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Guideline

This is the second edition of this guideline which was previously published in 2016 underthé same

name.

1. Key recommendations

Recommendation

An objective and validated index of nausea and vomiting such as the
Pregnancy-Unique Quantification of Emesis (PUQE) and HyperEmesis
Level Prediction (HELP) tools can be used to classify the severity of NVP
and HG.

Ketonuria is not an indicator of dehydration and should not be used to
assess severity.

There are safety and efficacy data for first line antiemetics such as anti
(H1) histamines, phenothiazines and Xonvea and they should be
prescribed initially when required for NVP and HG (Appendix IlI).

There is evidence that ondansetron is safe and effective. Its use as a
second line antiemetic should not be discouraged if first line antiemetics
are ineffective. Women can be reassured regarding a very small increase
in the absolute risk of orofacial clefting with ondansetron use in the first
trimester, which should be balanced with the risks of poorly managed
[ch

Metoclopramide is safe and effective and can be use alone or in
combination with other antiemetics.

Because of the risk of extrapyramidal effects metoclopramide should be
used as second-line therapy. Intravenous doses should be administered
by slow bolus injection over at least 3 minutes to help minimise these.

Women should be asked about previous adverse reactions to antiemetic
therapies. If adverse reactions occur, there should be prompt cessation
of the medications.

Normal saline (0.9% NaCl) with additional potassium chloride in each
bag, with administration guided by daily monitoring of electrolytes, is
the most appropriate intravenous hydration.

Combinations of different drugs should be used in women who do not
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respond to a single antiemetic. Suggested antiemetics for UK use are given

in Appendix lil.

A woman’s quality of life can be adversely affected by NVP and HG and 2-
practitioners should address the severity of a woman’s symptoms in
relation to her quality of life and social situation.

All therapeutic measures should have been tried before considering
termination of pregnancy.

2. Purpose and scope

There is variation in the management of women who have nausea and vomiting of pregnancy (NVP)
or hyperemesis gravidarum (HG) with the potential for lack of understanding of its severity:and options
for treatment and support.

The aim of this guideline is to provide updated evidence-based or best clinical practice information
regarding the diagnosis and subsequent management of NVP and'HGracross community, ambulatory
day care and inpatient settings. It gives advice for multidisciplinary professionals involved in the care
of women with these conditions, including how to counsel and support women before, during and
after their pregnancies.

Within this document we use the terms woman and_women’s health. However, it is important to
acknowledge that it is not only women for whom, it ishnecessary to access women’s health and
reproductive services in order to maintain“their gynaecological health and reproductive wellbeing.
Gynaecological and obstetric services and delivery of caresamust therefore be appropriate, inclusive
and sensitive to the needs of those individuals whose gender identity does not align with the sex they
were assigned at birth.

3. Introduction and background epidemiology

NVP affects up to 90% of,pregnant women! and is one of the commonest indications for hospital
admission among preghant women, with typical stays of between three and four days. The annual
cost to the NHS of NVPihasbeen estimated to be up to £62 million due to hospital admissions, general
practice (GP) visits .and ambulance call-outs.' NVP is defined as the symptom of nausea and/or
vomiting during pregnancy when onset is prior to 16 weeks of gestation and where there are no other
causeés. The term©ften used in the lay media for NVP is “morning sickness” which is not only inaccurate
(as symptoms oceur both before and after noon), but is felt by sufferers to trivialise the condition.®

HG is a severe form of NVP, which affects between 0.3 and 3.6% of pregnant women, interfering with
quality of life and the ability to eat and drink normally. Reported HG recurrence rates vary, from 15.2%
in a Norwegian hospital registry study to 89% if using self-reported diagnosis.®®

The precise cause of NVP and HG is as yet uncertain but aetiological theories range from the feto-
protective and genetic to the biochemical, immunological and biosocial.’%!! Increased serum levels of
beta-human chorionic gonadotropin (hCG) have historically been favoured as an aetiological theory
on account of the association between severe NVP/HG and elevated-hCG states such as multiple
pregnancy or trophoblastic disease, however this likely represents an over-simplification and
incomplete account of the true pathogenesis.*2 More recently, genetic variants associated with
expression of growth differentiation factor-15 (GDF15) in families with HG have been identified as the
greatest genetic risk factor for HG'® and are associated with recurrence in subsequent pregnancies.**
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4. Identification and assessment of evidence

The Cochrane Library and electronic databases (DARE, EMBASE, Trip, MEDLINE and PubMed) were
searched using the relevant Medical Subject Headings (MeSH) terms, including all subheadings and
synonyms, and this was combined with a keyword search and was limited to humans and English
language; search terms included ‘hyperemesis’, ‘nausea and vomiting’ ‘pregnan®’, ‘morning sickness’
and ‘hyperemesis gravidarum’. The search was restricted to articles published between 2015 and
February 2020. The full search strategy is available to view online as supporting information (Appendix
S1and S2).

This guideline was developed using the standard methodology for Green-to
possible, recommendations are based on available evidence. In the absence of
these have been annotated as ‘good practice points’. Further information a th
evidence and the grading of recommendations may be found in Appendix

5. How are NVP and HG defined and diagnosed?

Recommendation
NVP is diagnosed when onset is prior to 16
weeks of gestation and other causes of
nausea and vomiting have been excluded.

HG can be diagnosed when symptoms
start in early pregnancy, nausea and/or
vomiting are severe enough to cause an
inability to eat and drink normally and
strongly limits daily activities of living.
Signs of dehydration are contributory to
diagnosis.

An objective and validated index of
nausea and vomiting such as the
Pregnancy-Unique  Quantification of
Emesis (PUQE) and HyperEmesis Level
Prediction (HELP) tools can be used to
classify the severity of NVP and HG.

Clinicians should be aware of the features
in history, examination and investigation
that allow NVP and HG to be assessed and
for their severity to be monitored.

Ketonuria is not an indicator of
dehydration in pregnancy and should not
be used to assess severity.

RCOG Green-top Guideline No. 69

Evidence

Page 3 of 42

Rationale for the
recommendation
Onset of NVP is in the first
trimester and if the initial onset is
after 16 weeks this should be
investigated for other causes.

quality

Definition of HG has been agreed
by international consensus in
published literature.

The PUQE score is a validated
score to objectively assess severity
of mild to moderate NVP. The HELP
score is a validated score to
determine severity of all NVP
including HG.

Thorough history, examination and
investigation ensure accurate
assessment of severity and
exclusion of other causes

Ketonuria is not associated with
HG or its severity.

©2023 Royal College of Obstetricians and Gynaecologists
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NVP typically starts between the fourth and seventh weeks of gestation, peaks in approximately the
ninth week and resolves by the 20th week in 90% of women.¢ [Evidence level 2—]

A multi-stakeholder international consensus process developed a definition for HG to aid clinical
diagnosis. The Windsor definition’” describes HG as nausea and vomiting of which one is severe,
beginning in early pregnancy (before 16 weeks of gestation), inability to eat and drink normally, and
strongly limiting daily living activities. Signs of dehydration are considered contributory to diagnosis.
This definition represents a shift from a historic reliance on objective measures such as weight loss
and electrolyte imbalance, and towards subjective patient focused criteria which may lead to
improved recognition and diagnosis of HG.Y [Evidence level 2—]

The Rhodes Index!®'® was originally validated to measure nausea and vomiting innchemotherapy
patients, including assessment of physical symptoms and the resulting stress, butshas subsequently
been used for NVP. A shorter disease-specific questionnaire (PUQE) was developed by the Motherisk
Program,® an NVP helpline in Canada, which highly correlated with the Rhodes Indexiand assessed
symptoms over the previous 12 hours.?! The PUQE was modified to includésymptomiprofile over the
previous 24 hours including a wellbeing score that correlatedswith hydration) status and, more
recently, over the duration of the first trimester.?>* The PUQE scoreicanybe used to determine
whether the NVP is mild, moderate or severe (Appendix Il). [Evidence level 2+]:The PUQE score can
also be used to assess the response to treatment for mild to moderate,NVP but is not valid for severe
NVP and HG.

The HELP score was developed and validated by the HyperemesisiEducation and Research Foundation
in the USA?* to quantify HG symptoms into aiscorethatican be trended over time to monitor progress
and response to treatment. It is available as an online calculator
(https://www.hyperemesis.org/tools/help-séore/)y. ‘and.< in app form. The HELP score
(https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7845331/figure/F113091997-
1/?report=objectonly) can be used tortrack pregress with treatment in women with severe NVP and
HG. [Evidence level 2+]
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112  Table 1. Features in the history, examination, and investigations to aid diagnosis and exclude other
113 causes of severe nausea and vomiting in pregnancy

History

Previous history of NVP/HG

Quantify severity using PUQE/HELP score: nausea, vomiting, ptyalism
(hypersalivation), spitting, weight loss, inability to tolerate food and fluids, effect
on quality of life and ability to perform daily activities

Ask about self-reported nutritional status or rapid weight loss

Ask about co-morbidities which may be complicated by lack of oral intake of
essential medications such as epilepsy, diabetes, HIV, psychiatric conditions and
hypoadrenalism.

Relevant surgical history such as gastric bypass, band or sleeve

History to exclude other causes:

- abdominal pain

- urinary symptoms

- infection

- drug history (prescription and/or recreational)

- chronic Helicobacter pylori infection

Examination

Temperature

Heart rate (tachycardia in dehydration)

Blood pressure (hypotension in dehydration)

Oxygen saturations

Respiratory rate (tachypnoea in dehydration)

Abdominal examination

Weight

Signs of dehydration suchs@assunkenieyes, dry lips and mouth, oliguria or anuria,
tachycardia and hypotension

Signs of malnutrition “or rapid weight loss (>5% pre pregnancy weight), and
muscle wasting as measured by mid-arm muscle circumference

Neurological signsysuchias confusion, nystagmus or ataxia which could indicate
Wernicke’sfencephalopathy

RCOG Green-top Guideline No. 69
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Investigation e Urinalysis: Nitrites may indicate infection. The presence or absence of ketonuria
in pregnancy is not an indicator of dehydration. Assessing urinary ketones does
not have a use in the management of NVP or HG and may be misleading.

e  MSU (if dipstick indicates signs of UTI)
e Urea and electrolytes: (to guide intravenous fluid and electrolyte replacement)
- hypokalaemia/hyperkalaemia
- hyponatraemia
- chronic kidney disease
- high creatinine / urea (acute kidney injury) due to dehydration
e Full blood count:
- infection
- anaemia
- raised haemoglobin and haematocrit
e Blood glucose level:
- diagnose diabetes
- exclude diabetic ketoacidosis in patients with diabetes
e Ultrasound scan:
- assess if viable intrauterine pregnancy,.multiple pregnancy ontrophoblastic
disease
e Inrefractory cases or history of previous admissions,.check:
- TFTs: hypothyroid/hyperthyroid
- LFTs: exclude other liver disease\such as hepatitis or gallstones, monitor
malnutrition
- calcium and phosphate
- amylase: exclude pancreatitis
- ABG: exclude metabolic disturbances to monitor severity

ABG arterial blood gas; LFTs liver function tests; MSU midstream urine; TFTs thyroid function tests.

