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Abstract

We studied 25 cases of gestational trophoblastic diseases from March- September 2014 aiming to monitor BHCG level pre-
evacuation, 48 hours post evacuation and the following eight weeks post evacuation. Eight cases received chemotherapy and 17
cases without chemotherapy. During the study, we identified 19 cases vesicular mole (VM), 4 cases partial mole (PM) and 2 cases
Choriocarcinoma. The mean age of our patients was (19+0.9 to 29+7) and the mean values of B-HCG was decreased rapidly and
significantly post evacuation. A slower decline in the next 3weeks and a steady very slow decline after the 4th week. No significant
difference between chemotherapy received cases and other cases regarding the decline in B-HCG. We conclude that good evacuation
is the mainstay of treatment for molar pregnancy. Chemotherapy should be postponed as we can if no significant rise occurs post
evacuation of VM and PM. Post evacuation chemotherapy should begin after the 4th week if BHCG level is more than
20,000mIU/mI. We advised to postpone chemotherapy if levels are lesser than that and do another evacuation after the 8th week if
BHCG level is more than 5000mIU/ ml and not to use chemotherapy except if the level not returns to normal after that.
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Introduction

Gestational trophoblastic diseases (GTD) are an uncommon
complication of pregnancy. The term GTD describes a group
of interrelated diseases including complete vesicular mole
(VM), partial mole (PM), Choriocarcinoma (Chorio), placental
site trophoblastic tumor and epithelioid trophoblastic tumor.
Worldwide the incidence of GTD varies between 0.5 and 0.8
cases per 1000 live births [,

The history and management of trophoblastic diseases can be
considered as one of success stories of modern medicine as the
majority if not all the women are potentially curable once
prompt diagnosis and treatment commence early enough 2.
GTD diagnosis especially molar pregnancy depends on clinical
finding, maternal serum B-HCG level, ultrasound and
histopathological examination. Molar pregnancy management
is by suction evacuation (method of choice), hysterectomy is
an option for good surgical candidates not desirous for further
pregnancy and elder women, and prophylactic chemotherapy
for patients with high risk for malignancy (greater than
35years, previous vesicular mole, poor follow-up) El,

Human Chorioonic Gonadotropin (HCG) is a glycoprotein
that contains galactose hexosamine. It is produced by
syncytiotrophoblast. Like pituitary glycoprotein hormones it is
made up of a and P subunits. The a subunit is identical to a
subunit of LH, FSH, and TSH. Molecular weight of o subunit
is 14000 Dalton and of B subunit is 23500 Dalton. HCG is
primarily leutinizing and leuteotropic and has little FSH
activity [,

It can be measured using radio immune assay (RIA), fluro
immune assay (FIA) and enzyme immunoassay (ELISA) to
sensitive levels below 5 mIU / ml. It can be detected in blood
as early as 6 days after conception I,

The incidence of malignant disease following vesicular mole is

about 20-30% so that close follow-up and serial HCG level is
essential for every patient 1. Following evacuation of vesicular
mole the patient should have: gynecological examination done
one week after evacuation for uterine size, adnexal mass and
unless symptoms develops examination should be repeated at
4 weeks interval, serial serum B-HCG level at weekly interval
until it declines to non-detectable levels on 3 successive assays
(61 The average disappearance time of serum B-HCG after VM
is 99.3 days and after PM is 68.9 days so, it is recommended
NOT to start chemotherapy for Persistent Gestational
Trophoblastic Diseases before 100 days after VM evacuation
provided steady downward course of serum B-HCG levels ["],
Most critical time for observation is 4-6 weeks post-evacuation
and about 70% would achieve normal HCG levels within 60
days post-evacuation Bl. It is convenient to ask patients to avoid
further pregnancy for 6-12 months following molar pregnancy
to enable efficient HCG follow-up 4. Up to 20% of patients,
trophoblastic diseases persist as evidenced by continuing
clinical symptoms (particularly vaginal bleeding), excessive
uterine size, prominent ovarian theca lutein cysts or marked
elevation of HCG levels 81,

Chemotherapy is the mainstay in treatment of choriocarcinoma
and metastatic vesicular mole. However, the use of
chemotherapy as a routine adjuvant therapy for GTD in our
locality should be investigated. In this study we measure -
HCG using electrochemiluminescence technique which is a
sensitive technique to follow up the hormone in different GTD
to know the cut off values to start chemotherapy.

