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FIGURE 2
Stepwise pharmacological treatment of women with nausea and vomiting in pregnancy
and hyperemesis gravidarum (adapted from the RCOG guideline)1
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Nausea and vomiting in pregnancy is very common and 
affects up to 80% of women. It is usually mild and resolves
during the first half of pregnancy. However, in a small
proportion of women (0.3–3.6%), symptoms are so severe
that they lead to dehydration, electrolyte imbalance and
weight loss. This is known as hyperemesis gravidarum. 
A history of hyperemesis gravidarum in a previous pregnancy
is the strongest independent risk factor with a recurrence
rate of 26%. Increased pregnancy hormone levels caused
by a multiple or molar pregnancy and preexisting medical
conditions such as diabetes, hyperthyroidism,
gastrointestinal disorders (specifically being seropositive
for H. pylori) and psychiatric illness also increase risk.

Symptoms typically start between the 4th and 7th weeks 
of gestation, peak around the 9th week and resolve by the
20th week. If the onset of symptoms occurs after 10 weeks’
gestation, the symptoms are unremitting or the presentation
is atypical, the possibility of a different clinical condition
needs to be considered. An alternative diagnosis may also
be suggested by vaginal bleeding, symptoms of systemic
infection, severe abdominal pain, haematemesis, urinary or
bowel symptoms, significant headache or confusion.

It is important to enquire about the onset, duration and 
frequency of nausea and vomiting, symptoms of
dehydration (e.g. oliguria, dark urine), and the response to
antiemetic treatment if used. Check for signs of significant
dehydration and/or muscle wasting, sepsis, hypokalaemia
(muscle weakness), hypocalcaemia, thyrotoxicosis and
abdominal pathology. Monitor weight weekly, test the
urine for evidence of infection, calculate VTE risk and
organise an ultrasound in the early pregnancy unit.

Urgent referral to secondary care, for intravenous fluids, 
electrolyte and vitamin replacement, should be considered
for those women with: persistent severe symptoms despite
oral antiemetic treatment; a PUQE score >7; weight loss > 5%
of the prepregnancy weight; medical comorbidities
requiring oral treatment and/or any clinical concerns
needing specialist input. Hyperemesis scores 3 points on
the maternity VTE assessment tool, so any further risk
factor is an indication to consider thromboprophylaxis.

Most women with mild nausea and vomiting should be 
managed with lifestyle and dietary modifications. If these
are ineffective and symptoms are persistent, antiemetic
treatment should be considered. The RCOG recommends
using antihistamines (cyclizine, promethazine) or
phenothiazines (prochlorperazine, chlorpromazine) first
line. Second-line medications include dopamine
antagonists (metoclopramide and domperidone) and
ondansetron. If polytherapy with second-line agents is
ineffective and symptoms are severe, steroids can be
considered. Women who have persistent symptoms into
the second trimester of pregnancy should have
consultant-led antenatal care and serial fetal growth
ultrasound.

reported in 2018 that its use was
associated with an additional 3 cases 
of oral clefts per 10,000 births (14 cases
vs 11 per 10,000 births in the unexposed
population). The European Medicines
Agency Pharmacovigilance Risk
Assessment Committee then
responded by banning ondansetron in
the first trimester of pregnancy.
However, the UK Teratology Information
Service in collaboration with the
European Network of Teratology
Information Service reviewed all
available evidence and issued a joint
statement in September 2019
advocating that ondansetron can be
used (with adequate counselling) as a
second-line agent for the treatment of
nausea and vomiting in pregnancy (as
currently recommended by the RCOG
Green-top Guideline).1

If polytherapy with second-line
agents is not effective and symptoms
are severe, steroids can be considered,
usually prednisolone or hydrocortisone
which do not cross the placenta.
However, yet again, evidence for
efficacy is weak. The side effects include
hyperglycaemia and hypertension, and
steroids are only recommended when
other treatment combinations have
been exhausted.18

Hyperemesis gravidarum is a
recognised risk factor for VTE as
dehydration and reduced mobility
aggravate the prothrombotic risk
already imposed by pregnancy.10 Any
further risk factor increases the threat
considerably which in early pregnancy
includes any of the following: 
age ≥35 years, BMI ≥30, smoking, parity
≥3, gross varicose veins, personal or
family history of VTE, thrombophilia or
medical comorbidity, multiple
pregnancy, conception by assisted
reproductive technology, ovarian

hyperstimulation syndrome, infection,
hospitalisation and reduced mobility. 

All women with hyperemesis
gravidarum should have a documented
risk assessment which should be
repeated in any change of
circumstances, such as an admission.
Once hyperemesis resolves the risk
should be reassessed and
thromboprophylaxis stopped if
appropriate. 

FOLLOW-UP
Priority appointments should be given
to women suffering from nausea and
vomiting in pregnancy and hyperemesis
gravidarum as they can deteriorate
quickly if treatment is not started
promptly. This should include patient
information leaflets, advice on tracking
food, fluid and medication intake at
home, the option of providing a fit note
and clear guidance on how to stop
medication using a pragmatic approach
is vital. 

Women who have persistent
symptoms into the second trimester of
pregnancy should have consultant-led
antenatal care and serial fetal growth
ultrasound. 

CONCLUSION
Assessment of women with nausea and
vomiting in pregnancy and hyperemesis
gravidarum should be holistic,
recognising that no one measure can
reliably indicate severity or guide
management. 

Early intervention with a stepwise
approach allowing patients to make an
informed decision is essential to avoid
maternal and fetal complications. 

Women with severe symptoms
should have a prompt and appropriate
referral (ideally before 5pm) for 
same day emergency care which
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Consider antacid treatment, thiamine and folic acid supplementation


