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Abstract

Introduction: Peritoneal spread of gastrointestinal and gynecological malignancies such
as ovarian and endometrial cancer is a well-known final stage of the above-mentioned
diseases. Peritoneal metastasis from cervical cancer is rare and has its prevalence has
raged in autopsies series from 5% to 27%. Cytoreductive surgery followed by HIPEC,
has gained ground recently in the treatment of peritoneal carcinomatosis from
gynecologic malignancies but there is no data on their efficiency in the treatment of

peritoneal disease from cervical cancer.

Patients and Methods: A retrospective study was performed in our medical records, of all
patients with cervical cancer and peritoneal metastasis treated with CRS and HIPEC

since 2006. Survival and Disease Free survival were studies in a total of 30 patients.

Results: Cytoreductive surgery followed by HIPEC offered an overall survival benefit in

women with cervical cancer and peritoneal metastasis.

Conclusions: Preliminary data from our retrospective study showed that CRS and HIPEC
might be a useful weapon in the treatment of peritoneal metastasis from cervical cancer.

Prospective studies are required to validate our results.
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Introduction

The combination of cytoreductive surgery (CRS) and HIPEC, is already the standard care for selected
patients with pseudomyxoma peritonei and peritoneal mesotheliomal. It also seems to improve
survival in selected patients with gastrointenstinal malignancies2. In the recent years the use of CRS
and HIPEC has emerged as an important tool in the hands of surgeons that treat peritoneal metastasis
from gynecologic malignancies. Patients with peritoneal carcinomatosis from ovarian and endometrial

cancer are offered a prolonged overall and disease free survival3-5.

Cervical carcinoma is the fourth most common cancer among women worldwide6. The predominant
histological type is squamous cell carcinoma meanwhile adenocarcinoma and adenosquamous cell
carcinoma represent 10-15%. Other or unspecified histology represent the remaining 10-157.
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In high-income countries, incidence and mortality of cervical cancer have dropped over the last years
since the introduction of formal screening programmes8. Early-stage disease carries a favorable
prognosis due to advances in surgical techniques, radiotherapy and chemotherapy. Nevertheless, for
women with metastatic or recurrent disease, the overall prognosis remains poor. Typical metastatic or
recurrent sites are the pelvis and lymph nodes, but peritoneal metastasis have also been described with
a very low prevalence, about 5%9. A large population study in Netherlands confirmed that 1% of the
patients with cervical cancer, presented with peritoneal metastasis. The mean age at diagnosis of only
advanced stage patients was 51.4 years. Thirty-eight percent had an adenocarcinoma and 44% had a

squamous cell carcinoma. Fifth-five percent of patients had PM without other distant metastases10.

Radical surgery and chemoradiotherapy are the treatments of choice in advanced recurrent or
metastatic disease though still median survival time is only 8 to 13 months1ll. To the best of our
knowledge, there is bo data in literature for the treatment of peritoneal metastasis from cervical cancer

with the use of cytoreductive surgery (CRS) and HIPEC.

Patients and Methods

A retrospective analysis of our data was performed. The research was conducted on patient’s medical
record and a meticulous follow up. From 2006 to 2019 a total of 30 patients were treated for peritoneal

carcinomatosis from cervical cancer. Their mean age was 54 years (table 1).

Synchronous onset of peritoneal carcinomatosis with cervical cancer was diagnosed in 8 patients
(26%). Squamous cell carcinoma (SCC) was the predominant histological type accounting for 60% of
our cases (18pt), meanwhile adenocarcinoma and adenosquamous cell carcinoma was the histological

diagnosis in 10 patients.

Patients were divided in 2 distinctive groups in relation to the treatment strategy. The groups were
randomized in time of surgery. In the first group patients were treated with cytoreductive surgery plus
HIPEC, with carboplatinum and paclitaxel, meanwhile the second group was offered cytoreductive
surgery alone. Multi-viscerectomies were performed in cases of extended peritoneal disease and the

peritoneal cancer index (PCI) was calculated with a maximum score of 15.
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Results

The median overall survival of all patients in our study was 30 months. The CRS+HIPEC group
presented a median overall survival of 50 months mean while survival in the CRS group was 24 months

(Tab 2). The long-rank test demonstrated a statistically significant difference in overall between these

2 groups (fig 1).

CRS + HIPEC CRS Total
Age N 12 18 30
Mean 54.6 53.8 54.1
Standard 11.1 7.8 9.1
Deviation
Minimum 29 44 29
Maximum 70 67 70

Table 1. Patients Mean Age

Group Disease Free Survival in months (95%
confidence interval)
CRS + HIPEC 38,00+4,817 (28,559-47,441)
CRS 12,00+1,571 (8,920-15,080)
Overall 34,00+12,402 (9,691-58,309)

Table 2. Disease Free Survival
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Figure 1. Overal survival in groups
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Figure 2. Disease Free Survival in groups
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Discussion

Cervical cancer was the leading cause of cancer death for women in the United States before the regular
use of Pap tests that changed the natural history of the disease the last 40 years. The average age of
diagnosis is 50 and the 5-year survival rate is 66%12. In metastatic cervical cancer survival rates drops
to 16,5%13. Two types of metastasis, hematogenous and lymphatic, relate to different survival rates
and treatment options.

Conventional treatment, for patients with early or locally advanced cervical cancer includes surgery,
chemotherapy and radiotherapy. From the other hand, there is no standard treatment for metastatic
disease due to its heterogeneous manifestations11. Typical manifestations of recurrent cervical cancer
are pelvic masses and lymphadenopathy. Peritoneal carcinomatosis and solid organ metastasis are less

common but can occur in a small percent of patients14.

A large retrospective population study conducted in Netherlands between 1989 and 2015, identified
all female patients diagnosed with ovarian, endometrial and cervical cancer10. One percent of cervical
cancer patients presented with peritoneal metastasis (PM). Thirty-eight percent had an adenocarcinoma
and 44% had a squamous cell carcinoma. Fifty-five percent of patients had PM without other distant
metastases. Authors concluded that the risk of peritoneal metastasis was higher in adenocarcinoma

compared to squamous cell carcinomal0.

Patients treated with cytoreductive surgery (CRS) and HIPEC, in our study, presented a better overall
survival but not a statistical different disease-free survival time in comparison with the CRS group.
We used carboplatinum and paclitaxel for HIPEC that is the same protocol used for PM from ovarian
cancer. HIPEC duration was one hour, and all patients had a meticulous follow up after being
discharged from the hospital.

Conclusion

Peritoneal carcinomatosis from cervical cancer is a rare and fatal manifestation of the disease.
Treatment is no standardized and there is no data in literature about the use of cytoreductive surgery
and HIPEC. Based on our experiencel5-17 on the use of HIPEC in peritoneal carcinomatosis from
gastrointestinal malignancies, ovarian and endometrial cancer, we treated carcimomatosis from
gastrointestinal malignancies, ovarian and endometrial cancer, we treated patients with peritoneal
spread of cervical cancer, with extended cytoreductive procedures. When complete macroscopic

elimination of the disease was feasible (R0), we performed HIPEC with carboplatinum and paclitaxel
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for an hour. Elaboration of the first data, demonstrated an overall survival benefit for patients treated
with CRS and HIPEC.

Weak points of our study include the small number of patients, patient’s randomization process and
chemotherapeutic drugs choice. Prospective future studies randomization process and
chemotherapeutic drugs choice. Prospective future studies are necessary in order to consolidate the
value of this therapeutic choice in the treatment of peritoneal metastases from cervical cancer.
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