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Abstract
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P A twin pregnancy with a complete hydatidiform mole with a coexistent foetus (CHMF) is a rare condition that typi-
cally results in poor pregnancy outcomes. For patients with refractory vaginal bleeding, termination of pregnancy is
more appropriate. However, unified methods for termination remain to be explored. In the present study, we re-
viewed the termination measures in four cases of twin pregnancy with CHMF. Additional understanding of this condi-
tion will aid in the treatment of women with this condition and improve their pregnancy outcomes.

Introduction

A twin pregnancy with a complete hydatidiform
mole and a coexistent foetus (CHMF) is a rare,
high-risk pregnancy with an incidence of
1/20,000-1/100,000 (1-3). With the increase in
infertility and improvements in assisted reproduc-
tive techniques, the incidence of CHMF has in-
creased. To date, there have been more than 200
cases of CHMF reported in the literature, suggest-
ing that the incidence of hydatidiform mole with a
coexisting foetus has increased because of the
widespread use of ovulation-inducing medications
and assisted reproductive techniques in recent
years (4-6).

Treatment of CHMF remains a matter of contro-
versy (7). Although the medical community has
realised that pregnancies in CHMF patients can be
continued if there are no foetal abnormalities or
severe maternal complications, due to the deep-
ened understanding of this condition and the in-
crease in published reports concerning patients
with surviving foetuses (8-10), the continuation is
likely to lead to complications, such as refractory
vaginal bleeding, hypertensive disorders in preg-
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nancy, hyperthyroidism, premature rupture of
membrane; when these complications occur or the
patient presents with a noticeable increase in B-
HCG or a suspected pulmonary metastasis, preg-
nancy termination is more appropriate (11, 12).
Furthermore, CHMF patients have an incidence
of persistent gestational trophoblastic tumours
(PGTTs) as high as 55% (2, 13, 14), which is a
sarcohysteric malignancy. For normal single preg-
nancies before 28 gestational weeks, termination
methods primarily include induced abortion (vac-
cum aspiration), curettage, mifepristone in combi-
nation with misoprostol, amniotic cavity injection
of ethacridine, induction of labor with water bag,
and hysterotomy delivery (15, 16). However, not
all of these frequently-used treatments are suitable
for CHMF. Most CHMFs can only be diagnosed
in the mid trimester of pregnancy. Although the
pregnancy in CHMF patients without massive
vaginal bleeding can be terminated using the
abovementioned methods, emergent pregnancy
termination methods are necessary for those
complicated by massive vaginal bleeding. Howev-
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er, termination with mifepristone + misoprostol,
amniotic cavity injection of ethacridine and induc-
tion of labor with water bag all fail to realize a
termination effect within a short period; induced
abortion and curettage are not suitable for preg-
nancies with a long gestation duration; amniotic
cavity injection of ethacridine is difficult to per-
form for pregnancies before 16 gestational weeks
due to a small amniotic fluid volume; induction of
labor with water bag may increase the risks of
bleeding and infections for patients with vaginal
bleeding; and hysterotomy delivery causes serious
injury, which cannot be adopted unless necessary
(17). To date, studies focusing on termination
methods for CHMF are rare. Therefore, standard
pregnancy termination procedures remain to be
explored.

In this paper, we review the termination methods
used for four patients with CHMF complicated by
heavy bleeding. We analysed the similarities be-
tween these patients to provide references for the
termination treatment of this disease.

Case report

From January 2012 to March 2013, four patients
with CHMF received termination treatment at the
Second Xiangya Hospital of Central South Uni-
versity, Changsha, China. Their clinical data be-
fore termination are summarized in Table 1.

This study was approved by the Ethics Committee
of the Second Xiangya Hospital of Central South
University. All patients signed an informed con-
sent form.

