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Abstract 
  
We report a case of a 40-year-old multiparous woman who underwent total abdominal hysterectomy due to massive 
vaginal bleeding from partial molar pregnancy. Post-operatively, she developed high-grade fever, profuse sweating and 
shortness of breath. Examination revealed tachycardia, hypertension, elevated jugular venous pressure, and crackles 
on both lower lung fields, with no palpable thyroid mass. Free thyroxine (FT4) and human chorionic gonadotropin β-
subunit (β-hCG) were markedly elevated, while thyroid stimulating hormone (TSH) was significantly suppressed. With a 
Burch and Wartofsky score of 55, thyroid storm from the molar pregnancy was considered. She was given 
propylthiouracil (PTU), propranolol and hydrocortisone. Resolution of her signs and symptoms were noted 2 to 3 days 
following treatment.  
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INTRODUCTION 
 
Hyperthyroidism can occur in 0.1 to 0.2% of pregnant 
women, with Graves' disease as the most common 
etiology.1 Transient gestational hyperthyroidism, molar 
pregnancy, toxic multinodular goiter and toxic 
adenomaare the other less common causes of 
hyperthyroidism in pregnancy.2 Hyperthyroidism has 
been documented in 8% of molar pregnancies, but one 
report has cited its prevalence to be as high as 25 to 64%.3,4 
Severe hyperthyroidism resulting in thyroid storm rarely 
occurs in molar pregnancy.  In isolated reports, two cases 
of thyroid storm have been documented in young women, 
both with partial molar pregnancy.5,6 
 
CASE 
 
A 40-year-old Filipino female with an obstetric score of 
G15P9 (9059) was admitted due to vaginal bleeding. She 
was apparently well, with no complaints other than 
amenorrhea of two months. About 11 weeks prior to her 
admission, she experienced nausea and mild hypogastric 
pain associated with minimal vaginal bleeding. She did 
not have fever, frequent defecation, tremors or excessive 
sweating. She did not seek any medical consult and 
attributed her symptoms to a possible pregnancy. Six 
weeks later, she started to complain of malaise, easy 

fatigability and dyspnea on heavy exertion. Progressive 
weight loss about 25% was also noted. During the 
following week, she experienced frequent palpitations and 
hyperdefecation. These symptoms were not associated 
with tremors, heat intolerance, fever and vomiting. She 
was not previously diagnosed with thyroid disease. 
 
Due to the persistence of hypogastric pain and vaginal 
bleeding, she opted to consult a general physician. Her 
urine pregnancy test was positive and her vaginal 
bleeding was considered a probable threatened abortion. 
Pelvic ultrasonography revealed an enlarged uterus (7.6 
cm x 10.0 cm x 11.5 cm) with multiple grape-like masses, 
with no fetal echo or gestational sac. She was diagnosed 
with molar pregnancy and was subsequently transferred 
to our institution. 
 
On examination by an obstetrician-gynecologist, she was 
found to be afebrile (36.9°C), slightly hypertensive (140/90 
mm Hg), tachypneic (23 cycles per minute) and 
tachycardic (108 beats per minute). Other than a 5-month 
size uterus and blood per examining finger, there were no 
other significant findings. She was admitted as a case of 
hydatidiform mole with a management plan of suction 
curettage. Six hours after her admission, she suddenly had 
profuse vaginal bleeding, prompting emergency total 
abdominal hysterectomy. 
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surveillance policy after surgical resection is advocated.2 In 
oncocytic carcinomas, radiotherapy, mitotane and/or 
chemotherapy is given post-excision, depending on 
disease staging and predominant symptoms.10 
 
CONCLUSION 
 
In conclusion, we present a rare case of feminizing adrenal 
oncocytoma in a man who was successfully operated. The 
malignant potential of this tumor is unpredictable and 
controversial. Nevertheless, we must pay attention and 
follow up frequently because little is known about the 
recurrence, behavior and biological characteristics of that 
tumor. 
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or with hereditary thrombophilia are anticoagulated for 
longer duration due to high chances of recurrence.12 
   
Our case might be considered among the 65–80% of CVST 
cases with one or more identifiable causes. Here, the main 
cause being elevated triglyceridemia which may have 
played a role in increasing our patient’s thrombotic risk. 
This highlights a potential direct association between 
CVST and hypertriglyceridemia in the absence of other 
pre-disposing factors. If such a relationship between 
hypertriglyceridemia and CVST were to be found, new 
diagnostic measures might be warranted and this may also 
have an implication on the risk of recurrence and duration 
of anticoagulation in this group of patients. 
 
CONCLUSION 
  
Severe hypertriglyceridemia may trigger CVST.  In this 
rare case study, hypertriglyceridemia was the only 
predisposing risk factor for developing CVST. Our case 
highlights the need for clinicians to consider CVST among 
patients with uncontrolled hypertriglyceridemia. New 
diagnostic measures may become necessary which may 
also have an implication on the risk of recurrence and 
duration of anticoagulant therapy in this group of 
patients. 
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Intraoperatively, the uterus was found to be large and  
boggy, measuring about 16 cm x 10 cm x 6 cm, and filled 
with vesicular tissues. The uterus, cervix and recovered 
tissues were sent for histopathologic examination. The 
patient tolerated the procedure. Blood transfusion was 
done to correct her anemia.  
 
A few hours after the surgery, she developed fever, 
shortness of breath and hypertension. She was referred to 
the Medicine service for evaluation of possible 
hyperthyroidism. On evaluation, she was noted to be 
cachectic, awake, restless and in respiratory distress. She 
was hypertensive (160/90 mm Hg), tachypneic (42 cycles 
per minute), tachycardic (136 beats per minute) and 
already febrile (38.4°C). She had pale palpebral 
conjunctivae and elevated jugular venous pressure (8 cm 
from sternal angle). She had no exophthalmos and 
thyromegaly. Examination of the chest revealed crackles 
on both lower lung fields, and a loud S1 at the cardiac 
apex and base. The rest of the physical findings were 
unremarkable. 
 
