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ABSTRACT

Objective: To assess the frequency of different responses of neoadjuvant therapy with cisplatin and 5-flourouracil in
patients presenting with locally advanced squamous cell carcinoma of cervix.

Patients and Methods: This was a descriptive case series study conducted at Department of Oncology, Jinnah
Hospital, Lahore from 10-07-2015 and completed on 9-01-2016. One hundred and fifty patients were included.
Selected patients received chemotherapy with Cisplatin 75mg/m? on day 1 and 5-flurouracil 750 mg/m?/day
continuous infusion from dayl to day5, 3 weekly for a total of 2 cycles. Response assessment was done after
completion of 2 cycles of chemotherapy and it was documented as either complete response (CR) or Partial response
(PR) or Stable Disease (SD) or Progressive Disease (PD) according to Standard Method of “Response Evaluation
Criteria in Solid Tumors(RECIST 1.1)” with CT scan.

Results: Mean age of study population was 48.19+6.23 year. Majority (49 patient or 32.7%) had stage Il1b disease,
21(14 %) patients had stage 1B disease, 33 (22%) had stage Illa and 47 (31.3%) had stage IVA disease at baseline.
Fifty patients (33.3%) had lymph node involvement and100 patients (66.7%) had no lymph nodal involvement. 116
(77.3%) patients had ECOG performance status of 1 and remaining had performance status of 2.Partial response was
seen in 15 (12.7%) with stage b patients, 24(20.3%) with stage Illa, 39 (33.1%) with stage Illb patients and 40
(33.9%) with stage IVVa patients. Stable disease was seen in 4(16.7%) with Ilb, 6(25%) with Illa, 8(33.3%) with I1Ib
and 6(25%) with 1Va patients. Complete response was seen in 2(28.6%) with 11b,3(42.9%) with Illa, and 1(14.3%)
with Illb and 1Va patients each. Progressive disease was seen in only one patient with stage Illb. Response rates in
stage I11B and 1Va patients were better than the stage Ilb and Illa patients but it was not statistically significant.
Conclusion: Neo-adjuvant chemotherapy has fair response rates in locally advanced squamous cell carcinoma of
cervix. In resource constraint countries like Pakistan where due to lack of treatment facilities like radiotherapy and
skilled oncological surgeons many patients miss the chance of cure due to long waiting times, Neo-adjuvant
chemotherapy can be used as a bridge therapy in patients who are waiting for definitive treatment options.
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INTRODUCTION cervical cancer is a leading cause of cancer death in

Cervical cancer is the most common gynecologic cancer ~ Women . In Punjab cancer registrydreport of 2014,
in women all over the world. An estimated 12,360 new  Published in March 2015, it was the 2" most commonly

cases of carcinoma of the uterine cervix (i.e. cervical ~ reported cancer in women and the third most common
cancer) were diagnosed in the United States in 2014,  cause of cancer related deaths in women following
and 4020 people died of the disease.! Although Cervical ~ breast, lip and oral cavity cancers.

cancer rates are decreasing among women in the United Persistent human papillomavirus (HPV) infection
States, Incidence still remains high among is the most important causative factor in the

Hispanic/Latino, Black, and Asian women.>S The development of cervical cancer'®!!, Prevalence of
global yearly incidence of cervical cancer in 2012 was  chronic HPV is approximately 10% to 20% in countries
528,000: the annual death rate was 266,000.% It is the ~ With high incidence of cervical cancer whereas
fourth most common cancer in women Wor|dwide, with prevalence of HPV in low-incidence countries is around
85% of cases occurring in developing countries, where 5% to 10%.” Immunization against HPV prevents
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infection only with the some specific types of HPV and
thus is expected to prevent specific HPV cancer in
women.*>16  Other epidemiological risk factors
associated with cervical cancer are smoking, parity, oral
contraceptive, early age at first coitus, multiple sexual
partners, history of sexually transmitted disease,
autoimmune diseases, and chronic
immunosuppression.t”1® Squamous cell carcinomas
(SCC) comprise approximately 80% of all cervical
cancers and adenocarcinoma makes almost 20% of total
cancers.’® In developed countries, the decline in
incidence and mortality of SCC of cervix is presumed to
be the result of effective screening, although racial,
ethnic, and geographic disparities still exist.231°20 On
the contrary, Adenocarcinoma of the cervix has
increased over the past 3 decades, probably because
cervical cytological screening methods are less effective
for adenocarcinoma.?*?* Screening methods using HPV
testing on papaniculaou smears may increase detection
of adenocarcinoma. Vaccination with HPV vaccines
may also decrease the incidence of both SCCand
Adenocarcinoma.??

