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Abstract

Gestational trophoblastic diseases have been generally associated with the good outcome, especially in developed countries where early presentation and diagnosis is the norm.

This study seeks to determine the characteristics of patients with gestational choriocarcinoma at the University of Port Harcourt Teaching Hospital(UPTH), Nigeria.

This was a retrospective study of women who were treated for gestational choriocarcinoma at the UPTH over a 5-year period from January 1, 2008 to December 31, 2012.

Atotal of 13 cases of gestational choriocarcinoma were treated in UPTH during the study period, and there were 16,720 deliveries giving a prevalence of 0.8/1000 deliveries. The majority of patients (76.9%) were of low socioeconomic class. 92.3% of patients presented with amenorrhea for 28 weeks. Histological examination of tissues extracted from previous miscarriages was not performed in 100% of patients. Eighty percent of all mortalities were associated with antecedent pregnancies being miscarriages. All patients managed were lost to follow-up within 32 weeks.

Gestational choriocarcinoma in Port Harcourt is associated with high mortality. Most patients with choriocarcinoma were of low socioeconomic class, presented late with lack of histological examination of previously extracted products of conception. Most of the patients were lost to follow-up within 32 weeks.
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INTRODUCTION

Gestational trophoblastic disease refers to a spectrum of inter-related but histologically distinct tumors originating from the placenta.[1] This disease is characterized by a reliable tumor marker-β-subunit of human chorionic gonadotropin (β-hCG) and has varying tendencies towards local invasion and spread. Choriocarcinoma, a malignant component of this condition involves both the syncytiotrophoblast and cytotrophoblast with a large amount of β-hCG produced.[2]

The prevalence of choriocarcinoma vary from region to region, and remarkable successes had been recorded in treatment centers with success rates getting up to 80–95% in some treatment centers, which is unparalleled in cancer therapy.[3,4] There exist variations in the characteristics of patients and the successes recorded. High success rates have been recorded in developed countries as against the developing countries where mortality of 13.3–53.3% have been documented.[5,6] This disparity could be attributed to good health seeking behavior, early presentation and the presence of specialized centers in the management of this condition in most developed countries.

The University of Port Harcourt Teaching Hospital (UPTH) as a referral hospital in South-South Nigeria serves as referral center for specialized care and it is on the basis of this, that this study sort to evaluate the characteristics of patients that presented with gestational choriocarcinoma at the UPTH.
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METHODS

This was a retrospective study of women who were treated for gestational choriocarcinoma in the UPTH over a 5-year period from January 1, 2008 to December 31, 2012. Permission for the study was obtained from the Ethics Committee of the hospital through the Head of the Departments of Obstetrics and Gynecology and medical records for the conduct of this research. The number of deliveries during the 5-year period was extracted from the departmental annual report records. The folder numbers of all the women who were managed for gestational choriocarcinoma within this period were obtained from the gynecological and theatre ward records and with the folder numbers the case files of these patients were obtained from the medical records department and relevant information were retrieved. The information obtained were: Age, occupation, educational level, husband's occupation, parity, gestational age at diagnosis, antecedent pregnancy, history of histological analysis of product of conception during miscarriage, method of diagnosis of choriocarcinoma, uterine size, ultrasound finding, type of chemotherapy, follow-up of treatment and the mortality during the study period. The socioeconomic status was determined using the Olusanya's classification method, which takes into account the patient's level of education and her husband's occupation.[7] The information obtained were entered and analyzed using SPSS 15.0 Software Package (IBM, Armonk, NY, USA). Relevant descriptive statistics like frequency and percentage were computed for the presentation of categorical variables while continuous variables were presented by the mean and standard deviation. Chi-square test was used to compare categorical variable with P < 0.05 as significant.
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RESULTS

There were 16,720 deliveries in UPTH during the period of this review, and 13 cases of gestational choriocarcinoma were managed to give a prevalence of 0.8/1000 deliveries. The age range of the patients was 17–40 years with a mean of 32.38 ± 6.2 years. The mean parity was 2.23 ± 1.4. The gestational age at presentation was 28 weeks and above in 12 (92.3%) of the patients. Ten (76.9%) were of low socioeconomic class while the high social economic class was observed in 7.7% (1) of the patients. The other sociodemographic parameters are stated in Table 1.
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Table 2 shows the relationship between the antecedent pregnancies and histological examination of the products extracted from the previous pregnancies. Nine (69.2%) of all antecedent pregnancies were miscarriages while 4 (30.8%) were molar pregnancies. Among patients with antecedent pregnancies being miscarriages, 9 (100%) had no histological examination of the products extracted while among the molar pregnancies 1 (25%) had their uterine extracts examined.

[image: Table 2]Antecedent pregnancies and histological examination of products extracted



Concerning mortality, 5 (38.5%) died of the condition while 8 (61.5%) were alive. Among the patients that died 75% (4) had antecedent pregnancies being miscarriages while 1 (25%) was a molar pregnancy. Among survivors, four each had molar and miscarriages as antecedent pregnancies; none had term antecedent pregnancies amongst the patients that survived the treatment. This is highlighted in Table 3.

