
 These arise from the cells of conceptus & 
consider as uncommon early pregnancy 
disorders.

 GTD may follow term pregnancy , abortion or 
ectopic pregnancy.



 All GTD produce human chorionic 
gonadotrophin(hCG) which is important in the 
diagnosis, management & follow up of these 
patients providing ideal tumour marker.

 hCG is glycoprotein & have alpha & beta 
subunit. Alpha subunit is similar to other 
pituitary glycoprotein hormones but B-
subunit is specific to hCG alone. Higher level 
of B-hCG than normal is suggestive of molar 
pregnancy.



 GTD include a range of related conditions & 
WHO divide them into:

1.Premalignant:
a. Partial hydatidiform mole. 
b.Complete hydatidiform mole.

2.Malignant :
a. Invasive mole.
b.Choriocarcinoma.
c.Placental site trophoblasic tumour.

`    



 Incidence of GTD is 0.2- 1.5 per 1000 live 
birth.

 Risk factors include:

1.Age of the woman:

There is increased risk at the extremes of 
maternal age.The incidence increase below 
the age of 16 years & above the age of 45 
years.



2.There is significant higher incidence among 
Asian women & Asian women are at higher 
risk even those living in USA or Europe.

3.Women who had previous mole pregnancy 
have increased risk which reach 2% if the 
woman had previous one mole pregnancy.



4.Dietary factors:

It seems that low dietary intake of carotene & 
animal fat associated with increased 
incidence of complete mole.



 The genetic material is totally male in origin 
i.e. paternally derived diploid &most common 
type is 46,XX in which haploid sperm 
duplicates it’s DNA after fertilization of an 
empty anucleated oocyte lacking maternal 
DNA.

 Less frequently 46,XY or 46,XX from 
fertilization of empty oocyte by 2 separate 
sperms.



 Macroscopically,it is characterize by the 
presence of grape like structures which 
represent swollen chorionic villi with absence 
of fetus.

 Microscopically, the chorionic villi are 
dfiffusely hydropic & enveloped by 
hyperplastic & atypical trophoblasts.





 Triad of amenorrhea, abdominal pain & 
vaginal bleeding & some times passage of 
grape like structure per vagina. 

 This may associate with anemia.

 The uterus is large & doughy in consistency.



 The patient may present with anemia , 
hyperemesis gravidarum ,pre-eclampsia, 
theca lutein cyst, hyperthyroidism or 
metastatic disease.

 These features are less often seen except in 
less developed health care system as the 
majority of the cases are now diagnosed 
earlier due to wide use of ultrasound at early 
pregnancy.



 Ultrasound show classic snow storm 
appearance which is multiple small 
sonolucencies representing hydropic villi. 

 hCG is very high even more than 200000IU/L





 The risk of persistent trophoblasic disease 
which necessitate chemotherapy occur  in 
20% of the cases.



 Partial mole is triploid with 69 chromosomes 
with 2 sets of paternal origin &one set from 
the mother which result from dispermic
fertilization of normal oocyte.



 Macroscopically, there is fetus with focal 
hydropic villi & focal trophoblastic
hyperplasia.

 As a result the diagnosis of partial mole may 
be wrongly diagnosed as miscarriage & some 
times only diagnosed after sending the 
product of conception after evacuation by the 
pathologist.





 The clinical features are less sever than those 
of complete mole resembling spontaneous 
miscarriage & frequently  diagnosed on 
histological examination  of curetting tissue.

 Persistent trophoblastic disease is less than 
0.5% of the cases but in spite of that they 
should be followed by hCG to detect 
persistent disease.



 It nearly always arise from complete mole but 
rarely from partial mole.

 It is characterized by invasion of malignant 
cells into the myometrium & local structures 
if untreated.



 Invasive mole can produce heavy vaginal 
bleeding & lower abdominal pain or intra-
peritoneal haemorrhage.

 Occasionally if bladder or rectum is 
infiltrated, the patient present with 
haematuria or rectal bleeding.

 The incidence is decreasing due to wide 
usage of routine ultrasound & early 
evacuation of mole & good follow up.



 This is histologically & clinically malignant 
form of GTD which often follow complete 
mole but may also occur after abortion or 
term pregnancy.

 It metastasize widely especially to the lungs, 
pelvic organs & brain. 



 Clinical presentation is vaginal bleeding due 
to local involvement of the uterus or may 
present with a variety of symptoms due to 
distant metastasis like haemoptysis which 
make the diagnosis difficult .

 Gynecological history with elevated hCG make 
the diagnosis clear. 



 Biopsy best avoided as it cause dangerous 
haemorrhage as following liver biopsy.

 The definitive histopathological diagnosis by 
finding trophoblasts without formed 
chorionic villi with myometrial invasion but as 
there is sensitive tumour marker, the majority 
of patients are treated without histological 
diagnosis. 



 It is the rarest form of GTD.
 It is most commonly follow normal pregnancy 

but it also may occur after abortion or molar 
pregnancy.

 Unlike other GTD which occur soon after 
pregnancy, placental site trophoblast tumout
occur on average 3.4 years after prior 
pregnancy.

 The presentation is abnormal vaginal 
bleeding with elevated hCG but less than 
other GTD.



1.Ultrasound :

The wide use of ultrasound at early pregnancy 
has led to earlier diagnosis.

Snow storm appearance seen in complete 
H.mole but partial H.mole is more difficult to 
be diagnose by ultrasound.

2.Serum hCG is specific tumour marker for 
diagnosis & follow up.



3.Investigations for metastasis like chest X-ray 
,ultrasound or CT scan for liver or brain 
metastasis .