NVP and HG are associated with hyponatraemia, hypokalaemia, low serum urea, raised haematocrit
and ketonuria with a metabolic hypochloraemic alkalosis. If severe, a metabolic acidosis may develop.
In two-thirds of women with.HG; there may be abnormal thyroid function tests (based on a structural
similarity between thyroid-stimulating hormone [TSH] and hCG with a biochemical thyrotoxicosis, and
raised free thyroxine levels withdoriwithout'a suppressed thyroid stimulating hormone level. These
patients rarely have thyroid antibedies and are euthyroid clinically. The biochemical thyrotoxicosis
resolves as the HG imptoves and treatment with antithyroid drugs is unnecessary.” A raised T4 and
low TSH therefore demot need treatment in straightforward NVP/HG where the cause is clear and the
patient is responding to treatment. [Evidence level 2—]

Liverfunction tests are abnormal in up to 40% of women with HG,?® with the most likely abnormality
being,a rise in‘transaminases. Levels of both bilirubin and amylase may be mildly elevated. These
abnormalities improve as the HG resolves. [Evidence level 3]

Ketonuria is not an indicator of dehydration and is not associated with severity of NVP or HG.?"?8
[Evidence level 1++]

Clinical assessment as outlined in table 1 or with the HELP or PUQE scores are better indicators of
severity. Assessment of urinary ketosis may mislead clinical judgement of hydration and nutrition
status and should be avoided in the assessment or monitoring of NVP and HG.

Severe malnutrition can be assessed with anthropometric measures such as mid-upper arm
circumference and validated nutrition screening tools such as the Malnutrition Universal Screening
Tool (MUST) which can be adapted for pregnancy.?3*
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6.1 What initial clinical assessment and baseline investigations should be performed?

Recommendation

Women with mild NVP should be cared for
in the community with antiemetics.

Ambulatory day care should be used when
community/primary care measures have
failed.

Inpatient care should be considered if
there is at least one of the following:

e Continued nausea and vomiting

and inability to keep down oral
antiemetics
Continued nausea and vomiting
associated with clinical
dehydration or weight loss
(greater than 5% of body weight),
despite oral antiemetics
Confirmed or suspected
comorbidity (such as urinary tract
infection and inability to tolerate
oral antibiotics).
Comorbidities such as epilepsy,
diabetes or HIV, where symptoms
and inability to tolerate oral
intake and medication could
present further complications.

Where inpatient care is required an
ultrasound scan should be scheduled to
confirm viability and gestational age, and
to assess for multiple pregnancy or
trophoblastic disease. Unless there are
other medical reasons for an urgent scan,
this can be scheduled for the next
available appointment.

Rationale for the
recommendation

Since most women with NVP
require only oral or intramuscular
antiemetics, management in the
community/primary care is
appropriate to avoid unnecessary
hospital admissions and disruption
to the woman’s life.?®

If women are unable to tolerate
oral antiemetics or oral fluids then
ambulatory day care management
is appropriate.

Women who have recurrent/on-
going NVP/HG despite adequate
ambulatory day care treatment
should be cared for as inpatients
because of the associated
complications, in particular
electrolyte imbalance and
nutritional deficiencies.

Trophoblastic disease and multiple
pregnancy are associated with an
increased risk of HG but do not
affect the initial care.

Women who have nausea and vomiting but are not dehydrated can be cared for in the community
with antiemetics, reassurance, oral hydration and dietary advice. In areas where ‘acute care at home’
or ‘hospital at home’ services are operating to provide IV treatment in the community, these services

RCOG Green-top Guideline No. 69 Page 7 of 42
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149  can be utilised for IV rehydration at home for women who are unable to maintain hydration orally but
150 who do not have co-morbidities or complications. Women may be reluctant to take, and non-specialist
151  clinicians may be reluctant to prescribe, pharmacological treatments owing to concerns about
152  teratogenic risk.3®*” Women should be counselled that the benefits of antiemetics outweigh the risks,
153  and that the absolute risk is low.3® [Evidence level 4]

154

155 If women are unable to tolerate oral antiemetics or oral fluids then ambulatory day care management,
156  which provides intravenous fluids, vitamins (especially B1- thiamine)3*4° and parenteral antiemetics,
157 is appropriate. Thiamine stores in a previously healthy individual can deplete rapidly and cause
158  symptoms of tachycardia, weakness and decreased deep tendon reflexes within one week without
159 intake.**Various rehydration regimens have been shown to be effective.**?> A randomised controlled
160  trial (RCT) of 98 women showed that ambulatory day care management invol i
161 and stepwise increments in antiemetic therapy versus inpatient care was acce

162 resulted in fewer days as an inpatient.** In a study of 428 women who had a

163

164

165

166

167 they were more likely to
168 e SMT regimen, women
169 bcutaneous ondansetron,
170  histamine type-2 receptor blockers, and received total al nutrition. Ambulatory day care

171 management has been successfully and safely set up
172  satisfaction.* [Evidence level 2+] ®
173

174 6.2 How should women with NVP and HG be cared fo
175
176  6.2.1 What pharmacological therape e available and effective for women with NVP and

177  HG?
178 <4
v idence Rationale for the

Recommendation quality Strength recommendation

Combinations of different drugs should be Various drug classes have different

used in women who do not respond to a mechanisms of action and work

single antiemetic. Suggested antiemetics synergistically, therefore,

for UK use are given in Appendix Ill. combination antiemetics should be
used in women who do not
respond to a single agent. Some
women may require combinations
of two or more medications from
first- and second- line options (see
appendix )

is associated with high patient

A delayed-release = combination of A larger improvement in PUQE
doxylamine and pyridoxine (vitamin B6) is score from baseline to day 15 and
the only licensed treatment of NVP in the increased wellbeing has been

UK so can be used first-line for mild- reported as compared with
moderate NVP requiring treatment. placebo.®
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For women with persistent or severe HG,
the parenteral, transdermal, or rectal
route may be necessary and more
effective than an oral regimen.

Corticosteroids should be reserved for Systematic review suggests a
cases where standard therapies have been beneficial effect for steroids.*®
ineffective and used in combination with
antiemetics.
179
180 Clinicians should use antiemetics with which they are familiar and should use d

181  classes if the first drug is not effective or only partially effective. Many

182  combination of two or more antiemetics”.

183

184 A slow-release combination of doxylamine and pyridoxine (vi a™ is the only
185 licensed treatment of NVP in the UK.** A delayed-release form 10 mg doxylamine

186  succinate and 10 mg pyridoxine hydrochloride has been available in'Canada'since 1979 and since 2013
187  inthe USA. The combination of doxylamine and pyridoxine r zer improvement in PUQE
188  score from baseline to day 15 compared with placebo (m 0, 95% Cl -1.55--0.25; P

189  =0.006) in a randomised double-blind multicentre tri en. There was also a significantly
190 larger increase in wellbeing score with active tre 0.005). Although no high quality
191  evidence exists to suggest that delayed reIea?e for ns are more effective than other antiemetics
192 in treating NVP, evidence from other fields, S motherapy nausea and vomiting management

193  supports their use to create stable blood leve % [Evidence level 2++]
194
195 A study of 1037 admission ted that antihistamines were more commonly
196  prescribed in combination ~ metics at hospital discharge after a first admission and that
197  combinations of dopamine 3 erotonin antagonists are common after second and
198  subsequent admissions. Furtherm ersistent vomiting may mean that oral doses of antiemetics
199 are not absorbed and t blingual, intravenous, rectal, transcutaneous, subcutaneous or
200 intramuscular routes may be necessary and more effective. [Evidence level 2++]

201

202 s s*50 have shown ondansetron to be superior to doxylamine and
203 a and vomiting,*® equally effective as metoclopramide, but with fewer
204 and,more effective than metoclopramide at reducing severe vomiting.>® [Evidence
205 ere are large amounts of safety data for doxylamine / pyridoxine and the
206 ines in general have fewer adverse effects than ondansetron (which may cause
207  constipation)the antihistamines remain first line over ondansetron which is second line (see appendix
208 lIl).

209

210  AcCochrane systematic review including two RCTs demonstrated that treatment with ondansetron was
211 associated with improvement in symptoms of all severities.>! [Evidence level 2++]

212

213 There are small studies of the use of Granisetron with limited evidence as yet of its use.>** [Evidence
214  level 3]

215

216  There is no association between the degree of NVP at 12 weeks and vitamin B6 levels measured at 15
217  weeks.>* A Cochrane review concluded that there is a lack of consistent evidence that pyridoxine is an
218  effective therapy for NVP.>® Furthermore, a placebo-controlled trial of its use in HG did not
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219 demonstrate any improvement in nausea, vomiting or rehospitalisation in 46 women given 20 mg
220  orally three times a day in addition to intravenous fluids, intravenous metoclopramide three times a
221  day and oral thiamine, compared with the control group given placebo in addition to standard
222 therapy.>® A matched non-randomised study demonstrated that the combination of doxylamine and
223 pyridoxine was significantly more effective than pyridoxine alone.”” [Evidence level 2++]

224

225 Corticosteroids have resulted in dramatic and rapid improvement in case series of women with
226 refractory HG.>® The results of randomised studies are conflicting® and the largest study failed to show
227 improvement in the primary outcome of rehospitalisation (however, both groups also received
228  metoclopramide and promethazine).®%6! Case selection and route and dose of corticosteroid
229  administration may explain the different results, with beneficial results being described in more severe

230  cases. A systematic review and meta-analysis identified five trials of 310 women and ed no effect
231  on readmission rates, with one study showing reduced vomiting and one improved
232 wellbeing.*® [Evidence level 1+]

233

234  Corticosteroids should not be used until conventional treatment with intraveno id lacement
235  and regular antiemetics has failed. The suggested dose is IV hyd i 10 ice daily, and
236  once clinical improvement occurs conversion to oral prednist daily, with the dose
237  gradually tapered until the lowest maintenance dose that contro stoms is reached. In most
238  cases prednisolone needs to be continued until the gestational age a HG would have resolved
239 and in some extreme cases, prednisolone is continued until bi

240

241  There are no trials of community use of ginger for seve
242  of 512 women with HG found that ginger@ods

243  efficacy but caused unpleasant adverse effe orsening of symptoms in over half (54%) of
244  participants. Recommendations by a healthcare i (HCP) to try ginger was found to cause a
245 loss of trust in the HCP and damaged clinici elationships. Women with severe NVP and HG
246  found it demeaning and demoralisin ginger by a HCP. Because prior awareness and self-
247  administration of ginger as priorito seeking medical help was extremely high HCPs
248  should not suggest it and de lay dccess to effective treatment.®?

