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Abstract

Background : While chemotherapy is a viable treatment option for 

many GTN patients, a tiny percentage of these patients will experience 

a relapse following full recovery. To the best of our knowledge, our re-

gion does not have any information regarding GTN instances that have 

relapsed. The objective of this study is to assess the probability of recur-

rence of gestational trophoblastic neoplasia (GTN) following normalisa-

tion of serum βhCG levels.

Methods : Between 2011 and 2017, patients with confirmed GTN diag-

nosis who were admitted to the gynaecology ward of Imam Khomeini 

Hospital after molar pregnancy were the subject of this descriptive-an-

alytical study using registered hospital data. Included were patients 

who have been diagnosed with postmolar GTN using at least five bhcg 

readings. 

Information about the patient was assessed, including the initial serum 

BhcG level, the duration till BhcG resolution, the forms of molar preg-

nancy, the treatment regimens, the necessity of recuretage relapse, 

and, lastly, the interval between BhcG resolution and relapse.

Results : A total of 239 patients with GTN were assessed in this study, 

comprising 180 whole and 59 partial moles. The patients ranged in age 

from 16 to 47 years old, with a mean age of 28.8 years. A mean concen-

tration of 170,000 IU/ml was found for βhCG. Within the range of 4 to 12 

months, the average time for βhCG resolution was 8.19 months. Three 

percent, or nine patients, experienced recurrence. The average dura-

tion from βhCG resolution to recurrence was 20.94 months. Patients 

who experienced a recurrence had a considerably lower mean initial 

level of βhCG (p <0.0001). 

The patients undergoing treatment with numerous drugs had the high-

est rate of recurrence. Additionally, there was a strong correlation be-

tween the disease stage and the rate of recurrence.

Conclusion : Despite the fact that GTN recurrences are uncommon, the 

poor prognosis of these patients suggests that ongoing monitoring of 

bHCG levels for a minimum of two years is necessary to stop the dis-

ease from getting worse.
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Introduction

A collection of illnesses known collectively as gestational tro-
phoblastic disease (GTD) are distinguished by aberrant tropho-
blastic tissue proliferation. Invasive moles, choriocarcinomas, 
placental trophoblastic tumours, and epithelioid trophoblastic 
tumours are among the malignant forms of GTD known as ges-
tational trophoblastic neoplasia (GTN). Molar pregnancies are 
most frequently followed by these malignancies, even though 
they can occur weeks or years after any kind of pregnancy (Hell-
er, 2015; Barroilhet, 2018; Shaaban, Rezvani, Haroun, Kennedy, 
Elsayes, Olpin, Salama, Foster, & Menias, 2017; Reva Tripathi, 
2017; Biscaro, Braga, & Berkowitz, 2015). The four criteria for 
diagnosing GTN are as follows: no decline in hCG-β levels after 
four weeks, elevated hCG-β serum level for three consecutive 
weeks, hCG-β detection nine months after mole removal, and 
histological diagnosis of choriocarcinoma. These guidelines are 
recommended by the International Federation of Obstetrics 
and Gynaecology (FIGO).
After having their moles removed, some of the patients with 
molar pregnancies did not fully recover and went on to develop 
malignancies. Thus, it has been very crucial to identify a suit-
able marker for the early prediction of neoplasia (Seckl, Sebire, 
& Berkowitz, 2010). Vaginal bleeding during the first trimester 
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or abnormal ultrasound findings between weeks 12 and 18 of 
pregnancy are typical symptoms of GTN in women. When a tu-
mour invades the uterus, it may cause severe vaginal bleeding 
in certain instances or rupture the myometrium, which might 
result in intraperitoneal haemorrhage in other instances. Fur-
thermore, according to Mangaglia, Garavaglia, Cavoretto, Gen-
tile, Scarfone, and Rabaiotti (2008), an intrauterine necrotizing 
tumour may serve as an infection focus.

In recent years, a great deal of research has been done to iden-
tify the right markers for the early detection of GTN. A number 
of studies, for instance, recommended the ratio of hCG-α and 
hCG-β or the ratio of B-HCG before and one week after mole 
excision as suitable early predictors of GTN (Kang, Choi, & Kim, 
2012). If the hCG value is normal for three weeks in a row (less 
than five mIU/mL) and remains normal for up to nine months, 
GTD is said to be treated. Only half of patients attend planned 
medical visits during molar pregnancy, and the primary issue 
in poor nations is the cessation of follow-up after hCG normal-
isation (Schmitt, Doret, Massardier, Hajri, Schott, Raudrant, & 
Golfier, 2013).

The probability of a GTN recurrence following hCG normali-
sation was suggested by the accounts of relapsed patients. It 
was demonstrated by Bagshawe et al. that GTN may sponta-
neously reappear following the normalisation of serum hCG 
levels. Therefore, once hCG levels have stabilised, a standard 
follow-up regimen is implemented. In a recent publication, the 
authors Jankilevich, Uberti, Braga, Bianconi, Maesta, Viggiano, 
Sun, Cortes Charry, Salazar, Grillo, & Moreira de Andrade rec-
ommended monitoring hCG levels for at least nine months fol-
lowing normalisation. Our goal in this study is to find out how 
often GTN relapses once serum hCG levels have stabilised.