Laboratory Investigation 
 
Further tests revealed elevated β-hCG titer (>10,000 
mIU/mL, reference value 0-1), FT4 (275.20 nmol/L, 
reference value 66-181) and free triiodothyronine (FT3) 
(6.69 nmol/L, reference value 1.3-3.1); and suppressed TSH 
(0.01 µIU/mL, reference value 0.27-4.2). Histopathologic 
examination of the vesicular tissues revealed invasive 
partial hydatidiform mole, with involvement of less than 
50% of the myometrial wall and extent of invasion limited 
to the uterus. Thus, thyroid storm from partial molar 
pregnancy was considered, with a Burch and Wartofsky 
score of 55 and probable thyroid storm.7 
 
Ultrasonography of the neck to investigate other possible 
causes of hyperthyroidism revealed a sub-centimeter 
nodule in the left thyroid lobe with benign features. 
Thyroid scintigraphy to assess function of the nodule was 
not done. However, the authors determined that the 
severe hyperthyroidism resulted from the partial 
hydatidiform mole, based on the absence of hyperthyroid 
symptoms prior to pregnancy, the development of 
hyperthyroidism only during the recent pregnancy, and 
subsequent resolution of symptoms after removal of the 
hydatidiform mole. 
 
Differential Diagnosis 
 
One of the probable causes of thyroid storm was a 
functioning toxic nodule. Thyroid scintigraphy was not 
available in our setting. We opted to observe the clinical 
course of the patient after surgery and upon 
discontinuation of anti-thyroid medications. With the 
patient remaining euthyroid on follow-up, we considered 
the molar pregnancy as the sole source of hyperthyroidism 
resulting to thyroid storm.  
 

Management 
 
The patient was given oral PTU 600 mg as loading dose, 
followed by 200 mg every 8 hours to rapidly decrease 
thyroid hormone synthesis. She was also given 
intravenous hydrocortisone, 50 mg every 8 hours to 
decrease conversion of FT4 to FT3. Intravenous 
furosemide 40 mg was administered to address acute 
pulmonary congestion and intravenous digoxin 0.5 mg to 
control the heart rate.  Digoxin was later shifted to oral 
propranolol at 160 mg/day after resolution of acute 
pulmonary congestion. Supersaturated solution of 
potassium iodide was not available in our setting.  
Additional anti-hypertensive medication was given to 
control blood pressure. 
 
With marked improvement of hyperthyroidism noted 
after 2 to 3 days, PTU was shifted to oral methimazole at 
20 mg once daily. Hydrocortisone and propranolol were 
subsequently discontinued. She underwent chemotherapy 
with intramuscular methotrexate 0.6 mL for five days and 
was subsequently discharged. 
 
Follow-up Examination 
 
Two weeks after hospital discharge, the patient was free of 
clinical manifestations of hyperthyroidism. Repeat FT4 
was within normal limits (12.14 pmol/L, reference value 
12-22), while β-hCG titer decreased further (85.01 
mIU/mL, from 1102 mIU/mL; reference value 0-1). 
Methimazole was discontinued and the patient remained 
euthyroid.  
 
DISCUSSION 
 
The incidence of hydatidiform mole in Asia is higher (1 in 
125 live births in Taiwan and 2 in 1000 pregnancies in 
Southeast Asia and Japan) compared to other regions of 
the world (1 in 1000 in Europe and 1 in 1500 in the USA).3,8 
In the Philippines, the national prevalence rate is 2.4 in 
1000 pregnancies; at the Philippine General Hospital, a 
national referral center, it is as high as 14 in 1000 
pregnancies.9 Several risk factors for molar pregnancy 
were present in our patient, including advanced maternal 
age, previous miscarriage and smoking.4,10 
 
Human chorionic gonadotropin is secreted in high levels 
in molar pregnancies, and is associated with 
hyperthyroidism.11 The thyrotropic activity of hCG is due 
to the structural homology between the molecules and 
receptors of hCG and TSH.12 Both hCG and TSH belong to 
a family of glycoprotein hormones with a common alpha-
subunit and unique beta-subunit. The homology between 
the beta-subunits of hCG and TSH can account for the 
thyroid-stimulating activity of hCG.13 This activity of hCG 
is further illustrated by the inverse relationship between 
TSH and hCG during the latter’s peak at about 10-12 
weeks of pregnancy.14 
 

 

While uncommon, clinical hyperthyroidism has been 
reported to occur in patients with complete hydatidiform 
mole, with a prevalence of around 25 to 64%.3,4 Higgins 
and co-workers reported that clinical symptoms of 
hyperthyroidism become apparent when hCG levels are 
above 300,000 mIU/mL.15 Our patient had partial 
hydatidiform mole with the clinical presentation of severe 
hyperthyroidism, and a β-hCG titer of  >10,000 mIU/mL.  
Determination of β-hCG was performed using the 
ARCHITECT Total β-hCG assay, a two-step immunoassay 
to determine the presence of β-hCG in serum and plasma 
using chemiluminiscent microparticle immunoassay 
technology with flexible assay protocols. Specimens with 
β-hCG levels greater than or equal to 25 mIU/mL are read 
as “positive” and values exceeding 10,000 mIU/mL are 
flagged with the code “>10,000 mIU/mL." In our case, the 
lower serum level of β-hCG detected was probably due to 
the limitation of the machine to detect a much higher β-
hCG level. Another possible explanation is the high-dose 
hook effect, which can occur in the presence of a very high 
concentration of antigen that causes incomplete antibody-
antigen complexes to form.16 

 
The elevated FT4 and suppressed TSH in this patient 
demonstrated the thyroid response to the excess level of β-
hCG. Though palpitations and weight loss may be part of 
nonspecific symptoms associated with early pregnancy, 
the presence of hyperdefecation along with findings of 
elevated FT4 and suppressed TSH were likely due to 
hyperthyroidism.  
 
Thyroid storm, while known to occur rarely, was previously 
reported in partial hydatidiform molar pregnancies.5,6 In 
these reports, patients were admitted due to clinical 
manifestations of thyroid storm, which improved after 
evacuation of the molar tissues. In contrast, our patient 
went into thyroid storm after surgical evacuation of the 
molar tissues. The precipitating factors identified in this 
case were stress from surgical intervention combined with 
unrecognized thyrotoxicosis from excess serum β-hCG 
levels and anemia from blood loss.17 These aggravated the 
hyperthyroidism pushing the patient into high-output 
cardiac failure and thyroid storm. 
 
