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Nausea and vomiting affect more than 50% of pregnancies. It presents 
a broad spectrum of symptoms ranging from mild symptoms to severe 
weight loss and that may affect daily activities. Hyperemesis gravidarum 
is a severe pathologic form of nausea and vomiting of pregnancy 
characterized by a greater than 5% loss of weight and unexplained 
ketonuria. Hyperemesis gravidarum affects approximately 0.5% of 
pregnancies. The pathogenesis of hyperemesis gravidarum is not 
exactly known but multifactorial. Previous pregnancy history, low body 
mass index, maternal inheritance, maternal mood disorders are thought 
to be associated with. Other causes of nausea and vomiting, such as 
gastrointestinal tract, genitourinary system, central nervous system, toxic 
metabolism, must be ruled out. The risk factors include family history, 
obstetric history, molar pregnancy, multiple pregnancy, nulliparity, female 
fetus, hyperthyroidism, diabetes, asthma, depression, peptic ulcer or other 
gastrointestinal disorders. Severe symptoms affect daily activities, cause 
anxiety, and sometimes may even lead to the termination of pregnancy 
and cancellation of future pregnancy plans. The symptoms that started 
in the first trimester of pregnancy decrease and recover to starting of the 
second trimester. In our case, we will discuss the successful treatment 
of severe form of hyperemesis gravidarum with parenteral and oral 
corticosteroids atypically in the second trimester. 
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Bulantı ve kusma, gebeliklerin %50’sinden fazlasını etkiler. Gebelik bulantı 
ve kusmaları hafif semptomlardan şiddetli kilo kaybına kadar değişen ve 
günlük aktiviteleri etkileyebilecek geniş bir semptom yelpazesi sunar. 

Hiperemezis gravidarum, gebelikte bulantı ve kusmanın şiddetli patolojik 
bir formudur ve %5’ten fazla kilo kaybı ve açıklanamayan ketonüri ile 
karakterizedir. Hiperemezis gravidarum, gebeliklerin yaklaşık %0,5’ini 
etkiler. Hiperemezis gravidarumun patogenezi tam olarak bilinmemekle 
birlikte multifaktöriyeldir. Önceki gebelik öyküsü, düşük vücut kitle indeksi, 
annenin genetik öyküsü, anneden gelen duygudurum bozuklukları ile 
ilişkili olduğu düşünülmektedir. Gastrointestinal sistem, genitoüriner 
sistem, merkezi sinir sistemi gibi diğer bulantı ve kusma nedenleri ekarte 
edilmelidir. Risk faktörleri arasında aile öyküsü, obstetrik öykü, molar 
gebelik, çoğul gebelik, nulliparite, dişi fetüs, hipertiroidizm, diyabet, astım, 
depresyon, peptik ülser veya diğer gastrointestinal bozukluklar yer alır. 
Şiddetli semptomlar günlük aktiviteleri etkiler, kaygıya neden olur ve hatta 
bazen gebeliğin sonlandırılmasına ve gelecekteki gebelik planlarının 
iptal edilmesine neden olabilir. Gebeliğin ilk trimesterında başlayan 
semptomlar azalır ve ikinci trimesterın başlangıcına kadar düzelir. 
Olgumuzda atipik olarak ikinci trimesterde görülen şiddetli hiperemezis 
gravidarumun parenteral ve oral kortikosteroidlerle başarılı tedavisini 
tartışacağız.
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Introduction
Nausea and vomiting affect more than 50% of pregnancies. 
It presents a broad spectrum of symptoms ranging from 
mild symptoms to severe weight loss, which may affect daily 
activities. Hyperemesis gravidarum is a severe pathologic 
form of nausea and vomiting of pregnancy, characterized by 
a greater than 5% loss of weight and unexplained ketonuria 
(1). Hyperemesis gravidarum affects approximately 0.5% 
of pregnancies (2). The pathogenesis of hyperemesis 
gravidarum is not exactly known but multifactorial. 
Previous pregnancy history, low body mass index, maternal 
inheritance, and maternal mood disorders are thought 
to be associated with it (3). Other causes of nausea and 
vomiting, such as gastrointestinal tract, genitourinary 
system, central nervous system, and toxic metabolism, 
must be ruled out (4). The risk factors include family history, 
obstetric history, molar pregnancy, multiple pregnancy, 
nulliparity, female fetus, hyperthyroidism, diabetes, 
asthma, depression, peptic ulcer or other gastrointestinal 
disorders (5). Severe symptoms affect daily activities, cause 
anxiety, and sometimes may even lead to the termination of 
pregnancy and cancellation of future pregnancy plans (6,7). 
The symptoms starting in the first trimester of pregnancy 
decrease and recover until the start of the second trimester. 
In our case, we will discuss the successful treatment of 
severe form of hyperemesis gravidarum with parenteral 
and oral corticosteroids atypical in the second trimester. 