249
250 6.2.2 Whatisthe safety.of the ph cological agents used to treat NVP and HG? (See appendix I1l)
251

Evidence Rationale for the
Recomme quality Strength recommendation
First line - There are safety data for Cochrane review reports no
antiemetics such as anti (H1) histamines, increased risk of congenital
phenothiazines and Xonvea and they malformation or other adverse
should be prescribed initially when pregnancy outcomes.%
required for NVP and HG (Appendix Ill).

Second line - There is evidence that Absolute risk of orofacial clefting
ondansetron is safe. Its use should not be increases from a background risk

discouraged if first line antiemetics are of 11 cases per 10 000 births to 14
ineffective. Women can be reassured cases per 10 000 births with
regarding a very small increase in the ondansetron.

absolute risk of orofacial clefting with

ondansetron use in the first trimester,

which should be balanced with the risks of

poorly managed HG.
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Additional second line — Metoclopramide 2++ Drug-induced extrapyramidal
is safe and can be used alone or in symptoms and oculogyric crises
combination with other antiemetics. can occur with the use of

phenothiazines and
Because of the risk of extrapyramidal metoclopramide.
effects metoclopramide should be used
as second-line therapy. Intravenous doses Dystonic reactions have been
should be administered by slow bolus shown to be significantly less
injection over at least 3 minutes to help common in non-pregnant patients
minimise these. receiving a slow infusion as

opposed to a bolus injection of 10

Women should be asked about previous mg of metoclopramide

adverse reactions to antiemetic therapies.

If adverse reactions occur, there should be

prompt cessation of the medications.
252
253
254
255
256
257

258  and dopamine antagonists including metoclopramide
259  data supporting increased efficacy of one class others the suggested step wise
260  approach (appendix lll) is based predominantly on data®.‘[Evidence level 2++]

261

262 Use of ondansetron for NVP/HG is increasing’® ashi body of literature to support no overall
263 increased risk of congenital mal 17 owever, conflicting findings from large
264  epidemiological studies (some.of wh es a small increased risk of either cardiac defects”
265  or orofacial clefting’) havej ( ve y, led to warnings from the European Medicines Authority
266  toavoid ondansetroninthe Medicines and Healthcare products Regulatory Agency

267  (MHRA) did not issue a warning Teratology Information Service (UKTIS) have published a
268  systematic review of t hat concludes ‘currently available data do not provide evidence

269  that ondansetron use.i first trimester of pregnancy is associated with an increase in the overall
270 mmarised the data for congenital malformations ‘Twelve studies,
271 ysis,of data from seven studies, collectively including more than 97 000 unique
272 ancies have assessed the overall malformation rate following maternal

273 gnancy.’78® The majority of these studies,’*®#1%> including the largest and
274 t (>88 000 first trimester exposures)’ and the meta-analysis,® did not identify
275 isks in comparison with disease-matched and/or healthy or population unexposed
276
277

278  Two large cohort studies form the majority of the data in the meta-analysis.2®7>7* Although one study”®
279  found a significant risk of cardiac defects (adjusted OR 1.43, 95% Cl 1.28-1.61), the larger (1.8 million
280  pregnancy cohort of which almost 5% [88 467 women] were exposed to ondansetron during the first
281  trimester) study’ did not find a significant association for cardiac defects after adjusting for pre-
282  defined confounding factors (aRR 0.99, 95% Cl 0.93-1.06). However, a small increased risk of orofacial
283 clefting was noted 7! (adjusted relative risk [aRR] 1.24, 95% Cl 1.03-1.48). It is important to put this
284 into context as the background risk of orofacial clefting is low, and therefore the increase in absolute
285 risk is small. If the increase in risk is real, then ondansetron represents an additional three oral clefts
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286  per 10 000 births (14 cases per 10 000 births with ondansetron exposure versus 11 cases per 10 000
287  births in the unexposed population). [Evidence level 2++]

288

289  Alimitation of these two cohort studies is that they compare women with severe NVP and HG taking
290 ondansetron to women who do not have severe NVP and HG. This leaves open the possibility that any
291 effects are confounded by indication, nor do they consider the competing risks to women with severe
292 NVP and HG of leaving their illness poorly controlled. A study comparing women with HG taking
293  ondansetron with women with HG taking other antiemetics found no increased risk of major
294  malformations in the ondansetron group.®” A study # comparing women with HG taking ondansetron
295  vs those with HG not taking ondansetron found a higher rate of terminations of pregnancy in those
296  not taking ondansetron and higher rate of live birth in those taking ondansetro

297
298 Due to the risk of extrapyramidal effects with metoclopramide it should be _usedhas s -line
299  therapy. A review of metoclopramide,®® conducted by the European Medici Agency’s (EMA)
he
p .

300 Committee for Medicinal Products for Human Use, has confirm f short-term
301  extrapyramidal disorders and tardive dyskinesia, particul
use X
m

The review
302 recommends metoclopramide should only be prescribed for sho imum dose of 30 mg
303 in 24 hours or 0.5 mg/kg body weight in 24 hours [whichever is |o imum duration of 5
304  days) and that intravenous doses should be administered s injection over at least 3
305 minutes to help minimise these risks. Dystonic reactions ha n to be significantly less
306 common in non-pregnant patients receiving a slow infusio osed to a bolus injection of 10 mg
307 of metoclopramide.®® Notwithstanding the EMA’ n the authors of this guideline
308 recommend that it can be prescribed for mare tha : hose women who gain symptomatic
309 relief from it. [Evidence level 2++]

310

311 imester is not associated with an increase in risk of
312 o increase in orofacial clefting, cardiac defects or
313 steroids.’® Data on corticosteroids use in the first
314 imately 3500 exposures, and therefore is less well studied
315 i n. [Evidence level 2++]

316

317 2. r from NVP and HG and how can they be prevented?

318

Evidence Rationale for the
ehgla quality Strength recommendation
Urea and serum electrolyte levels should NVP can be associated with
be checked daily in women requiring electrolyte imbalances.
intravenous fluids.

Histamine type-2 receptor blockers or Recurrent intractable vomiting may
proton pump inhibitors may be used for lead to gastro-oesophageal reflux
women developing gastro-oesophageal disease, oesophagitis or gastritis.
reflux disease, oesophagitis or gastritis.

Thiamine supplementation (either oral or NVP/HG can lead to Wernicke
intravenous) should be given to all women encephalopathy due to vitamin B1
admitted with vomiting, or severely (thiamine) deficiency.

reduced dietary intake, especially before
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administration of dextrose or parenteral
nutrition.

Women admitted with HG should be Women with HG have increased
offered thromboprophylaxis with low- risk of venous thromboembolism
molecular-weight heparin. Graduated with odds ratio 2.5 (95% Cl 2-3.2).
compression stockings should be used =

when low-molecular-weight heparin is

contra-indicated (as per GTG 37a).

Thromboprophylaxis can be discontinued

upon discharge providing no other

indications exist for continuation of

thromboprophylaxis.

Women with previous or current NVP or Oral iron can cause nausea and

HG should consider avoiding iron- vomiting.
containing  preparations if these

exacerbate symptoms or consider

alternative route of administering iron

Consider  prophylactic  vitamin K A systematic review has shown that
supplementation, particularly where vitamin K deficiency may affect up
weight loss and malnutrition is severe and to 26% of HG patients and can lead
rapid. to severe adverse maternal and
neonatal outcomes. Vitamin K
supplementation does not increase
the risk of thromboembolism.
319
320
321
322
323  even mild sporadic nausea and
324  times). It is vital that t is early
325 Medication times d to be adjusted so women can take them when symptoms are better
326  controlled.
327
328
329
330
331
332
333 In women requiring intravenous fluids, daily monitoring of fluid and serum electrolyte levels is
334  important to recognise and treat hyponatraemia and hypokalaemia.3>%2
335
336 Oesophago-gastroduodenoscopy is safe in pregnancy and indicated in cases of haematemesis or
337  severe epigastric pain. A therapeutic trial with a proton pump inhibitor is appropriate for treatment
338  and prevention and is safe in pregnancy.?**
339
340  Wernicke encephalopathy due to vitamin B1 (thiamine) deficiency classically presents with blurred
341  vision, unsteadiness and confusion/memory problems/drowsiness and on examination there is usually
342 nystagmus, ophthalmoplegia, hyporeflexia or areflexia, gait and/or finger—nose ataxia. In HG, the
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343 presentation tends to be episodic and of slow onset. Wernicke encephalopathy is a potentially fatal
344  medical emergency. In the context of HG, it is preventable and studies have stressed the association
345 between Wernicke encephalopathy and administration of intravenous dextrose and parenteral
346  nutrition.®® A systematic review of 177 cases found that chronic cognitive disorders occurred in 65.4%,
347  pregnancy loss in 50%, and maternal death in 5% of cases.® Therefore thiamine supplementation is
348 recommended for all women admitted with HG. [Evidence level 2]

349

350 A Canadian study®® using hospital discharge data found an adjusted odds ratio for deep vein
351 thrombosis of 4.4 (95% Cl 2.4-8.4) in women with HG. However, since women with HG are only at
352 markedly increased risk while persistently vomiting, thromboprophylaxis can be discontinued at
353  discharge or when the HG resolves.’