The youngest of the 4 patients was 22 years old,
and the oldest was 37 years old. The gestational
ages ranged from 11+ to 24+ weeks. Of the pa-
tients, 3 had previously received human menopau-
sal gonadotropin/human chorionic gonadotropin
(hMG/hCG) after an in vitro fertilisation-embryo
transfer to stimulate ovulation before pregnancy
and 1 became pregnant by using Chinese medicine
(including antler glue, dried human placenta, ne-
lumbo nucifera gaertn., schisandra chineisis baill,
and so on for the treatment of ovulation failure; 7
d/course) 10 years after getting married. All four
patients had morning sickness eatly after their last
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menstruation and presented to the hospital be-
cause of vaginal bleeding. Their B3-HCG levels
wetre 200,000 mIU/L or higher 6-8 weeks after
the last menstruation. Their ultrasound acoustic
images showed a live foetus generally consistent
with its gestational age without structural abnor-
malities. All patients were hospitalised due to diffi-
culties becoming pregnant, persistent vaginal bleed-
ing, and a strong desire to take tocolytics. After
hospitalisation, screening demonstrated a low risk
for Down’s syndrome, and ultrasound examina-
tions identified no apparent foetal abnormalities in
these patients. During the pregnancy, there were no
signs of discomfort, such as headache, dizziness,
cough, sputum, and haemoptysis. Of the four pa-
tients, two were mildly pale, and two had oedema
(). The gynaecological examinations showed dark
red blood within the vagina in all of the patients.
The patients experienced continued refractory vag-
inal bleeding accompanied by abdominal bloating
during treatment. After informed of the risk of ma-
ternal complications if tocolysis continued, they
made decision to commence pregnancy termina-
tion.

Among the patients, one (case 1) with a gesta-
tional age of 13+ weeks directly received emer-
gency clamping and uterine evacuation. However,
her B-HCG did not return to normal at 70+ days
after three uterine evacuations. In case a PGTT
was present, the patient was subjected to five
courses of chemotherapy with 5-fluorouracil (26-
27 mg/kg'd) combined with kengshengmycin
(KSM; 6-7 pg/kg d). Each course lasted 8 d, and
the interval between courses was 21 d. Three
courses were administered for consolidation. An-
other patient with a gestational age of 13+ weeks
was strongly suspected to have an invasive hyda-
tidiform mole because of an abnormal increase in
B-HCG. She underwent three uterine evacuations
after the first course of chemotherapy with 5-
FU+KSM (six courses in total, including three
consolidation courses). Two cases had a mid-
gestational foetus of 20+ to 24+ weeks. For them,
the clamping technique would not work because
the cervical opening was not large enough, and a
caesarean section abortion was not suitable be-
cause this procedure would have caused trauma to
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the pregnant mother. Considering that the hyda-
tidiform mole was the likely cause of the refrac-
tory vaginal bleeding, we followed the protocol
for the treatment of hydatidiform moles and
evacuated the uterus using a large pipette; the pro-
cedure was performed in an operating room that
was prepared for transfusion and equipped for
surgery. After most of the molar tissues were
evacuated and the bleeding was significantly de-
creased, oxytocin was administered to promote
uterine contractions and dilatation of the cervical
opening. While waiting for the cervix to dilate, we
clamped the foetal body using tissue forceps laid
firmly against the cervix. This treatment not only
promoted cervical dilation but also strengthened
the uterine contractions. The clamping technique
was performed until the cervical opening was ap-
proximately the size of the foetal biparietal diame-
ter. During this process, there was not much
blood loss, and the clamping procedure proceeded
well in all three patients. The foetuses and placen-
tal tissues were all successfully clamped within 3-6
hours after the molar evacuation. Post-operative
pathological examinations suggested pregnancy
with a complete hydatidiform mole in all four pa-
tients. The karyotypes of the foetal heart blood
and hydatidiform mole were normal in three pa-
tients, while the remaining patient (case 3) refused
to undergo the chromosome examination. The
results are summarized in Table 2.

