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Abstract 

Background:  Women suffering from severe nausea and vomiting during pregnancy, hyperemesis gravidarum, 
have poor quality of life and increased risk of potentially fatal maternal and fetal complications. There is increasing 
and reassuring knowledge about safety of antiemetics in pregnancy. In 2013, the European Medical Agency (EMA) 
issued a warning on metoclopramide limiting treatment to maximum five days. Metoclopramide was the most used 
antiemetic in pregnancy at the time the warning was implemented in the Norwegian hyperemesis guidelines (2014). 
We aimed at describing changes in the treatment of hyperemesis over time, including changes associated with the 
EMA warning.

Methods:  Retrospective chart review of all women hospitalized for hyperemesis gravidarum with metabolic distur-
bances between 01/Jan/2002 and 31/Dec/2019 at a university hospital serving nearly 10% of the pregnant popula-
tion in Norway. Time-series analysis described changes over time and interrupted time series analysis quantified 
changes in treatment and clinical outcomes related to the EMA warning.

Results:  In total, 1,064 women (1.2% of the birthing population) were included. The use of meclizine, prochlorpera-
zine, and ondansetron increased during 2002–2019. This led to a yearly increase in the percentage of women using 
any antiemetic of 1.5% (95%CI 0.6; 2.4) pre-hospital, 0.6% (95%CI 0.2; 1.1) during hospitalization, and 2.6% (95%CI 1.3; 
3.8) at discharge. Overall, only 50% of the women received antiemetics pre-hospital. Following the EMA warning, 
prehospital use of metoclopramide dropped by 30% (95%CI 25; 36), while use of any antiemetic pre-hospital dropped 
by 20% (95%CI 5.7; 34). In timely association, we observed a decrease in gestational age (-3.8 days, 98.75%CI 0.6; 7.1) 
at first admission, as well as indication of increased rate of termination of pregnancy with an absolute increase of 4.8% 
(98.75%CI 0.9; 8.7) in 2014.
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Background
Nausea and vomiting are common pregnancy com-
plaints, affecting nearly 70% of pregnant women to 
some degree, from mild to severe [1]. Hyperemesis 
gravidarum (HG) is the most severe form of pregnancy 
sickness which inhibits normal fluid and/or food intake 
and strongly limits activities of daily living [2]. A global 
meta-analysis and a large UK population study found a 
prevalence of HG of 1.1% and 1.5%, respectively [1, 3].

Secondary to persisting nausea and vomiting, HG 
can lead to dehydration, electrolyte imbalance, weight 
loss, and metabolic disturbances, which can be life-
threatening if left untreated [4]. In addition to maternal 
risk of anemia, hypertension, coagulopathy, and preec-
lampsia, HG is associated with low fetal birth weight 
and preterm birth [3, 4]. HG-sufferers report symptoms 
that can be nearly unbearable, illustrated by the find-
ings that half of the HG-patients in a large UK survey 
considered to terminate the pregnancy, and one in four 
experienced occasional suicidal ideation [5]. Addition-
ally, there is a considerable risk of recurrent HG in 
future pregnancies [6, 7] and many who have had HG 
are reluctant to become pregnant again [7, 8].

First-line antiemetics for nausea and vomiting during 
pregnancy (NVP)/HG have traditionally included anti-
histamines (meclizine, promethazine, and cyclizine), 
and dopamine antagonists (prochlorperazine, and 
chlorpromazine) as these have reassuring evidence 
of safety in pregnancy [9–12]. None of these has been 
demonstrated as significantly better in reducing NVP 
[13]. If moderate NVP-symptoms persist despite com-
plementary treatment, guidelines in general recom-
mend these first-line antiemetics to be offered [4] to 
reduce need for health care visits, hospital inpatient 
treatment, and to alleviate the disease burden for the 
affected women [14, 15]. For severe NVP or HG, ambu-
latory or inpatient hospital care are usually required to 
provide fluid and nutritional treatment [4]. The seroto-
nin antagonist ondansetron is a second line antiemetic 
option due to suspicion of a small increased risk of oro-
facial clefts [9–12, 16, 17]. Prednisolone can be used as 
an antiemetic in refractory cases [9, 10]. Antiemetics 
are commonly prescribed off label, as many countries, 
including Norway, do not have NVP/HG as licensed 
indication [4].

In 2013, the European Medicines Agency (EMA) 
issued a warning regarding licensed use of the dopamine 
antagonist metoclopramide due to risk of extrapyramidal 
adverse effects limiting treatment duration to up to five 
days and reducing dose recommendations [18]. These 
recommendations were issued as a general precaution 
for metoclopramide by the Norwegian Medicines Agency 
in July 2013 [19]. Even though risk and benefit associ-
ated with use of metoclopramide for NVP/HG was not 
a part of the EMA safety review, the five-day limit was 
implemented in the Norwegian HG treatment guidelines 
in the 2014 update and UK green top guidelines in 2016 
[9, 10]. Subsequently, despite a very good fetal safety 
profile, metoclopramide was considered a second-line 
option due to risk of maternal adverse effects. The dopa-
mine antagonists prochlorperazine and chlorpromazine 
were preferred [9, 10, 20]. Between 2004 and 2017, 60% 
of all antiemetic prescription fills during pregnancy in 
the Norwegian Prescription Database (NorPD) were for 
metoclopramide [21], but changes in treatment provi-
sion for patients with HG related to the metoclopramide 
warning has not previously been investigated.

