
Table 4

Maternal and fetal complications secondary 
to hyperemesis gravidarum

Maternal complications

Electrolyte imbalance 
•Hyponatraemia: (lethargy, headache, confusion and
seizures). Quick and exaggerated correction of
hyponatraemia can lead to central pontine myelinolysis6

•Hypokalaemia (muscle weakness and cardiac arrhythmias).
Measure potassium and do an ECG (inverted T wave, ST
segment depression and prominent U wave). Measure
magnesium levels to rule out deficiency as a contributing
factor for hypokalaemia
•Hypochloraemia
•Hypercalcaemia or hypocalcaemia (Chvostek’s or
Trousseau’s sign)

Nutritional deficiencies
•Vitamin B1(thiamine) deficiency can lead to Wernicke’s
encephalopathy. It is important to note that dextrose-
containing solutions can precipitate Wernicke’s
encephalopathy in thiamine-deficient states 
•Vitamin B12 (cobalamin) and vitamin B6 (pyridoxine)
deficiency can cause anaemia and peripheral neuropathies
•Folic acid

Metabolic disturbances
•Metabolic hypochloraemic alkalosis
•Transient biochemical thyrotoxicosis. Resolves as the
hyperemesis gravidarum improves and treatment with
antithyroid drugs is not usually indicated.1,3 Present in up to
60% of women with hyperemesis gravidarum20

•Acute kidney injury 
•Liver function tests may be abnormal in up to 40% of
women with hyperemesis gravidarum, mostly transaminitis

Gastrointestinal complications
Oesophageal reflux disease, oesophagitis or gastritis,
Mallory-Weiss tear of the oesophagus

Other 
Depression,21,22 anxiety and thromboembolism

Fetal complications23

It is suggested that the increased risk of fetal complications is
probably due to the low pregnancy weight gain (< 7 kg during
the pregnancy) and nutritional deficiencies. Complications
include:
•Fetal growth restriction
•Prematurity
•Low birthweight 
•Low 5 min Apgar scores
•Anomalies of the central nervous system and skeletal
malformations
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dyskinesia limits its use to a maximum
dose of 30 mg in 24 hours and a
maximum recommended duration of
treatment of five days. 

Ondansetron is very commonly used
and usually well tolerated. However, an
American observational study17

discontinue iron supplements, drink
adequate amounts of fluids, eat small
meals frequently and snack on
carbohydrate-rich foods.12,13 

Pharmacological treatment and
psychological support (psychotherapy
and possible involvement of the mental
health team) may need to be
considered in certain patients.

Choosing the best antiemetic drug
presents challenges as there is a lack of
evidence from controlled trials and a
concern about  potential teratogenesis
in the first trimester.14 Regimens
recommended are usually guided by the
approach for treatment of nausea and
vomiting secondary to chemotherapy or
postoperative care with consideration of
safety data in pregnancy and the side
effect profile. 

Women should be given the
necessary information to make an
informed decision, weighing the
potential harm from pharmacological
interventions against the harm of the
complications resulting from
dehydration, weight loss, nutritional
deficiencies, metabolic imbalance, and
the potential impact on mental health.

Figure 2, p24, reflects the Royal
College of Obstetricians and
Gynaecologists’ (RCOG) advice
illustrated in a stepwise approach.
Previous efficacy, adverse reactions and
route of administration should be
considered in the decision making. If a
woman does not respond to a single
antiemetic, an incremental approach
adding a second agent that has a
different mode of action is advocated.
Prescribing ‘as needed’ may be required
together with appropriate counselling. 

The RCOG recommends using
antihistamines (cyclizine, promethazine)
and phenothiazines (prochlorperazine
and chlorpromazine) as first-line
treatment. These agents are thought to
be effective, have few and mild side
effects, and are not known to be
associated with any fetal malformations.
A delayed release tablet containing
doxylamine succinate (an antihistamine)
and pyridoxine hydrochloride (vitamin B6)
was licensed in the UK in 2018 for use in
pregnancy and has been recommended
in a NICE evidence summary document
published in 2019.15 It is recommended
only after conservative measures have
failed.  

Second-line medications include the
dopamine antagonists (metoclopramide
and domperidone) and a serotonin 
5-HT3 antagonist (ondansetron). The
safety profile of metoclopramide is well
established16 but the risk of short-term
extrapyramidal disorders and tardive
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intravenous hydration is needed.
However, if an alternative diagnosis is
considered these may be indicated. 

POTENTIAL COMPLICATIONS
Persistent vomiting can cause serious
complications, both for the woman and
the baby,11 see table 4, right. 

REFERRAL
Figure 1, p21, outlines the recommended
criteria and place of treatment for
women with nausea and vomiting in
pregnancy and hyperemesis gravidarum.
Urgent referral to secondary care should
be considered for those women with:
•Persistent severe symptoms despite
oral antiemetic treatment (with or
without ketonuria), PUQE score > 7 
•Weight loss > 5% of prepregnancy
weight 
•Medical comorbidities needing oral
treatment (such as disease modifying
drugs in rheumatic or inflammatory
bowel disorders, blood pressure control,
antibiotics, antiepilepsy drugs) and/or
any clinical concerns needing specialist
input. 

Hospital assessment and treatment is
currently provided in two settings:
ambulatory care, i.e. at an ambulatory
emergency care unit, where women
receive prompt intravenous
replacement treatment and usually can
be discharged after 2-4 hours with open
access to reattend as needed, or the
emergency department (usually out of
hours), where women may need brief
admission to an observation unit to
receive similar treatment. Both settings
have provision for multidisciplinary team
(MDT) care (pharmacists, endocrinologists,
dietitians, medical and surgical
specialists and mental health
professionals) with the option of
relocation for inpatient care if indicated,
a typical length of stay is 2-3 days.  

Nausea and vomiting in pregnancy or
hyperemesis gravidarum has a
substantial emotional impact and can
significantly affect a woman’s ability to
carry out daily tasks. Signposting to
support groups, self-help resources or a
referral to the mental health team should
be considered. 

A non-urgent early pregnancy unit
referral should be made for all women
with hyperemesis gravidarum to rule out
a molar or multiple pregnancy and
confirm viability.

MANAGEMENT
Most women with mild nausea and
vomiting in pregnancy should be
advised to avoid foods, odours and
activities that exacerbate symptoms,