After labour induction, the 3-HCG levels in the 4
patients decreased to normal at approximately 3-
17 weeks, and their menstruation recovered at ap-
proximately 4-24 weeks. All patients were fol-
lowed up for one year and the examinations in-
cluded B-HCG determination, chest X-rays, hy-
perthyroidism test, ultrasound examination and
gynaecological tests. The treatment outcomes are
summarized in Table 2.

Discussion
We reviewed the treatment of four cases of CHMF
and explored the termination methods utilised. De-

termining whether a pregnancy with CHMF should
be terminated is difficult (7). If the patient is in a

1002

stable condition, the ultrasound examination sug-
gests a live foetus, the karyotype is normal, and the
patient is in agreement, the pregnancy should con-
tinue with close observation (3). However, CHMF
is subject to a high-risk pregnancy, which can lead
to complications, such as refractory vaginal bleed-
ing, hypertensive disorders in pregnancy, hyperthy-
roidism and premature rupture of membrane and
has a high possibility of developing into PGTT (2,
13, 14). Therefore, pregnancy termination is the
safest choice for the patients with serious clinical
complications, such as severe vaginal bleeding or
preeclampsia, or for those with increased levels of
B-HCG or suspected pulmonary metastasis (18, 19).
In this study, the four patients described had simi-
lar clinical manifestations, such as having early
postmenopausal vaginal bleeding, having difficulty
becoming pregnant, undergoing ovulation-inducing
drug treatment before pregnancy, having high ex-
pectations for the foetus, and having a strong de-
sire to maintain the pregnancy; however, consider-
ing long-lasting and refractory vaginal bleeding ac-
companied by abdominal boating and the consider-
ation of the risk of developing obstetrical complica-
tions, all patients agreed to discontinue the to-
colytic treatment and proceed with emergency
pregnancy termination. However, not all of fre-
quently-used termination methods for normal sin-
gle pregnancies are suitable for CHMF (17). Ac-
cording to literature (12), for early CHMF pregnan-
cies, the direct clamping technique and evacuation
are the most commonly used methods; for mid-
gestational pregnancies with a relatively large foetus
and little vaginal bleeding, routine induced labour
can be performed, i.e., the cervical opening is dilat-
ed under the action of labour drugs until the foetus
can be delivered through the vagina; and for mid-
gestational pregnancies with emergency bleeding,
caesarean section may be preferred over artificial
rupture of the foetal membrane, oxytocin infusion-
induced labour, or rivanol amniotic cavity injection-
induced labour to avoid implantation into the peri-
toneal cavity and life-threatening haemorrhaging
caused by the molar tissues being squeezed into the
peritoneal cavity through the oviducts during uter-
ine contractions.
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Table 1: Clinical data before pregnancy termination

No Age G/P Ovulation Clinical First vaginal 3-HCGat first Tocolysis Time of vag- Ultrasound findings
(yr) induction med- symptoms bleeding vaginal inal bleed-
ication time bleeding ing (days)
1 30 1/0 HMG/hCG Vaginal bleeding, 8w 1,069,300 Yes 10+ Dual live foetuses within the
accompanied by uterus, in accordance with the
abdominal bloating months of amenorrhea. A
heterogeneous echo pattern of
3+ cm was detected within
one of the foetal placental
lower edges and the anterior
uterine wall, which was
increased to 10+ cm when
examined for tocolysis; there
wete fine dark areas within it,
which was alveolar without an
apparent blood colour.
2 24 1/0 HMG/hCG Vaginal bleeding, 9w 1,425,000 Yes 10+ The intrauterine foetus
accompanied by stopped developing, and the
abdominal bloating placenta showed an
alveolar echo.
3 37 2/0  Not pregnant for ~ Vaginal bleeding, 10+ w 118,200 Yes 40+ Single intrauterine live foetus,
10 years. Tradi- accompanied by approximately 10 weeks of
tional Chinese abdominal bloating gestation; the placenta showed
medicine was an abnormal echo, suggesting
administered close observation.
orally
4 22 1/0 HMG/hCG Vaginal bleeding, 11+ w 108,200 No 30+ Single intrauterine live foetus;
accompanied by the partial placenta was in-
abdominal bloating creased and accompanied by
large amounts of vesicle-re-
lated fluid dark areas,
suggesting follow-up.
Available at:  http://ijph.tums.ac.ir 1003
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Table 2: Clinical data at and after pregnancy termination