The aim of this study was to describe the antiemetic 
treatment provided for patients hospitalized for HG at a 
Norwegian university hospital and elucidate changes in 
patient characteristics and outcomes over time, including 
the impact of the EMA-warning on treatment and out-
comes in patients with HG.

Methods
Setting & design
This retrospective cohort study was conducted by review 
of hospital patient files for all women admitted for treat-
ment of HG at the Department of Obstetrics and Gyne-
cology, Haukeland University Hospital, Bergen, Norway 
between 01/Jan/2002 and 31/Dec/2019. The Bergen Hos-
pital Trust provides hospital service to approximately 
10% of the Norwegian female population.

Participants
Inclusion criteria were diagnosis of HG (International 
classification of disease version 10 (ICD-10) code O21.1 
hyperemesis with metabolic complications) defined as 
excessive nausea and vomiting in pregnancy with at 
least two of the following three criteria: dehydration, 

Conclusion:  During 2002–2019, the overall use of antiemetics in treatment of hyperemesis increased. The EMA-warn-
ing on metoclopramide in 2013 temporarily limited pre-hospital antiemetic provision associated with hospitalization 
at lower gestational length and indication of an increase in termination of pregnancy.
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weight loss (from pre-pregnancy weight), or electro-
lyte imbalance/ketonuria with first hospital admission 
prior to 20  weeks gestation. Exclusion criteria were 
other medical conditions causing nausea and vomiting, 
e.g. gastroenteritis. The inclusion- and exclusion crite-
ria were assessed individually based on information in 
the patient’s hospital file and relevant data were cross-
checked with the mandatory Norwegian pregnancy out-
patient chart included in the hospital file.

Measurements
Yearly HG admission rate at the hospital was calculated 
as number of included women by the date of first admis-
sion compared to the corresponding birthing population 
at Haukeland University Hospital registered in the Medi-
cal Birth Registry of Norway (MBRN) [22]. Gestational 
and maternal characteristics, relevant laboratory results, 
and treatment information were collected from the hos-
pital records using a standardized data collection form. 
Body mass index (BMI, (kg)/height(m)2) was calculated 
from self-reported pre-pregnancy weight collected from 
the mandatory Norwegian antenatal card. Weight change 
at first admission was calculated as difference in percent 
of pre-pregnancy weight. History of HG was registered, 
and if not reported in her patient file, it was assumed that 
the woman did not have HG in previous pregnancies. For 
women with several HG-pregnancies during the study 
period, all pregnancies were included, but each preg-
nancy was considered independent in the analyses.

Gestational length on first admission and at birth was 
calculated based on due date estimated at the routine 
ultrasound examination in gestational week 17–20, which 
is the standard method in Norway [10]. If due date was 
missing (e.g. patients with miscarriage, or termination of 
pregnancy), gestational length was calculated from ultra-
sound examination performed on admission.

Use of all antiemetics documented in the patient file 
regarding use prior to, during, and after hospitaliza-
tion was registered, including use of prednisolone for 
antiemetic purposes. Use of more than one antiemetic on 
the same day during hospital admission was registered as 
use of combination therapy with antiemetics.

Statistical analyses
Changes in maternal characteristics and treatment over 
time were analyzed as time-series, i.e., chronologically 
sequenced data separated by equally spaced time points 
(year). Trends were assessed using ordinary least squares 
linear (OLS) regression with Newey-West standard errors 
with one lag (lag[1]), correcting for first order autocor-
relation, and presented as yearly change with 95% confi-
dence interval (CI). Use of combinations of antiemetics 

was presented as a time-series including combinations 
used by more than 50 women.

Interrupted time-series analysis (ITSA) was used 
to investigate the potential impact of the EMA warn-
ing from July 2013 [18] and the Norwegian HG treat-
ment guidelines update in February 2014 [10] on: the 
proportion of women using metoclopramide, prochlor-
perazine, or any antiemetic prior to, during, and after 
hospitalization (all presented as % of admissions), and 
changes in clinical outcomes defined as: admission 
rate (% of births), rate of pregnancy termination (% of 
admissions), and yearly mean weight change (% of pre-
pregnancy weight) and gestational age (days) at first 
admission. The ITSA-analyses were conducted speci-
fying Newey-West lag[1] with intervention start point 
defined as January 1st 2014 on data modelled by year 
[23]. The ITSA-analyses generated coefficients for: pre-
intervention trend as yearly change (β1); level change 
at the time of intervention (β2); change in trend post-
intervention (β3); and post-intervention trend (β1 + β3). 
In addition to the p-value for the model, all estimates 
were presented with corresponding CI [23]. All tests 
were two-sided. Results on descriptive analyses regard-
ing treatment changes were considered statistically 
significant if p < 0.05. For hypothesis tests on four clini-
cally relevant outcome measures, the statistical signifi-
cance limit was adjusted to p < 0.0125 according to the 
Bonferroni correction.

Data were analyzed using Stata, StataCorp. 2021. Stata 
Statistical Software: Release 17. College Station, TX: 
StataCorp LLC. This study is reported in adherence with 
the STROBE guidelines.