354

355 In a Canadian prospective cohort study, two-thirds of 97 women who discontin pplements
356  reported improvement in their severity of NVP.%

357

358 7. How should women with NVP and HG be offered ongoing antenatal ca

359

Evidence
Recommendation quality Strengtf
At the time of discharge, it is essential GPP Continued treatment may reduce
that women are advised to continue with the need for hospital readmission.
their antiemetics where appropriate and
that they know how to access further
care.

Women with severe NVP or HG who have Women with low pregnancy weight
continued symptoms into the late second gain are at increased risk of preterm
or the third trimester should be offered delivery and low birthcoweight.
serial scans to monitor fetal growth.

360
361  Almost one third of women wi
362  dischargeitis essential t en.are advised to continue with their antiemetics where appropriate

363 and that they know how to access further care if their symptoms and/or signs recur (e.g. persistent
364  vomiting, dehydratic ydration and a review of antiemetic treatment should ideally be
365 undertaken in an a
366 of antiemeti : general practitioners to adequately support women with HG.100101
367  [Evi
368
369 Level o ness d not be used to inform clinical decision making about treatments or hydration
370  status.?®[Evidence level 2+]

371
372  An observational study has shown that women with HG and low pregnancy weight gain (less than 7
373 kg during pregnancy) are at an increased risk of preterm delivery (adjusted relative risk 3.0, 95% Cl
374  1.9-4.3) and low birthweight (less than 2500g; adjusted relative risk 2.8, 95% Cl 1.7-4.3).12°2 [Evidence
375 level 2+]

376

377 A population-based cohort study using secondary healthcare records demonstrated that HG was
378  significantly associated with low birthweight (OR 1.12, 99% CI 1.08-1.17) and small-for-gestational-
379  age (OR 1.06,99% ClI 1.01-1.11) babies and the offspring was more likely to undergo resuscitation or
380 intensive care treatment, albeit with small absolute risk.'®® The Cambridge Baby Growth Study also
381  found that vomiting during the first and second trimesters of pregnancy was associated with a higher
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risk of low birthweight (OR 3.5 95% Cl 1.2—10.8 P = 0.03) even when vomiting was not perceived to be
severe enough to warrant treatment.'® [Evidence level 2+]

7.1 What are optimal rehydration regimens for ambulatory and inpatient care?

Recommendation
Normal saline (0.9% NaCl) with additional
potassium chloride in each bag, with
administration guided by daily monitoring
of electrolytes, is the most appropriate
intravenous hydration.

The use of dextrose infusions for fluid
replacement in NVP and HG is not
recommended

Evidence
quality

Strength

Rationale for the
recommendation
There is no evidence to determine
which fluid regimen is most
appropriate but given that most
women admitted to hospital with
HG are hyponatraemic,
hypochloraemic and hypokalaemic,
it seems appropriate to use normal
saline (0.9% NaCl) and potassium
chloride.

Intravenous fluid and electrolyte
replacement is likely to be the
most important intervention in the
treatment of those requiring
ambulatory or inpatient care for
NVP. General guidance on fluid
management in adults can be
found in NICE clinical guideline 174
[Ref 11]. Dextrose-containing
solutions may precipitate Wernicke
encephalopathy in thiamine
deficient states.

o be appropriate intravenous fluid and electrolyte
ent guidance can be found in NICE clinical guideline 174.1%

NVP and HG on the quality of life of the woman and family?

Recommendation
A woman’s quality of life can be adversely
affected by NVP and HG and practitioners
should address the severity of a woman’s
symptoms in relation to her quality of life
and social situation.

Practitioners should carry out a full
assessment of both physical and mental
health status during the pregnancy and

Evidence
quality

RCOG Green-top Guideline No. 69 Page 15 of 42

Strength

Rationale for the

recommendation
NVP has been reported to reduce
quality of life, impairing a woman’s
ability to function on a day-to-day
basis, and negatively affects
relationships with her partner and
family.

Depressive symptoms and poor
mental health are associated with
severity of NVP.
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refer for psychological support if
necessary. Acknowledgement by healthcare

professionals of the effect of these
physical symptoms on patients’
mental health is likely to lead to an
improved patient experience.

Pre-existing mental health conditions may
be exacerbated by HG particularly where
prescribed oral medications are not being

taken or kept down because of vomiting,
therefore consideration to alternative
routes of administration, proactive use of
anti-emetics and appropriate referrals
should be considered.

Advice about patient support groups Many women and their partners
should be provided to all women admitted find support groups (e.g.

with nausea and vomiting in pregnancy Pregnancy Sickness Support) online
or in person extremely helpful.

396

397  NVP has been reported to reduce quality of life, impairing a
398  day basis, and negatively affects relationships with her pa
399 three to six times more likely than women with NVP. to
400 the symptom that most adversely affectsdgualit
401  consequence of NVP include lack of understandin
402  theloss of a positive pregnancy experience, es, absence from work, isolation, inability
403  to care for family, others’ belief that it isfasychesomatic and perception that doctors are reluctant to
404  provide treatment.1%8128129 percejve s ely correlated with NVP and negatively correlated
405  with social support in a cro io y of women.®° It has been recommended that social
406  support is necessary as an to treatment and the circle of support should be expanded to
407  include family, friends and h rofessionals.®® A cohort study of 648 women found that
408  having support from at least thre rsons was protective in women with NVP.1% [Evidence level

’

an’s ability to function on a day-to-
d family.1%126 Women with HG are
ality of life.?*> Constant nausea is
. Furthermore, causes of stress as a
d support, inability to eat healthily, regret for

409 2-]

410

411  Depressive sympt d r mental health are associated with severity of NVP.32133 poor
412 psychologica f women with HG is considered as the demoralisation of suffering from a

413 pro
414 oth
415
416  Advice abo
417  womenandt
418

419  Afollow-up appointment for antenatal care is important in women with HG. Psychological and social
420  support should be organised depending upon the clinical and social circumstances.

421

422  The erroneous belief in the psychogenic aetiology of HG is still prevalent among healthcare
423  professionalst3*136138-141 90 g such attitudes towards women contribute to a worse experience for NVP
424  and HG sufferers.!3*136141193 Women often struggle to obtain treatment for NVP and HG, are
425  dissatisfied with communication during their appointments and found healthcare professionals
426  dismissive and unsympathetic.*144147 A cohort study of 808 women demonstrated that women who
427  feel that their healthcare professional is unsympathetic report more depression and anxiety.®* A

ness and in this regard it is similar to mental health problems suffered in
134 [Evidence level 2+]

patient support groups (e.g. Pregnancy Sickness Support) should be provided as many
eir partners find this form of support helpful 135137
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428  review paper recommends an integrated approach which addresses both physical and psychological
429  sufferingin HG.1*®

430

431 Pre-existing mental health conditions may be exacerbated by HG particularly where prescribed oral
432 medications are not being taken or kept down due to vomiting, therefore consideration to alternative
433 routes of administration, aggressive use of antiemetics and appropriate referrals should be
434 considered. [Evidence level 4]

435

436 Clinical assessment should be considered for depression and postnatal depression with appropriate
437 referral. Depression and poor psychological health have been found to be associated with NVP and
438  HG in numerous studies,08:109126132,133,142,149-157 i |y ding a systematic review and meta-analysis, but
439  resulted from the disease and were not the cause of HG or NVP.?2 A UK (wide survey of 5071
440 participants found a quarter of those suffering HG occasionally reported suicidalideation and 6.6%
441 regularly considered suicide due to the severity of the condition, 4.9% had a termination of pregnancy
442 (TOP) due to HG and 52.1% considered TOP due to HG. Both suicidal ideation and TOP,of a wanted
443 pregnancy were associated with perceived poor care from their healthcare‘providers. Those reporting
444  extremely poor perception of both primary and secondary care were,less likely toshave been offered
445 medication compared with those reporting excellent care.'*® [Evidence level 2++]

446

447 A cohort study of 648 women found that symptoms of major depression areassociated with moderate
448  and severe NVP but prior history of depression is not a determinant.'®®%Evidence level 2—]

449

450  Poor mental health can persist post-partum and HG isya risk factor for postpartum PTSD.!®7160.161
451 [Evidence level 2+]

452

453 Pregnancy sickness specific counselling may be helpfulieither during or after pregnancy.®?> Measures
454  that address NVP, poor social support and depression are warranted throughout pregnancy.® A
455 prospective cohort study of 367 womenisuggests that practitioners could improve their management
456  of NVP by addressing symptomsyand life situation.*** [Evidence level 3]

457

458  The theory of psychogenic aetiologyaproposed by Fairweather has been severely criticised for poor
459  methodology and bias.®®1%31 Studies have failed to find a convincing association between a prior
460 history of psychologicalipoor health and having HG.130.152.154.156,166-168 Gim|arly, these suggest that poor
461  mental health can be,exacerbated by HG rather than being caused by it.110.138142,148,145,156,159,168,169
462 [Evidence level 2+]

463

464 8. How'should women with NVP and HG be cared for when standard treatment measures fail to
465  control symptoms of nausea and vomiting?

466

467 8.1 What isithe role of the multidisciplinary team?

468

Evidence Rationale for the
Recommendation quality Strength recommendation
In women with severe NVP or HG, input There are many facets to severe
should be sought from other allied NVP and HG and a holistic approach

professionals. to assessment and treatment
should be adopted.

469
470 Involvement of the mental health team in the woman’s care may improve quality of life and the ability
471 to cope with the impact of a complicated pregnancy.’®® Emotional support and psychological or
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472  psychiatric care may be required!?2'7° with targeted interventions specifically designed to treat mental
473  health issues occurring as a result of HG.149150171172 [Eyjdence level 2—]

474

475 8.2 When should enteral and parenteral nutrition be considered and what are the risks to the mother
476  and fetus?

477

Evidence Rationale for the
Recommendation quality Strength recommendation
When all other medical therapies have Total parenteral nutrition is a high-
failed to sufficiently manage symptoms, risk intervention; however, it may
enteral or parenteral treatment should be be useful in refractory cases to
considered with a referral to ensure sufficient nutritional intake.

gastroenterology and a multidisciplinary
approach in parallel to ongoing medical
therapies.