1.Suction curettage is the method of choice for 
evacuation of complete mole as there is no 
fetal parts. Sharp curettage is not 
recommended because of possibility of 
uterine perforation & increasing risk of 
Asherman syndrome ( uterine synechiae or 
adhesions).

Medical termination of complete mole should 
be avoided. 



 In theory, the use of potent oxytocic agents 
may force trophoblastic tissue into the 
venous spaces of placental bed & disseminate 
the disease to the lungs.So, routine use is not 
recommended but only after evacuation is 
complete or if significant haemorrhage before 
or during evacuation according to the clinical 
judgment.



 In partial mole ,suction curettage should be 
done unless in cases where fetal parts are 
large in which medical treatment can be used.

 However, as diagnosis of partial mole before 
evacuation is difficult, histological 
assessment of material obtained during 
miscarriage should be done.



 There is no clinical indication for routine use 
of second curettage in the management of 
mole pregnancy but recommended in 
selected cases.



2.Follow up & possible chemotherapy:

In a proportion of patients(up to 10%) , 
trophoblastic disease persist (persistent 
trophoblastic disease) & this is evident by 
abnormal vaginal bleeding &/or elevation of 
hCG with large uterine size.



 Periodic assay of serum hCG should be done 
for 6months to one year depending when 
hCG normalize.

 Persistent trophoblastic disease necessitate 
chemotherapy.



 Indications of chemotherapy are:

1.Raised hCG 6 months after evacuation even 
if falling.

2.hCG plateau in 3 consecutive serum 
samples.

3.hCG more than 20000 IU/L more than 
4weeks after evacuation.

4.Rising hCG in 2 consecutive serum samples.



5.Pulmonary metastasis with static or rising 
hCG.

6.Metastasis in the liver ,brain or GIT or lung 
metastasis more than 2 cm on chest X-ray.

7.Histological diagnosis of choriocarcinoma or 
placental site trophoblastic tumour.



 Choice of chemotherapy:

Once the decision is made to give 
chemotherapy, the most appropriate regimen 
is chosen by assessing the patient prognostic 
risk.

There is FIGO( international federation of 
gynecology & obstetric) prognostic scoring 
system depending on history, examination & 
investigations done to the patient.



score 0 1 2 4

Age(years) < 40 40 or more _ _

Antecedent
pregnancy

Mole Abortion Term

Month from
index 
pregnancy

< 4 4- 6 7-13 >13

Pretreatment 
hCG IU/L

<1000 1000-
10000

10000-
100000

> 100000

Largest 
tumour size

<3 cm 3- 5 cm 5 cm or
more

_

Site of 
metastases

Lung Spleen,
Kidney

Gasrto-
intestinal

Brain,liver

Number of 
metastases

_ 1- 4 5- 8 >8



score 0 1 2 4

Previous 
chemo-
therapy 

_ _ Single agent Two or more 
drugs



 Risk factors are:

1.Age: age more than 40 years is risk factor.

2.Antecedant pregnancy:

The risk score is higher if it follow term 
pregnancy than that follow abortion & mole.

3.Increasing time since evacuation/diagnosis:

The loner the time, the more the score is.



4.Pre-treatment  hCG level:

The higher the level, the higher the score.

5.Tumour size:

The larger the size of metastasis, the higher 
the risk.

6.Number of metastasis.



7.Site of metastasis:

Brain or liver metastasis consider a higher 
score than the lung metastasis.

8.Previous chemotherapy:

If previous therapy with 2 or more is higher 
than single agent therapy or no previous 
treatment.



 If the score is 6 or less, a single agent is 
used. If the score is 7 & more, combination of 
chemotherapeutic agents are used.

 90% of women with molar pregnancy fall in 
the low risk group & methotrexate usually 
given i.m. with folinic acid.

 Methotrexate does not cause alopecia or 
significant nausea but side effects include 
pleural inflammation, mucositis & mild 
elevation of liver function test and abdominal 
pain.



 High risk patients usually given EMA-CO 
(Etoposide/Methotrexate/Actinomycin/ 
Cyclophosphamide/Vincristine)



 As GTD are highly chemosensitive, the need 
for surgical treatment once the diagnosis is 
establish is small.

 Indications of hysterectomy are:

1.excessive uterine bleeding before or during 
treatment & hysterectomy done to control 
haemorrhage.



2.Uterine tumour resistant to chemotherapy.

3.Older patient with localized disease & 
complete her family& fit can be offered 
hysterectomy.This decrease the risk of 
persistent disease but does not prevent 
metastatic disease therefore hCG follow up 
still required.



4.Placental site trophoblastic tumour: surgery 
is the main management for localized disease 
& chemotherapy if metastasis.

In order to decrease the risk of trophoblasic
emboli, the vessels of the uterus should be 
ligated at early stage & uterine tissue should 
be handled as gently as possible.



 Pregnancy should be avoided for 12 months 
after treatment or 6 months after hCG being 
normalize to minimize the possible confusion 
from rising hCG level between a new 
pregnancy or disease relapse & also to avoid 
teratogenic effects on developing oocyte if 
the patient on chemotherapy.



 Regarding type of contraception, intrauterine 
contraceptive device should be avoided until 
hCG is normal because of risk of uterine 
perforation during insertion and bleeding.



 Regarding combined contraceptive pills, 
earlier studies showed that there is slower 
rate of hCG decrease & increased risk of 
developing persistent trophoblastic disease & 
in UK,it is recommended that combined 
contraceptive pills should be avioded until 
hCG return to normal. 

 Other studies showed no increased risk with 
COC pills use & USA recommend the use of it.



 Following chemotherapy, fertility usually 
maintained& regular menstrual cycles restart 
2-6 months after chemotherapy but 
menopause age occur earlier by 1-3 years.