Results
Between 2002 and 2019, 1,064 women were admit-
ted for treatment of HG with metabolic disturbances 
at Haukeland University Hospital. With a total of 
89,262 births, this corresponds to a yearly admis-
sion rate of 1.2%. Following the first hospitalization, 
32% of the women were readmitted at least once. An 
overall increasing trend was observed in maternal 
pre-pregnancy BMI (95%CI 0.002; 0.11  kg/m2 yearly) 
while maternal weight change at first hospitaliza-
tion decreased during the study period (95%CI 0.033; 
0.14% of pre-pregnancy weight annually). Throughout 
the study period, termination of pregnancy was seen 
in a total of 61 women (5.7% of the study population). 
Further characteristics of the study population are 
described in Table 1, while changes over time are illus-
trated in Fig. 1.

Use of antiemetics pre-, per, and post hospitaliza-
tion increased during the study period, as illustrated 
in the time-series in Fig.  2 with corresponding trends 
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displayed in Fig. 3. Overall, half of the women (50%) had 
used antiemetics prior to hospitalization, with increas-
ing trend during the study period of 1.5% (95%CI 0.6; 
2.4) yearly. Nearly all women (95%) were treated with 
antiemetics during their hospital stay. Similarly, prescrip-
tions for antiemetics at discharge were registered in 81% 
of the women overall, with an increase of 2.6% (95%CI 
1.3; 3.8) yearly. Use of meclizine, prochlorperazine, and 
ondansetron increased during the study period both pre-, 
per-, and post hospital (Figs. 2 and 3).

The results of the interrupted time-series analy-
ses describing changes in use of metoclopramide, 
prochlorperazine and antiemetics overall are illustrated 
in Figs.  4 and 5 with estimates presented in Table  2. 
Despite a rising trend until 2013, we found an absolute 
reduction in the proportion receiving metoclopramide 
prior to hospitalization of 30.2% (95%CI 24.8; 35.6) in 
2014, followed by a rise in the trend after the interven-
tion adding up to a 4.86% (95%CI 2.68; 7.04) increase 
yearly from 2014 onwards (Fig. 4a, Table 2a). We found 
no change in pre-hospital use of prochlorperazine prior 
to or in 2014, but indication of a rising trend post-
intervention of 2.06% (95%CI 0.48; 3.64) yearly (Fig. 4b, 
Table  2a). The proportion receiving any antiemetic 
prior to admission decreased by 19.7% (95%CI 5.71; 
33.8) in 2014.

During hospitalization, use of metoclopramide 
decreased by 19.8% (95%CI 2.90; 36.7) and prochlorpera-
zine increased with 40.5% (95%CI 18.2; 62.8) in 2014 with 

Table 1  Characteristics of women admitted for treatment of 
hyperemesis gravidarum at Haukeland University Hospital 2002–
2019, n = 1,064

Abbreviations: n number, SD standard deviation, IQR interquartile range, BMI 
body mass index
a n = 19 missing values
b n = 16 missing values
c n = 2 missing values
d n = 4 missing values
e n = 1 missing value
f n = 320 (30%) had previous pregnancies with HG
g Number of days hospitalized, including readmissions
h n = 532 (50%) using antiemetics prior to first hospitalization for hyperemesis
i n = 1,016 (95%) using antiemetics during hospital stay, including readmissions

Mean (SD)

Age (years) 28.6 (5.2)

Pre-pregnancy BMI (kg/m2)a 24.5 (4.7)

Weight change at first admission (% of pre-pregnancy weight) -5.8 (4.4)

Gestational length at first admission (days)c 66 (19)

Median (IQR)

Gravidityd 2 (1; 3)

Paritye 1 (0; 1)

Previous pregnancies with hyperemesisf 1 (1; 2)

Number of hospitalizations 1 (1; 2)

Total number of days in hospitalg 2 (1; 5)

Total number of antiemetics pre-hospitalh 1 (1; 2)

Total number of antiemetics while hospitalizedi 2 (1; 3)

n (%)

Readmitted once or more 341 (32)

Termination of pregnancy 61 (5.7)

Fig. 1  Changes in maternal characteristics in patients admitted for hyperemesis gravidarum at Haukeland University Hospital 2002–2019. Linear 
trends with Newey West standard errors accounting for one lag autocorrelation displayed as annual change (mark) and 95% confidence intervals 
(line). *% of pre-pregnancy weight
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no impact on the proportion using any antiemetic (Fig. 5, 
Table 2b). Similar results were found regarding discharge 
prescriptions (Fig. 2c).

The proportion of women receiving combinations 
of antiemetics while hospitalized increased with 4.6% 
(95%CI 3.8; 5.4) yearly throughout the study period 
(Fig.  3). Until 2013, no apparent pattern in choice of 
combinations was observed (Fig.  6). A more consistent 
use of meclizine and prochlorperazine, and meclizine, 
prochlorperazine, and ondansetron was observed from 
2014, and combinations including meclizine and/or 
prochlorperazine and/or ondansetron constituted 82% of 
all combinations of antiemetics used from 2014 onwards 
(Fig. 6).

