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THE MANAGEMENT OF GESTATIONAL TROPHOBLASTIC NEOPLASIA 

 

FOGSI – ICOG CONSENSUS STATEMENT  Dr.P.K.Sekharan 

 

Introduction: 

 

 Gestational Trophoblastic Disease (GTD) includes a fascinating continuum of tumors and 

tumor like conditions that originate from the fetal chorion (hydatidiform mole, invasive mole, 

choriocarcinoma, placental site trophoblastic tumor). Successful management and cure of 

gestational trophoblastic disease depends upon prompt and accurate diagnosis and institution of 

individualized therapeutic modalities. Most women with Gestational Trophoblastic Neoplasia can 

be successfully diagnosed and treated with preservation of normal reproductive potential if managed 

properly. As there are no registries for trophoblastic diseases available in India, the actual incidence 

of trophoblastic disease is not known. The hospital incidence reported from certain teaching 

hospitals shows a higher incidence in India of 1/150 to 1/300 deliveries compared to 1/700 to 

1/1000 deliveries in western countries. Due to lack of proper follow up and appropriate treatment, 

patients often present late in their disease, where the treatment outcome is going to be poor. 

Purpose:  
  
 The purpose of this guideline is to provide guidance on the management of women with 

GTD in India and to request the Government /Teaching hospitals to establish regional registries 

and follow up and treatment protocols for gestational trophoblastic disease. 

Background: 
 

It is now well recognized that molar pregnancy comprises two distinct entities, complete and 

partial, which differ on the basis of chromosomal pattern, gross and microscopic histopathology and 

clinical presentation. 

The widespread use of ultrasound in early pregnancy has led to a changed pattern of 

ultrasound appearance of molar pregnancy. The majority of women present with symptoms of early 

pregnancy failure while presentation with hyperemesis, early severe pre-eclampsia and 

hyperthyroidism is very rare nowadays.  

Complete hydatidiform moles (CHM) and partial hydatidiform moles (PHM) differ in their 

invasive potential and propensity for malignant transformation. Approximately 8-20% of patients 

with complete mole may be expected to develop persistent trophoblastic disease following uterine 

evacuation. Partial hydatidiform mole gives rise to persistent trophoblastic disease in less than 3% of 

cases. Invasive mole (IM) is a histologically benign condition resulting from invasion of abnormal 

trophoblasts into myometrium and/or embolization of molar tissue through pelvic venous plexus. 

Fifteen percent of patients with Invasive mole have metastases; these most commonly lodge in the 

vagina and lungs. Gestational choriocarcinoma (CC) is a malignancy which arises from trophoblastic 
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tissue of term pregnancies, ectopic gestations, spontaneous/induced abortions or molar elements. 

Choriocarcinoma invades and metastasizes early and is often widespread at the time of diagnosis. 

Lung metastases are present in almost all patients with extrauterine disease; other sites often 

involved include brain, liver, vagina, kidney and intestines. Fifty per cent of cases arise from molar 

gestations (2% of all CHM), one-quarter develop from aborted pregnancies and the remaining cases 

follow term deliveries. Placental site trophoblastic tumor (PSTT) is a rare manifestation of 

Gestational Trophoblastic Tumor (GTT) which develops at placental implantation site and may 

complicate any type of pregnancy. PSTT is relatively resistant to chemotherapy but responds well to 

surgery if the disease is localized. 

Because many cases of Gestational Trophoblastic Tumour are identified by clinical criteria 

and no pathological diagnosis exists, treatment of this tumor is based upon clinical parameters. 

Thus, there is little distinction between invasive mole and choriocarcinoma in terms of the way that 

treatment strategy is planned. More important than the type of GTT is the accurate and rapid 

diagnosis so that treatment may be administered promptly. 

In the UK, there exists an effective registration and treatment program. This has achieved 

impressive results, with high cure rate (98-100%) and low (5-8%) chemotherapy rate.  

