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A Comparative Study on Response and Toxicity of
Concurrent Chemo-Radiotherapy and Radiotherapy
Only in the Treatment of Cervical Cancer

Abstract

Introduction: Cervical cancer is the fourth most frequent cancer in women with
an estimated 570,000 new cases in 2018 representing 6.6% of all female cancers.
Approximately 90% of deaths from cervical cancer occurred in low- and middle-
income countries. The high mortality rate from cervical cancer globally could
be reduced through a comprehensive approach that includes prevention, early
diagnosis, effective screening and treatment programmes.

Objective: This experimental study was carried out to compare the response and
acceptable toxicity in concurrent chemo-radiotherapy and radiotherapy only in
the treatment of cervical cancer.

Methods and Materials: The study had conducted in the Department of Radiation
Oncology, Enam Medical College Hospital, Savar, Dhaka and in the Department of
Radiation Oncology, National Institute of Cancer Research and Hospital (NICRH),
Dhaka from July 2018 to June 2019.

Type of Study: Experimental study-Randomized Control Clinical Trial. Patients with
carcinoma cervix attained at the Radiation Oncology Department of EMCH and
NICRH during the study period had included in the study according to the inclusion
of an exclusion criterion.

Results: A total of 80 patients (40 patients in Side A and 40 patients in Side B) who
have biopsy-proven cervical carcinoma with no history of previous treatment were
selected from the Department of radiotherapy Enam Medical College Hospital,
Savar, Dhaka and in the Department of Radiation Oncology, National Institute of
Cancer Research and Hospital. All patients on both sides received external beam
radiation with 50 Gy in 25 daily fractions over five weeks. Followed by three
insertions of Brachytherapy were given by 21 Gy (one insertion per week for 7 Gy).
Patients in Side A received injection Cisplatin 40 mg/m? in IV infusion on the first
day of each treatment per week in addition to radiotherapy. In this study, it was
observed that a significant symptomatic improvement was found in Side A after
treatment than Side B and no severe unwanted reaction was noted in most of the
patients. Systematic toxicity developed in both groups and comparatively more in
Side A (chemoradiation) but that was not statistically significant and well managed
with conservative treatment. Regarding performance status patients treated with
concurrent chemoradiation showed better performance status than the patient
treated with radiotherapy alone.

Conclusion: In this study, it was observed that patients of carcinoma cervix treated
with concurrent chemoradiotherapy were effective for symptomatic improvement
and suitable with acceptable toxicity for advanced cancer of the uterine cervix
than those with radiation only.
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Introduction