478

479 Parenteral nutrition should only be considered as a multidisciplinary ‘approach<when all other
480  treatments have failed to sufficiently control symptoms as it isiinconvenient)expensive and can be
481  associated with serious complications such as thrombosis, metabolie.disturbances and infection.t’3174
482  Asingle nonrandomised study has shown that total parenteral nutrition (TPN) was associated with a
483  decreased risk of perinatal morbidity compared with those ‘with HG who did not receive TPN.17®
484  [Evidence level 2+]

485

486  There are no defined criteria for starting parenteral or enteralfeeding. Their effectiveness is not well
487  established. Anecdotally, they can be successfulandare often employed as a last resort when all other
488  medical therapy has failed and the only other practical option is TOP.}®'7 Close monitoring of
489  metabolic and electrolyte balance, related,complications and nutritional requirements are needed
490  with a multidisciplinary approach. [Evidence level 2—]

491

492 Enteral feeding options to“consider include nasogastric, nasoduodenal or nasojejunal tubes, or
493 percutaneous endoscopic gastrostomy. or gastrojejunostomy feeding, all of which should only be
494  considered in consultation with gastroenterology and with a multidisciplinary approach. Parenteral
495  feeding with a peripherally inserted central catheter (PICC line) is often better tolerated than enteral
496  feeding; however, it carriesia higher risk of infection and vascular complications.'’® [Evidence level 2+]
497

498 In some women, feeding by nasogastric or percutaneous endoscopic gastrostomy tube increases the
499 riskofnauseaand vomiting. It may be tolerated in the short term but not in protracted HG.'”® A recent
500 randomised controlled trial recruited 116 women hospitalised for HG between 5 and 20 weeks and
501 allocatedithem to either enteral (nasogastric) tube feeding (n=59) or standard care (n=57). Outcomes
502  did not differ between the groups and adherence to protocol was low due to adverse effects in the
503  enteral feeding arm. Many women could not tolerate tube feeding due to discomfort suggesting it is
504  poorly tolerated as an early routine treatment. [Evidence level 2+]

505

506 In nasojejunal feeding, the tube is inserted endoscopically or under radiological guidance to the
507 jejunum and feeding can be administered by a continuous infusion. One study showed that although
508 the majority of women improved greatly within 48 hours, ongoing vomiting and retching can dislodge
509  gastric and postpyloric feeding tubes.'”® [Evidence level 3]

510

511 Feeding via a percutaneous endoscopic gastrojejunostomy (PEG-J), placed under general anaesthetic
512  in the second trimester, #9181 has been shown to be an effective, safe and well-tolerated treatment
513  of HG. In the majority of women, the tube is removed after birth. The risk of early dislodgement is
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514  minimised compared with nasoenteric placement. Potential complications of percutaneous
515 endoscopic gastrojejunostomy include tube dislodgement, obstruction or migration, cutaneous or
516 intra-abdominal abscesses, fistula formation, pneumatosis, occlusion and intestinal ischaemia.
517  [Evidence level 2+]

518

519 8.3 When should termination of pregnancy be discussed?

520

Evidence Rationale for the
Recommendation quality Strength recommendation
All therapeutic measures should have HG is associated with a higher risk
been tried before considering termination of termination of pregnancy. As
of pregnancy. many as 10% of women with HG
undergo termination of pregnancy
due to the severity of symptoms,

who would not otherwise have
chosen to'®.

521

522  Around 10% of women with HG will terminate a wanted preg ~ o0 the condition.!36158
523 not'been offered the full
524  range of treatments available and fewer than 10% had been 182 [Evidence level 2]

525
526 Treatment options of antiemetics, corticosteroids, en
527  electrolyte or metabolic disturbances should be consi
528  TOP.'®3184 Consider seeking psychiatric opinion if t rns regarding mental health, and the
529  decision for TOP needs to be multidisciplinary, Wit entation of therapeutic failure if this is the
530 reason for the termination. Women shoul
531 pregnancy termination is made. [Eviden
532

533 In a survey of 808 women
534  dueto HG, and 49 (6.1%) h
535  were inability to care for the

to HG, 123 (15.2%) had at least one termination
ations.'® Common reasons given for the terminations
66.7%), fear that they and their baby could die (51.2%),
536  or that the baby woul %). In one study, women who underwent a pregnancy
537  termination were more a negative attitude from their caregiver. Initiation of a prompt
538 and responsive tr an may reduce this.’® Rarely, HG or its treatment may lead to life-
539  threateningillness
540

541 9. g-term effects of NVP and HG?
542
543 9.1 Wh e the long-term effects of NVP and HG on women?
544
Evidence Rationale for the

Recommendation quality Strength recommendation
There is no evidence of significant impact 2++ In a large population cohort study
on long-term all-cause mortality. from Norway, HG was not
associated with an increased risk of
long-term all-cause mortality.28®

Women who experience HG in pregnancy 2++ Systematic review has shown a

post-partum. depression and anxiety in women
with HG which extended into the
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postnatal period.'?? A subsequent
two-point case control study
demonstrated long-lasting
psychological morbidity associated

with HG.™’

Women with previous HG should be 2++ The reported rates of recurrence
advised that there is a risk of recurrence in varied from 15% to 81%.
future pregnancies.

545
546  Women who experience HG in pregnancy are at increased risk of postnatal depression (PND) and post-
547  traumatic stress disorder (PTSD) post-partum.1?

548

549 Symptoms of NVP and HG should resolve rapidly after the birth. Where symp do solve
550 further investigation should occur with referrals to endocrinology a troenterology as
551  appropriate. Case reports have highlighted hyperparathyroidism as a potential di ntial diagnosis
552  for HG which does not resolve post-natally.®’

553

554 A systematic review published in 2019 found five eligible papers 50 women with HG
555  which investigated the chance of recurrence of HG in subsequent pre . The quality of the five
556  papers was low and meta-analysis was not possible due to clinical and'statistical heterogeneity. The
557  reported rates of recurrence varied from 15% to 81%. per concluded that a prospective
558 longitudinal cohort study using an agreed definition tcomes meaningful to patients is
559  required to establish the true recurrence ra& of j
560

561 9.2 What are the long-term effects of NVP a
562

563 Mild-moderate NVP does not appear te ive long-term effect on the developing fetus and
564  may have a protective effect

565

566 In contrast a recent systema dimeta-analysis of nineteen studies with 619 cases showed
567  an association with a small i i erse health outcomes of children born to women who had
568  suffered with HG.®*° A alysis suggested a small increase in the risk of certain adverse
569  health outcomes indnfa rn to women who suffered with HG including anxiety disorder, testicular
570  cancer (aged up to tention deficit hyperactivity disorder and autism, however there was
571 considerable . ity between individual studies. [Evidence level 2-]

572

573 9.3 ice d be given about future pregnancies?

574

Evidence Rationale for the
Recommendation quality Strength recommendation
Early use of lifestyle/dietary modifications There is a lower recurrence risk
and antiemetics that were useful in the with pre-emptive anti-emetics
index pregnancy is advisable to reduce the before symptoms begin.

risk of NVP and HG in the current
pregnancy.

575

576 A Canadian study comparing women with NVP (PUQE score of 13 and above) who took pre-emptive
577  antiemetics before pregnancy or before the onset of symptoms with those who did not, reported a
578 lower recurrence rate of HG in the group that took pre-emptive antiemetics.’”” There was also a
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significant improvement in the PUQE score of NVP severity compared with the previous pregnancy in
the pre-emptive group. Women who have experienced severe NVP in a previous pregnancy may
benefit from initiating dietary and lifestyle changes, such as arranging childcare to facilitate rest and
adjusting to a “little and often” diet, and commencing antiemetics before or immediately at the start
of symptoms in a subsequent pregnancy.”’ [Evidence level 2++]

A small randomised study in women with previous NVP demonstrated that pre-emptive treatment
with antiemetics resulted in fewer women with moderate to severe NVP.**° [Evidence level 2++]

Women who have experienced HG in two or more pregnancies reported that earlier use of antiemetics
was a factor in reducing the number of hospital admissions they had in the second pregnancy.*¥’
[Evidence level 3]

10. Recommendations for future research
A James Lind Alliance Priority Setting Partnership has reported 26 (priorities for research.'®!
Recommendations based on this guideline are:
e To establish optimum dose and route of administration for ondansetren to maximise efficacy
with the least adverse effects
e To evaluate the feasibility, cost efficiency and patient,satisfaction of community/home based
rehydration treatment
e To establish the most effective combinations of therapies to maximise efficacy with the least
adverse effects
e To develop and assess interventionSito reduce the risk of negative psychological outcomes
e To evaluate the effect of pre-emptive intervention en the severity and duration of symptoms
in subsequent pregnancies

All future research should usé the Core QlGtcome Set for Hyperemesis Gravidarum research.'®!

11. Auditable topics

e Percentage of ‘women with“access to recommended first and second line antiemetic HG
treatment (100%)

e Percentage of women prescribed appropriate rehydration regimes (100%)

e Incidénceiof termination of wanted pregnancy due to NVP/HG (0%)

12. Useful'links and support groups

e Pregnancy Sickness Support [https://www.pregnancysicknesssupport.org.uk/] Provides
information and peer support to people affected by NVP and HG across the UK

e Hyperemesis Education and Research (HER) Foundation [https://www.hyperemesis.org/]

e UK Teratology Information Service (UKTIS): www.uktis.org

e bumps (best use of medicines in pregnancy). Treating nausea and vomiting in pregnancy
[http://www.medicinesinpregnancy.org/Medicine--pregnancy/NV/].

e For professionals: UKTIS. Treatment of nausea and vomiting in pregnancy
[https://uktis.org/monographs/treatment-of-nausea-and-vomiting-in-pregnancy/].
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Appendix I: Explanation of guidelines and evidence levels

Classification of evidence levels

1++ High-quality meta-analyses, systematic reviews of randomised controlled trials or
randomised controlled trials with a very low risk of bias

1+ Well-conducted meta-analyses, systematic reviews of randomised controlled trials or
randomised controlled trials with a low risk of bias

1- Meta-analyses, systematic reviews of randomised controlled trials or randomised controlled
trials with a high risk of bias

2++  High-quality systematic reviews of case—control or cohort studies or high-quality
case—control or cohort studies with a very low risk of confounding, bias or chance and a
high probability that the relationship is causal

2+ Well-conducted case—control or cohort studies with a low risk of confounding, bias.or chance
and a moderate probability that the relationship is causal

2—- Case—control or cohort studies with a high risk of confounding, bias or chance and a
significant risk that the relationship is not causal

3 Non-analytical studies, e.g. case reports, case series

4 Expert opinion

Grades of Recommendation
n At least one meta-analysis, systematic reviews or RCT rated as 1++, and directly applicable to
the target population; or a systematic review of RE€Ts\or a body of evidence consisting
principally of studies rated as 1+, directly applicable)to the target population and
demonstrating overall consistency of results
n A body of evidence including studies rated as22++ directly applicable to the target population,
and demonstrating overall consistency,of results;or
Extrapolated evidence from studies,rated as 2++ or 1+

A body of evidence includingstudies rated as 2+ directly applicable to the target population,
n and demonstrating everall consistency of results; or

Extrapolated evidence from studies rated as 2++
n Evidence level 3 or 4; or.