Return to undetectable levels of serum β-hCG following 
termination of pregnancy can vary widely from 7 to 60 
days; in situations following evacuation of complete or 
partial molar pregnancy, the average time to normalization 
is  99 and 59 days, respectively.18,19 The marked elevation of 
β-hCG levels in molar pregnancy can be accounted for by its 
longer half-life, resulting to longer exposure to its thyroid 
stimulating activity.11 Another complication that might 
occur in patients with molar pregnancy is pulmonary 
embolization of trophoblastic cells, causing tachypnea, 
tachycardia, cough and diffuse rales.20 
 
Early detection of signs and symptoms of hyperthyroidism 
in any pregnant woman is essential. Any patient suspected 

with molar pregnancy must undergo early determination 
of serum β-hCG levels, with subsequent monitoring of the 
titer as recommended.21 
 
Learning Points 
  
The importance of a complete history and physical 
examination cannot be over emphasized in patients with 
suspected molar pregnancy. Thyroid hormone screening is 
warranted for patients with hydatidiform mole. 
Hyperthyroidism secondary to molar pregnancy warrants 
prompt diagnosis prior to any procedure to avoid thyroid 
storm. 
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Intraoperatively, the uterus was found to be large and  
boggy, measuring about 16 cm x 10 cm x 6 cm, and filled 
with vesicular tissues. The uterus, cervix and recovered 
tissues were sent for histopathologic examination. The 
patient tolerated the procedure. Blood transfusion was 
done to correct her anemia.  
 
A few hours after the surgery, she developed fever, 
shortness of breath and hypertension. She was referred to 
the Medicine service for evaluation of possible 
hyperthyroidism. On evaluation, she was noted to be 
cachectic, awake, restless and in respiratory distress. She 
was hypertensive (160/90 mm Hg), tachypneic (42 cycles 
per minute), tachycardic (136 beats per minute) and 
already febrile (38.4°C). She had pale palpebral 
conjunctivae and elevated jugular venous pressure (8 cm 
from sternal angle). She had no exophthalmos and 
thyromegaly. Examination of the chest revealed crackles 
on both lower lung fields, and a loud S1 at the cardiac 
apex and base. The rest of the physical findings were 
unremarkable. 
 
Laboratory Investigation 
 
Further tests revealed elevated β-hCG titer (>10,000 
mIU/mL, reference value 0-1), FT4 (275.20 nmol/L, 
reference value 66-181) and free triiodothyronine (FT3) 
(6.69 nmol/L, reference value 1.3-3.1); and suppressed TSH 
(0.01 µIU/mL, reference value 0.27-4.2). Histopathologic 
examination of the vesicular tissues revealed invasive 
partial hydatidiform mole, with involvement of less than 
50% of the myometrial wall and extent of invasion limited 
to the uterus. Thus, thyroid storm from partial molar 
pregnancy was considered, with a Burch and Wartofsky 
score of 55 and probable thyroid storm.7 
 
Ultrasonography of the neck to investigate other possible 
causes of hyperthyroidism revealed a sub-centimeter 
nodule in the left thyroid lobe with benign features. 
Thyroid scintigraphy to assess function of the nodule was 
not done. However, the authors determined that the 
severe hyperthyroidism resulted from the partial 
hydatidiform mole, based on the absence of hyperthyroid 
symptoms prior to pregnancy, the development of 
hyperthyroidism only during the recent pregnancy, and 
subsequent resolution of symptoms after removal of the 
hydatidiform mole. 
 
Differential Diagnosis 
 
One of the probable causes of thyroid storm was a 
functioning toxic nodule. Thyroid scintigraphy was not 
available in our setting. We opted to observe the clinical 
course of the patient after surgery and upon 
discontinuation of anti-thyroid medications. With the 
patient remaining euthyroid on follow-up, we considered 
the molar pregnancy as the sole source of hyperthyroidism 
resulting to thyroid storm.  
 

Management 
 
The patient was given oral PTU 600 mg as loading dose, 
followed by 200 mg every 8 hours to rapidly decrease 
thyroid hormone synthesis. She was also given 
intravenous hydrocortisone, 50 mg every 8 hours to 
decrease conversion of FT4 to FT3. Intravenous 
furosemide 40 mg was administered to address acute 
pulmonary congestion and intravenous digoxin 0.5 mg to 
control the heart rate.  Digoxin was later shifted to oral 
propranolol at 160 mg/day after resolution of acute 
pulmonary congestion. Supersaturated solution of 
potassium iodide was not available in our setting.  
Additional anti-hypertensive medication was given to 
control blood pressure. 
 
With marked improvement of hyperthyroidism noted 
after 2 to 3 days, PTU was shifted to oral methimazole at 
20 mg once daily. Hydrocortisone and propranolol were 
subsequently discontinued. She underwent chemotherapy 
with intramuscular methotrexate 0.6 mL for five days and 
was subsequently discharged. 
 
Follow-up Examination 
 
Two weeks after hospital discharge, the patient was free of 
clinical manifestations of hyperthyroidism. Repeat FT4 
was within normal limits (12.14 pmol/L, reference value 
12-22), while β-hCG titer decreased further (85.01 
mIU/mL, from 1102 mIU/mL; reference value 0-1). 
Methimazole was discontinued and the patient remained 
euthyroid.  
 