Cervical cancer is the fourth most frequent cancer in women with
an estimated 570,000 new cases in 2018 representing 6.6% of
all female cancers. Approximately 90% of deaths from cervical
cancer occurred in low- and middle-income countries. The high
mortality rate from cervical cancer globally could be reduced
through a comprehensive approach that includes prevention,
early diagnosis, effective screening and treatment programmes.
There are currently vaccines that protect against common cancer-
causing types of Human Papillomavirus and can significantly
reduce the risk of cervical cancer (WHO 2018). It is the second-
most common cause of female-specific cancer after breast
cancer, accounting for around 8% of both total cancer cases and
total cancer deaths in women (WHO 2014). About 80% of cervical
cancers occur in developing countries [1]. Most women present
with locally advanced stage in developing countries compared
with developed countries where most people present with early-
stage cancer [2]. In developing and undeveloped countries, a
much more severe prevalence of this malignancy is associated
with a generally worse economical and sanitary condition, lack
of effective screening, as well as under implemented prevention
strategy, where a lot of women were exposed to the risk of, or
already affected by, high-risk CC, which remains a major health
problem for women in these countries, though important
advancement and progress has been witnessed in the last few
years [3]. Carcinoma of the cervix is most common in Bangladeshi
women comprising about 25% of all female cancer [4]. In Indian
women, the uterine cervix is the commonest site of cancer and
accounts for 20% of all malignant tumors in the females. The age-
adjusted incidence is approximately 30 per 100000 populations
per year, with approximately 120000 new cases diagnosed every
year in India. The disease usually occurs in women from a low
socioeconomic background, similar to other developing countries
of Latin America, Africa, etc. Cancer of the cervix is also the
common cause of cancer-related mortality in women of India
(age-adjusted mortality of 4.3 per 100000 populations per year)
and worldwide [5]. Total number 2805 patients from July 2018 to
June 2019 were treated at the Department of Radiation Oncology,
Enam Medical College Hospital, among them 760 patients were
female and 138 patients that mean 18.15% of the patients were
suffered from carcinoma cervix (Radiotherapy OPD, EMCH 2018-
2019). It is common knowledge that the most important cause of
cervical cancer is persistent Papilloma virus infection. The Human
Papilloma Virus (HPV) is detected in 99% of cervical tumors, in
particular the oncogenic subtypes such as HPV 16 and 18. While
Papanicolau smears are used in the classical primary screening
technique, HPV DNA testing, introduced in 2008, is well diffused in
developed countries and is taking off in developing countries with
a potentially significant reduction in the numbers of advanced
cervical cancers and deaths [6]. In the HPV vaccination era, we
expect that cervical cancer incidence had reduced, especially in
those developed countries where large-scale immunization has
been introduced. Most developed countries have introduced
IIPV vaccines into routine vaccination programs and more than
60 million doses have already been distributed in 2010, which
could guarantee a protection rate of 70%. However, cervical
cancer 'still represents a major public health problem even in
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developed countries [7]. The disease is extremely rare in virgins.
The incidence is higher in married women than single women
and increases with the number of pregnancies. There is a fivefold
higher incidence among prostitutes. It is commoner in women
of lower socioeconomic groups. This is thought to be due to the
early age of first intercourse [8]. The cervix is easily accessible
to examination and the epithelial shed from it can give reliable
evidence of early cancer of precancerous changes. The test is
universally known as the "Pap's Smear"-test. Vaginal cytology can
reveal cervical cancer in its preclinical stage when it is completely
curable-with 5 years survival rates of 97%-100%. The Pap's
Smear provides a strong suspicion of malignancy, which requires
confirmation by cervical biopsy. More than 97% of uterine
cervix tumors are squamous cell carcinoma. Approximately 7%
to 10% are classified as adenocarcinoma and 1% to 2% is clear
cell mesonephric type [9]. VIA test is very cost-effective and is
usually done in every Medical College Hospital in Bangladesh
by which cervical cancer may be diagnosed easily and early. VIA
or Visual Inspection with Ace-tic acid sounds like a scary way to
test for cervical cancer, but in reality, it is quite simple [10]. In
CC patients without distant metastasis, several factors have been
demonstrated as directly associated with a worse prognosis,
including locally advanced disease, bulky tumor, deeply invasive
disease, and pelvic lymph node or parametrical involvement.
Patients with the aforementioned characteristics are at higher
risk of recurrence and generally have a shorter survival period. 4-8
primarily applied conventional treatment modality for high-risk
CC is Radiotherapy (RT) with or without hysterectomy; however
inefficient local control and lymph node metastasis remain the
major causes of treatment failure [11-13]. Therefore, treatment
strategy combining RT with chemotherapy has been evaluated in
a lot of clinical trials, initially in several pilot studies published
15 years ago, most of which were Randomized Controlled Trials
(RCTs) [8,14,15]. In these trials, Concurrent Chemo Radiotherapy
(CCRT) was the experimental treatment mode most widely
assessed. Chemotherapy, at first, was applied exclusively as
palliative care for patients with unfavorable prognosis.

Aims and Objective

General objectives

To compare the response and toxicity occurs in between
Concurrent Chemo-Radiotherapy (CCRT) and Radiotherapy (RT)
only in the treatment of cervical cancer.

Specific objectives

1. To observe the change of symptoms such-P/V discharge,
P/V bleeding, Pelvic pain, Fever, etc

2. To observe the toxicity such as nausea, vomiting,
stomatitis, alopecia, pigmentation, and myelosuppression
(hematological), etc

3. To compare the symptomatic response to both modalities

4. To compote the toxicity on both modalities

Methods and Materials

Type of study: Experimental study-Randomized Control Clinical Trial.

2 This article is available from: http://www.imedpub.com/british-journal-of-research/



Place of study: The study had conducted in the Department of
Radiation Oncology, Enam Medical College Hospital, Savar, Dhaka
and in the Department of Radiation Oncology, National Institute
of Cancer Research and Hospital (NICRH), Dhaka, Bangladesh

Period of study: July 2018 to June 2019

Patient selection: Patients with carcinoma cervix attained at the
Radiation Oncology Department of EMCH and NICRH during the
study period had included in the study according to the inclusion
of an exclusion criterion

Inclusion criteria:

1. Patients: Clinically diagnosed and histologically proved
squamous cell cervical carcinoma

2. FIGO stage: Stage llb to stage Iva

3. Age group: Less than 60 years

4. Performance status: Karnofsky performance status score >60
Exclusion criteria:

1. Patients: With prior treatment

2. FIGO stage: Pre-invasive to some case of stage lla and stage
IVb

3. Age group: More than 60 years
4. Performance status: Karnofsky performance status score <60

Study population: The patients who were clinically diagnosed and
histologically proved carcinoma cervix (squamous cell carcinoma)
attained in the OPD of Radiation Oncology Department EMCH
and NICRH.)