From the interrupted time-series analysis on clinical 
characteristics (Fig. 7, Table 2c), we found a drop in ges-
tational age of 3.8 days (98.75%CI 0.55; 7.1) at first admis-
sion for HG in 2014. Additionally, a reduction in weight 
loss of 0.90% of pre-pregnancy weight (98.75% CI: -0.23; 
2.02, p = 0.038), however this was not significant after 
Bonferroni-correction for multiple testing (p < 0.0125). 

We found no change in overall admission rate neither 
throughout the study period (Fig.  1) nor in the inter-
rupted time-series analysis (Fig. 7c, Table 2c). However, 
the proportion of women terminating their pregnancy 
increased by 4.81% (98.75%CI 0.86; 8.74) in 2014. This 
individual element of the model remained significant 
despite Bonferroni-correction, but notably, the ITSA-
model for terminations overall was no longer considered 
statistically significant (Fig. 7d, Table 2c).

Discussion
By reviewing the patient files of women with hyperem-
esis gravidarum in nearly 10% of the pregnant population 
in Norway between 2002 and 2019, we found an overall 
increase in use of antiemetics both prior to, during, and 
after hospitalization. Following the EMA warning in 2013, 
restricting use of metoclopramide, we found a dramatic, 
but temporary, drop in the proportion of HG-patients 
provided antiemetics prehospitally, most notably for meto-
clopramide. During hospitalization, metoclopramide was 

Fig. 2  Use of antiemetics in patients admitted for hyperemesis gravidarum at Haukeland University Hospital 2002–2019. Time series from 
Haukeland University Hospital, n = 1,064
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persistently replaced by prochlorperazine. In timely asso-
ciation to the restrictions in use of metoclopramide, we 
observed a shift of hospitalization earlier in pregnancy, 
and a worrying indication of an increased proportion of 
HG-patients terminating their pregnancy.

Use of antiemetic medication 2002–2019
Despite an increasing trend in use of antiemetics prior 
to hospitalization, 4 out of 10 women hospitalized with 
HG in 2019 had not used antiemetics before the condi-
tion required in-patient treatment. Among pregnant 
women in the UK 1998–2014, higher rates of antiemetic 
use were registered in women exclusively treated in pri-
mary care compared to patients hospitalized for HG, 
implying that pre-hospital antiemetic treatment prevents 
hospitalization [24]. HG treatment guidelines from the 
US and Canada advocate early treatment initiation to 
reduce need for hospital inpatient treatment, health care 
visits, and to alleviate the disease burden for the affected 
women [14, 15]. In line with European HG treatment 
guidelines [9, 10], we found that dopamine antagonists 

and antihistamines constituted nearly all pre-hospital 
antiemetic treatment. Metoclopramide was used by 60% 
of those receiving pre-hospital treatment despite not 
being the dopamine antagonist of choice [9, 10].

The steady increase in the use of ondansetron pre-, 
per-, and post-hospitalization complies with the accu-
mulating body of evidence on safety of ondansetron 
in pregnancy [16, 17]. The systematic inpatient use 
of combinations of antiemetics including meclizine, 
prochlorperazine, and/or ondansetron increased in line 
with the Norwegian treatment guideline recommenda-
tions updated in 2014 [10]. Combinations of antiemetics 
with different pharmacological mechanisms of action 
can have synergistic effects, and are recommended also 
in UK guidelines for women who do not respond to 
monotherapy [9].

Impact of the EMA warning on use of metoclopramide
Our findings illustrate that after the general metoclopra-
mide recommendations from EMA and the Norwegian 

Fig. 3  Changes in use of antiemetics in patients admitted for hyperemesis gravidarum at Haukeland University Hospital 2002–2019. Linear 
trends with Newey West standard errors accounting for one lag autocorrelation displayed as annual change (mark) in % with corresponding 95% 
confidence intervals (line). n(%) reflects the total number and percentage of patients using the antiemetic. Combination of antiemetics refers to use 
of more than one antiemetic on the same day during hospital admission
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Health authorities with corresponding changes in the 
Norwegian hyperemesis guidelines, the provision of 
antiemetics for women suffering from HG was altered. 
Although in-patient use of metoclopramide was already 
declining, this dropped further in 2014; a trend that per-
sisted throughout the study period. In contrast, we found 
a substantial, but non-persisting, drop in pre-hospital 
use of metoclopramide. A similar, temporary decline in 
metoclopramide prescription fills in pregnancy was seen 
from 2014 in the NorPD-study [21]. Our results suggest 
that the EMA warning in the HG treatment guidelines 
were implemented in clinical practice more extensively at 
the hospital compared to primary care.

Surprisingly, we found no compensatory increase in 
the use of other antiemetics when pre-hospital use of 
metoclopramide dropped, indicating that general prac-
ticioners (GPs) lacked treatment options to replace 
metoclopramide. This interpretation is supported by a 
study showing that GPs in the UK often lack confidence 
in prescribing recommended antiemetics in pregnancy 
[25], and Norwegian GPs have reported being wary of 
prescribing medicines for NVP due to the teratogenic 

potential, referring to the thalidomide tragedy [26]. The 
recovery in use of metoclopramide to the pre-inter-
vention level, may suggest that GPs, in lack of alterna-
tives, assess the benefit of metoclopramide to outweigh 
the potential risk of adverse effects in severe NVP/
HG. Metoclopramide has thorough documentation on 
safety in pregnancy, and there is no suspicion of fetal 
malformations or other adverse pregnancy outcomes 
[20]. Extrapyramidal adverse reactions as adverse 
effects of dopamine antagonists were the reason for 
the EMA warning limiting metoclopramide treatment 
duration to five days. Paradoxically, most neurological 
adverse drug reactions of metoclopramide occur within 
the first five days of treatment [27]. Additionally, neu-
rological adverse effects are also seen for prochlorp-
erazine [28]. In a study on acute dystonic reactions in 
children, the risk was in fact higher for prochlorpera-
zine compared to metoclopramide [29]. Thus, we sug-
gest that women treated with any dopamine antagonist 
should be informed of the risk of adverse reactions, 
regardless of treatment duration, and advised to stop 
treatment if severe reactions occur.