Case Report
A 21-year-old primigravid who had 18 weeks and 2 days 
pregnancy from her last period was admitted to the 
obstetrics and gynecology outpatient clinic with nausea 
and vomiting. In the detailed history, it was learned that 
the patient had no other known disease except gastritis, 
and had undergone endoscopy before pregnancy and had 
received antibiotherapy for Helicobacter pylori infection. 
She stated that the nausea and vomiting symptoms had 
started at the 6th week of pregnancy, showed continuity 
during the day, and awakened her from the night sleep. 
She had not benefited from the initial treatment and she 
had received medical treatment with hospitalization 
twice. Biopsies taken from the stomach antrum in the 
evaluation of endoscopy performed in the first trimester 
of pregnancy were reported as chronic antral gastritis but 
not Helicobacter pylori infection. The patient had been 
45 kg at the beginning of pregnancy but she was 39 kg at 
our first examination. In the examination of the patient, 
the mucous membranes were dehydrated and pale, blood 
pressure was 100/70 mmHg, heart rate was 80/min, and 
body temperature was 36.4 °C. There was no abdominal 

sensitivity or contraction of uterus. She did not describe 
vaginal bleeding or premature rupture of membranes. 
In the ultrasonography evaluation, single, live fetus with 
measurements compatible with gestational week was 
observed. The placenta was grade 1 degree, natural, 
and located in the anterior of the uterus. The laboratory 
examinations of the patient were as follows: Hemoglobin: 
11 g/dL, hematocrit: 30.8%, white blood cells: 8.98 m/uL, 
aspartate transaminase: 22 u/L, alanine transaminase: 13 
u/L thyroid-stimulating hormone: 0.66 miu/L, free t3: 3.41 
nmol/L, free t4: 0.94 nmol/L, and ketones 2+ in urinalysis. 
She stated that she had metoclopramide (metpamid® 10 mg 
once a day peroral), ginger extract (emetium® 200 mg twice 
a day peroral), trimetobenzamide hydrochloride (emedur® 
twice a day peroral) treatments and the last step treatment 
as ondansetron (zofran® 8 mg 3 times a day peroral) but she 
did not benefit any of them and hospitalized to our obstetrics 
and gynecology clinic. The oral intake of the patient was 
restricted and parenteral treatment was started. 3.000 
cc balanced fluid per day, (1.000 cc lactated ringer, 1.000 
cc 0.9% isotonic sodium chloride, 1.000 cc 10% dextrose) 
which included dekspanthenol (beheptal® 3 times a day), 
ascorbic acid (acmel® 3 times a day), metoclopramide 
(metpamid® 3 times a day), ranitidine (ragasit® 3 times a 
day) was applied as an initial treatment. When the patient 
did not benefit from these treatments, ondansetron 
(zofran® 8 mg intravenous once a day) and sodium alginate 
(gaviscon® 3 times a day peroral) were added to the current 
treatment. On the seventh day of ondansetron treatment, 
the patient’s complaints continued and weight gain was 
not observed so we started glucocorticoid treatment. 16 mg 
methylprednisolone (prednol® 3 times a day intravenously) 
was given intravenously on the first two days of treatment 
and continued peroral. Oral treatment was started with 32 
mg methylprednisolone and reduced to half-dose every 
two days and adjusted to 4 mg at the end of the first week. 
A dramatic regression of nausea and vomiting symptoms, 
weight gain and improvement in laboratory parameters 
were observed since corticosteroid treatment was initiated, 
so the patient was discharged with 4 mg oral steroid 
treatment in the second week of the hospitalization. The 
patient was 47 kg at discharge and she tolerated oral intake. 
4 mg of oral steroid treatment was continued for one week 
and steroid treatment was terminated due to the obvious 
clinical and laboratory improvement. 

Finally, she came with labor contractions and had 6 
cm cervical dilation and 70% effacement in her vaginal 
examination, and was admitted for vaginal delivery in 37 
weeks and 4 days of pregnancy. A female 2.980 gr baby, 
who had 9 APGAR scores at the first minute of birth and 10 
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APGAR scores at the fifth minute of birth, was born. The 
baby was examined at the age of one and her development 
was normal.

Discussion
Nausea and vomiting in pregnancy or severe form, which 
is hyperemesis gravidarum, is a clinical description without 
definitive diagnostic criteria. Epidemiology is unknown 
but multifactorial. Patients who are younger and have first 
pregnancy are more affected than older and multiparous 
patients, but there are no exact data (8). Risk factors include a 
history of hyperemesis in previous pregnancy, gastrointestinal 
diseases, history of migraine, molar pregnancy, and female 
fetus. Genetic factors also play a major role. The patients 
whose mother and sister are affected have excess risk 
(9). Considering the risk factors, our patient’s history of 
Helicobacter pylori infection and gastritis warns us to see the 
severe form of nausea and vomiting of pregnancy.