Simple size calculation for two proportions:

2
Z P4 _9gg

d2
Here p= Prevalence of disease-25%=(0.25) [4]
Q=1-p 0.75

Z= 1.96 (Z value of Standard Normal Distribution at 95%
confidence level)

D= Acceptable error in the estimate of ‘p’ usually set a at 5% =
(0.05)

n = Sample size
(1.96)" x0.25%0.75

n= > =288.12 ~ 288
(0.05)
Corrected sample size
n
nc=
1+2
N

n= 288, No. of patients of carcinoma cervix attained at OPD of
Radiotherapy Department in 1 year

N=138
288
nc= 233 =932~93
I+—
138
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Using above formula the expected sample size was 93; but
many considerable cases as 80 cases in study period due to time
limitation.

Sampling technique

Systematic random sampling:

The procedure of study: A total of 80 patients with histologically
proved cervical carcinoma (squamous cell carcinoma) had
selected randomly according to pre-defined inclusion and
exclusion criteria and divided into two sides. Every alternate
patient had enrolled for each side.

Pre-treatment evaluation: Following procedure was followed to
evaluate the patient’s condition before treatment:-

General:

a) History

b) Physical examination

c) Examination under general anesthesia if needed

d) Location and type of lesion was recorded prior to treatment
Diagnostic procedures:

a) Biopsy for histopathological diagnosis

b) Pap’s smear

c) Per-vaginal examinations

d) Per-speculum examinations

e) Per-rectal examinations

f) Bimanual examinations (rectovaginal, abdomino-vaginal)
paying particular attention to detect the extension of the
lesion

Laboratory studies:

a) Complete blood picture including T.C, D.C, Hb%, ESR and
platelet count

b) Urinalysis (Urine routine and microscopic examination)

c) Liver function test (Serum bilirubin, SGPT, SGOT, Alkaline
phosphatase)

d) Kidney function test (Serum creatinine, Creatinine clearance
rate if needed)

e) ECG
Radiographic studies:

a) Chest X-ray (P/A and lateral view): to rule out comorbid
conditions and general anesthesia evaluation

b) Ultrasonography of the whole abdomen
c) CT scan of abdomen and pelvis (optional)
d) MRI scan of pelvis/whole body PET scan (optional)

e) Cystoscopy/Sigmoidoscopy/Barium enema/IVU: if clinical
suspicion of the bladder, rectal or ureteric involvement

registered

3

f) Registration procedures: The patient was



after pretreatment evaluation completed and meets the
eligibility criteria

Side A (study group): 40 patients had treated with concurrent
chemo-radiation by Cisplatin 40 mg/m? weekly for 5 weeks on
day 1, 8, 15, 22 and 29 with a radiation dose-50 Gy in 25 fractions,
2 Gy per day/fraction, 5 days in a week for 5 weeks by Linear
Accelerator (LINAC) machine (15 MV photon energy) both in SSD
and SAD technique, AP, PA, Rt LAT, Lt LAT portal (usually 4 field
box) and Intra-Cavitary Radiotherapy (ICRT)-21 Gy in 3 insertion,
7 Gy weekly insertion for 3 weeks treated by flexitron HDR Co-60,
20 channel machine.

Arm-B (control group): 40 patients had treated by radiotherapy
only with a radiation close- 50 Gy in 25 fractions, 2 Gy per day/
fraction, 5 days in a week for 5 weeks by Linear Accelerator
(LINAC) machine (15 MV photon energy) both in SSD and SAD
technique, AP, PA, Rt LAT, Lt LAT portal (usually 4 field box) and
Intra-cavitary Radiotherapy (ICRT)-21 Gy in 3 insertion, 7 Gy
weekly insertion for 3 weeks treated by flexitron HDR Co-60,
20 channel machine. All patients had received weekly till the
completion of the treatment, all findings of the local and systemic
examination had recorded and compare with previous findings
and had documented.

Data analysis

Data analysis was done according to the objectives of the study by
using a statistical package for a social science software program.
Statistical significance had taken at p < 0.05 by using a Chi-Square
Test.

StagelA1l:StagelAl cervical cancer can be managed conservatively
to preserve fertility, with conization without lymphadenectomy,
because the risk of nodes metastasis is <1%. The cone’s margins
must be free of disease. If a non-fertility-preserving therapy
hysterectomy is performed, ovaries need not be removed. In the
presence of LVSI, lymphadenectomy is recommended (Table 1) [16].

Stage IA2: Stage IA2 with no LVSI can be treated by conization (if
fertility is to be preserved) or extra fascial hysterectomy. In the
case of LVSI pelvic lymphadenectomy is indicated with radical
trachelectomy or radical hysterectomy. In patients with a surgical
contraindication, brachytherapy may represent an alternative
option.

