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Abstract
Objectives: To determine the efficacy of cisplatin based concurrent
chemoradiation followed by Intracavitary brachytherapy in locally advanced
carcinoma cervix patients.
Study Design: Descriptive Case Series

Place and duration of Study: Nuclear Medicine, Oncology, Radiotherapy Institute
(NORI), Islamabad from December 2010-December 2011.

Methods: Patients were given external beam radiation dose of 50 GY with
concomitant weekly cisplatin 40mg/m2 over period of 5 weeks. EBRT was
followed by ICRT 04 fractions of 06 GY on weekly interval using HDR Ir192
source. After 06 weeks of completion of treatment response was assessed on MRI.
Response rates were scored according to WHO guidelines.

Results: The response rate achieved in this study with concurrent chemoradiation
was 72.2%. Twenty-two out of 52 (40.7%) patients showed complete response,
17 (31.5%) showed partial response, 08 (14.8%) patients had stable disease.
Nineteen (59%) patients out of 32 showed complete response in stage II and I
and 03 (13%) patients out of 22 showed complete response in stage III & IV.

Volume 5 Issue 4 - 2016
Department of Oncology, Oncology & Radiotherapy Institute
(NORI), Pakistan
*Corresponding author: Hira Asim, Consultant
Oncologist, Oncology & Radiotherapy Institute (NORI),
Islamabad, Pakistan, Tel: 00923458560545; Email:
Received: August 15, 2016 | Published: September 02, 2016

Conclusion: Cisplatin based concurrent chemoradiotherapy is effective in the
treatment of locally advanced carcinoma cervix in our setup. Treatment outcome
was better in stage IB2 & II.
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Introduction
Cervical cancer is the fourth most common cancer in women,
and the seventh overall, with an estimated 528,000 new cases in
2012 [1]. 86% of all deaths due to cervical cancer are in developing,
low- and middle-income countries. Its incidence and mortality in
developed world has decreased substantially because of welldeveloped screening programs [2]. In Pakistan carcinoma cervix
is less common as compared to other gynecological malignancies.
According to our statistical record in NORI 40-65 patients present
every year (25% of the total gynecological malignancies). It
is second commonest to ovarian tumors among gynecological
malignancies at NORI [3].

The standard of care for locally advanced cervical cancer
(FIGO IB2–IVA) is concurrent chemoradiation. The chemotherapy
agents used are cisplatin, cisplatin combined with fluorouracil or
hydroxyurea. Weekly cisplatin achieved the best responses, even
when compared with the combination with fluorouracil. These
results led the United States National Cancer Institute (NCI) to
recommend platinum-based chemotherapy for the treatment of
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Cisplatin;

locally advanced cervical carcinoma. Intracavitary brachytherapy
is the essential component of radical treatment for cervical cancer.
Platinum Based chemoradiation is the standard regimen [4,5].

This treatment approach is superior to radiotherapy alone
in terms of local control, control of occult metastatic disease,
disease free survival and overall survival with slight increase
in gastrointestinal and hematological side effects. The total
treatment duration should be less than 08 weeks [6]. Concurrent
chemoradiotherapy significantly improves the survival for
patients with stage IIB-IIIB cervical cancer compared to
radiotherapy alone [7]. The use of concurrent chemotherapy has
shown an absolute increase in survival rate of 12% and cisplatin
is found to be the most effective drug. A study showed promising
results with the complete response of 83% and partial response of
17% of patients [8]. Chemoradiation followed by brachytherapy is
particularly effective in early stages and an overall disease free
survival at 2 yrs and 5 yrs was 80.4% and 72.2% in stages Ib2-IIB
[9]. Cisplatin based chemoradiation results in complete response
rate of 91% and is a better compliant and tolerable compared
to other treatments [10]. Complete and partial response rates
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of 82% and 18% were shown by another study for the same
treatment [11].

Uterine cervical cancer is the second most common cancer
among gynecological cancers in females in Pakistan and most of
the patients present in locally advanced stage due to inadequate
screening facilities, lack of proper health care system and lack of
education. There is very limited data regarding the effectiveness of
this treatment in our country. The number of patients registered
at our hospital with CA cervix is rising with time, and most of them
present at locally advanced stage, chemoradiation followed by
brachytherapy is being used at NORI for a couple of years but the
results are not documented. This study is designed to determine
the response in our patients so that a protocol is designed in
future with acceptable morbidity and better tolerance.

Objective

The objective of the study was to determine the efficacy
of cisplatin based concurrent chemoradiation followed by
Intracavitary brachytherapy in locally advanced CA cervix patients
in terms of complete response and partial response.