Extrapolated evidence from,studies rated as 2+

Good Practice Points
Recommended best practice based on the clinical experience of the guideline development
group.*

*on the occasion,when the guideline development group find there is an important practical point
that theyswish to emphasise but for which there is not, nor is there likely to be any research evidence.
This will typically be where some aspect of treatment is regarded as such sound clinical practice that
nobody is likely to question it. These are marked in the guideline, and are indicated by v". It must be
emphasised that these are NOT an alternative to evidence-based recommendations, and should only
be used where there is no alternative means of highlighting the issue.
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1166  Appendix lla: Pregnancy-Unique Quantification of Emesis (PUQE) index

1167

1168  Total score is sum of replies to each of the three questions. PUQE-24 Score: Mild 6; Moderate = 7—
1169 12; Severe = 13-15.

1170
Motherisk PUQE-24 scoring system
In the last 24 hours, for how long have Not at all 1 hour or 2-3 hours 4-6 hours  More than
you felt nauseated or sick to your (1) less (2) (3) (4) 6 hours (5)
stomach?
In the last 24 hours have you vomited or | did not 1-2times 3-4times 5-6times 7 or more
thrown up? throw up (2) (3) (4) times (5)
(1)
In the last 24 hours how many times No time 1-2times 3-4times 5-6times ) 7 or more
have you had retching or dry heaves (1) (2) (3) (4) times (5)
without bringing anything up?
[footnote]PUQE-24 Score: Mild 6; Moderate = 7-12; Severe = 13-15.
How many hours have you slept out of 24 hours?
Why?
On a scale of 0 to 10, how would you rate your
wellbeing?
[centre text under question]0 (worst possible) 10 (The bestyou felt before pregnancy)
Can you tell me what causes you to feel that
way?
1171
1172
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Appendix llb:

HELP (HyperEmesis Level Prediction Score)

RCOG CONSULTATION DOCUMENT JUL-AUG 2023

My nausea level most of the time: 0 1 (Mild) 2 3 (Moderate) 4 5 (Severe)
Iaverage  vomiting episodes/day: 0 1-2 35 6-8 9-12 13 or more
Iretch/dry heave _ episodes daily: 0 1-2 3-5 6-8 9-12 13 or more
I am urinating/voiding: Same | More often | Slightly less | Once every Less than Rarely; dark or
due to often,and | 8hours;or | every8hours | bloody; or foul
IV fluids; or | normal slightly dark or darker smell
light color color yellow
Nausea/vomiting severity 1 hour Oor 1 (Mild) 2 3 (Moderate) 4 5 (Severe)
after meds OR after food/drink if no No
meds: Meds
Average number of hours I'm unable 0 1-2 3-4 5-7 8-10 11+
to work adequately at my job and/or (hours are | (canwork | (canonlydo | (can'tcarefor | (can’t care for
at home due to being sick has been: slightly less) | part time) | a little work) family) myself)
I have been coping with the nausea, Nor- | Tired but Slightly It’s tolerable | Struggling: Poorly:
vomiting and retching: mal | moodisok | lessthan but difficult moody, irritable
normal emotional depressed
Total amount I have been able to eat/ | Same; Total of Total of | 1 meal & few | Very little, <1 | Nothing goes or
drink AND keep it down: no about 3 about 2 cups fluid; or | meal/minimal |  stays down,
Medium water bottle/large cup = 2 weight | meals & 6+ | meals & | only fluid or fluids; or or daily
cups/500mL. loss cups fluid | some fluid only food frequent IV IV/TPN/NG
My anti-nausea/vomiting meds stay No Always Nearly Sometimes Rarely Never/IV/SQ
down or are tolerated: meds always (SubQ pump)
My symptoms compared to last week: | Great Better About Same Worse Much Worse So Much
Worse!!!
Weight loss over last 7 days: __ % 0% 1% 2% 3% 4% 5%
Number of Rx’s for nausea/vomiting* 0 1 2 3 4 5+
Opts | 1pt/answer |2 pts/answer | 3 pts/answer | 4 pts/answer 5 pts/answer
TOTAL each column = (#answers in
column) x (# points for each answer) 0

TOTAL for ALL columns:

None/Mild < 19

Moderate 20-32

Severe 33-60
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Appendix lll: Recommended antiemetic therapies and dosages
Recommended antiemetic therapies and dosages

First line

Doxylamine and Pyridoxine (vitamin B6) 20/20mg PO at night, increase to additional 10/10mg in morning and
10/10mg at lunchtime if required.

Cyclizine 50 mg PO, IM or IV 8 hourly

Prochlorperazine 5-10 mg 6—8 hourly PO (or 3 mg buccal) ; 12.5 mg 8 hourly IM/IV; 25 mg PR daily
Promethazine 12.5-25 mg 4-8 hourly PO, IM, IV or PR

Chlorpromazine 10-25 mg 4—6 hourly PO, IV or IM; or 50-100 mg 6—8 hourly PR

Second line

Metoclopramide 5-10 mg 8 hourly PO, IV/IM/SC

Domperidone 10 mg 8 hourly PO; 30—-60 mg 8 hourly PR

Ondansetron 4—8 mg 6—8 hourly PO; 8 mg over 15 minutes 12 hourly IV

Third line

Hydrocortisone 100 mg twice daily IV and once clinical improvement @ccurs, convert'to prednisolone 40-50 mg
daily PO, with the dose gradually tapered until the lowest maintenance dose that cantrols the symptoms is
reached

[footnote]lM intramuscular; IV intravenous; PO by mouth; PR by,rectum.
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1201  Appendix IV: Treatment algorithms for NVP and HG in primary care (4ai and ii), ambulatory care
1202  (4b), emergency department (4c) and inpatient care (4d)

1203
4ai. Summary of Management of Nausea and Vomiting of Pregnancy (NVP)/ Hyperemesis Gravidarum (HG) in General Practice
Initial assessment
Diagnosis and severity assessment Document: PUQE score Weight
Management
| ]
PUQE score 3-12 and no complications ‘ Either: Any red flag:
| * PUQE score =13 P Any PUQE score + complications
- i i *  Nocomplications P Unresponsive to outpatient management
I ) ) Manage in community *  Community P Clinical dehydration
: . Antiemetic therapy reassure re safety of all guideline- recommended antiemetics measures failed > Weight loss >5% body weight
I * Supportand reassure ¥ Confirmed or suspected co-morbidity
[ *  Encourage oral hydration .. UT! or diabetes mellitus
: +  Offer dietary advice eatlittie and often to prevent an empty stomach ¥ Co-morbidity and unable to take medications
\ *  Mental health assessment +/- referral to perinatal mental - =& epilepsy, Ll
| health services where required h 4 Concerns regarding mental health
: Refer for ambulatory ‘
1 | daycare
[ ‘ Reassess at 24-72 hours management Refer for inpatient management
I
I A
. v y .
== Improving Minimal/no improvement * Add2%/3™antiemetic 1
o Referforimpatient | = - = - - — - m Cm m — e m == == === I
management if red flags
1204
1205
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Initial assessment
History: Examination: Royal College of Royal College of
= Previous history of NVP/HG — Observations: ”bqt"f”“a”f & General Practitioners
*  Ptyalism (hypersalivation) L *»  Temperaturs 1 Gynaecologists
= Weightloss = Heartrate 1 —
*  Ppoor oral intake = Blood pressure 1 Investigations:
»  Effect on quality of life »  Respiratory rate 1 *  Urine dipstick +/- MSU ]
= Effect on mental health/mood itrites may incicste urinary et infoction
) R NE. Ketones are not o marker of dehydration
) ] . Physul:al examin atlon._ *  Ureaand electrolytes l:l
Consider other causes in those with: = Signs of dehydration I:l P— ) i, iinayiury
. . B E— . e " " ' T
Abdominal pain *  Signs of malnutrition 1 *  Full blood count —
*  Urinary symptoms *  Abdominal examination |:| o - )
- — . . infaction, rovrad Kb or Hot may indicata detyarotion
* Infective symptoms =  MNeurclogical signs :| - !
R L—— . * Blood glucose |:|
*  Possible drug cause Prezcance of conjlision, nystagmus .
- .. - — Mmmnswmmsuslnme‘f mnmpzmncms
= Chronic H. pylori infection I:l Wermickas ansenaicaatny
Diagnosis and severity assessment Document: PUQE score | Ja | Weight | K |
Diagnosis: PUQE-24 scoring system:
NVP: In the last 24 hours:
. onset of nausea and,/or vomiting in early pregnancy Hew long have you felt nausestad or Not at <1k 2-3hrs A-6hrs »Bhrs
with no other cause is identified ] sick to your stomach for? sl il 151 14 ]
HG:
. - . Hew marny times have you vomited? 0111 1-2x E 56 e
Nausea and vomiting {or_le of which is severe) |:| m & i =
. Onset <16 weeks' gestation
* Inability to eat and drink normally I:l Hew rary times have you had 0u 111 1-2x 3-du 5-fin z7x
. symptoms limit daily activity |:| retching or dry heaves? 21 ] 4 51
1206
| Management
]
I I |
| PUQE score 3-12 and no complications Either: Any red flag:
I = PUQEscore=13 ®  Any PUQE score + complications
» Manage in community * No complications ™ Unresponsive to outpatient management
:— *  ANtiemetic therapy ressurs re satsty ot ol gusine: recammended antiematics = Community _ : C1|n_|ca| dehydration ;
I *  Support and reassure measures failed Weight loss >5% body weight
| «  Encourage orzl hydration *  Confirmed or suspected co-morbidity
! «  Offer diet; dvi " £ UTl or diabetes melitz
| . Er CIETANY ACVICE est e and ofen to prevent an empy stormach ®  Co-morbidity and unable to take medications
: Mental health assessment +/- referral to perinatal mental - = epilensy, disbetes melius, HIV, hyposcrensiism
health services where required P Concerns regarding mental health
: 4 : Refer for ambulatory garcing
: R 24-72 by daycare Y
: | gassessat ours management ‘ Refer for inpatient management ‘
| v ¥ — Iy
| Improving Minimal/no improvement Reker o mpaiont | [ mm = mm = m———————m e m— - '
managementif red flags
‘ Antiemetic therapy | | Other considerations ‘
|1:= Doxylamine and pyridoxing 20/20mg PO at night, increase to additional 10/10mg Up titration of antiemetics:
in morning and 10/10mg at lunchtime if required. *  |nitially select a 1% line antiemetic
Cychzine 50 mg PO, IM or [V 8 hourly *  Use combinations of drugs in women who do
Prochlorperazine 5—10 mg 68 hourly PO {or 3 mg buccal) ; 12.5 mg & hourly IM/IV; not respond to a single antiemetic
25mg PR daily *  When up titrating add drugs as opposed to
Promethazine 12.5-25 mg 4-8 hourly PO, IM, IV or PR replacing them
Chlorpromazine 10-25 mg 4-6 hourly PO, IV or IM; or 50-100 mg 68 hourly PR = [Different smctes of dnues mey have synarpistic sfferts and some women
mllwmamummm»mmmm mq:tnms
Iz_" Metoclopramide 5-10 mg & hourly PO, IV/IM/SC - N
e Domperidene 10 mg & hourly PO; 30-60 mg 8 hourly PR for al! patu.znts consider:
Ondansetron 4-8 mg 6-8 hourly PO; 8 mg over 15 minutes 12 hourly IV Histamine type-2 receptor blockers or proton
Wmen taking andarsatron may requine maetives # const pation develogs pump inhibitors if women develop GORD
b Eoth safein T
|3_"’ Prednisalone 40-50 mg daily PO, with the dose gradually tapered until lowest ®*  Thiamine supplementation in those with
in=
maintenance dose that controls the symptoms is reached severely reduced dietary intake
5 it should for cazes pizs have failed; whien initistad they should b praseribed in ®»  YTE risk assessment
acdition to presiousty started antiemetics. Women taking them should hawe their BF monitored and & soneen for R [se RCOG risk ssaszment |
1207
Post-partum care, planning for future pregnancy and signposting ‘
= Patients with severe HG are risk of PTSD ifrequired they should be referred to appropriate services =  Pregnancy Sickness Support ktss
= Infuture pregnancy early use of lifestyle modifications should be used = HER Foundation u
= Pre-emptive use of doxylamine and pyridoxine can be used to reduce severity of » UK Teratology Information Service
disease in subsequent pregnancy 20/20mg o at night to be started on confirmtion of positive pregaancy tast = Best use of medicine pregnancy me ps
and up titrated when required