Diagnosis of Hydatidiform mole: 
 

• ULTRASOUND- Ultrasonography has proved to be an accurate and sensitive technique for the 

diagnosis of complete mole. Complete mole produces a characteristic vesicular pattern due to generalized 

swelling of the chorionic villi. However, ultrasound has limited value in detecting partial molar 

pregnancies; it may contribute to the detection of the same 

The increasing use of ultrasound in early pregnancy has probably led to the earlier diagnosis 

of molar pregnancy. Complete mole produces a characteristic vesicular pattern due to 

generalized swelling of the chorionic villi. The chorionic villi in first trimester complete 

moles tend to be smaller and have less cavitation. Early complete molar pregnancies are 

commonly associated with the ultrasound diagnosis of delayed miscarriage or anembryonic 

pregnancy. However, the majority of first trimester complete moles still containing many 

small cystic spaces. The specificity of the sonographic findings in complete molar pregnancy 

may be increased by correlation with the hCG level [. A complete mole may be better 

differentiated from a missed abortion by considering the high hCG value at the time of the 

ultrasound. Ultrasonography may also contribute to the detection of partial hydatidiform 

mole. The following ultrasound findings were observed in these cases: a large placenta, cystic 

spaces within the placenta, gestational sac which was either empty or contained amorphous 

echoes or growth-retarded fetus. Two sonographic findings were significantly associated 

with the diagnosis of partial hydatidiform mole: cystic spaces in the placenta and ratio of 
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transverse to anteoposterior dimension of the gestational sac >1.5. These changes in the 

shape of the gestational sac may be part of the embryopathy of triploidy.  

When there is diagnostic doubt about the possibility of a combined molar pregnancy 

with a viable fetus then ultrasound examination should be repeated before intervention. In 

the situation of a twin pregnancy, where there is one viable fetus and the other pregnancy is 

molar, the pregnancy should be allowed to proceed if the mother wishes, following 

appropriate counseling. The probability of achieving a viable baby is 40% and there is  risk 

of complications such as pulmonary embolism and pre-eclampsia. There is no increased risk 

of developing persistent GTN after such a twin pregnancy and outcome after chemotherapy 

is unaffected.5  

Evacuation of molar pregnancies: 
 

• Suction curettage is the preferred method of evacuation regardless of uterine size. Routine repeat 

curettage after the diagnosis of a molar pregnancy is not warranted. 

 
Suction curettage is the method of choice of evacuation for complete molar 

pregnancies. Because of the lack of fetal parts a suction catheter, up to a maximum of 12 

mm, is usually sufficient to evacuate all complete molar pregnancies. Medical termination of 

complete molar pregnancies, including cervical preparation prior to suction evacuation, 

should be avoided where possible. An oxytocin infusion may be started before induction of 

anesthesia to increase myometrial tone and facilitate contraction and thus decrease blood 

loss. Concern has been expressed that oxytocin may promote metastasis of trophoblastic 

tissue. However, it has been reported that uterine stimulation during evacuation did not 

increase the risk of persistent tumor. In partial molar pregnancies where the size of the fetal 

parts deters the use of suction curettage, medical termination can be used.  

Hysterectomy with mole in-situ: 

In elderly multiparous women, hysterectomy with mole in-situ may be an option as a 

primary management of hydatidiform mole.. Prominent ovarian theca lutein cysts can be 

aspirated at the time and the ovaries conserved. It is important to inform the patient that 

while hysterectomy eliminates the complications of local invasion, it does not prevent 

metastatic disease and therefore hCG follow up is essential. 

CHEMOPROPHYLAXIS: 
 

• The use of prophylactic chemotherapy at the time of molar evacuation remains controversial. 
 

Several investigators have reported that chemoprophylaxis reduces the incidence of 

post-molar tumor. However, one of the main objections of exposing all patients with molar 

pregnancy to chemoprophylaxis is that only a small percentage are at risk for persistent 
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disease. Among patients with high-risk complete mole, prophylactic chemotherapy reduced 

the incidence of post-molar tumor. Among patients with low-risk complete mole, 

prophylactic chemotherapy did not influence the incidence of persistent disease. However, 

patients who developed persistent tumor after prophylactic methotrexate subsequently 

required more courses of therapeutic methotrexate to attain remission. 