The primary treatment of early-degree cervical
most cancers is either surgery or radiotherapy (RT).
Smaller lesions and early-level disease, such as level
IA, IB1, and decided on IIA1 are dealt with surgical
procedure.?® Combination of chemo-radiation is
generally the treatment of choice for stages I1B2 to
IVA 2728 Chemoradiation can also be used for patients
who cannot undergo hysterectomy. Adenocarcinomas
are treated in a similar manner to squamous cell
carcinomas, although few studies have assessed
treatment modalities.?®-3!

There is a trend now in favour of neoadjuvant
chemotherapy (NACT).323 There is limited data on
neoadjuvant chemotherapy but in one study reported
by PubMed?*, sixty-seven patients received neoadjuvant
chemotherapy. Clinical responses to neoadjuvant
chemotherapy observed in 61 patients(91%), including
six (8.96%) with complete and 55 (82.0%) with partial
response; five women(7.46%) showed stable disease
and one progressed(1.49%).In many hospitals of our
country, there is a delay of 3 months on an average to
get radiotherapy started after presentation due to
overburden of patients. During this period, there is a
high likelihood of disease progression making the
patients incurable. Furthermore systemic chemotherapy
decreases micrometastases which are not targeted by
local radiotherapy. So keeping in view the current trend
in favour of NACT in study trials, the risk of
progression of stage while waiting to get radiotherapy
started in JHL and benefits of NACT on
micrometastases, this study was designed to observe the

response of NACT cisplatin and 5-flourouracil in
patients presenting with locally advanced squamous cell
carcinoma of cervix.

MATERIAL AND METHODS

It was a descriptive case series study carried out at
Department of Oncology, Jinnah Hospital, Lahore from
10-7-2015 and completed on 09-01-2016 comprised 150
patients. Patients age 20-70 years, female patients with
histopathologically proven squamous cell carcinoma of
cervix during last one year, stage 11B- IVA and ECOG
performance status<3 were included. Patients who have
received any treatment (chemotherapy, radiotherapy)
prior to presentation, adenocarcinoma of cervix proven
by histopathology, abnormal cardiac function assessed
with ECG, renal function with serum creatinine
(>1.5mg/dl) and liver function tests with serum
transaminases level>100 u/l and starting radiotherapy
while on NACT were excluded. Selected patients will
receive chemotherapy with cisplatin 75 mg/m? on day 1
and 5-flourouracil 750 mg/m? on days 1-5 of 21 day
cycle for a total of 2 cycles. Response in terms of either
CR,PR, SD or PD will be evaluated as per RECIST
criteria edition 1.1 after 3 weeks of last chemotherapy
with CT scan. Data was entered in SPSS-20 and
analyzed.

RESULTS
Mean age of our patient population was 48.19+6.23
years and median age was 47 years. Youngest patient
was 32 years old and oldest was 66 years old. Amongst
them 54 (36.0%) patients were between 32 to 45 years
of age and 96 (64.0%) were aged between 46 to 66
years. Out of 150 patients, majority (49 patients or
32.7%) had stage Illb disease, 21(14 %) patients had
stage 1IB disease, 33 (22%) had stage Illa and
47(31.3)% had stage IVA disease at baseline. 50
patients (33.3%) had lymph node involvement and 100
patients (66.7%) had no lymph nodal involvement.
116(77.3%) patients had ECOG performance status of 1
and remaining had 2. Response to neo-adjuvant
chemotherapy was assessed after 2" cycle of
chemotherapy and was documented either as complete
response, partial response, stable disease or progressive
disease. Partial response was observed in 118 (78.7%)
of patient. As compared to target response rate of stable
disease of 7.46%, stable disease was observed in 24 (16
%) patients, this result was statistically not significant
with. 7 patients (4.7%) showed complete response, one
patient (0.7%) showed progressive disease on
assessment after the 2" cycle(Table 1).

Partial response was seen in 15(12.7%) with stage
IIb patients, 24(20.3%) with stage 111a,39(33.1%) with
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stage Illb patients and 40(33.9%) with stage IVa
patients. Stable disease was seen in 4(16.7%) with 1lb,
6(25%) with Illa, 8(33.3%) with IlIb and 6(25%) with
IVa patients. Complete response was seen in 2(28.6%)
with 11b,3(42.9%) with Illa, and 1(14.3%) with Il1b and
IVVa patients each. Progressive disease was seen in only
one patient with stage Il1b. Response rates in stage 111B
and lva patients were better than the stage Ilb and Illa
patients but it was not statistically significant (Table2)

Table 1: Demographic information of the patients

Partial response rate was seen in 93 (78.8%) of
patients with ECOG1 and 25(21.2%) of patients with
ECOG2.Stable disease was seen in 19(79.2%) of
patients with ECOG1 and 5(20.8%) Of patients with
ECOG 2.Complete response rate was seen in 4(57.1%)
of patients with ECOG 1 and 3(42.9%) of patients with
ECOG2.Progressive disease was seen in only one
patient with ECOG 2.Differences in these results were
also statistically not significant (Table 3).