Material and Methods

Research Framework
This descriptive-analytical study collected hospital data from 
patients admitted to the gynaecology ward of Imam Khomeini 
Hospital between 2011 and 2017 who had a confirmed diagno-
sis of GTN after a molar pregnancy. Individuals who were diag-
nosed with postmolar GTN and had at least five bhcg measure-
ments were included; those whose records were incomplete 
were not. During the study years, patient data such as baseline 
serum BhcG, time to BhcG resolution, forms of molar pregnan-

cy, treatment regimens, necessity to prevent relapse, and lastly, 
the interval between relapse and BhcG resolution was assessed.

Explanations
Postmolar GTN was characterised by the presence of one of the 
following FIGO standards: when the hCG plateau persists for 
four measures across a minimum of three weeks, i.e., days 1, 7, 
14, and 21. when there is an increase in hCG on days 1, 7, and 
14 for three consecutive weekly measurements for a minimum 
of two weeks. if choriocarcinoma has been diagnosed histolog-
ically.

Examining Data Statistically
The mean, median, standard deviation, frequency, and percent-
age were used to characterise the data. The Mann-Whitney or 
independent student t-test was used to perform the mean com-
parison. To compare the proportions, the chi-square test was 
used. The relapse period was described using the Kaplan-Meier 
plot. Using SPSS version 20, every statistical analysis was com-
pleted.

Results

239 GTN patients, comprising 180 whole and 59 partial moles, 
were assessed in the current investigation. The patients ranged 
in age from 16 to 47 years old, with a mean age of 28.8 years. 
The βhCG concentration ranged from 760 to 850,000 IU/ml, with 
a mean value of 170,000. Within the range of 4 to 12 months, 
the average time for βhCG resolution was 8.19 months. The 
majority of patients (157 patients) had treatment with a single 
medication, such as actinomycin (131 patients) and MTX (26 
patients). Additionally, 16 patients (6.7%) had recurettage treat-
ment, while 66 patients (27.6%) received multi-drug chemother-
apy. Three percent, or nine patients, experienced recurrence. 
The average duration from βhCG resolution to recurrence was 
20.94 months. Two groups of our patients—one with a recur-
rence and the other without—were created. In neither group 
was the mean age of the patients statistically significant. Pa-
tients who experienced a recurrence had a considerably lower 
mean initial level of βhCG (p <0.0001). Between the two groups, 
there was no discernible difference in gestational age. Further-
more, there was no significant difference in the mean period 
duration of βhCG normalisation between the two groups (0.66). 
The patients undergoing treatment with numerous drugs had 
the highest rate of recurrence. Additionally, there was a strong 
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correlation between the disease stage and the rate of recur-
rence. Two patients were in stage 1, two in stage 2, three in 
stage 3, and two in stage 4 in the relapsed group.

Discussion

Chemotherapy can cure a large number of GTN patients, but a 
tiny percentage of them will relapse even after they fully recov-
er. Because it occurs infrequently, previous research has used 
small sample sizes. To the best of our knowledge, our region 
does not have any information regarding GTN instances that 
have relapsed. Consequently, the patients with and without re-
lapsed GTN were compared in this retrospective cohort anal-
ysis. In this study, the recurrence rate was 3.7%. It was com-
parable to earlier research. Yang and others. Similar outcomes 
to the ones found in this investigation were reported by 314 
participants (3.4%) in a study involving 1130 people.
The same group did, however, identify a 6.5% recurrent GTN 
rate between, which was much higher than the results of our 
investigation (Kong, Zong, Cheng, Jiang, Wan, Feng, Ren, Zhao, 
Yang, & Xiang, 2020). Moreover, a study on GTN that was con-
ducted after molar pregnancy by Barga et al. revealed that 10 
out of 2284 GTN patients will relapse (Braga, Maestá, Matos, 
Elias, Rizzo, & Viggiano, 2015).
Furthermore, our findings indicated that the time interval be-
tween βhCG resolution and relapse was 20.1 months. Ten 
months was the shortest recurrence time, although some in-
dividuals experienced recurrences up to 47 months later. In 
line with the current investigation in a Barga et al. Nine months 
following βhCG resolution, all diagnoses were made, with a 
mean interval of 18 months between diagnosis and recurrence 
(Braga, Maestá, Matos, Elias, Rizzo, & Viggiano, 2015). Never-
theless, Yang and his colleagues’ investigation found that this 
period was three months, which was less than our findings. 
While the meantime was recorded in our study, the median 
length of recurrence was published in the Yang study, which is 
different from the current study. Furthermore, the Yang study 
demonstrated, in line with the current investigation, that 10% of 
patients experienced recurrence after two years and that over 
78% of patients experienced recurrence within a year following 
therapy (Kong, Zong, Cheng, Jiang, Wan, Feng, Ren, Zhao, Yang, 
& Xiang, 2020).
These results suggest that upon full recovery, bHcg levels 
should be continuously monitored. In a study including 4,000 
GTN patients, Balchandran and colleagues recommended that 

following full recovery, the level of Bhcg be tracked for a mini-
mum of a year (Balachandran et al., 2019).
Additionally, our results demonstrated that patients with recur-
rence had considerably lower baseline B-hcg levels. These re-
sults were consistent with the Powles et al. study. The cause is 
not fully known, though. However, the tumour in these patients 
would probably be made up of low-maturity cells and altered 
cells that are unable to make Bhcg. There have been cases of 
this tumour kind before.

Conclusion

The results of this investigation show that, despite the com-
paratively low rate of GTN recurrence, ongoing monitoring of 
bHCG levels for a minimum of two years is necessary to halt 
the advancement of the disease in these patients. Our study’s 
strength was the initial evaluation of Khuzestan’s GTN patients, 
which we conducted in this study. The study’s drawback was 
that we did not examine the patient survival rate.
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