dp & 5 5 & 5 g L b u £ 5 iy wE
&g = 9.9 o 8 @ = 2% 2 g ° o g & R
&E g 4 8% s s03 £33 £ 27 gy 2% %
R o = 28T 9 O~ 28 = s g E 3z % ®.§ 2 0
£ 5 ° $5E LI LEN 2 f 2 258 EE5F
5 FE =52 2z & RET G oA £8 53¢
1 13+ w Direct evacuation for short 46,XY 115 Yes 5-FU+KSM To test B-HCG once 182 Intrauterine
petiod of amenorrhea every week; chest high echo of
film once every 3 4*3%2 cm; evac-
weeks; hyperthyroid- uation was per-
ism test formed twice
2 13+ w To remove most of the molar unknown 121 Yes Yes To test 3-HCG 191 Intrauterine
tissues by 5-FU+KSM and once every week; heterogeneous
clamp the foetus after bleed- chest film once high echo,
ing had decreased and the every 3 weeks; hy- with rich
cervix had dilated under pro- perthyroidism test blood colour;
cervical-opening-dilation continuous
medications chemotherapy
3 20+ w To remove most of the molar 46, XX 28 No No To test 3-HCG 67 No abnormal
tissues and clamp the foetus once every week; acoustic image
after bleeding had decreased gynaecological test
and the cervix had dilated once every month
under pro-cervical- opening-
dilation
4 24+ w To remove most of the molar 46, XX 35 No No To test 3-HCG 86 No abnormal
tissues and clamp the foetus once every week; acoustic image
after bleeding had decreased gynaecological test
and the cervix had dilated once every month
under pro-cetrvical-
opening-dilation medications
1004 Available at:  http://ijph.tums.ac.it
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However, because reports on termination of
CHMTF are rarely released, standard pregnancy ter-
mination procedures remain to be explored. In this
study, of the two patients in eatly pregnancy (gesta-
tional age, 13+ weeks), one was subjected to direct
emergency clamping and uterine evacuation, and
the other underwent chemotherapy followed by
uterine evacuation due to the high risk of an inva-
sive hydatidiform mole. The two patients in mid-
trimester pregnancy (gestational age, 20+-24+
weeks) both had the manifestations of massive
haemorrhage and an insufficiently large cervical
opening. Considering that vaginal bleeding may
become aggravated or even become life-threatening
during medical induction of labour and that direct
caesarean section could cause serious psychic and
physical traumas, we removed most molar tissues
first during the massive haemorrhage and then ad-
ministered cervical dilatation drugs until haemor-
rhaging noticeably decreased. By performing these
procedures, we minimised the haemorrhaging that
could occur while waiting for the cervix to dilate
and reduced the risk for pulmonary embolism from
the metastasis of trophoblastic cells into the uterine
wall sinusoids under premature oxytocin use. Addi-
tionally, potential short- and long-term traumas due
to caesarean section abortions were prevented.

The successful treatment of the four patients in
this study suggests that the method of pregnancy
termination for a twin pregnancy with CHMF
should be comprehensively determined according
to the gestational age, blood loss, and cervical
opening dilation. In addition, all patients reported
in this study became pregnant with the aid of ovu-
lation stimulants. Therefore, the association of
CHMF with these drugs remains to be explored in
the future.

Ethical considerations

This study was approved by Ethical Committee of
Research in Chongqing Municipal Center for Dis-
ease Control and Prevention.

Ethical issues (Including plagiarism, Informed
Consent, misconduct, data fabrication and/or fal-
sification, double publication and/or submission,

Available at:  http://ijph.tums.ac.ir

redundancy, etc) have been completely observed
by the authors.