Materials and methods

We retrospectively and prospectively studied 25 cases of
gestational trophoblastic diseases: 19 cases VM, 4 cases PM
and 2 cases Choriocarcinoma. The study was performed during
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the period from March 2014 to 9 September 2014 in Al-
Gomhori Teaching Hospital with the corporation of the First
Yemeni Center for Tumor Diagnosis, Taiz, Yemen. We select
cases whose files are complete and cooperative during the
follow up period. The level of BHCG in these cases was
followed up in pre-evacuation, 48 hours post evacuation and
the next eight weeks post evacuation. The data collected are
age, sex, type of GTD and wither the patient given
chemotherapy or not. The level of BHCG was taken from the
patient files as well as measured by Cobas machine (cobas e
411- Roche Co-Germany) for analysis of new samples. The kit
used is (BHCG Elecsys 03271749, Lot 17509803 Roche). The
data collected tabulated and subjected for statistical analysis.
We use SAS program (Statistical analysis system) and Excel
application of office to make the curves. The results expressed
as mean = SEM. Statistically significant achieved at p<0.05.

Results

We studded 25 cases of gestational trophoblastic disease.
Nineteen cases were VM, four cases were PM and two cases
were chorrcinoma. The mean ages of the cases were 32+2.4 in
VM, 1940.9 in PM and 29+7 in Chorio. The mean values of B-
HCG pre-evacuation and 48hs post evacuation are tabulated
(Table 1). The mean values of -HCG in next eight weeks after

evacuation were as follows (Table 2).

Table 1: The mean values of B-HCG pre-evacuation and post

evacuation
Disease Age Pre evacuation Post evacuation
VM 32+2.4 789340.52 374507.142
PM 19+0.9 8750007 598463.5%
Chorio 29+7 8500007 336308.5%
p. value NS NS

Table 2: The mean values of B-HCG in the in next eight weeks post evacuation

Disease | No B-HCG
w1 W2 W3 W4 W5 W6 W7 W8
V.M 19 130048 45000 20630° 11192 8292 765 679 1178
P.M 4 280400 84587 32871° 9807 2970 541 152.9 10
Chorio 2 76592 21715 1009467 2834 8890 2253 644.3 312
p. value NS NS 0.05* NS NS NS NS NS

* Significant difference between a & b.

The decreasing ranges of B-HCG from post evacuation to W7 in VM, PM and Chorio were tabulated (Table 3)

provided in Figures 1, 2 and 3.

Table 3: The decreasing range of B-HCG in VM

. Hlustrations of such decreases are
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Fig 1: Decreasing range of BHCG in VM

Fig 2: Decreasing range of BHCG in PM
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Fig 3: Decreasing range of BHCG in Chorio
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The mean values of BHCG in cases received chemotherapy and not received chemotherapy are tabulated in table 4 and illustrated

in Figure 4:
Table 4: Mean values of BHCG in cases received and not received chemotherapy
No W1 W2 W3 W4 W5 W6 | W7 W8
No chemotherapy 17 | 204409 | 69697 | 30098 | 13364 | 7364 | 959 | 522 | 1316
Chemotherapy 8 33843 6490 | 26701 | 3794 | 7753 | 611 | 742 83
p. value NS
chemotherapy & Nochemotherapy
1000000
S00000
BOD000
F00000
600000
'-;'-..-:5:1-.;
300000
200000
100000
i 1 w2 3 7 NE
—_— | MO I her
Fig 4: Mean decrease of BHCG in chemotherapy received cases and not received
Discussion This may keeps with other studies [ which advised

This is the first study carried in Yemen to determine the mean
decline of B-HCG in various trophoblastic diseases. We studied
25 cases of GTD; 19 VM, 4 PM and 2 Chorio. Regarding the
mean age of each group, we found that PM comes earlier in age
than Chorio and VM, this may be due to the low number of PM
cases. The mean age of VM and Chorio was 32+2.4 consistent
with other studies [* 1],

Differences between pre and post evacuation level of -
HCG

No significant differences between the mean values of pre-
evacuation B-HCG level in all categories of GTD as well as
between post evacuations. However, there is significant
difference between pre-evacuation and post evacuation levels
in each group. These data are consistent with others % and
indicate the importance of evacuation in lowering tumor
burden as it is the main treatment of GTD.