DISCUSSION 
 
The incidence of hydatidiform mole in Asia is higher (1 in 
125 live births in Taiwan and 2 in 1000 pregnancies in 
Southeast Asia and Japan) compared to other regions of 
the world (1 in 1000 in Europe and 1 in 1500 in the USA).3,8 
In the Philippines, the national prevalence rate is 2.4 in 
1000 pregnancies; at the Philippine General Hospital, a 
national referral center, it is as high as 14 in 1000 
pregnancies.9 Several risk factors for molar pregnancy 
were present in our patient, including advanced maternal 
age, previous miscarriage and smoking.4,10 
 
Human chorionic gonadotropin is secreted in high levels 
in molar pregnancies, and is associated with 
hyperthyroidism.11 The thyrotropic activity of hCG is due 
to the structural homology between the molecules and 
receptors of hCG and TSH.12 Both hCG and TSH belong to 
a family of glycoprotein hormones with a common alpha-
subunit and unique beta-subunit. The homology between 
the beta-subunits of hCG and TSH can account for the 
thyroid-stimulating activity of hCG.13 This activity of hCG 
is further illustrated by the inverse relationship between 
TSH and hCG during the latter’s peak at about 10-12 
weeks of pregnancy.14 
 

 

While uncommon, clinical hyperthyroidism has been 
reported to occur in patients with complete hydatidiform 
mole, with a prevalence of around 25 to 64%.3,4 Higgins 
and co-workers reported that clinical symptoms of 
hyperthyroidism become apparent when hCG levels are 
above 300,000 mIU/mL.15 Our patient had partial 
hydatidiform mole with the clinical presentation of severe 
hyperthyroidism, and a β-hCG titer of  >10,000 mIU/mL.  
Determination of β-hCG was performed using the 
ARCHITECT Total β-hCG assay, a two-step immunoassay 
to determine the presence of β-hCG in serum and plasma 
using chemiluminiscent microparticle immunoassay 
technology with flexible assay protocols. Specimens with 
β-hCG levels greater than or equal to 25 mIU/mL are read 
as “positive” and values exceeding 10,000 mIU/mL are 
flagged with the code “>10,000 mIU/mL." In our case, the 
lower serum level of β-hCG detected was probably due to 
the limitation of the machine to detect a much higher β-
hCG level. Another possible explanation is the high-dose 
hook effect, which can occur in the presence of a very high 
concentration of antigen that causes incomplete antibody-
antigen complexes to form.16 

 
The elevated FT4 and suppressed TSH in this patient 
demonstrated the thyroid response to the excess level of β-
hCG. Though palpitations and weight loss may be part of 
nonspecific symptoms associated with early pregnancy, 
the presence of hyperdefecation along with findings of 
elevated FT4 and suppressed TSH were likely due to 
hyperthyroidism.  
 
Thyroid storm, while known to occur rarely, was previously 
reported in partial hydatidiform molar pregnancies.5,6 In 
these reports, patients were admitted due to clinical 
manifestations of thyroid storm, which improved after 
evacuation of the molar tissues. In contrast, our patient 
went into thyroid storm after surgical evacuation of the 
molar tissues. The precipitating factors identified in this 
case were stress from surgical intervention combined with 
unrecognized thyrotoxicosis from excess serum β-hCG 
levels and anemia from blood loss.17 These aggravated the 
hyperthyroidism pushing the patient into high-output 
cardiac failure and thyroid storm. 
 
Return to undetectable levels of serum β-hCG following 
termination of pregnancy can vary widely from 7 to 60 
days; in situations following evacuation of complete or 
partial molar pregnancy, the average time to normalization 
is  99 and 59 days, respectively.18,19 The marked elevation of 
β-hCG levels in molar pregnancy can be accounted for by its 
longer half-life, resulting to longer exposure to its thyroid 
stimulating activity.11 Another complication that might 
occur in patients with molar pregnancy is pulmonary 
embolization of trophoblastic cells, causing tachypnea, 
tachycardia, cough and diffuse rales.20 
 
Early detection of signs and symptoms of hyperthyroidism 
in any pregnant woman is essential. Any patient suspected 

with molar pregnancy must undergo early determination 
of serum β-hCG levels, with subsequent monitoring of the 
titer as recommended.21 
 
Learning Points 
  
The importance of a complete history and physical 
examination cannot be over emphasized in patients with 
suspected molar pregnancy. Thyroid hormone screening is 
warranted for patients with hydatidiform mole. 
Hyperthyroidism secondary to molar pregnancy warrants 
prompt diagnosis prior to any procedure to avoid thyroid 
storm. 
 
References 
1. Lim BH, Raman S, Sivanesaratnam V, et al. Thyrotoxicosis in 

pregnancy--A six year review. Singapore Med J. 1989;30(6):539-41. 
2. Lazarus JH. Hyperthyroidism during pregnancy: Etiology, diagnosis 

and management. Womens Health (Lond Engl). 2005;1(1):97-104. 
http://dx.doi.org/10.2217/17455057.1.1.97.  

3. Garner EI, Goldstein DP, Feltmate CM, et al. Gestational trophoblastic 
disease. Clin Obstet Gynecol. 2007;50(1):112–22. 

4. Palmer JR. Advances in epidemiology of gestational trophoblastic 
disease. J Reprod Med. 1994;39(3):155-162. 

5. Chiniwala NU, Woolf PD, Bruno CP, et al. Thyroid storm caused by a 
partial hydatidiform mole. Thyroid. 2008;18(4):479-81. http://dx.doi. 
org/ 10.1089/thy.2007.0212. 

6. Moskovitz JB, Bond MC. Molar pregnancy-induced thyroid storm. J 
Emerg Med. 2010;38(5)e71-6. http://dx.doi.org/10.1016/j.jemermed. 
2009.08.053. 

7. Burch HB, Wartofsky L. Life-threatening thyrotoxicosis. Thyroid 
storm. Endocrinol Metab Clin North Am. 1993;22(2):263-77. 

8. Loukovaara M, Pukkala E, Lehtovirta P, et al. Epidemiology of 
hydatidiform mole in Finland, 1975 to 2001. Eur J Gynaecol Oncol. 
2005;26(2):207-8. 

9. Cagayan MS. Changing trends in the management of gestational 
trophoblastic diseases in the Philippines. J Reprod Med. 2010;55(5-6): 
267-72. 

10. Altman AD, Bentley B, Murray S, et al. Maternal age-related rates of 
gestational trophoblastic disease. Obstet Gynecol. 2008;112(2 Pt 1): 
244-50. 

11. Yoshimura M, Hershman JM. Thyrotropic action of human chorionic 
gonadotropin. Thyroid. 1995;5(5):425-34. http://dx.doi.org/ 10.1089/ 
thy.1995.5.425. 