Acknowledgements
The authors declare no conflicts of interest.

References

1. Mary FB, James AM (1982). Hydatidiform mole
with coexistent fetus. Obster Gynecol, 60 (1): 129-
134.

2. Steller MA, Genest DR, Bernstein MR, Lage JM,
Goldstein DP, Berkowitz RS (1994). Natural
history of twin pregnancy with complete hyda-
tidiform mole and coexisting fetus. Obster Gy-
necol, 83 (1): 35-42.

3. Antonella Vimercati, Alessandra Caterina de Gen-
naro, Isabella Cobuzzi, Silvana Grasso, et al.
(2013). Two cases of complete hydatidiform
mole and coexistent live fetus. Med, 7 (1): 1-4.

4. Wee L, Jauniaux E (2005). Prenatal diagnosis and
management of twin pregnancies complicated
by a co-existing molar pregnancy. Prenat Diagn,
25 (9): 772-7706.

5. Massardier |, Golfier F, Journet D, et al. (2009).
Twin pregnancy with complete hydatidiform
mole and coexistent fetus: obstetrical and on-
cological outcomes in a series of 14 cases. Eur
] Obstet Gynecol Reprod Bio, 143 (2): 84-87.

6. Piura B, Rabinovich A, Hershkovitz R, Maor E,
Mazor M (2008). Twin pregnancy with a com-
plete hydatidiform mole and surviving co-
existent fetus. .Anh Gynecol Obstet, 278 (4): 377-
382.

7. Sherif Abd-Elkarim Mohammed Shazly, Mo-
hammed Khairy Ali, Ahmed Yahia Abdel
Badee, Abu-bakr Abbas Alsokkary, Mostafa
Mohammed Khodary, Nehal Abd-Elkarim
Mostafa (2012). Twin pregnancy with com-
plete hydatidiform mole and coexisting fetus
following ovulation induction with a non-pre-
scribed clomiphene citrate regimen: a case re-
pott. | Med Case Reports, 6: 95.

8. Verjeslev Lo (1991). Clinical management and di-
agnostic possibilities in hyditidiform mole with
coexistent fetus. Obstet Gynecol Sury, 46 (9): 577-
588.

9. Piura B, Rabinovich A, Hershkovitz R, et al.
(2008). Twin pregnancy with a complete hyda-

1005


http://ijph.tums.ac.ir/
http://www.ncbi.nlm.nih.gov/pubmed?term=Steller%20MA%5BAuthor%5D&cauthor=true&cauthor_uid=8272304
http://www.ncbi.nlm.nih.gov/pubmed?term=Genest%20DR%5BAuthor%5D&cauthor=true&cauthor_uid=8272304
http://www.ncbi.nlm.nih.gov/pubmed?term=Bernstein%20MR%5BAuthor%5D&cauthor=true&cauthor_uid=8272304
http://www.ncbi.nlm.nih.gov/pubmed?term=Lage%20JM%5BAuthor%5D&cauthor=true&cauthor_uid=8272304
http://www.ncbi.nlm.nih.gov/pubmed?term=Goldstein%20DP%5BAuthor%5D&cauthor=true&cauthor_uid=8272304
http://www.ncbi.nlm.nih.gov/pubmed?term=Berkowitz%20RS%5BAuthor%5D&cauthor=true&cauthor_uid=8272304
http://www.ncbi.nlm.nih.gov/pubmed/?term=Vimercati%20A%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=de%20Gennaro%20AC%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=de%20Gennaro%20AC%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Cobuzzi%20I%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Grasso%20S%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed?term=Massardier%20J%5BAuthor%5D&cauthor=true&cauthor_uid=19193484
http://www.ncbi.nlm.nih.gov/pubmed?term=Golfier%20F%5BAuthor%5D&cauthor=true&cauthor_uid=19193484
http://www.ncbi.nlm.nih.gov/pubmed?term=Journet%20D%5BAuthor%5D&cauthor=true&cauthor_uid=19193484
http://www.ncbi.nlm.nih.gov/pubmed?term=Piura%20B%5BAuthor%5D&cauthor=true&cauthor_uid=18273627
http://www.ncbi.nlm.nih.gov/pubmed?term=Rabinovich%20A%5BAuthor%5D&cauthor=true&cauthor_uid=18273627
http://www.ncbi.nlm.nih.gov/pubmed?term=Hershkovitz%20R%5BAuthor%5D&cauthor=true&cauthor_uid=18273627
http://www.ncbi.nlm.nih.gov/pubmed?term=Maor%20E%5BAuthor%5D&cauthor=true&cauthor_uid=18273627
http://www.ncbi.nlm.nih.gov/pubmed?term=Mazor%20M%5BAuthor%5D&cauthor=true&cauthor_uid=18273627
http://www.ncbi.nlm.nih.gov/pubmed/?term=Shazly%20SA%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ali%20MK%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ali%20MK%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Abdel%20Badee%20AY%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Abdel%20Badee%20AY%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Alsokkary%20Ab%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Khodary%20MM%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Khodary%20MM%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mostafa%20NA%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Mostafa%20NA%5Bauth%5D