Stages IB1 to HA1: Stages IB and IIA cervical carcinoma can be
cured by radical surgery including pelvic lymphadenectomy or
radiotherapy. The two procedures are equally effective but differ
in terms of morbidity and type of complications. In the only
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randomized trial directly comparing radical hysterectomy and
radiation therapy only in 343 women with stage IB-IIA disease,
overall and disease-free survivals at 5 years were similar for the
two groups (83% and 74%, respectively), and 66% of the patients
in the surgical arm had adjuvant radiation for the presence of
risk factors. The rate of severe morbidity was 28% in the surgery
group and 12% in the radiotherapy group (level of evidence 1) [12].
There is no published evidence that concurrent chemoradiation
would be useful in patients with early cervical cancer (stages IB1
and lIA <4 cm). Fertility-preserving surgery consisting of radical
trachelectomy or conization with/without chemotherapy can be
offered to young patients with early-stage cervical cancer wishing
to preserve their fertility (level of evidence IV).

Stages IB2 to IVA: Chemoradiation Historically, radiotherapy has
been the mainstay in the treatment of locally advanced cervical
cancer, with a local control rate ranging between 88% and 95%
for stage 1B, 70%-80% for stage 1B, and 30%-40% for stage Il and
5-year survival >80% for stage 1B, 65% for stage 11B, and 40% for
stage lll.

Results

A total number of 80 patients with histological proved cervical
carcinoma had selected randomly according to pre-defined
inclusion and exclusion criteria and divided into two sides. 40
patients for Side-A (Study group) had treated with concurrent
chemo-radiation by Cisplatin 40 mg/m-2 weekly for 5 weeks on
day 1, 8,15, 22 and 29 with a radiation dose-50 Gy in 25 fractions,
2 Gy per day/fraction, 5 days in a week for 5 weeks by Linear
Accelerator (LINAC) machine (15 MV photon energy) both in SSD
and SAD technique, AP, PA, Rt LAT, Lt LAT portal (usually 4 field
box) and Intra-cavitary Radiotherapy (ICRT)-21 Gy in 3 insertion,
7 Gy weekly insertion for 3 weeks treated by flexitron HDR Co-60,
20 channel machine and 40 patients for Side-B (Control group)
had treated by radiotherapy only with a radiation dose- 50 Gy in
25 fractions, 2 Gy per day/fraction, 5 days in a week for 5 weeks by
LINAC machine (15 MV photon energy) in SSD and SAD technique,
AP, PA, Rt LAT, Lt LAT portal (usually 4 field box) and ICRT-21 Gy in
3insertion, 7 Gy weekly insertion for 3 weeks. All the patients had
received weekly till the completion of the treatment, all findings
of the local and systemic examination had recorded and compare
with previous findings and had documented.

The column chart showed the age distribution of the study
population. The study populations had divided into 4 age groups.
Age ranges from 20-60 years. The pick age incidence of cervical
cancer had found in age groups of 40-50 years (Figure 1).

Table 1: Cervical cancer treatment according to stage PLND (Pelvic Lymphadenectomy); LVSI (Lymphovascular Space Invasion); CT (Chemotherapy);

NACT (Neoadjuvant Chemotherapy); RT (Radiation Therapy).

Stage Treatment Issue
Conization or Simple hysterectomy # salpingo-ophorectomy and .
1A1 PLND if LVSI Conservative surgery
A2 Conization/radical trachelectomy or modified radical Adjuvant CT/RT if risk factors (LVSI, G3, positive resection margins,
hysterectomy and PLND multiple nodes)
IB1, A |Radical hysterectomy and PLND Adjuyant CT/RT if risk factors (LVSI, G3, positive resection margins,
multiple nodes)
IB2, 1IB-IV |Combination CT/RT with Cisplatin NACT to large bulky tumors prior to CT/RT

4 This article is available from: http://www.imedpub.com/british-journal-of-research/



The column chart showed the socio-economic status of the study
population. The socio-economic status of the study population
was categorized according to the poor, middle class and rich.
Most of the populations on both sides were in the poor group
followed by the middle class (Figure 2).

In this study, it had been observed that on both sides most of the
patients belonged to illiterate and primary education status. Less
numbers found to have HSC in Sides A and only one patient had
in Sides B (Figure 3).

In this study majority of the patient was multiparous. 25 (62.5%)
of the study population had given birth to 3-4 children in Side A
and 22 (55%) in Side B (Figure 4).

The study populations had divided into 4 age groups. Age ranges
from 20-60 years. The pick age incidence of cervical cancer had
found in age groups of 40-50 years. Most of the populations in
both arms were in the poor group followed by the middle class.
Among the study population in both arms were in the poor group
followed by the middle class. Among the study population, most
of the patients belonged to illiterate and primary education

4 N

Age distribution of the study population (n=380)
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Distribution of study population as per the socio-
economic status (n=80)
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status. Only one patient had found to have HSC in arm-A. In this
study, it had been observed that in both arms the majority of
the patient was multiparous. 25 (62.5%) of the study population
had given birth to 3-4 children in Side-A and 22 (55%) in Side-B.
Almost all the study population had presented with P/V watery
discharge with pelvic pain. Majority of the patient presented with
P/V bleeding, fever and anorexia (Figure 5). It had been observed
that Kamofsky Performance Status Scale (KPS) score on both
sides was 60-80 in most of the study population (Figure 6).