12. Yoshimura M, Hershman JM, Pang XP, et al. Activation of the 
thyrotropin (TSH) receptor by human chorionic gonadotropin and 
luteinizing hormone in Chinese hamster ovary cells expressing 
functional human TSH receptors. J Clin Endocrinol Metab. 
1993;77(4):1009-13. http://dx.doi.org/10.1210/jcem.77.4.7691861. 

13. Ballabio M, Poshychinda M, Ekins RP. Pregnancy-induced changes in 
thyroid function: Role of human chorionic gonadotropin as putative 
regulator of maternal thyroid. J Clin Endocrinol Metab. 
1991;73(4):824-31. http://dx.doi.org/10.1210/jcem-73-4-824. 

14. Braunstein GD, Hershman JM. Comparison of serum pituitary 
thyrotropin and chorionic gonadotropin concentration throughout 
pregnancy. J Clin Endocrinol  Metab. 1976;42(6):1123-6. 
http://dx.doi.org/10.1210/jcem-42-6-1123. 

15. Higgins HP, Hershman JM, Kenimer JG, et al. The thyrotoxicosis of 
hydatidiform mole. Ann Intern Med. 1975;83(3):307-11. 

16. Rodbard D, Feldman Y, Jaffe ML, et al. Kinetics of two-site 
immunoradiometric (‘sandwich’) assays-II. Studies on the nature of 
the ‘high-dose hook effect’. Immunochemistry. 1978; 15(2):77-82. 
http://dx.doi.org/10.1016/0161-5890(78)90046-9. 

17. Nayak B, Burman K. Thyrotoxicosis and thyroid storm. Endocrinol 
Metab Clin North Am. 2006;35(4):663-86, vii. http://dx.doi.org/ 
10.1016/j.ecl.2006.09.008. 

18. Steier JA, Bergsjø P, Myking OL. Human chorionic gonadotropin in 
maternal plasma after induced abortion, spontaneous abortion, and 
removed ectopic pregnancy. Obstet Gynecol. 1984;64(3):391-4. 

 
 

ONLINE FIRST |  May 23, 2015 | http://dx.doi.org/10.15605/jafes.030.01.10

3Stormy Encounter with Partial Hydatidiform Mole

www.asean-endocrinejournal.orgVol. 30 No. 1 May 2015

Shadrina Tahil-Sarapuddin, et al 

ONLINE FIRST |  May 23, 2015 | http://dx.doi.org/10.15605/jafes.030.01.10

www.asean-endocrinejournal.org Vol. 30 No. 1 May 2015

32 Stormy Encounter with Partial Hydatidiform MoleShadrina Tahil-Sarapuddin, et al



 

Intraoperatively, the uterus was found to be large and  
boggy, measuring about 16 cm x 10 cm x 6 cm, and filled 
with vesicular tissues. The uterus, cervix and recovered 
tissues were sent for histopathologic examination. The 
patient tolerated the procedure. Blood transfusion was 
done to correct her anemia.  
 
A few hours after the surgery, she developed fever, 
shortness of breath and hypertension. She was referred to 
the Medicine service for evaluation of possible 
hyperthyroidism. On evaluation, she was noted to be 
cachectic, awake, restless and in respiratory distress. She 
was hypertensive (160/90 mm Hg), tachypneic (42 cycles 
per minute), tachycardic (136 beats per minute) and 
already febrile (38.4°C). She had pale palpebral 
conjunctivae and elevated jugular venous pressure (8 cm 
from sternal angle). She had no exophthalmos and 
thyromegaly. Examination of the chest revealed crackles 
on both lower lung fields, and a loud S1 at the cardiac 
apex and base. The rest of the physical findings were 
unremarkable. 
 
Laboratory Investigation 
 
Further tests revealed elevated β-hCG titer (>10,000 
mIU/mL, reference value 0-1), FT4 (275.20 nmol/L, 
reference value 66-181) and free triiodothyronine (FT3) 
(6.69 nmol/L, reference value 1.3-3.1); and suppressed TSH 
(0.01 µIU/mL, reference value 0.27-4.2). Histopathologic 
examination of the vesicular tissues revealed invasive 
partial hydatidiform mole, with involvement of less than 
50% of the myometrial wall and extent of invasion limited 
to the uterus. Thus, thyroid storm from partial molar 
pregnancy was considered, with a Burch and Wartofsky 
score of 55 and probable thyroid storm.7 
 
Ultrasonography of the neck to investigate other possible 
causes of hyperthyroidism revealed a sub-centimeter 
nodule in the left thyroid lobe with benign features. 
Thyroid scintigraphy to assess function of the nodule was 
not done. However, the authors determined that the 
severe hyperthyroidism resulted from the partial 
hydatidiform mole, based on the absence of hyperthyroid 
symptoms prior to pregnancy, the development of 
hyperthyroidism only during the recent pregnancy, and 
subsequent resolution of symptoms after removal of the 
hydatidiform mole. 
 
Differential Diagnosis 
 
One of the probable causes of thyroid storm was a 
functioning toxic nodule. Thyroid scintigraphy was not 
available in our setting. We opted to observe the clinical 
course of the patient after surgery and upon 
discontinuation of anti-thyroid medications. With the 
patient remaining euthyroid on follow-up, we considered 
the molar pregnancy as the sole source of hyperthyroidism 
resulting to thyroid storm.  
 

Management 
 
The patient was given oral PTU 600 mg as loading dose, 
followed by 200 mg every 8 hours to rapidly decrease 
thyroid hormone synthesis. She was also given 
intravenous hydrocortisone, 50 mg every 8 hours to 
decrease conversion of FT4 to FT3. Intravenous 
furosemide 40 mg was administered to address acute 
pulmonary congestion and intravenous digoxin 0.5 mg to 
control the heart rate.  Digoxin was later shifted to oral 
propranolol at 160 mg/day after resolution of acute 
pulmonary congestion. Supersaturated solution of 
potassium iodide was not available in our setting.  
Additional anti-hypertensive medication was given to 
control blood pressure. 
 
With marked improvement of hyperthyroidism noted 
after 2 to 3 days, PTU was shifted to oral methimazole at 
20 mg once daily. Hydrocortisone and propranolol were 
subsequently discontinued. She underwent chemotherapy 
with intramuscular methotrexate 0.6 mL for five days and 
was subsequently discharged. 
 