Fig. 4  Interrupted time-series analysis of use of antiemetics prior to hospitalization for hyperemesis gravidarum 2002–2019. Percentage of 
1.064 women hospitalized at Haukeland University Hospital using (a) metoclopramide, (b) prochlorperazine, and (c) any antiemetic prior to first 
hospitalization. Predicted line visualizes linear trend pre-intervention in 2014 with slope corresponding to yearly change (β1); vertical line illustrating 
level change in 2014 at the time of treatment guideline update (β2); predicted line after 2014 representing post-intervention trend (β1 + β3) 
applying Newey-West standard errors to adjust for first order autocorrelation
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Changes in clinical characteristics and outcomes
Eliminating the most frequently used treatment option 
in primary care could be expected to increase the num-
ber of women requiring hospital treatment for HG, 
but no increase in hospitalization rate was observed in 
our cohort. This might be due to lack of power despite 
the relatively large cohort. However, we observed a 
decrease in gestational age at first admission reflecting 
earlier hospital referrals for HG from 2014. This change 
was persistent, despite recovery of the pre-hospital 
antiemetic provision. A possible explanation is that while 
use of metoclopramide pre-hospital apparently recov-
ered after the initial drop, women were only offered five 
days of treatment and hospitalized if further treatment 
was required. In the NorPD-study, treatment duration 
exceeding 5  days was registered for virtually all meto-
clopramide prescriptions 2015–2017 [21]. However, the 
median treatment duration reported corresponds to the 
smallest package size available in Norway (20 tablets; 

6.7  days), and therefore gives no indication of whether 
administration complied with the five-day limit. Indi-
cation of less weight loss at hospitalization in 2014, 
albeit not reaching statistical significance when adjust-
ing for multiple testing, supports the interpretation that 
women were admitted earlier due to reduced treatment 
provision.

We observed a doubling in rate of termination of preg-
nancy in timely association with a temporary decline in 
pre-hospital use of antiemetics. This suggests that delayed 
treatment initiation might increase the risk of termination 
of pregnancy. As the Norwegian welfare system provides 
services such as paid sick-leave, free pregnancy care, and 
reimbursement for HG treatment, termination of preg-
nancy is less likely to be caused by practical or economic 
reasons compared to countries with less extensive ser-
vice coverage. Reason for termination of pregnancy was 
not explored in this study and was likely unrelated to 
HG in some cases. However, the Norwegian Registry of 

Fig. 5  Interrupted time-series analysis of use of antiemetics while hospitalized for hyperemesis gravidarum 2002–2019. Percentage admitted to 
Haukeland University Hospital using (a) metoclopramide, (b) prochlorperazine, and (c) any antiemetic while hospitalized. Predicted line visualizes 
linear trend pre-intervention in 2014 with slope corresponding to yearly change (β1); vertical line illustrating level change in 2014 at the time of 
treatment guideline update (β2); predicted line after 2014 representing post-intervention trend (β1 + β3) applying Newey-West standard errors to 
adjust for first order autocorrelation
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Table 2  Changes in use of antiemetics and clinical characteristics associated with hyperemesis treatment guideline update 
(intervention) in 2014

Beta- coefficient 95% confidence interval

a) Antiemetics prior to hospitalization
  Any antiemetic (%)
    Trend pre-intervention, β1 2.52 1.17; 3.87

    Level change at intervention, β2 -19.7 -33.8; -5.71

    Trend change post-intervention, β3 1.98 -0.67; 4.63

    Post-intervention trend, β1 + β3 4.50 1.99; 7.02

    p < 0.001
  Metoclopramide (%)
    Trend pre-intervention, β1 2.22 1.29; 3.14

    Level change at intervention, β2 -30.2 -35.6; -24.8

    Trend change post-intervention, β3 2.65 0.26; 5.03

    Post-intervention trend, β1 + β3 4.86 2.68; 7.04

    p < 0.001
  Prochlorperazine (%)
    Trend pre-intervention, β1 0.01 -0.47; 0.49

    Level change at intervention, β2 -0.86 -6.19; 4.47

    Trend change post-intervention, β3 2.05 0.35; 3.75

    Post-intervention trend, β1 + β3 2.06 0.48; 3.64

    p = 0.022
b) Antiemetics while at hospital Beta- coefficient 95% confidence interval
  Any antiemetic (%)
    Trend pre-intervention, β1 1.28 0.64; 1.91