Histological examination of products of conception: 

• All products of conception obtained after evacuation of an abortion (medical or surgical) should 

undergo histological examination. Products of conception from therapeutic terminations of pregnancy 

should be examined if there is no evidence of fetal tissue. 

In view of the difficulty in making a diagnosis of a molar pregnancy before evacuation 

especially of partial moles, the histological assessment of material obtained from the medical 

or surgical management of incomplete abortion is recommended in order to exclude 

trophoblastic neoplasia.10  

FOLLOW-UP: 
• Patients with both complete and partial molar pregnancy should be monitored with serial hCG 

measurements after evacuation to assure that they achieve complete sustained remission. 

 

Once the diagnosis has been confirmed on histology that the patient has either a 

complete or a partial mole, she needs to be registered for follow-up to determine whether 

or not the molar tissue is going to die out spontaneously or persist as gestational 

trophoblastic neoplasia (GTN). In patients whose hCG fell rapidly to normal by eight 

weeks following evacuation of the molar pregnancy, it is extremely rare to have any further 

reactivation of the abnormal trophoblast. Therefore, in this group the follow-up can be 

shortened to six months. Patients whose hCG remains elevated beyond eight  weeks after 

evacuation of the mole should have two years follow up.  

Follow-up protocol 

• Serum for hCG    ---- ---- every 2 weekly until negative. 

• Urine  for hCG   ----  ---- every 4 weekly until 1 year post evacuation. 

• Urine  for hCG    ---- ---- once in 3 months until 2 years post     

evacuation. 

1. hCG follow-up will range from 6 months to 2 years after evacuation of  

hydatidiform mole. 

2. If the patient’s hCG values reach normal range within 8 weeks of evacuation, 

follow-up will be limited to 6 months.  
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3.  Patients who do not achieve hCG remission within 8 weeks of evacuation should 

have 2-year follow-up.  

4. Estimations of hCG 6 weeks and 10 weeks after any future pregnancies are 

recommended because of a small increase in the risk of developing 

choriocarcinoma in such patients 

Criteria for the diagnosis of post hydatidiform mole trophoblastic neoplasia (GTN) 
 
1. GTN may be diagnosed when the plateau of human chorionic gonadotropin (hCG) lasts 

for 4 measurements over a period of 3 weeks or longer, that is days 1,7,14,21. 

2. GTN may be diagnosed when there is a rise of hCG on three consecutive weekly 

measurements, over a period of two weeks or longer, days 1,7,14.   

3. hCG >20000 U/l more than four weeks after evacuation, 

4. GTN is diagnosed if there is histological diagnosis of choriocarcinoma. 

5. GTN is diagnosed when the hCG level remains elevated for 4 months or more* 

*This may not apply for patients with unexplained low level hCG without clinical or 

imaging evidence of GTN [12] 

Criteria for methods used to diagnose metastases in trophoblastic neoplasia. 

1. Chest x-ray is appropriate to diagnose lung metastases and for counting the number of 

lung metastases to evaluate the risk factor score. 

Lung CT may be used but does influence the score. 

2. Liver metastases may be diagnosed by CT scanning or by ultrasound. 

3. Brain metastases may be diagnosed by MRI or CT scanning. 

4. To diagnose intra abdominal metastases CT scanning is preferable. 

FIGO Staging of GTN 
 

Stage I    Disease confined to the uterus 

Stage II   GTN extends outside the uterus but is limited to the genital 

structures (adnexa, vagina, broad ligament). 

Stage III   GTN extends to the lungs with or without genital tract  

involvement. 

Stage IV   All other metastatic sites. 

For purposes of reporting, patients are divided into high risk and low risk groups. The low 

risk group will have a score of 0 to 6 and the high risk group will have a score of 7 or higher. 

Patients with stage I and II with low risk score are treated with single agent chemotherapy 

and with high risk score are treated with Multiagent chemotherapy 

Management of Gestational Trophoblastic Neoplasia: 
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• Lowrisk Nonmetastatic GTN should be treated with single agent chemotherapy and High 

Risk Metastatic GTN should be treated with multi agent chemotherapy.  