Iranian J Publ Health, Vol. 43, No. 7, Jul 2014, pp. 1000-1006

tidiform mole and surviving co-existent fetus.
Arch Gynecol Obstet, 278: 377-382.

10. Dolapcioglu K, Gungoren A, Hakverdi S, et al.
(2009). Twin pregnancywith a complete hyda-
tidiform mole and co-existentlive fetus: two
case reports and reviewof the literature. Aroh
Gynecol Obstet, 279: 431-430.

11. Sebire NJ, Foskett M, Paradinas FJ, et al. (2002).
Outcome of twin pregnancies with complete
hydatidiform mole and hadlthy co-twin. Lancet,
359: 2165-2160.

12. Jiao FL, Liu R (2003). A case report of twin preg-
nancy with invasive hydatidiform mole pulmo-
nary metastasis. Chinese | Obstet Gynecol, 38 (12):
68 (in Chinese).

13. Stellar MA, Genest DR, Bernstin MR, et al.
(1994). Natural history of twin pregnancy with
complete hydatidiform mole and coexisting fe-
tus. Obstet Gynecol, 83: 35-4221.

14. Sebire NJ, Foskett M, Paradinas FJ, et al. (2002).
Outcome of twin pregnancies with complete
hydatidiform mole andhealthy co-twin. Lancet,
359: 2165-2160.

1006

15.

16.

17.

18.

19.

Fawzy M, El- Said A (2010). Midtrimester abot-
tion using vaginal misoprostol for women with
three or more prior cesarean deliveries. [z |
Gynecol Obstet, 110(1): 50- 52.

Berghella V, Airoldi J, O’Neill AM, et al. (2009).
Misoprostol for second trimester pregnancy
termination in women with prior caesarean: a
systematic review. BJOG, 116(9): 1151-1157.

Ashok PW, Templeton A, Wagaarachchi PT, et al.
(2004). Mid trimestermedical termination of
pregnancy: a review of 1002 consecutive cases.
Contraception, 69(1): 51-58.

Vaisbuch E, Ben-Arie A, Dgani R, Petrlman S,
Sokolovsky N, Hagay Z (2005). Twin preg-
nancy consisting of a complete hydatidiform
mole and co-existent fetus: report of two cases
and review of literature. Gynecol Oneol, 98 (1):
19-23.

Bruchim I, Kidron D, Amiel A, Altaras M, Fejgin
MD (2000). Complete hydatidiform mole and
a coexistent viable fetus: report to two cases
and review of the literature. Gynecol Oncol, 77
(1): 197-202.

Available at:  http://ijph.tums.ac.ir


http://ijph.tums.ac.ir/

