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Neoadjuvant chemotherapy in treatment of cervical cancer -
controversies
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INTRODUCTION 

Cervical cancer is still one of the main problems in female populations of developing

countries. Early diagnosis and screening programs are still the best solution for

decreasing of disease incidence. Despite improved screening techniques for preinvasive

disease, approximately 13,000 new invasive cervical cancer cases are diagnosed, and

4000 patients die each year (1). Also early diagnosis of cervical cancer is opened to the dif-

ferent modalities of treatment having in mind  the volume of tumor, stromal invasion, lymph-

vascular status, histopathological type, lymph nodes metastasis, age of patients, and their

general health conditions. Patients with stages IB and IIA cervical cancer can be treated

either with radical hysterectomy plus pelvic lymphadenectomy or with the irradiation of

whole pelvis with equivalence in survival outcome (2).

Nowadays, the standard management of cervical cancer depends on clinical stage and

tumor volume. Stage IB1 patients are submitted to radical hysterectomy and those with

stage IB2 or higher stage disease are treated with radiotherapy. Controversies about the

selection of surgical versus nonsurgical cases are still current such as are the controversial

thoughts for bulky cervical cancer treatment. Controversies also exist regarding the indica-

tions for adjuvant radiotherapy after radical surgery and about the indications for the adju-

vant hysterectomy, which can be considered after radiotherapy.

Many studies offer different therapeutic approach for the early stage of the cervical cancer

and the standard management of this disease is changing. After years of studying multi-

modality treatments as an alternative to radiation alone in randomized phase III trials, the

standard treatment has changed to chemoradiotherapy based on cisplatin. The addition of

cisplatin-based chemotherapy to concurrent radiotherapy has improved survival in patients

with bulky disease or patients with positive lymph nodes (3-6).

Neoadjuvant chemotherapy (NACT) is used to shrink the tumor before radical hysterecto-

my or radiotherapy. Tumor size is an important prognostic factor in patients with stage IB

cervical cancer. Treatment of stage IB2 cervical cancer remains controversial because of

that. Questions about the best treatment approach are still opened. Data from randomized

trials suggest that neoadjuvant platinum based chemotherapy prior to definitive surgery is

associated with better results than primary radiation (7,8).  NACT prior to surgery or radia-

tion therapy has been studied as a means to reduce tumor bulk, thereby rendering subse-

quent therapy more effective.

Hwang YY et al. presented a ten-year follow-up of 80 patients with locally advanced stage

IB-IIB cervical cancer with tumor diameter of = 4 cm, after NACT by cisplatin, bleomycin,

and vincristine, and radical hysterectomy. The study showed a reduction in tumor size after

NACT in 75 cases. Overall, 5- and 10-year disease-free actual survival rates were 82% and

79.4%, respectively. Clinical stage, initial tumor size, clinical response, and residual tumor

size were not risk factors for recurrence after this therapy, but pelvic lymph node metasta-

sis was a significant risk factor for recurrence (9).

One prospective randomized study was performed in which 295 patients in stage IIB were

randomly allocated to three groups: only surgery, only radiation, and both combined with

NACT. After 84-month follow-up (mean), the survival rate for surgery and NACT was 65%,

for radiation and chemotherapy was 54%, for radiation alone was 48%, and for surgery

alone was 41%. The best survival rate was in patients who received chemotherapy followed

by surgery and radiation. Resectability was significantly better in NACT plus surgery group

(80%) compared with only-surgery group (56%) (P ² 0.001)(10). In Kim's et al. study cis-

platin, vinblastine, and bleomycin were used before radical hysterectomy in stage I and IIA

tumors larger than 4 cm; complete response rate was reported in 44% and partial response

rate in 50% patients (11). According to these results NACT could be a good modality that

can decrease the size of tumors.

M. Modarress et al. compared the efficacy of preoperative combined chemoradiation and

NACT programs followed by radical surgery in stages IB-IIB bulky cervical cancer (12).

Sixty patients with stage IB-IIB bulky cervical cancer were treated with preoperative exter-

nal-beam radiotherapy to 45 Gy plus weekly cisplatin 50 mg/m2 or preoperative NAIC by

cisplatin 50 mg/m2 and vincristine 1 mg/m2 every 7 to 10 days, for three courses. Surgery

was performed in 4 to 6 weeks after the completion of the preoperative treatment. There

were no significant differences between age, stage, tumor size, and histopathologic type in

two groups. In chemoradiotherapy group, 23.7% of patients had complete clinical response

and in NACT group 16.7% without statistical significance. Partial clinical response to treat-

ment in NACT and chemoradiotherapy groups was detected in 25 (83.3%) and 23 (67.7%)



patients, respectively without statistically significance. There were no other significant dif-

ferences between NACT and chemoradiotherapy in treatment efficacy and survival prog-

nostic factors. After treatment, there were more complications in the chemoradiotherapy

group than in NACT group.

These results could point to both NACT and chemoradiotherapy methods as a reasonable

treatment modality for improving the operability in patients with stage IB-IIB bulky cervical

cancer by decreasing the size of tumor. Of course these studies included small number of

patients so it is very difficult to compare effects of these methods. Further prospective ran-

domization studies will be able to distinguish which treatment option will be better for these

patients or we will get the similar effects. Also the effects of NACT are needed to investi-

gate in higher stages of cervical cancer.
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