The mean values of PHCG in the eight weeks post
evacuation

No significant difference between the levels of B-HCG in all
groups as well as within each group during the first, second,
fourth, fifth, sixth, seventh as well as the eighth weeks [*4,
During the third week, we found significant differences of [3-
HCG levels between molar pregnancy and Choriocarcinoma,
this is because of complete evacuation of Choriocarcinoma
could not be achieved. In addition, it means that evacuation is
the main treatment of molar pregnancy 21,

Our results suggest that more than 20.000 mIU/ml after the
fourth week is the minimum B-HCG value that indicates
chemotherapy for GTD and this is consistent with the practice
in Royal College of Obstetricians and Gynaecologists [,
Also we suggest another evacuation after 8 weeks if BHCG still
higher than 5000 mlU/ml and not to rush to chemotherapy.

chemotherapy if PHCG is higher than 6000 mIU/ml after 6th
week post evacuation.

The mean decline of B-HCG in the next eight weeks post
evacuation

There is a steady decline after the first week post evacuation
but this decline becomes slower after the third week. This
slower decline is the rule in most cases and not indicates the
need for chemotherapy. This result keeps with others who
noticed that the decline of BHCG in VM needs 99 days to return
to undetectable levels and 68 days in PM ],

The mean decline of p-HCG in cases with chemotherapy
and cases without chemotherapy

No significant difference in BHCG decline between cases
received post evacuation chemotherapy and those not received
chemotherapy during the first, second, third, fourth, fifth, sixth,
seventh as well as the eighth weeks in all groups. This may be
due to the efficacy of evacuation, and the low number of cases
of Chorioocarcinoma (2 cases compared to 6 cases VM). We
concluded that early chemotherapy in VM is nugatory and this
is consistent with others [,

References

1. Barry W. Hancock. Gestational Trophoblastic Diseases.
Obstetrics and Gynaecology an evidence based text for
MRCOG, 2004, 756-761.

2. Grudzinskas JG. Miscarriage, ectopic pregnhancy and
trophoblastic disease. Dewhurst's Textbook of Obstetrics
and Gynaecology for Postgraduate Sixth edition, 1999, 61-

75.
3. Alan DeCherney H, Lauren Nathan. Gestational
Trophoblastic  Diseases. Current  Obstetrics  and

Gynecology. Ninth edition, 2002, 933-959.

75



International Journal of Medical and Health Research

10.

11.

12.

13.

14.

William Ganong F. Function of the Reproductive System.
Review of Medical Physiology 18th Edition, 2003, 386-
434,

Ozturk M, Berkowitz R, Goldstein D, Bellet D, Wands JR.
Differential production of human Chorionic gonadotropin
and free subunits in gestational trophoblastic disease Am
J Obstet Gynecol. 1988.

Jauniaux E, Bersinger NA, Gulbis B, Meuris S. The
contribution of maternal serum marker in the early
prenatal diagnosis of molar pregnancies, Human
Reproduction 1999; 14(3):842-846.

Franke-HR, Risse-EK, Kenemans-P et al. Plasma human
Chorionic gonadorophin disappearance in hydatidiform
mole-A central registry report from the Netherlands.
Obstetrics and Gynecology 1983; 62:467-473.

Kohorn EIl. Hydatidiform mole and Gestational
Trophoblastic Diseases in  Southern Connecticut
Obstetrics Gynecology 1982; 59:78-84.

Dan Kaye K. Gestational trophoblastic disease following
complete hydatidi form mole in Mulago Hospital,
Kampala, Uganda, Afr Health Sci 2002; 2(2):47-51.
Neda Salih Amin, Rasha Najah Yassen, Haider Fa'ak Abd-
EL-Kareem, Ahmed Abd Al-Jabbar Al-Sabbagh Iraqgi J
Comm Med, Jan. 2014.

Dillon-EH, Case-CQ, Ramos-IM, Holland-CK, Taylor-KJ.
Endovaginal Ultrasound and Doppler findings after first-
trimester abortion Radiology 1993; 186(1):87-91.

Deng L, Yan X, Zhang J et al. Combination chemotherapy
for high-risk gestational trophoblastic tumour. Cochrane
Database Syst Rev 2009; 15(2):CD005196.

Management of Gestational Trophoblastic Disease; Royal
College of Obstetricians and Gynaecologists, 2010.
Cameron-B, Gown-AM, Tamimi-HK. Expression of
cerbp-2 oncogen in persistent gestational trophoblastic
disease, American Journal of Obstetrics & Gynaecology.
1994; 170(6):1616-1621.

76