Material and Methods

This study is a descriptive case series. It was carried out in
Oncology department of NORI Islamabad. Study was completed
in one year. Total Fifty-four patients were recruited in the study
according to our selection criteria. Consecutive sampling (Nonprobability sampling technique was employed). Patients with
Karnofsky PS >70%, Stage IB2-IVA based on clinical examination,
EUA and MRI Pelvis showing growth in the cervix staged according
to FIGO guidelines, histopathologically proven Squamous cell
Carcinoma Cervix were included in the study. Patients with
uncontrolled hypertension and diabetes, coexisting second
malignancy, those who have taken any other anticancer treatment
except for BCC and SCC and patients with abnormal RFTs and LFTs
were excluded from the study. The study was approved by the
hospital Ethical Review Committee. Informed consent was taken
from every patient fulfilling the inclusion criteria. Premenopausal
patients were explained regarding ovarian ablation and infertility
following treatment.
Patients included in the study were those registered at the
outpatient department of Oncology at NORI Hospital. They
were evaluated in detail through History, Physical examination,
and Investigations including hematology, Biochemistry, CT scan
and MRI pelvis. Each patient was discussed in Multidisciplinary
meetings (MDM) consisting of Oncology Department NORI
hospital and Gynecology, Radiology and Pathology department of
Pakistan Institute of Medical Sciences Islamabad.

EBRT was administered to the whole pelvis using Linear
accelerator machine over period of 5 weeks up to total dose of
50GY in 25 fractions with 25mg/m2 weekly Cisplatin.6MV, 10MV
or 15MV energies were used. Chemotherapy was administered
one hour before radiation treatment. Four-field BOX or AP/PA
technique was used according to the energy selected. The superior
border of the field was at the level of intervertebral disc between
L4 and L5. The lateral border was 1.5cm lateral to the bony pelvic
wall. The Inferior border was at the level of inferior margin of
obturator foramen, or up to the level of introitus if vagina were
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involved. EBRT was followed by ICRT O4 fractions each of 6 GY on
weekly interval starting within 01 week on completion of EBRT. It
was administered by using Fletcher suit applicators using HDR Ir
192 source. Rectum and urinary bladder was pushed away from
the ovoids as far as possible using vaginal gauze packing. Patients
were examined every week during treatment.
Cisplatin 40 mg/m2 was administered for 6 weeks on the first
day of every radiotherapy week.

ECOG status and biochemical profile was assessed, prior to each
chemotherapy cycle. Full blood counts and clinical assessments
were performed weekly throughout the treatment.

Response was assessed at 6 weeks with MRI Pelvis. Complete
response was defined as disappearance of all known disease at 6
weeks. Partial response is defined as more than or equal to 50%
reduction in the known disease. Stable disease was labeled if it
didn’t meet the criteria of complete response, partial response
or progressive disease. More than or equal to 25% increase in
the known disease was defined as progressive disease. Overall
response was the sum of partial and complete responses.

Data Analysis

All data was entered and analyzed using SSPS version 19.
Categorical variables (Symptoms at presentation, tumor grade,
disease stage, response to therapy) were analyzed for frequency
and percentage distribution. Quantitative data like age was
analyzed for Mean ± SD.

Results

A total of 54 patients with histopathological diagnosis of SCC of
cervix were enrolled in the study. One Patient lost to follow up and
one patient died of myocardial infarction.

Demographics

Mean age of the patients was 52 years ± 09 with a range
from 28 to 80 years. 35 (64%) patients were postmenopausal.
Clinicopathological features are shown in (Table 1).

Complete response and partial response were 40.7% and
31.5%, while overall response rate seen in the study population
was 72% (Table 2).
Nineteen (59%) patients out of 32 showed complete response
in stage 1 & 2. Three (13%) patients out of 22 showed complete
responses in stage 3 and 4 (Table 3 & Figure 1).

Discussion

Cervical cancer is the second most common cancer in women
among gynecological malignancies worldwide. Its incidence
is decreasing in developed countries due to the incorporation
of screening programs in the health care system; however in
developing countries where the screening facilities are not
available its incidence is still very high [12]. In Pakistan its
incidence is comparatively low as compared to other Asian
countries, particularly India and was similar to the Western
Asian Muslim countries [13]. In our hospital it is the second most
common gynecological malignancy [14]. Most of the patients with
carcinoma cervix present in locally advanced stage [15].
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Table 1: Clinicopathological features.