    Level change at intervention, β2 -3.64 -9.64; 2.36

    Trend change post-intervention, β3 -1.69 -2.86; -0.52

    Post-intervention trend, β1 + β3 -0.42 -1.48; 0.65

    p = 0.002
  Metoclopramide (%)
    Trend pre-intervention, β1 -2.88 -5.05; -0.70

    Level change at intervention, β2 -19.8 -36.7; -2.90

    Trend change post-intervention, β3 1.07 -1.48; 3.62

    Post-intervention trend, β1 + β3 -1.80 -2.97; -0.64

    p < 0.001
  Prochlorperazine (%)
    Trend pre-intervention, β1 -0.16 -2.12; 1.80

    Level change at intervention, β2 40.5 18.2; 62.8

    Trend change post-intervention, β3 2.86 0.51; 5.21

    Post-intervention trend, β1 + β3 2.70 0.52; 4.88

  p < 0.001
c) Clinical characteristics and outcomes Beta- coefficient 98.75% confidence interval
  Mean gestational age at first admission (days)
    Trend pre-intervention, β1 0.33 0.15; 0.49

    Level change at intervention, β2 -3.8 -7.1; -0.55

    Trend change post-intervention, β3 -0.24 -1.28; 0.80

    Post-intervention trend, β1 + β3 0.09 -0.93; 1.10

    p < 0.001
  Mean weight change at first admission (% of pre-pregnancy weight)
    Trend pre-intervention, β1 -0.01 -0.09; 0.07

    Level change at intervention, β2 0.90 -0.23; 2.02
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Pregnancy Termination gives no indication of an increase 
in the overall number of terminations per 1000 women 
following the EMA warning [30], and our findings can 
thus not be explained by a general increase in the rate of 
terminations. Termination of pregnancy was associated 
with suicidal ideation and reduced perception of care in 
patients with HG in a UK study [5]. In an internet-based 
survey (predominantly including women from the UK and 
the US), 15% reported termination of pregnancy due to 
HG. Not being provided with antiemetics, and the provid-
ers not being caring, raised the odds of termination [31].

Strengths and limitations
This is the largest cohort study to date in which changes 
in antiemetic treatment and clinical characteristics has 
been described from before, throughout and after hospi-
talization for HG. This is a well-defined hospital cohort 
including women with severe HG with no bias intro-
duced by selection. A strength of the study is the level 
of detail of treatment information compared to registry 
studies where over the counter and in-patient treatment 
is unavailable [21]. In addition, consecutive documen-
tation of information in routine hospital charts reduce 

Table 2  (continued)

Beta- coefficient 95% confidence interval

    Trend change post-intervention, β3 0.16 -0.14; 0.47

    Post-intervention trend, β1 + β3 0.15 -0.15; 0.45

    p = 0.0044
  Admission rate (% of births)
    Trend pre-intervention, β1 -0.00 -0.03; 0.03

    Level change at intervention, β2 0.11 -0.27; 0.49

    Trend change post-intervention, β3 0.02 -0.10; 0.13

    Post-intervention trend, β1 + β3 0.02 -0.10;0.13

    p = 0.474

  Rate of termination of pregnancy (% of admissions)
    Trend pre-intervention, β1 -0.05 -0.31; 0.21

    Level change at intervention, β2 4.81 0.86; 8.74

    Trend change post-intervention, β3 -0.75 -1.76; 0.25

    Post-intervention trend, β1 + β3 -0.81 -1. 77; -0.15

    p = 0.019

One thousand sixty-four women admitted for treatment of HG at Haukeland University Hospital 2002–2019 presented as trend 2002–2013, level change associated 
with updated HG-guidelines in 2014, and trend change post-intervention. Interrupted time series-analysis with Newey-West standard errors adjusting for first order 
autocorrelation

Fig. 6  Use of combinations of antiemetic medications while hospitalized for hyperemesis gravidarum before and after 2014. Yearly proportion (%) 
using the six most frequently used antiemetic combinations, adding up to 76% of all combinations. Combinations defined as use of more than one 
antiemetic on the same day during hospital stay. Data from Haukeland University Hospital 2002–2019, n = 1,064
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risk of recall bias. Even though it is a single center study, 
the Bergen Hospital Trust catchment area covers nearly 
10% of the birthing population in Norway and the find-
ings are in line with a nation-wide antiemetic prescrip-
tion registry study [21]. In addition, the study investigates 
consequences of a policy change concerning the whole 
of Europe [18] and the impact of the EMA warning on 
patients with NVP/HG has not been published to date. It 
is likely that these restrictions in antiemetic use and clini-
cal implications identified in a Norwegian cohort might 
similarly affect HG patients in other European countries.

Interrupted time-series analyses are considered suitable 
for investigating changes in aggregated data in a popula-
tion following a point of intervention [23], and has been 
used to investigate the effect of policy changes on meto-
clopramide prescriptions in Korea and the US [32, 33]. 
However, the ITSA-model assumes a change at the time 
of intervention and estimates the effects based on this 
assumption. Causal inference of an association between 

the EMA warning and associated changes in antiemetic 
medication provision and the clinical outcomes is limited 
and the results should be interpreted with caution. Adjust-
ing the threshold of statistical significance according to 
the Bonferroni-correction for four outcomes reduces the 
risk of false positive findings but reduces power. Another 
limitation is that focus on treatment of HG from local 
research initiatives and participation in guideline devel-
opment (JT) might disseminate at the department as well 
as the hospital catchment area, thereby influencing treat-
ment and adherence to guidelines compared to hospitals 
where HG has no particular focus.