[image: Table 3]Outcome of choriocarcinoma and antecedent pregnancy



Comparison of the socioeconomic status and outcome of choriocarcinoma between low socioeconomic class and higher class showed an odds ratio (OR) =2.0; and P = 0.5.

Table 4 shows the follow-up schedule of patients that had chemotherapy. It showed that at 32 weeks of follow-up all the patients dropped out of the follow-up schedule. Comparing the start of the follow-up and the 32 weeks this was found to be statistically significant (P = 0.03).

[image: Table 4]Follow-up and drop-out rate
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DISCUSSION

Gestational choriocarcinoma is of great interest because of its excellent prognosis if diagnosed and treated early with the preservation of childbearing ability. The mortality rate of 38.5% noted in this study is similar to the mortality rate reported in other studies with similar sociodemographic indices[5,6] but higher than the reports from developed nations where early diagnosis and treatment is feasible with good prognosis.[4,8,9]

The influence of economics in the management of low-risk gestational trophoblastic neoplasm evaluated by Shah et al.[10] showed that to achieve cure in this group of patients would cost 4867 dollars and a review of the patients managed in this study showed that 76.9% of patients with choriocarcinoma were of low socioeconomic class increasing the burden of care for this category of patients. Areas that may be influenced by the poor status of these patients could include delays in the provision of drugs, blood for correction of anemia in addition to being unable to carry out requested investigations. A comparison of the socioeconomic status and outcome of choriocarcinoma showed that the risk of death is 2 times higher in patients of low socioeconomic when compared with higher class (OR = 2.0; P = 0.5). It is also worthy of note that all mortalities were experienced in patients of low socioeconomic class. This finding is further buttressed in other studies, which identified the low socioeconomic class to be associated with advanced stage of the disease and a strong indicator of mortality because of less aggressive cancer therapy.[11]

The majority of the patients with a gestational choriocarcinoma had had antecedent miscarriages with the previous evacuation of the products of conception for miscarriages in peripheral hospitals. It is worthy of note that the health care providers sent none of what was evacuated at the peripheral hospitals for histological analysis. It is of great concern that precursors of choriocarcinoma may have been missed hence removing the patients from medical surveillance. The window of opportunity for early diagnosis was completely missed in these patients thus prolonging the clinical symptoms/diagnosis interval hence worsening the prognosis of the patients. This was found to be statistically significant (P = 0.01).

The period of amenorrhea in most patients was >28 weeks which is higher than 11.5 weeks reported in Tunisia[12] but similar to the report from Nnewi.[5] This contrasts with the current trend in the developed world where the majority of the cases were diagnosed early in pregnancy at the asymptomatic stage due to the routine use of ultrasound in early pregnancy.[13,14] The health facilities in the developed world are more equipped and better utilized by the population. In the developing world like ours, lack of awareness, poverty, cultural myths and poor health-seeking behavior among our people significantly contributes to late presentation and diagnosis. Even when they present to a health facility as a result of persisting symptoms, diagnosis is delayed due to lack of specialist care, facilities and low index of suspicion.

The follow-up pattern of the patients that were treated was unpredictive as many did not keep up with the scheduled appointments. A comparison of the uptake and drop-out rate from the start of follow-up and 8 months afterwards showed that all patients would be lost to follow-up during this period (P = 0.03). This observation is similar to findings in other centers, where about 22.2–46.7% of patients are lost to follow-up within 12 to 2 years of follow-up.[5,6] This absence of follow-up increases the risk of late detection of relapse and negates early treatment that further increases the risk on the patient. Most management teams may not have emphasized to patients the need for them to continue the follow-up protocol. There may be need to involve psychologist to provide counseling as part of the treatment protocol for the treatment of such patients to improve outcome. The practice of prophylactic use of chemotherapy postmolar evacuation has remained controversial, however, prophylactic chemotherapy may be a viable option in our setting because of poor follow-up of our patients who had had molar pregnancy, and this is corroborated in other studies.[5,15,16] The option of hysterectomy should be looked into, in patients with early disease and completed family size based on the peculiarity of the circumstances.

The study is limited by the fact it is hospital based, for which its findings may not representative of the general population. Hence community-based studies are thus advocated. This would also increase the study population for additional analysis to be made.
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CONCLUSION

Despite the fact that gestational choriocarcinoma is generally associated with good outcome, the characteristics of patients evaluated showed that prognosis is poor. The prognosis associated with this malignancy can be improved with the establishment of social service funds dedicated to indigent patients, which resolves the bottleneck of lack of funds to procure medications. In addition, the provision of health insurance scheme involving cancer treatment may assist to combat this menace. The outcome of this suggestion is evident in Canada where the cancer treatment outcome had improved because of universal health coverage as opposed to that in the United States of America in the same sociodemographic category of patients.[17] The importance histological examination of products of conception should be encouraged to ensure that the medical radar is beamed on people at risk of possible precursors of choriocarcinoma. Improved health seeking behavior, female education/empowerment, provision of affordable diagnostic tools and a high index of suspicion will help reduce the complications of the disease and reduce the mortality rate. The posttreatment follow-up of our patients should be improved upon via appropriate counseling of affected patients.
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