The bar chart showed the distribution of the study population
according to the presence of symptoms. Almost all the study
population had presented with P/V watery discharge with pelvic
pain. Majority of the patient presented with P/V bleeding, fever
and anorexia.

5



~

Distribution of study population as per the presenting of symptoms (11:80)\

P/vdischarge
w P/V bledding
=
2
=
E
uﬂ,)'- Pelvic Pain
=14
.| Side B
4 , w Side A
5 Anorexia
£
=N
Urinary problem
Fever
0 10 20 30 40 50 60 70 B0 90 100 110
Frequency (%)
Figure 5 Distribution of study population according to the
presence of symptoms (n=80), n=Number of the study

population.

N /

-~

Distribution of study population as per the Karnofsky Performance \
Status Scale (KPS) (n=80)

110

100

90

80

70

60
u Side A

H SideB

50

Frequency (%)

a0 |

30

20

10 -

80-100

60-80

Karnofsky Performance Status Scale (KPS)

Figure 6 Distribution of study population according to Karnofsky
Performance Status Scale (KPS) (n=80), n=Number of

k the study population. J

In this study in had been observed that Karnofsky Performance
Status Scale (KPS) score in both sides 60-80 in most of the study
population (Figure 6).

Bar chart showed discharge mildly increases in 2" week of
treatment then decline gradually (Figure 7).

The bar chart showed P/V bleeding decline gradually following
treatment (Figure 8).

The bar chart showed pelvic pain decline gradually following
treatment (Figure 9).
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Distribution of study population as per the P/V Discharge week wise \
following treatment (n=80)
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Figure 7 Distribution of study population according to P/V
discharge following treatment (n=80), n=Number of
k the study population.
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Figure 8 Distribution of study population according to P/V
bleeding following treatment (n=80), n=Number of the

k study population. J

Bar chart showed fever decline gradually following treatment
(Figure 10).

A significant symptomatic improvement was found in Side A,
after treatment than Side B (Figures 7-10). Overall treatment-
related toxicity was more in Side A than Side B. In Grade-I
nausea/vomiting and skin reaction in Grade-Il were more in Side
A. Leukopenia and anemia Il also more in Side A Grade-l and Il
respectively. Data were analyzed by using the Chi-Square Test
and the result was not significant in nausea/vomiting and skin
reaction and significant in leukopenia at p<0.05 (Table 2).

Table 2 Showed the distribution of study population according

6 This article is available from: http://www.imedpub.com/british-journal-of-research/



to treatment-related toxicity. Overall treatment-related toxicity
was more in Side A than Side B. In Grade-I nausea/vomiting and
skin reaction in Grade-ll were more in arm-A. Leukopenia and
anemia Il also more in Side A Grade-l and Il respectively. Data
were analyzed by using Chi-square Test and the result was not
significant in nausea/vomiting and skin reaction and significant in
leukopenia at p<0.05.

Categorization of the study population had done according to
the Karnofsky Performance Status Scale (KPS) into 3 groups in
both arms at the time of diagnosis and after treatment to see
the symptomatic improvement. A significant improvement was
found in Side A after treatment. Data were analyzed by using
Chi-Square Test and the result was significant in Side A at p<0.05
(Table 3). Table 3 showed the distribution of the study population
according to KPS performance status. Categorization had done
according to Karnofsky Performance Status Scale (KPS) into 3
Groups in both sides at the time of diagnosis and after treatment
to see the symptomatic improvement. A significant improvement
was found in Side A after treatment. Data were analyzed by using
Chi-Square Test and the result was significant in Side A at p<0.05.
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Distribution of study population as per the Pelvic Pain week wise
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Figure 9 Distribution of study population according to pelvic
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Table 2: Distribution of study population according to treatment-related
toxicity (n=80), n=Number of the study population, S=Significant,
NS=Non-Significant.