Conclusion and future research
During 2002–2019, the overall use of antiemetics for 
hyperemesis gravidarum increased, while from 2014 
metoclopramide in hospital was replaced by prochlor-
perazine. Simultaneously, a substantial, but tempo-
rary, drop in the proportion of HG-patients provided 

Fig. 7  Changes in clinical characteristics and outcomes in women hospitalized for hyperemesis gravidarum 2002–2019. Interrupted time-series 
analyses of (a) average gestational age at first admission, (b) average weight change at first admission in percent of pre-pregnancy weight, (c) 
admission rate, and (d) rate of termination of pregnancy in 1,064 women hospitalized for hyperemesis gravidarum in timely association with 
treatment guideline update in 2014. Predicted line visualizes linear trend pre-intervention in 2014 with slope corresponding to yearly change (β1); 
vertical line illustrating level change in 2014 at the time of treatment guideline update (β2); predicted line after 2014 representing post-intervention 
trend (β1 + β3) applying Newey-West standard errors to adjust for first order autocorrelation
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antiemetics prehospitally was observed, most notably 
for metoclopramide. These changes occurred in timely 
association with the European policy change and illus-
trates that the warning on metoclopramide for licensed 
indications led to changes in the antiemetic treatment 
provided for patients with HG. The concomitant ten-
dency of hospitalization earlier in pregnancy and, 
in particular, the indication of an increased propor-
tion terminating their pregnancy, suggests that these 
changes had negative clinical implications for women 
with HG. It is prudent to assess if, and to which extent, 
provision of timely and appropriate treatment initiation 
may prevent symptom progression and hospitalization, 
or ultimately termination of pregnancy.

Abbreviations
BMI: Body Mass Index; CI: Confidence Interval; GPs: General Practitioners; HG: 
Hyperemesis Gravidarum; ICD: International Classification of Disease; IQR: 
Interquartile Range; ITSA: Interrupted Time-series Analysis; MBRN: The Medical 
Birth Registry of Norway; NorPD: The Norwegian Prescription Database; NVP: 
Nausea and Vomiting During Pregnancy; OLS: Ordinary Least Squares; SD: 
Standard Deviation.

Acknowledgements
We thank Dr. Rolv Terje Lie, professor in medical statistics, for statistical 
methods support. We also thank the Bergen Hospital Trust for facilitating 
the data collection, and the master’s students Cathrine Kristiansen, Anne 
Kristine Bryn, and Judit Bolette Bakkebø for contributions to the data 
collection.

Authors’ contributions
JT was the primary initiator of the study and facilitated the data collection. HE 
collected data, conducted the analyses, and wrote the first draft of the manu-
script. JT, LH, and KH were actively involved in interpreting the results, writing, 
revising, and approving the final manuscript.

Funding
Open access funding provided by University of Bergen. The University of 
Bergen grants the PhD-position of HE.

Availability of data and materials
The datasets generated and analyzed during the current study are not 
publicly available as ethnical approval for dissemination has not been 
sought but are available from the corresponding author on reasonable 
request.

Declarations

Ethics approval and consent to participate
The study has been approved as an internal control and quality study by the 
data protection officer at Haukeland University Hospital Institutional Review 
Board, who granted access to patient files for the study personnel (refer-
ence number 2012/8379 for the 2002–2011 cohort and 2017/1383 for the 
2012–2019 cohort). The Norwegian Regional Ethical Committee South-East 
has approved waiver of individual patient consent (REK 2018/2305). All data 
were anonymized. All methods were performed in accordance with the 
relevant guidelines and regulations.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests. JT has participated 
in developing the national HG-treatment guidelines.

Author details
1 Centre for Pharmacy, Department of Global Public Health and Primary 
Care, Faculty of Medicine, University of Bergen, Årstadveien 17, 5009 Bergen, 
Norway. 2 Regional Medicines Information and Pharmacovigilance Centre, 
Department of Clinical Biochemistry and Pharmacology, Haukeland University 
Hospital, Bergen, Norway. 3 Department of Gynecology and Obstetrics, Hauke-
land University Hospital, Bergen, Norway. 4 Department of Clinical Science, 
Faculty of Medicine, University of Bergen, Bergen, Norway. 

Received: 28 February 2022   Accepted: 20 May 2022

References
	1.	 Einarson TR, Piwko C, Koren G. Quantifying the global rates of nausea 

and vomiting of pregnancy: a meta analysis. J Popul Ther Clin Pharmacol. 
2013;20(2):e171–83.

	2.	 Jansen LAW, Koot MH, Van’t Hooft J, Dean CR, Bossuyt PMM, Ganzevoort 
W, et al. The windsor definition for hyperemesis gravidarum: A multistake-
holder international consensus definition. Eur J Obstet Gynecol Reprod 
Biol. 2021;266:15–22.

	3.	 Fejzo MS, Trovik J, Grooten IJ, Sridharan K, Roseboom TJ, Vikanes A, et al. 
Nausea and vomiting of pregnancy and hyperemesis gravidarum. Nat 
Rev Dis Primers. 2019;5(1):62.