Follow-up Examination 
 
Two weeks after hospital discharge, the patient was free of 
clinical manifestations of hyperthyroidism. Repeat FT4 
was within normal limits (12.14 pmol/L, reference value 
12-22), while β-hCG titer decreased further (85.01 
mIU/mL, from 1102 mIU/mL; reference value 0-1). 
Methimazole was discontinued and the patient remained 
euthyroid.  
 
DISCUSSION 
 
The incidence of hydatidiform mole in Asia is higher (1 in 
125 live births in Taiwan and 2 in 1000 pregnancies in 
Southeast Asia and Japan) compared to other regions of 
the world (1 in 1000 in Europe and 1 in 1500 in the USA).3,8 
In the Philippines, the national prevalence rate is 2.4 in 
1000 pregnancies; at the Philippine General Hospital, a 
national referral center, it is as high as 14 in 1000 
pregnancies.9 Several risk factors for molar pregnancy 
were present in our patient, including advanced maternal 
age, previous miscarriage and smoking.4,10 
 
Human chorionic gonadotropin is secreted in high levels 
in molar pregnancies, and is associated with 
hyperthyroidism.11 The thyrotropic activity of hCG is due 
to the structural homology between the molecules and 
receptors of hCG and TSH.12 Both hCG and TSH belong to 
a family of glycoprotein hormones with a common alpha-
subunit and unique beta-subunit. The homology between 
the beta-subunits of hCG and TSH can account for the 
thyroid-stimulating activity of hCG.13 This activity of hCG 
is further illustrated by the inverse relationship between 
TSH and hCG during the latter’s peak at about 10-12 
weeks of pregnancy.14 
 

 

While uncommon, clinical hyperthyroidism has been 
reported to occur in patients with complete hydatidiform 
mole, with a prevalence of around 25 to 64%.3,4 Higgins 
and co-workers reported that clinical symptoms of 
hyperthyroidism become apparent when hCG levels are 
above 300,000 mIU/mL.15 Our patient had partial 
hydatidiform mole with the clinical presentation of severe 
hyperthyroidism, and a β-hCG titer of  >10,000 mIU/mL.  
Determination of β-hCG was performed using the 
ARCHITECT Total β-hCG assay, a two-step immunoassay 
to determine the presence of β-hCG in serum and plasma 
using chemiluminiscent microparticle immunoassay 
technology with flexible assay protocols. Specimens with 
β-hCG levels greater than or equal to 25 mIU/mL are read 
as “positive” and values exceeding 10,000 mIU/mL are 
flagged with the code “>10,000 mIU/mL." In our case, the 
lower serum level of β-hCG detected was probably due to 
the limitation of the machine to detect a much higher β-
hCG level. Another possible explanation is the high-dose 
hook effect, which can occur in the presence of a very high 
concentration of antigen that causes incomplete antibody-
antigen complexes to form.16 

 
The elevated FT4 and suppressed TSH in this patient 
demonstrated the thyroid response to the excess level of β-
hCG. Though palpitations and weight loss may be part of 
nonspecific symptoms associated with early pregnancy, 
the presence of hyperdefecation along with findings of 
elevated FT4 and suppressed TSH were likely due to 
hyperthyroidism.  
 
Thyroid storm, while known to occur rarely, was previously 
reported in partial hydatidiform molar pregnancies.5,6 In 
these reports, patients were admitted due to clinical 
manifestations of thyroid storm, which improved after 
evacuation of the molar tissues. In contrast, our patient 
went into thyroid storm after surgical evacuation of the 
molar tissues. The precipitating factors identified in this 
case were stress from surgical intervention combined with 
unrecognized thyrotoxicosis from excess serum β-hCG 
levels and anemia from blood loss.17 These aggravated the 
hyperthyroidism pushing the patient into high-output 
cardiac failure and thyroid storm. 
 
Return to undetectable levels of serum β-hCG following 
termination of pregnancy can vary widely from 7 to 60 
days; in situations following evacuation of complete or 
partial molar pregnancy, the average time to normalization 
is  99 and 59 days, respectively.18,19 The marked elevation of 
β-hCG levels in molar pregnancy can be accounted for by its 
longer half-life, resulting to longer exposure to its thyroid 
stimulating activity.11 Another complication that might 
occur in patients with molar pregnancy is pulmonary 
embolization of trophoblastic cells, causing tachypnea, 
tachycardia, cough and diffuse rales.20 
 
Early detection of signs and symptoms of hyperthyroidism 
in any pregnant woman is essential. Any patient suspected 

with molar pregnancy must undergo early determination 
of serum β-hCG levels, with subsequent monitoring of the 
titer as recommended.21 
 
Learning Points 
  
The importance of a complete history and physical 
examination cannot be over emphasized in patients with 
suspected molar pregnancy. Thyroid hormone screening is 
warranted for patients with hydatidiform mole. 
Hyperthyroidism secondary to molar pregnancy warrants 
prompt diagnosis prior to any procedure to avoid thyroid 
storm. 
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Intraoperatively, the uterus was found to be large and  
boggy, measuring about 16 cm x 10 cm x 6 cm, and filled 
with vesicular tissues. The uterus, cervix and recovered 
tissues were sent for histopathologic examination. The 
patient tolerated the procedure. Blood transfusion was 
done to correct her anemia.  
 
A few hours after the surgery, she developed fever, 
shortness of breath and hypertension. She was referred to 
the Medicine service for evaluation of possible 
hyperthyroidism. On evaluation, she was noted to be 
cachectic, awake, restless and in respiratory distress. She 
was hypertensive (160/90 mm Hg), tachypneic (42 cycles 
per minute), tachycardic (136 beats per minute) and 
already febrile (38.4°C). She had pale palpebral 
conjunctivae and elevated jugular venous pressure (8 cm 
from sternal angle). She had no exophthalmos and 
thyromegaly. Examination of the chest revealed crackles 
on both lower lung fields, and a loud S1 at the cardiac 
apex and base. The rest of the physical findings were 
unremarkable. 
 