Side A
Toxicity No: i Percent
patient (%)
(n=40)
Nausea/Vomiting
Grade-0 8 20 14 35 0.0399 S
Grade-I 28 70 20 50
Grade-ll 4 10 6 15
Skin reaction
0.0554
Grade-0 0 0 2 6.7 NS
Grade-| 5 16.7 7 23.3
Grade-ll 25 83.3 21 70
Leukopenia
Grade-0 10 33.3 20 66.7 0'02016
Grade-I 18 60 6 20
Grade-ll 2 6.7 4 13.3
Anemia
Grade-0 0 0 0 0 0.0260 S
Grade-| 10 33.3 18 60
Grade-ll 20 66.7 12 40

Table 3: Distribution of study population according to Karnofsky Performance Status Scale (KPS) (n=80), n=Number of the study population,

S=Significant, NS=Non-Significant

Performance Status Arm-A (n=40) Arm-B (n=40)
KPS Pre-treatment (%)  Post-treatment (%) p-value Pre-treatment (%) Post-treatment (%) p-value
0 10 (25.0%) 20 (50.0%) 0.00418 S 08 (20.0%) 16 (40.0%) 0.0219°S
1 23 (57.5%) 14 (35.0%) 28 (70.0%) 22 (55.0%)
2 07 (17.5%) 06 (15.0%) 04 (10.0%) 02 (5.0%)

© Under License of Creative Commons Attribution 3.0 License



Discussion

It was an empirical study done on patients with carcinoma cervix
attained at the Radiation Oncology Department of NICRH and
EMCH during the study period. The pick age incidence of cervical
cancer had found. The majority of the patients in this study were
in age groups of 40-50 years on both sides (37.5% and 42.5%
respectively). Bellow 30% of the cases were found in between 30-
40 years in both sides and lesser number cases found in the age
groups 20-30 years. A study by showed 51.1% of cases had got
chemo-radiation in between 41-50 years. So these observations
were in conformity with that of the present study [17]. Most of
the populations on both sides were in the poor group followed
by the middle class. Studied had found that patients with low
socioeconomic conditions were at a higher risk of in-hospital
mortality due to cervical cancer [18]. In this study more than 30%
of patients were belonged to illiterate, 45% to 50% had primary
education and bellow 5 patients have found to have HSC in both
sides. The previous study found that quite a greater number of
the interviewees who received chemo-radiation, 68.3% were
literates, whereas the other 31.7% were illiterates. That was not
largely different from reports of our studies [19]. In agreement
with studies conducted in Bangladesh, our study also revealed
than 25 (62.5%) of the study population had given birth to 3-4
children in Side-A and 22 (55%) in Side B. Almost all the study
population had presented with P/V watery discharge with pelvic
pain and about 70% to 87% patient presented with P/V bleeding,
approximately 80% fever and 70% anorexia. It had been observed
that Karnofsky Performance Status Scale (KPS) score on both
sides was 60-80 in most of the study population. These clinical
findings were almost similar to previous studies [20]. A significant
symptomatic improvement was found in Side A after treatment
than side-B which was similar to observations made in several
other studies [21,22]. Overall treatment-related toxicity was
more in Side A than Side B. In Grade-I nausea/vomiting and skin
reaction in Grade-1l were more in Side A. Leukopenia and anemia
Il also more in Side A Grade-l and Il respectively. Studies abroad
have also demonstrated increased cytotoxicity when cisplatin
was combined with radiation therapy [7]. One GOG (Gynecologic
Oncology Group) trial with weekly cisplatin combination
radiation in IIB-1IB cervical cancer showed 5 years survival rate
[8,23,24]. Among the drugs used for chemotherapy in advanced
CC, Cisplatin was one of the most effective agents [25]. Thus,
Cisplatin was primarily selected as one of the drugs tested in trials
investigating CCRT. Among early researches comparing Cisplatin-
based concurrent chemoradiotherapy (DDP-CCRT) with R,
results with apparent discrepancies were reported. Four studies
reported positive results, with a maximum risk reduction of 49%
for estimated 4-year Overall Survival (OS), which supported the
superiority of DDP-CCRT [8,14]. However, no significant benefits
in favor of DDP-CCRT concerning survival outcomes and toxicity
profiles were revealed in two other studies [15]. These differences
might be attributed to different study designs, subjects enrolled,
control settings, regimens used, and duration of follow-up. A
meta-analysis summarized these pilot studies, which presented
positive results and comments recognizing improved outcomes
achieved by DDP-CCRT, as well as evident toxic effects possibly
enhanced by treatment combination [25]. However, the results of
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the meta-analysis showed that interventions for control groups
were not totally consistent among the included studies [8,14,15].
Without considering surgical treatment performed in two
studies as part of the local interventions for both experimental
and control arm [26,27], exclusive RT were set as control in four
studies; [14,15], however in another two studies [8], hydroxyurea,
a widely used cytotoxic agent with antitumor-activity-targeting
a variety of malignancies, was combined with RT as control
group treatment. Afterward, several similar studies comparing
DDP-CCRT with Rl alone were conducted, with different results
reported [16,24,28,29]. Although more than 2 decades have
passed since the initial application of DDP-CCRT in treating high-
risk CC patients, during which time new agents and modalities
have been developed, tested, and utilized, DDP remains in the
first-line drug list for this specific population. Most recently, an RCT
conducted in Brazil again evaluated the difference in treatment
effects between DDP-CCRT and exclusive RT in advanced CC,
using patients with International Federation of Gynecology and
Obstetrics (FIGO) Stage Il disease as the targeted population
[24]. With accumulated and updated data from relevant
studies available for a new pooled analysis, we performed this
study with a refined design and analytical methods to provide
more definitive evidence for clinical guidance. A significant
improvement was found in Side A after treatment according to
Karnofsky Performance Status Scale (KPS). Almost similar types
of results were found in a previous study [23]. From the result
of present findings as well as the findings obtained by a number
of studies, it is conceivable that concurrent chemo-radiotherapy
is more effective than radiotherapy only in advanced cervical
cancer.