Age Range 28-80 years

Mean age+/- SD 52 +/- 9 years
Menopausal Status
Post Menopausal

35 (65%)

Pre Menopausal

Clinical Presentation

19 (35%)

Per Vaginal Bleeding

30 (55.6%)

Urinary Complaints

02 (3.7%)

Vaginal Discharge

Post Coital Bleeding
Well differentiated

20 (37%)
2 (3.7%)

Grade

16 (29.6%)

Moderately differentiated
Poorly differentiated

A

33 (61%)
05 (09%)

Stage

IB2

8 (14.8%)

II B

18 (33.3%)

IVA

08(14.8%)

IIA2

6 (11%)

III

14(25.9%)

Table 2: Response rates.

Complete response

22 (40.7%)

Stable disease

08 (14.8%)

Partial response

17 (31.5%)

Progressive disease

Table 3: Response according to stage.

5 (9.3%)

Response

Stage
IB2

Stage
IIB

Stage
IIA2

III

IVA

Total

Complete
response

6

10

3

2

1

22

Stable
disease

0

2

0

4

2

8

Partial
response

Progressive
disease
Total

1

0
7

6

0

18

3

0
6

5

2

13

2

3
8

17

5

52

B

Figure 1: (A) Pretreatment sagittal section of MRI (B) Post-treatment
sagittal section of MRI pelvis showing complete respons.

Radiotherapy is the main stay of treatment for locally
advanced cervical cancer. Results of radiotherapy treatment alone
are poor so many methods have been tried to improve the radioresponsiveness of the tumor. For improving the results of treatment
in advanced stage disease, chemotherapeutic agents also have
been used for last 2-3 decades. It has been used as neo adjuvant,
concurrent chemo radiation and adjuvant. But only concurrent
chemo radiation with cisplatin alone or in combination with
other agents like 5 fluorouracil have recently been proven to give
better response rates, disease free survival and overall survival in
carcinoma cervix [16]. In February 1999, the US National Cancer
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Institute (NCI) issued an alert that chemo radiation should be
considered for all patients with cervical cancer based on five
randomized trials. The five randomized trials of cervical cancer
involved different stages of the cervical cancer and a combination
of treatment, but they shared a common result, all studies found
that a concomitant treatment with cisplatin containing schedules
(cisplatin, cisplatin and 5FU, cisplatin, 5FU and HU) and radiation
therapy led to a better outcome than radiation therapy alone or
in combinations with treatments that did not include cisplatin.
This remarkable consistency offers compelling reason to consider
cisplatin therapy in combination with radiation therapy as a new
standard of care for patients with bulky stage IB disease, stage IIB
through IVA and high risk cervical cancer cases [17].

The mean age of presentation in this study was 52 years
and most of the patients were postmenopausal. Most common
symptom of presentation was vaginal bleeding (56%). However
the patients presenting in IVA stage had urinary complaints as
well. These results were similar to the study conducted by Kundu
et al. [18] Most of the tumors were moderately differentiated.
Most common stage of presentation was IIB. These results are
consistent with the previous studies showing that the cervical
cancer is twice as common in postmenopausal women as the
premenopausal women [19]. Cervical cancer is seen as the most
frequent malignant cause of postmenopausal bleeding [20]. As
most of the patients are elderly belonging to lower socioeconomic
status and living in rural areas, this becomes the main reason of
delayed presentation of patients with cervical cancer. Most of the
patients presenting in stage III and IV [21,22]. Tumor grade and
stage are the predictors for the response to the treatment proved
by many studies [23-25]. These findings are consistent with the
results of the current study.
In our study 41% of patients showed complete response. 31%
patients showed partial response. The overall response rate was
87%. Nineteen patients showed complete response in stage II, and
I but only three patients showed complete response in stage III
and IVA. These results are consistent with many previous studies
showing complete and partial response rates of 86% and 18%
respectively [26]. Another study showed complete pathological
response rates of 55% [27]. The complete response rates are
higher in stages IB2 and IIA than stage III and IV. Many old studies
confirm that the response rates decrease as the stage progresses.
A study showed the response rate of 62% in stage II decreasing to
57% in stage III. The overall response rates are found to be quite
acceptable in this study however long term follow up is required
to assess if this response turns into survival benefit.

Conclusion

Cisplatin based concurrent chemoradiation is effective in the
treatment of locally advanced carcinoma cervix in our setup.
Treatment outcome was better in stage IB2 & II.

Limitations and Recommendations

The overall response rates are found to be quite acceptable in
this study however long termfollow up is required to assess if this
response turns into survival benefit.
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