Laboratory Investigation 
 
Further tests revealed elevated β-hCG titer (>10,000 
mIU/mL, reference value 0-1), FT4 (275.20 nmol/L, 
reference value 66-181) and free triiodothyronine (FT3) 
(6.69 nmol/L, reference value 1.3-3.1); and suppressed TSH 
(0.01 µIU/mL, reference value 0.27-4.2). Histopathologic 
examination of the vesicular tissues revealed invasive 
partial hydatidiform mole, with involvement of less than 
50% of the myometrial wall and extent of invasion limited 
to the uterus. Thus, thyroid storm from partial molar 
pregnancy was considered, with a Burch and Wartofsky 
score of 55 and probable thyroid storm.7 
 
Ultrasonography of the neck to investigate other possible 
causes of hyperthyroidism revealed a sub-centimeter 
nodule in the left thyroid lobe with benign features. 
Thyroid scintigraphy to assess function of the nodule was 
not done. However, the authors determined that the 
severe hyperthyroidism resulted from the partial 
hydatidiform mole, based on the absence of hyperthyroid 
symptoms prior to pregnancy, the development of 
hyperthyroidism only during the recent pregnancy, and 
subsequent resolution of symptoms after removal of the 
hydatidiform mole. 
 
Differential Diagnosis 
 
One of the probable causes of thyroid storm was a 
functioning toxic nodule. Thyroid scintigraphy was not 
available in our setting. We opted to observe the clinical 
course of the patient after surgery and upon 
discontinuation of anti-thyroid medications. With the 
patient remaining euthyroid on follow-up, we considered 
the molar pregnancy as the sole source of hyperthyroidism 
resulting to thyroid storm.  
 

Management 
 
The patient was given oral PTU 600 mg as loading dose, 
followed by 200 mg every 8 hours to rapidly decrease 
thyroid hormone synthesis. She was also given 
intravenous hydrocortisone, 50 mg every 8 hours to 
decrease conversion of FT4 to FT3. Intravenous 
furosemide 40 mg was administered to address acute 
pulmonary congestion and intravenous digoxin 0.5 mg to 
control the heart rate.  Digoxin was later shifted to oral 
propranolol at 160 mg/day after resolution of acute 
pulmonary congestion. Supersaturated solution of 
potassium iodide was not available in our setting.  
Additional anti-hypertensive medication was given to 
control blood pressure. 
 
With marked improvement of hyperthyroidism noted 
after 2 to 3 days, PTU was shifted to oral methimazole at 
20 mg once daily. Hydrocortisone and propranolol were 
subsequently discontinued. She underwent chemotherapy 
with intramuscular methotrexate 0.6 mL for five days and 
was subsequently discharged. 
 
Follow-up Examination 
 
Two weeks after hospital discharge, the patient was free of 
clinical manifestations of hyperthyroidism. Repeat FT4 
was within normal limits (12.14 pmol/L, reference value 
12-22), while β-hCG titer decreased further (85.01 
mIU/mL, from 1102 mIU/mL; reference value 0-1). 
Methimazole was discontinued and the patient remained 
euthyroid.  
 
DISCUSSION 
 
The incidence of hydatidiform mole in Asia is higher (1 in 
125 live births in Taiwan and 2 in 1000 pregnancies in 
Southeast Asia and Japan) compared to other regions of 
the world (1 in 1000 in Europe and 1 in 1500 in the USA).3,8 
In the Philippines, the national prevalence rate is 2.4 in 
1000 pregnancies; at the Philippine General Hospital, a 
national referral center, it is as high as 14 in 1000 
pregnancies.9 Several risk factors for molar pregnancy 
were present in our patient, including advanced maternal 
age, previous miscarriage and smoking.4,10 
 
Human chorionic gonadotropin is secreted in high levels 
in molar pregnancies, and is associated with 
hyperthyroidism.11 The thyrotropic activity of hCG is due 
to the structural homology between the molecules and 
receptors of hCG and TSH.12 Both hCG and TSH belong to 
a family of glycoprotein hormones with a common alpha-
subunit and unique beta-subunit. The homology between 
the beta-subunits of hCG and TSH can account for the 
thyroid-stimulating activity of hCG.13 This activity of hCG 
is further illustrated by the inverse relationship between 
TSH and hCG during the latter’s peak at about 10-12 
weeks of pregnancy.14 
 

 

While uncommon, clinical hyperthyroidism has been 
reported to occur in patients with complete hydatidiform 
mole, with a prevalence of around 25 to 64%.3,4 Higgins 
and co-workers reported that clinical symptoms of 
hyperthyroidism become apparent when hCG levels are 
above 300,000 mIU/mL.15 Our patient had partial 
hydatidiform mole with the clinical presentation of severe 
hyperthyroidism, and a β-hCG titer of  >10,000 mIU/mL.  
Determination of β-hCG was performed using the 
ARCHITECT Total β-hCG assay, a two-step immunoassay 
to determine the presence of β-hCG in serum and plasma 
using chemiluminiscent microparticle immunoassay 
technology with flexible assay protocols. Specimens with 
β-hCG levels greater than or equal to 25 mIU/mL are read 
as “positive” and values exceeding 10,000 mIU/mL are 
flagged with the code “>10,000 mIU/mL." In our case, the 
lower serum level of β-hCG detected was probably due to 
the limitation of the machine to detect a much higher β-
hCG level. Another possible explanation is the high-dose 
hook effect, which can occur in the presence of a very high 
concentration of antigen that causes incomplete antibody-
antigen complexes to form.16 

 
The elevated FT4 and suppressed TSH in this patient 
demonstrated the thyroid response to the excess level of β-
hCG. Though palpitations and weight loss may be part of 
nonspecific symptoms associated with early pregnancy, 
the presence of hyperdefecation along with findings of 
elevated FT4 and suppressed TSH were likely due to 
hyperthyroidism.  
 
Thyroid storm, while known to occur rarely, was previously 
reported in partial hydatidiform molar pregnancies.5,6 In 
these reports, patients were admitted due to clinical 
manifestations of thyroid storm, which improved after 
evacuation of the molar tissues. In contrast, our patient 
went into thyroid storm after surgical evacuation of the 
molar tissues. The precipitating factors identified in this 
case were stress from surgical intervention combined with 
unrecognized thyrotoxicosis from excess serum β-hCG 
levels and anemia from blood loss.17 These aggravated the 
hyperthyroidism pushing the patient into high-output 
cardiac failure and thyroid storm. 
 