Low-Risk 
 

1. Methotrexate/Folinic-Acid 

Inj. Methotrexate 1Mg/Kg.wt. I/M on day 1,3, 5 and 7. 

Inj.Folinic Acid 0.1 mg /Kg wt. I/M on days 2,4,6 and 8 , 30 hrs after Inj.Methotrexate. 

Cycles are repeated after a 7 to10 day drug free interval till complete remission. 

2. Actinomycin D 

Inj. Actinomycin-D I/V daily for 5 days 

Cycles repeated on two-week interval. 

Complete blood count, renal function tests and Liver function tests should be done before each 
course.   Methotrexate should be avoided if there is an abnormality in hepatic or renal function. 
 

High Risk 

• Women with persistent GTN should be treated at a specialist centre with appropriate 
chemotherapy. 

 

1. EMA-CO 

Week 1- Day 1 
Actinomycin D 0.5mg i.v. bolus  
Etoposide 100 mg/m2 iv. in 500 ml N saline over 30 min 
Methotrexate 300 mg/m2 i.v. in 1 litre N saline over 12 h 
Day 2 
Actinomycin D 0.5mg i.v. bolus 
Etoposide 100 mg/m2 i.v. in 500 ml N saline over 30 min 
Folinic acid 15 mg i.m. 12-hourly x 4 doses starting 24 h after commencing 
methotrexate 
Week 2 - Day 1 
Vincristine 1.4mg/m 2 i.v. bolus (max. 2mg)  
Cyclophosphamide 600 mg/m2 i.v. in 500 ml N saline over 30 min 
 

2. RELAPSED (high-risk) 
EP/EMA regime for patients with disease resistant to EMA/CO 

Etoposide and cisplatin alternating weekly with methotrexate, actinomycin D and 
etoposide 
Week 1 (EP) 
Day 1 
Etoposide 150 mg/m2 i.v. in 500 ml N saline over 30 min 
Cisplatin 25 mg/m2 i.v. over 4 h 
Cisplatin 25 mg/m2 i.v. over 4 h 
Cisplatin 25 mg/m2 i.v. over 4 h 
Week 2 (EMA) 
Day 1 
Etoposide 100 mg/m2 iv over 30 min 
Methotrexate 300 mg/m2 iv over 24 hours 
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Actinomycin D 0.5 mg iv bolus 
Day 2 
Folinic acid 15 mg p.o 12 hrly for four doses to start 
24 hours after starting methotrexate 

 
Placental site trophoblastic tumour(PSTT) 

• Advice on the management of these rare tumours should be sought from the appropriate 
higher centre. 

 
Placental site trophoblastic tumour is a variant of gestational trophoblastic neoplasia. PSTT has been 
described developing following a normal pregnancy, abortion or molar pregnancy. Surgery and 
multi-agent chemotherapy play major roles in the clinical management of this tumour. 
 
Future pregnancy: 
 

• Women should be advised not to conceive until the hCG level has been normal for six 
months. 

 
Women should be advised not to conceive until their hCG levels have been normal for six months. 

The risk of a further molar pregnancy is low (1/55) and more than 98% of women who become 

pregnant following a molar pregnancy will not have a further mole or be at increased risk of 

obstetric complications. If a further molar pregnancy does occur, in 68–80% of cases it will be of the 

same histological type. After the conclusion of any further pregnancy, at any gestation, further urine 

or blood samples for hCG estimation are requested to exclude disease recurrence. Women who 

undergo chemotherapy are advised not to conceive for one year after completion of treatment. 

Establishment of Regional Registeries: 

ICOG under the guidance of FOGSI should approach the Central and state health departments to 

start regional regional registries for the registration of all cases of trophoblastic diseases .Till such 

time the government take such steps, individual Gynecological sosocieties under the Federation or 

the societies in a region can start a registry for trophoblastic diseases.This will facilitate proper 

follow up of hydatidiform mole and protocol for management. 

 

Draft for approval. 

 Prepared by Prof.P.K.Sekharan, 

 Chairman, Medical Nomenclature /Norms Research Records Committee. 
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