The symptoms of hyperemesis gravidarum start at 
gestational weeks of 5-6, peak at 9th week, and decrease 
at weeks of 16-20. 15-20% of the patients can remain 
symptomatic until third trimester and rarely 5% until the 
birth (10-12). The symptoms of our patient started typically 
at week 6, and intensified and persisted until the 18th week 
of gestation. The pathogenesis of the disease is not known 
exactly but hormonal changes and gastrointestinal diseases 
are responsible. Many women with Helicobacter pylori 
infection do not develop severe nausea, but there are studies 
which take place in literature, showing that this infection 
is associated with hyperemesis. In the meta-analysis of 26 
epidemiological studies published in 2014, it was found that 
Helicobacter pylori infection was significantly associated 
with nausea and vomiting and hyperemesis gravidarum 
compared to the asymptomatic control group (13). Our 
patient’s medical history revealed endoscopic biopsy due 
to dyspeptic symptoms and Helicobacter pylori infection 
was detected. Although eradication has been achieved with 
antibiotherapy, recurrent complaints of the patient support 
the role of gastrointestinal system diseases in the underlying 
pathogenesis of resistant hyperemesis gravidarum. Nausea 
of pregnancy and hyperemesis gravidarum treatment is 
shaped according to the clinical status of the patient. Initial 
treatment approach includes diet and lifestyle change in 
patients with no symptoms of hypovolemia, ketonuria, 
electrolyte imbalance only with symptoms of nausea; and 
patients should avoid situations that trigger nausea. In 
patients with mild symptoms, ginger and/or pyridoxine 
can be used, and if symptoms persist, an antihistaminic 
group may be added to the treatment. Metoclopramide, 
promethazine, and prochlorperazine are other treatment 

options. Ondansetron can be given either orally or 
parenterally to resistant cases. Many patients benefit from 
treatment at this stage. Although a drug is used for a week 
and clinical symptoms do not improve, another drug group 
should be added (14). A randomized controlled trial of 
ondansetron showed a significant reduction in symptoms 
of nausea and vomiting compared to the combination of 
doxylamine and pyridoxine (15). In another randomized 
study, ondansetron has been shown to be effective in 
vomiting compared to metoclopramide but not to reduce 
the symptoms of nausea (16). In the studies performed, 
there was no evidence that ondansetron increased 
congenital malformations in early pregnancy, but in a few 
studies, ondansetron was associated with cardiovascular 
malformation and cleft palate (17). According to the stepwise 
treatment approach, we performed primarily lifestyle 
change and oral treatment to our patient. Ondansetron was 
given as the last step of oral treatment; however, with the 
increase in the severity of the symptoms including weight 
loss, laboratory parameters deterioration and difficult total 
oral intake, she was hospitalized for parenteral treatment. 
At this stage of treatment, oral intake of the patient who 
does not benefit from oral pharmacotherapy should be 
restricted, electrolyte imbalance and ketonuria should 
be followed. In addition to intravenous hydration and 
pharmacotherapy, thiamine (vitamin B1) should be given 
to prevent Wernicke’s encephalopathy. We restricted oral 
intake of the patient and used intravenous hydration, 
vitamin B complex, intravenous metoclopramide and 
ondansetron treatments during the hospitalization. In 
spite of all these treatments, there was no regression in the 
symptoms and no improvement in laboratory findings and 
the patient was started on corticosteroids. 

Although the mechanism of action is not understood, 
it is known that corticosteroid is used as an effective 
antiemetic agent in oncology patients. Several previous 
studies have reported successful responses in pregnant 
women, too. However, the studies on this subject are not 
strong. In a placebo-controlled randomized study of 126 
women, there are no side effects on pregnant women and 
neonates using oral and parenteral corticosteroid therapy 
in hyperemesis gravidarum. In severe hyperemesis and 
placebo group study of 110 women, the hospitalization 
rate of women who used glucocorticoid was similar to the 
placebo group (17). According to a systematic review of 3 
randomized clinical trials by McParlin et al. (18), patients 
who used glucocorticoid with placebo, glucocorticoid with 
promethazine or glucocorticoid with metoclopramide 
were compared and patients were reported to benefit 
from glucocorticoid. Symptoms were regressed with 
glucocorticoid in resistant hyperemesis gravidarum (18). It 
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has been shown to be associated with a slight increase in 
the risk of cleft palate before the 10th gestational week on 
glucocorticoid use. Therefore, the use of glucocorticoids 
in the first trimester should be avoided (19,20). After 
intravenous administration of glucocorticoids, oral form 
should be given and the treatment should be decreased and 
stopped. 

Conclusion
Nausea of pregnancy and hyperemesis gravidarum are one 
of the most important diseases that can affect the pregnant 
women, limit their daily activities, and cause emotional 
and psychologic problems. In untreated cases, it may 
lead to general condition disorder due to deterioration 
in laboratory parameters such as electrolyte imbalance, 
even maternal and fetal death. There are various oral and 
parenteral pharmacological agents that are used in the 
treatment of hyperemesis gravidarum. Rarely, patients 
do not benefit from standard treatment. Short-term 
corticosteroid therapy can be used in resistant cases of 
hyperemesis gravidarum. Antenatal use of corticosteroids 
has been reported as safe after palate formation in 
pregnancies older than 10 weeks. Patients with severe 
hyperemesis gravidarum have a dramatic improvement in 
clinical and laboratory parameters with oral corticosteroid 
treatment following parenteral treatment.
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