1209
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4b. Management of Nausea and Vomiting of Pregnancy (NVP)/ Hyperemesis Gravidarum (HG) in the ambulatory care

Initial assessment

confirm diagnosis: Examination: Royal College of The Assaciation
NVP: Observations: “ Obstetricians & @ Early II:I'.;‘,"'“"‘.‘
. onset of nausea and/or vomiting in early =  Temperature 1] Gynaecologists iita
pregnancy with no other cause is identified l:| =  Heartrate I:l Investigations:
HG: = Blood pressure . ) -~ 3
. Mausea and vomiting (one of which issevere) [ | = Respiratory rate % Ur_lne dIFS_tICk ‘_—/ MSL_J . :l
R = nitrites may indicate urinary tract infection
- Onset <16 weeks’ gestation L NB. Ketones are not  marker of dehydration I:l
. Inability to eat and drink normally ] Physical examination: = Urea and electrolytes
- symptoms limit daily activity | = Signs of dehydration 1 0 assess for hypa/hyperkalaemia, hypanatraemis, kidneyinjury ||
— = Signsof malnutrition [ | = Full blood count

L]
L]

= Abdominal examination [ |
= Neurological signs

infection, raised Hb or HCt may indicate dehydration
Blood glucose o gssess for dioberes

Consider other causes in those with:
= Abdominal pain

]

Prescence of confusion, nystogmus - it
*  Urinary symptoms or ataxia should raise suspicion of Amylase toassess for pancreatis ]
* Infective symptoms wemicke's encephalopathy = ABG in severe coses to exclude metabolic disturbance

* Possible drug cause
= Chronic H. pylori infection

UL

Assess mental health status: || if concerns refer to mental health services ‘

1210

*  0.9% saline +20mmol Kcl over 1-2 hours +

® Referral to perinatal mental
C L1 Refer for inpatient management

healt.h SEUEE LR "  Thiamine supplementation either:
required -

Severity assessment using PUQE-24 scoring system and management Document: PUQE score | 13 | |
In the last 24 hours:
How long have you felt nauseated or sick to your stomach for? Mot at all [1] <1hr{2] 2-3hrs [3] 4-Ghrs [4] >Ehrs [5]
How many times have you vomited? O [1] 1-2x [2] 34 [3] S-6x [4] 27x[5]
Management
|
I 1
Both: Either: Any red flags:
* PUQEscore 3-12 and — — *  PUQE score =13 and no red flags —»| ™ Any PUQE + complications
= Nored flags *  Community measures failed P Unresponsive to cutpatient
* | # management
| »  Clinical dehydration
Discharge to community | Send to ambulatory unit if available P Weight loss 5% body weight
| or treat in emergency department »  Confirmed or suspected co-
" WpiTEeme: pytding dr ary 1 morbidity
ant reassure razarcing sty | * Insertvenflon and send relevant blood tests [ 2.5, UTh cr ciacetes maiics
. P Co-morbidity and unable to
* Encourage oral hydration |:| | =  Prescribe antiemetics IM or IV |:| take medicl:l':ions
*  Offer dietary advice eatitieara || | | =  Prescribe IV fluids either- 1 Wag:m\epw distetes melitus, WV,
R A=EwTEs | "  Hartmann's solution 1L over 1 hour
|
|
]

[

Thiamine 50mg TDS PO
=  Pabrinex [+l [vial of each) IV

5 ©

ukt)s

bBmps Best use of medicine

Pregnancy Sickness
Support

HER Foundation

UK Teratology
Information Service

For all patients consider:
* Histamine type-2 receptor blockers or proton pump inhibitors if women develop GORD

®*  Thiamine supplementation in those with severely reduced dietary intake
®  VTE risk a55855MENT [ze= 005 rizs mzeszment woal)

0

1211 pregnancy
Antiemetic therapy
1=t Doxylamine and pyridoxine 20/20mg PO at night, increase to additional 10/10mg in morning and
line 10/10mg at lunchtime if required Up titration of antiemetics:
.

1212
1213

Cyclizine 50 mg PO, IM or IV & hourly

Prochlorperazine 5-10 mg 68 hourly PO {or 3 mg buccal) ; 12.5 mg 8 hourly IM/IV; 25 mg PR daily
Promethazine 12.5-25 mg 4-8 hourly PO, IM, IV or PR

Chlerpromazine 1025 mg 46 hourly PO, IV or IM; or 50-100 mg 68 hourly PR

controls the symptoms is reached

Corticosternids should be reserved for CBSES whene STnGen therapies heve Sailed: when initiated they should be prescrised in adcition to previousty started
antiemetics. Wamen taking them should heve their BP monitored and @ screen for DM

Initially select a 1+ line
antiemetic

*  Use combinations of drugs in
women who do not respond to
a single antiemetic

2na Metoclopramide 5-10 mg & hourly PO, IV/IM/5C " When up titrating add drugs as
line Domperidone 10 mg 8 hourly PO; 30-50 mg 8 hourly PR opposed to replacing them
Ondansetron 4—8 mg 68 hourly PO; 8 mg over 15 minutes 12 hourly [V different CIE.ESQIES of drugs may
Viomen taking ondsnsetron may reguirs iaxetives if constipation deveians have synergistic effects and
i ) _ ~ . some women will require a
3 Prednisclone 40-50 mg daily PO, with the dose gradually tapered until lowest maintenance dose that L - .
line combination of 3+ antiemetics

to control symptoms
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4c. Management of Nausea and Vomiting of Pregnancy (NVP)/ Hyperemesis Gravidarum (HG) in the Emergency Department