Conclusion

Onthe basis of the discussion of the conclusion is made to improve
the quality of patients suffering from inoperable carcinoma cervix
and severe pain in Bangladesh. In the recent past carcinoma, the
cervix is cardinal cancer among the women in Bangladesh. This
empirical study was carried out to compare the responsiveness
of improvement and acute complications following treatment
of carcinoma cervix with concurrent chemo-radiotherapy
against radiotherapy only. In conclusion, the use of concurrent
chemotherapy with radiotherapy is effective for responsive
improvement and feasible with acceptable toxicity for advanced
cancer of the uterine cervix. It is recommended to conduct more
clinical trials with a more intensive dose of chemotherapy or a
combination of two or three agents.

Recommendation

Given the findings of the present study and discussion thereof,
the following recommendations are laid down to reach a rational
decision:

1. This present study was done on a relatively small sample, a
large-scale study to be conducted to make the findings of the
study generalize to reference population

2. This study may not reflect the exact situation of the disease
in the community but its proximity to reality cannot be
underestimated

8 This article is available from: http://www.imedpub.com/british-journal-of-research/



3. Further studies are recommended to determine the efficacy
of concurrent chemo-radiotherapy

Limitations

The study was conducted for both academic and clinical
purposes in a short period of time, a small sample size with

© Under License of Creative Commons Attribution 3.0 License

2020

Vol.7 No. 1: 54

British Journal of Research

ISSN 2394-3718

limited resources and facilities, in spite of maximum effort by
the researcher. It was conducted in a selected hospital. So the
study population might not represent the whole community.
The sample was taken purposively. So there may be a chance of
bias that can influence the results. So it may not be adequate to
represent the total population and large sample size would have
given a better result.



References

1

10

11

12

13

14

15

10

Howlader N, Noone AM, Krapcho M, Garshell J, Miller D, et al. (2014)
SEER stat fact sheets: Cervix uteri cancer. National Cancer Institute,
pp: 123-132.

Thomas GM (1999) Improved treatment for cervical cancer-
concurrent chemotherapy and radiotherapy. N Engl ) Med 340: 1198-
1199.

IARC Scientific publication (1997) Cancer incidence in five continents.
IARC Sci Publ 7: 1-1240.

Huq SF (1988) Common cancers in Bangladesh: their trends through
last three decades. Bangladesh Med J 17: 5563.

Ansery (1998) Cancer statistics in developing countries. How to
generate reliable national data. Bangladesh Can Reports 23: 1-12.

Vasishta S, Varghese A, Ragheb A (2007) Patterns of failure in cervical
carcinoma and outcome of salvage therapy: a retrospective study.
Gulf J Oncolog 1:43-49.

Sankarayanan R, Nene BM, Shastri SS, Jayant K, Muwonge R, et al.
(2009) HPV screening for cervical cancer in rural India. N Engl J Med
360: 1385-1394.

Whitney CW, Sause W, Bundy BN, Malfetano JH, Hannigan EV, et
al. (1999) Randomized comparison of fluorouracil plus cisplatin
versus hydroxyurea as an adjunct to radiation therapy in stage 1IB-
IVA carcinoma of the cervix with negative para-lymph nodes: a
Gynecologic Oncology Group and Southwest Oncology Group study.
J Clin Oncol 17: 1339-1348.

Thomas G, Dembo A, Ackerman |, Franssen E, Balogh J, et al. (1998)
A randomized trial of standard versus partially hyperfractionated
radiation with or without concurrent 5-fluorouracil in locally
advanced cervical cancer. Gynecol Oncol 69: 137-145.

Torbe B, Falco M, Torbe A, Ciepiela P, Kurzawa R (2010) Radiotherapy
versus radiochemotherapy with cisplatin in treatment of cervical
cancer. Med Oncol 27: 1-8.

Huang YT, Wang CC, Tsai CS, Lai CH, Chang TC, et al. (2011) Long-
term outcome and prognostic factors for adenocarcinoma/
adenosquamous carcinoma of cervix after definitive radiotherapy.
Int J Radia Oncol Biol Phys 80: 429-436.