Return to undetectable levels of serum β-hCG following 
termination of pregnancy can vary widely from 7 to 60 
days; in situations following evacuation of complete or 
partial molar pregnancy, the average time to normalization 
is  99 and 59 days, respectively.18,19 The marked elevation of 
β-hCG levels in molar pregnancy can be accounted for by its 
longer half-life, resulting to longer exposure to its thyroid 
stimulating activity.11 Another complication that might 
occur in patients with molar pregnancy is pulmonary 
embolization of trophoblastic cells, causing tachypnea, 
tachycardia, cough and diffuse rales.20 
 
Early detection of signs and symptoms of hyperthyroidism 
in any pregnant woman is essential. Any patient suspected 

with molar pregnancy must undergo early determination 
of serum β-hCG levels, with subsequent monitoring of the 
titer as recommended.21 
 
Learning Points 
  
The importance of a complete history and physical 
examination cannot be over emphasized in patients with 
suspected molar pregnancy. Thyroid hormone screening is 
warranted for patients with hydatidiform mole. 
Hyperthyroidism secondary to molar pregnancy warrants 
prompt diagnosis prior to any procedure to avoid thyroid 
storm. 
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or with hereditary thrombophilia are anticoagulated for 
longer duration due to high chances of recurrence.12 
   
Our case might be considered among the 65–80% of CVST 
cases with one or more identifiable causes. Here, the main 
cause being elevated triglyceridemia which may have 
played a role in increasing our patient’s thrombotic risk. 
This highlights a potential direct association between 
CVST and hypertriglyceridemia in the absence of other 
pre-disposing factors. If such a relationship between 
hypertriglyceridemia and CVST were to be found, new 
diagnostic measures might be warranted and this may also 
have an implication on the risk of recurrence and duration 
of anticoagulation in this group of patients. 
 
CONCLUSION 
  
Severe hypertriglyceridemia may trigger CVST.  In this 
rare case study, hypertriglyceridemia was the only 
predisposing risk factor for developing CVST. Our case 
highlights the need for clinicians to consider CVST among 
patients with uncontrolled hypertriglyceridemia. New 
diagnostic measures may become necessary which may 
also have an implication on the risk of recurrence and 
duration of anticoagulant therapy in this group of 
patients. 
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Abstract 
 
Preoperative blockade in controlling hypertension in patients with pheochromocytoma is essential to improve 
intraoperative hemodynamic stability and minimize morbidity during resection of the adrenal mass. Phenoxybenzamine, 
a non-selective alpha adrenergic blocker, has been widely used in blood pressure control for this condition, but is 
unavailable in the Philippines. Selective alpha-1 antagonists have been used in lieu of phenoxybenzamine and are 
beneficial in reducing the adverse effects experienced by patients on phenoxybenzamine. Several case reports have 
documented using doxazosin and prazosin, both selective alpha-1 antagonists, as preoperative blockade. Terazosin is 
widely available to treat benign prostatic hypertrophy and has the same pharmacokinetic characteristics as doxazosin 
but with a shorter half life. There is little experience with the use of the drug to control BP in pheochromocytoma. In this 
case series, we gave terazosin up to a maximum of 4 mg/day as preoperative blockade in four patients with 
pheochromocytoma. Terazosin may be safely given to Filipino patients diagnosed with pheochromocytoma as first line 
preoperative blockade. 
 
Key words: pheochromocytoma, terazosin, hypertension 
 

INTRODUCTION 
  
Pheochromocytoma is a rare cause of secondary 
hypertension originating from the chromaffin cells of the 
adrenal glands or paragangliomas from the sympathetic 
nervous system or parasympathetic ganglia. Worldwide, 
the prevalence of this disease is 1 to 8 per million cases, 
but may occur frequently in certain populations.1 In the 
Philippines, a hospital census done during the 1980’s, 
showed that only four of 101 cases of secondary 
hypertension were found to have pheochromocytoma.2 In 
the Philippine General Hospital, only four patients have 
biopsy proven pheochromocytoma during the past five 
years.3 
 
Definitive treatment is resection of the mass, either by 
laparoscopy or open surgery. Preoperative blockade is 
essentialto improve intraoperative hemodynamic stability 
and minimize morbidity during resection. 
Phenoxybenzamine, a non-selective alpha adrenergic 
blocker, has been widely used as preoperative blockade 
for this condition, but is unavailable in the Philippines. 
Selective alpha-1 blockers such as prazosin, doxazosin and 
terazosin have been documented in case reports as 
suitable preoperative drugs to reduce blood pressure in 
pheochromocytoma patients.  
 

CASE 1 
  
A 30-year-old Filipino female was complaining of 
intermittent right flank pain that radiated to the back for 
four years. She was initially seen at a hospital in Batangas 
City and was managed for nephrolithiasis. The persistent 
pain prompted a request for an abdominal CT scan, which 
revealed a 4 x 4.5 x 5.3 cm right adrenal mass. She was 
given pain relievers and advised surgery, but due to 
financial constraints, was lost to consult. During that time, 
she continued to have the flank pains and, she began to 
experience episodes of palpitations, dizziness, headaches, 
weakness, bouts of anxiety and weight loss. She would 
also have elevated blood pressure, with the highest BP of 
160/90 mm Hg. She had normal fundoscopic findings. A 
repeat abdominal CT scan showed the right adrenal mass 
had grown to 5 x 5.5 x 7 cm. She was given amlodipine 10 
mg/tab for the hypertension and was referred to the 
Philippine General Hospital. At our institution, a 24-hour 
urine metanephrine was done and results yield 4.8 mg/24 
hours (Normal Value <1 mg/day).  
  
She was started on terazosin, initially dosed at 1 mg/tab ½ 
tab once a day. After 2 weeks, her blood pressure was still 
160/90 mm Hg, the dose of terazosin was increased to 2 
mg/tab once a day. With the increase in dose, her BP 
decreased and reached 140/90 mm Hg. When the dose of 
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