Initial assessment
Royal College of
confirm diagnosis: Examination: ﬁ Obttelru_ia?\s& - Eoﬂl CO”E‘S:‘I 'EfJ‘ )
NVP: Observations: Gynaecologists mergency Medicine
. Onset of nausea and/or vomiting in early |:| = Temperature |:| .
pregnancy with no other cause is identified = Heart rate |:| Investigations:
HG: = Blood pressure 1 = Urine dipstick +/- MSU ]
. iti ichi 1 - i itrites indicate urinary tract infecti
Nausea and vomiting [OITE of which is severe) Respiratory rate |:| e X:rmgmc;ar:n”v:;vewd:'mm
. Onset <16 weeks' gestation :'
. Inability to eat and drink normally Physical examination: = Urea and electrolytes l:l
. symptoms limit daily activity ] = Signs of dehydration |:| to assess for hypo/hyperkalemia, kyponatraemia, kidney injury
= Signs of malnutrition I:l = Full blood count l:l
Consider other causes in those with: = Abdominal examination l:l infection, raised Hb or Het may indicate dehpdration |:|
+  Abdominal pain = Neurological signs [ = Blood glucose s assessor diabetes —
+  Urinary symptoms ] D‘rmm ;ﬁ;ﬁ;:&%ﬁ; = Amylase toassess for pancreatitis
*  Infective symptoms wiernicke's encephalopathy = ABG/VBG insevere auses o exclude metabolic disturbance
*  Possible drug cause ]
*  Chronic H. pylori infection 1 Assess mental health status: || if concerns refer to mental health services ‘
Severity assessment using PUQE-24 scoring system and management Document: PUQE score ‘
In the last 24 hours:
How long have you felt nauseated or sick to your stomach for? Not atall [1] <1hrf2] 2-3hrs [3] 4-Ghrs [4] >Ghrs [5]
How many times have you vomited? o [1] 1-2x[2] 342 ]3] S-6x [4] 27x [5]
How many times have you had retching or dry heaves? O [1] 1-2x[2] 3-4% [3] S-6x [4] 27x[s]
Management
|
I I 1
Both: Either: Any red flag:
" PUQE score 3-12 and lg— = ® PUQEscore =13 and no red flags — | ™ Any PUQE + complications
"  Nored flags ® Community measures failed ¥ Unrespansive to outpatient
# I * management
| ® Clinical dehydration
Discharge to community | Send to ambulatory unit if available » Weight loss >5% body weight
| or treat in emergency department - Pre-pregnancy body weignt
*  Startor up titrate antiemetic || I Confirmed or suspected co-
" morbidi
oS, | * Prescribe antiemetics IM or IV ] ez UT mt:iahm= mellitus
; > i -
* Encourageoralhydration [ 1| | | & prescribe v fuids either: Co-morbidity and unable to
) i | =  Harm L 1h take essential medication
*  Offer dietary advice ea:fmeard [ | RLEiEL s A AL LT e e.x. epilensy, disbetes melitis, HIV,
often to prevent an ematy Somach | *  0.5% saline +20mmol Kcl over 2 hours hypoadrenalizm
*  Provide contact number for | l'| & Thiamine supplementation either: 1 ¥
early pregnancy unit ! *  Thiamine 50mg TDS PO ‘ Refer for inpatient management
. = Pabrinex I+l (vial of each) IV -
*  Referral to perinatal mental [ | Pregnancy Sickness
health services where Support
required i
Y HER Foundation
Reassess ‘
For all patients consider: . lLHf{Teratho S
® Histamine type-2 receptor blockers or proton pump inhibitors if women develop GORD fzre hpregunq||:| Ukt ) s information senvice
*  Thiamine supplementation in those with severely reduced dietary intake so praven wemicke's encephatopstny o
®  WTE risk 355255MENT fraz 200G risk szazzment 1oai] 1 b@mps Best use of medicine
12 15 pregnancy
Antiemetic therapy
1=t Doxylamine and pyridoxine 20/20mg PO at night, increase to additional 10/10mg in morning and
line 10/10mg at lunchtime if required Up titration of antiemetics:
Cyclizine 50 mg PO, IM or IV 8 hourly ® Initially select a 1** line
Prachlorperazine 5—10 mg 6-8 hourly PO (or 3 mg buccal) ; 12.5 mg 8 hourly IM/IV; 25 mg PR daily antiemetic
Promethazine 12.5-25 mg 4-8 hourly PO, IM, IV or PR * Use combinations of drugs in
Chlerpromazine 10-25 mg 4-6 hourly PO, IV or IM; or 50-100 mg -8 hourly PR women who do not respond to
a single antiemetic
2 Metoclopramide 5-10 mg & hourly PO, IV/IM/5C *  When up titrating add drugs as
line Domperidone 10 mg & hourly PO; 30-60 mg & hourly PR opposed 1o replacing them
Ondansetron 4—8 mg 6-3 hourly PO; 8 mg over 15 minutes 12 hourly [V different cla.sst_as of drugs may
Vnmeen taking cndenzziron may require laxetives if constipetion develogs have synergistic effects and
i . ~ . . some women will require a
3 Prednisclone 40-50 mg daily PO, with the dose gradually tapered until lowest maintenance dose that . - -
. : combination of 3+ antiemetics
line controls the symptoms is reached
. . . . . _ . . to control symptoms
Corticosteroids should be reserved for cases wihene Standand therapies harve failed: when Irm(!nfhe'fml:lbepfmmm sccition to Pr!\dnuslf started
1216 mﬁ:'nztiﬂ%mmtﬁsmmm&ﬁrﬂFmﬂnmdnnd&mfaDM
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Royal College of

4d. Management of Nausea and Vomiting of Pregnancy (NVP)/ Hyperemesis Gravidarum (HG) as an In-patient “ Otcticone s

Initial assessment |
History: Examination: Investigations:
= Previous history of NVP/HG :I Observations: *  Urine dipstick +/- MSU nitrites may indicate urinary [:l
" i vati . tract infection
Pw?llsm (hypersalwatmn) Temperature : NB. Ketones are not a marker of dehydration D
*  Weight loss ] * Heartrate | . del |
N :I « Blood Urea and electrolytes to assess for
- Poor oral 'ntal_(e . 00_ pressure hypo/hyperkalaemio, hyponatraemia, kidney injury |:I
. Effect on quahty of life :I . Respl ratory rate L Full blood count infection, raised Hb or Het may
= Effect on mental health/mood indicate dehydration [
Physical examination: = Blood glucose to assess for diabetes
Consider other causes in those with: = Signs of dehydration In refractory cases:
+  Abdominal pain = Signs of malnutrition . L |:|
. . S *  Thyroid function tests
+  Urinary symptoms = Abdominal examination : i . |:|
Infecti X N logical si = Liver function tests toexcude liver disease :I
niective symptoms [ ] P:“”";E'C;S'g:f . 1 * Bone profile o meritor calciam and phosphate
. 4 X
PDSSIb}E drug cause ] or atos should raise saspicion of * Amylase to exclude pancreatits ]
*  Chronic H. pylori infection :I Wernicks's encephaiopatiy * ABG/VBG 1o exclude metabolic disturbance I:I
Diagnosis and severity assessment Document: PUQE score I /15 | Weight | e I |
Diagnosis: PUQE-24 scoring system:
NVP: In the last 24 hours:
. onset of nausea and/or vomiting in early pregnan How long have you felt nauseated or Not at <1h 2-3hrs 4-6hrs >6hrs
with no other cause is identified ﬂ sick to your stomach for? all [1] 2] [3] [4] [5]
HG:
. Nausea and vomiting {one of which is severe) [ | How many times have you vomited? [01"] [1211' [3;"‘ [5:]5’ [257]"
. Onset <16 weeks’ gestation ]
*  Inability to eat and drink normally ] How many times have you had ox[1] 1-2x 3.4x 5-6x 27x[5]
C symptoms limit daily activity :' retching or dry heaves? [21 E)] [4]
Admission criteria and management I
Admit if any of the following: Inpatient management:
= Any PUQE score plus: = Prescribe antiemetics IM or IV D
*  Unresponsive to outpatient *  Prescribe IV fluids: [
management *  0.9% saline with potassium chlorine guided by daily monitoring of electrolytes
= Clinical dehydration *  Prescribe thiamine supplementation either: I:l
= Weight loss >5% body weight * Thiamine 50mg TDS PO or Pabrinex I+l (vial of each) IV
= Confirmed or suspected co- = Prescribe venous thromboprophylaxis ]
morbidity e.g. UTI or diabetes *  Prescribe histamine type-2 receptor blockers or proton pump inhibitors in women with GORD |:|
mellitus * Undertake a mental health assessment +/- refer to mental health services |:|
=  Co-morbidity and unable to *  Schedule ultrasound scan to confirm viability, gestational age and to assess for trophoblastic |:|
take medications e.g. epilepsy, disease or multiple pregnancy |:|
diabetes mellitus, HIV, * Consider enteral or parenteral nutrition in cases where all other medical therapies have failed |:|
hypoadrenalism to sufficiently manage symptoms
Antiemetic therapy | | On discharge |
1st Doxylamine and pyridoxine 20/20mg PO at night, increase to additional 10/10mg = Up titrate antiemetic therapy and reassure 3
line in morning and 10/10mg at lunchtime if required. . ;“;"E;::; oral hydration [
Cyclizine 50 mg PQ, IM or IV 8 hourly = Offer dietary advice eat little and often t tD
Prochlorperazine 5-10 mg 6-8 hourly PO (or 3 mg buccal) ; 12.5 mg 8 hourly v empty stom?;h B s
IM/IV; 25 mg PR daily = Provide contact number for early —J
Promethazine 12.5-25 mg 4-8 hourly PO, IM, IV or PR pregnancy unit
Chlorpromazine 10-25 mg 4-6 hourly PO, IV or IM; or 50-100 mg 6-8 hourly PR
Up titration of antiemetics |
2nd Metoclopramide 510 mg 8 hourly PO, IV/IM/SC
line Domperidone 10 mg 8 hourly PO; 3060 mg 8 hourly PR * Initially select a 1+t line antiemetic
Ondansetron 4-8 mg 6-8 hourly PO; 8 mg over 15 minutes 12 hourly IV * Use combinations of drugs in women who do
Wormen taking ondansetron may require laxatives If constipation develops not respond to a single antiemetic
3 Prednisolone 40-50 mg daily PO, with the dose gradually tapered until lowest *  When up titrating add drugs as opposed to
line maintenance dose that controls the symptoms is reached replacing them different ciasses of drugs may have synergistic
Corticosteroids should be reserved for cases where standard therapies have failed; when Initiated they should be preseribed in effects and some women will require a combination of 3+ antiemetics to
addition to previously started antiemetics. Women taking them should have their BP monitored and a screen for DM control symptoms
Post-partum care, planning for future pregnancy and signposting |
= Patients with severe HG are risk of PTSD if required they should be referred to appropriate services =  Pregnancy Sickness Support kt')s
= Infuture pregnancy early use of lifestyle modifications should be used = HER Foundation ul :
=  Pre-emptive use of doxylamine and pyridoxine can be used to reduce severity of = UK Teratology Information Service
disease in subseguent pregnancy 20/2omg o at night to be started on confirmation of positive pregnancy test = Best use of medicine pregnancy bl mps
12 17 and up titrated when required
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DISCLAIMER

The Royal College of Obstetricians and Gynaecologists produces guidelines as an educational aid to
good clinical practice. They present recognised methods and techniques of clinical practice, based on
published evidence, for considerationiby obstetricians and gynaecologists and other relevant health
professionals. The ultimate judgement regarding a particular clinical procedure or treatment plan
must be made by the doctor or otherattendant in the light of clinical data presented by the patient
and the diagnostic/anditreatment options available.

This means that REOG\Guidelines are unlike protocols or guidelines issued by employers, as they are
notdntended tode prescriptive directions defining a single course of management. Departure from
the local prescriptivedprotocols or guidelines should be fully documented in the patient’s case notes
at the time the relevant decision is taken.
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