Saibishkumar EP, Patel FD, Sharma SC, Karunanidhi G, Sankar AS, et
al. (2006) Results of external-beam radiotherapy alone in invasive
cancer of the uterine cervix: a retrospective analysis. Clin Oncol 18:
46-51.

Wolfson AH (1999) Conventional radiation therapy of cervical cancer.
Semin Surg Oncol 16: 242-246.

Rose PG, Bundy BN, Watkins EB, Thigpen JT, Deppe G, et al. (1999)
Concurrent cisplatin-based radiotherapy and chemotherapy for
locally advanced cervical cancer. N Engl J Med 340: 1144-1153.

Tseng CJ, Chang CT, Lai CH, Soong YK, Hong JH, et al. (1997)
A randomized trial of concurrent chemoradiotherapy versus
radiotherapy in advanced carcinoma of the uterine cervix. Gynecol
Oncol 66: 52-58.

16

17

18

19

20

21

22

23

24

25

26

27

28

29

2020

Vol.7 No. 1: 54

British Journal of Research

ISSN 2394-3718

Ke QH, Zhou SQ, Du W, Lei Y, Huang M, et al. (2012) Early efficacy
of taxotere and cisplatin chemo-radiotherapy for advanced cervical
cancer. Asian Pac J Cancer Prev 13: 617-619.

SayanKundu, Basu S, Acharya S, Dastidar AG , Roy A (2008)
Chemoradiation in Locally Advanced Cervical Cancer: A Randomized
Trial. Ind J Med Paed Oncol 29: 12-17.

Zabra JJ, Jaremtchuk AV, Gonzalez Jazey P, Keropian M, Castagnino
R, et al. (2003) A phase I-Il study of weekly cisplatin and gemcitabine
with concurrent radiotherapy in locally advanced cervical carcinoma.
Ann Oncol 14: 1285-1290.

Ferlay J, Shin HR, Bray F (2008) Cancer incidence and mortality
Worldwide: IARC CancerBase No. 10. Lyon, France. Internat Agency
Res Can pp: 99-101.

Chao KSC, Perez CA (2011) Radiation Oncology management decision.
Philadelphia: Lippincott Williams and Wilkins, pp: 443-454.

Arbyn M, Castellsague X, de Sanjose S, Bruni L, Saraiya M, et al.
(2011) Worldwide burden of cervical cancer in 2008. Ann Oncol 22:
2675-2686.

Arbyn M, Anttla A, Jordan J, Ronc G, Schenck U (2010) European
Guidelines for Quality Assurance in Cervical Cancer Screening.
Second Edition-Summary Document . Ann Oncol 21: 448-458.

Long HJ, Bundy BN, Grendys EC, Benda JA, McMeekin DS, et al. (2005)
Randomized phase Il trial of cisplatin with or without topotecan
in carcinoma of the uterine cervix: a Gynecologic Oncology Group
study. J Clin Oncol 23: 4626-4633.

Zuliani AC, Esteves SC, Teixeira LC, Teixeira JC, de Souza GA, et al.
(2014) Concomitant cisplatin plus radiotherapy and high-dose-rate
brachytherapy versus radiotherapy alone for stage IlIB epidermoid
cervical cancer: a randomized controlled trail. J Clin Oncol 32: 542-
547.

Dunst J, Sauer R (1999) Simultaneous radiochemotherapy with
cisplatin improves survival in cervical cancer. Strahlenther Onkol 175:
257-258.

Peters WA, Liu PY, Barrett RJ, Stock RJ, Monk BJ, et al. (2000)
Concurrent chemotherapy and pelvic radiation therapy compared
with pelvic radiation therapy alone as adjuvant therapy after radical
surgery in high-risk early-stage cancer of the cervix. J Clin Oncol 18:
1606-1613.

Karnon J, Peters J, Platt J, Chilcott J, McGoogan E, et al. (2004) Liquid-
based cytology in cervical screening: an updated rapid and systematic
review and economic analysis. Health Technol Assess 8: 1-78.

Stehman FB, Ali S, Keys HM, Muderspach LI, Chafe WE, et al. (2007)
Radiation therapy with or without weekly cisplatin for bulky stage 1B
cervical carcinoma: follow-up of a Gynecologic Oncology Group trial.
Am J Obstet Gynecol 197: 503el- 503e6.

Nagy V, Coza O, Ordeanu C, Traila A, Rancea A, et al. (2009)
Radiotherapy versus concurrent 5-day cisplatin and radiotherapy in
locally advanced cervical carcinoma. Long-term results of a phase IlI
randomized trial. Strahlenther Onkol 185: 177-183.

This article is available from: http://www.imedpub.com/british-journal-of-research/



