, adenocarcinoma 20.1%, and clear cell
carcinoma and 0.5%. This result is almost the same as
previous studies conducted by Anggraeni et al, and
Dwipoyono et al, that the histology of cervical cancer
with squamous cell carcinoma type was 77% and
adenocarcinoma 15%.142

Perez and Brady's as well as in William
Gynecology, also reported that the squamous cell
carcinoma cell type in cervical cancer is around 85%
and the adenocarcinoma type is around 10- 15%,1421-23

Of the 159 cervical cancer patients undergoing
treatment at RSMH Palembang in 2022, it was found at
the end of treatment that 101 patients had achieved a
complete response. Overall, the success rate of therapy
for cervical cancer at all stages was 63.5%. There was a
significant difference between chemoradiation therapy
and radiation and treatment outcomes in stage Il
cervical cancer patients, with p = 0.011. There was no
difference in histological type in response to therapy
with p > 0.05. The most common acute side effects of
radiation that occurred in patients were first-degree skin
side effects at 72% and first-degree gastrointestinal side
effects at 51%. This result is in line with many previous
studies, such as studies by Rose et al, Moris et al, and
Eifel et al, which stated that chemoradiation is superior
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to radiation therapy alone.?*2® However, this success
rate is accompanied by an increase in the incidence of
acute side effects, which appear to be temporary.?*2
There were serious or third-degree side effects, but the
percentage was low, about 1% or less. In general, side
effects on the skin and gastrointestinal tract can be
overcome by providing symptomatic therapy. Further
research is needed to assess other more serious side
effects.

Conclusions

The number of new cervical cancer patients at
the RSMH Palembang undergoing chemoradiation and
radiation in 2022 was 194 patients. The youngest was
27 years old and the oldest was 75 years old, with an
average age of 49.59 + 9.29 years. Most patients'
domicile addresses come from Palembang City and its
supporting areas, about 42%. The highest stage of
patients was stage Ill, which reached 76%. The
proportion of cervical cancer cell types was squamous
cell carcinoma, almost 80%, while adenocarcinoma was
20%. Overall, the success rate of therapy for cervical
cancer at all stages was 63.5%. There was a significant
difference between chemoradiation therapy and
radiation and treatment outcomes in stage Il cervical
cancer patients, with p = 0.011. The most common acute
side effects of radiation that occurred in patients were
first-degree skin side effects at 72% and first-degree
gastrointestinal side effects at 51%.
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