Variable | No. | %
Age (years)
3245 54 36.0
46 — 66 96 64.0
TNM Stage
1b 21 14.0
Illa 33 22.0
Ilb 49 32.7
Iva 47 31.3
Nodal Status
Present 50 33.3
Absent 100 66.7
ECOG Performance
Restricted in physically strenuous activity but ambulatory and able to carry out light work 116 77.3
(ECOG1)
Ambulatory and capable of all self-care. Up and above >50% of working hours (ECOG2) 34 22.7
Responses to neo-adjuvant chemotherapy
Partial response 118 78.7
Stable disease 24 16.0
Complete response 7 4.7
Progressive disease 1 0.7
Table 2: Comparison of response rates according to TNM stage
TNM Stage
Response Iib il b IVa Total
Partial response 15 (12.7%) 24 (20.3%) | 39(33.1%) 40 (33.9%) 118 (100%)
Stable disease 4 (16.7%) 6 (25%) 8 (33.3%) 6 (25%) 24 (100%)
Complete response 2 (28.6%) 3 (42.9%) 1 (14.3%) 1 (14.3%) 7 (100%)
Progressive disease - - 1 (100%) - 1 (100%)
¥? =6.952 P =0.642
Table 3: Comparison of response rates according to ECOG performance status
Response ECOG performance status Total
ECOG1 ECOG2
Partial response 93 (78.8%) 25 (21.2% 118 (100%)
Stable disease 19 (79.2%) 5 (20.8%) 24 (100%)
Complete response 4 (57.1%) 3 (42.9%) 7 (100%)
Progressive disease - 1 (100%) 1 (100%)
x? =5.233 P =0.155
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DISCUSSION

Use of neo-adjuvant chemotherapy is theoretical
supposed to have some advantages like possible
improvement of baseline symptoms, the down staging
of tumor, and clearing of micro metastases in regional
lymph nodes and distant organs. Neo-adjuvant
chemotherapy with cisplatin and 5-flurouracil has also
reported to have induced immunological reaction in the
cancer micro environment resulting in better outcomes.

The mean age of study population was 48.19+6.23
years which was lower than the internationally reported
age of 67 years, which may be due to overall lower life
expectancy in Pakistan which is only 65 years as
compare to 78 to 80 years in developed countries. The
overall partial response rate of 78.7% is somewhat
lower than reported partial response rates of 82%°%.
This could have been due to less number of
chemotherapy cycle (only 2) as compare to
otherstudies®>33 where 3 or more cycles were given of
these two drugs or a third drug was also added.

In this study,7 patients (4.7%) showed complete
response which is lower than reported complete
response rates of 8.96%. which is comparable to the
results of previous studies done in recent times, with
reported CR rates of 0%-10%3%>%*. No such data is
available from Pakistan for comparison. Although
investigators were initially encouraged by high response
rates of untreated cervical cancer to multiple-agent,
cisplatin-containing chemotherapy regimens, these
results have not translated to a clear advantage when
neoadjuvant chemotherapy is given before radiotherapy.
Of seven phase 3 trials of this approach, five3-%’
demonstrated no benefit from neoadjuvant therapy and
two®demonstrated a significantly better survival rate
with radiotherapy alone.

Subset analysis in this study showed partial
response in 15(12.7%) of stage Ilb patients, 24(20.3%)
of stage 111a,39(33.1%) of stage Illb patients and
40(33.9%) of stage IVa patients. Stable disease was
seen in 4(16.7%) of b, 6(25%) of Illa, 8(33.3%) of
I11b and 6(25%) of IVa patients. Complete response was
seen in 2(28.6%) of 11b,3(42.9%) of Illa, and 1(14.3%)
of Illb and IVa patients each. Progressive disease was
seen in only one patient of stage I11b. Response rates in
stage I1IB and IVa patients were better than the stage
Ilb and Illa patients but it was not statistically
significant.

Similar results were obtained in patients between
performance status 1 and 2 patients, Partial response
rate was seen in 93 (78.8%) of patients with ECOG1
and 25(21.2%) of patients with ECOG2.Stable disease
was seen in 19(79.2%) of patients with ECOG1 and

5(20.8%) Of patients with ECOG 2.Complete response
rate was seen in 4(57.1%) of patients with ECOG 1 and
3(42.9%) of patients with ECOG2.Progressive disease
was seen in only one patient with ECOG 2.Differences
in these results were also statistically not significant.

CONCLUSION

With the results of this study we can conclude that neo-
adjuvant chemotherapy has fair response rates in
patients presenting with locally advanced squamous cell
carcinoma of cervix. It is a good option to use in
resource constraint countries like Pakistan where due to
lack of treatment facilities like radiotherapy and delay
of time to get radiotherapy started due to over burdened
radiotherapy departments. In this study we also
observed better response rates in stage Illb and Iva
patients as compare to stage Ilb and Illa patients,
although this difference was not statistically significant.
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