	4.	 Fiaschi L, Nelson-Piercy C, Gibson J, Szatkowski L, Tata LJ. Adverse Mater-
nal and Birth Outcomes in Women Admitted to Hospital for Hyperemesis 
Gravidarum: a Population-Based Cohort Study. Paediatr Perinat Epide-
miol. 2018;32(1):40–51.

	5.	 Nana M, Tydeman F, Bevan G, Boulding H, Kavanagh K, Dean C, et al. 
Hyperemesis gravidarum is associated with increased rates of termina-
tion of pregnancy and suicidal ideation: results from a survey completed 
by >5000 participants. Am J Obstet Gynecol. 2021;224(6):629–31.

	6.	 Dean CR, Bruin CM, O’Hara ME, Roseboom TJ, Leeflang MM, Spijker R, 
et al. The chance of recurrence of hyperemesis gravidarum: A systematic 
review. Eur J Obstet Gynecol Reprod Biol X. 2020;5:100105.

	7.	 Nijsten K, Dean C, van der Minnen LM, Bais JM, Ris-Stalpers C, van Eekelen 
R, et al. Recurrence, postponing pregnancy and termination rates after 
hyperemesis gravidarum: follow-up of the MOTHER study. Acta Obstet 
Gynecol Scand. 2021;100(9):1636–43.

	8.	 Heitmann K, Nordeng H, Havnen GC, Solheimsnes A, Holst L. The 
burden of nausea and vomiting during pregnancy: severe impacts on 
quality of life, daily life functioning and willingness to become pregnant 
again - results from a cross-sectional study. BMC Pregnancy Childbirth. 
2017;17(1):75.

	9.	 Royal College of Obstetricians & Gynaecologists. The Management 
of Nausea and Vomiting of Pregnancy and Hyperemesis Gravidarum. 
Green-top Guideline No 69. 2016.https://​www.​rcog.​org.​uk/​globa​lasse​
ts/​docum​ents/​guide​lines/​green-​top-​guide​lines/​gtg69-​hyper​emesis.​
pdf Accessed 21 Feb 2022.

	10.	 Vikanes Å, Trovik J, Tellum T, Lomsdal S, Steinsløkken A, Nesheim BI. 
Emesis and hyperemesis gravidarum. In: Norsk gynekologisk foren-
ing – Veileder i fødselshjelp [Norwegian Society of Gynecology and 
Obstetrics - guidelines in obstetrics]. 2014.https://​www.​legef​oreni​
ngen.​no/​foren​ingsl​edd/​fagmed/​norsk-​gynek​ologi​sk-​foren​ing/​veile​
dere/​arkiv-​utgat​te-​veile​dere/​veile​der-i-​fodse​lshje​lp-​2014/​7.-​emesis-​
og-​hyper​emesis-​gravi​darum/ Accessed 21 Feb 2022.

	11.	 Hære IMG, Steinbakk A, Vikanes ÅV, Vilming B. Hyperemesis gravidarum. 
In: Norsk gynekologisk forening – Veileder i fødselshjelp [Norwegian 
Society of Gynecology and Obstetrics - guidelines in obstetrics]. 2008. 
https://​www.​legef​oreni​ngen.​no/​conte​ntass​ets/​04d0b​3c134​ac4b1​2aa1a​
03c3a​26665​85/​veile​der-i-​fodse​lshje​lp-​2008.​pdf Accessed 21 Feb 2022.

	12.	 Johnsrud ML, Brobak H. Hyperemesis gravidarum. In: Norsk gyne-
kologisk forening – Veileder i fødselshjelp [Norwegian Society of 
Gynecology and Obstetrics - guidelines in obstetrics]. 1998. https://​
www.​nb.​no/​nbsok/​nb/​2a69d​2ca42​58928​a8e29​f822c​eee44​87?​
index=1#0 Accessed 21 Feb 2022.

	13.	 Boelig RC, Barton SJ, Saccone G, Kelly AJ, Edwards SJ, Berghella V. 
Interventions for treating hyperemesis gravidarum. Cochrane Database 
Syst Rev. 2016;5:Cd010607.

https://www.rcog.org.uk/globalassets/documents/guidelines/green-top-guidelines/gtg69-hyperemesis.pdf
https://www.rcog.org.uk/globalassets/documents/guidelines/green-top-guidelines/gtg69-hyperemesis.pdf
https://www.rcog.org.uk/globalassets/documents/guidelines/green-top-guidelines/gtg69-hyperemesis.pdf
https://www.legeforeningen.no/foreningsledd/fagmed/norsk-gynekologisk-forening/veiledere/arkiv-utgatte-veiledere/veileder-i-fodselshjelp-2014/7.-emesis-og-hyperemesis-gravidarum/
https://www.legeforeningen.no/foreningsledd/fagmed/norsk-gynekologisk-forening/veiledere/arkiv-utgatte-veiledere/veileder-i-fodselshjelp-2014/7.-emesis-og-hyperemesis-gravidarum/
https://www.legeforeningen.no/foreningsledd/fagmed/norsk-gynekologisk-forening/veiledere/arkiv-utgatte-veiledere/veileder-i-fodselshjelp-2014/7.-emesis-og-hyperemesis-gravidarum/
https://www.legeforeningen.no/foreningsledd/fagmed/norsk-gynekologisk-forening/veiledere/arkiv-utgatte-veiledere/veileder-i-fodselshjelp-2014/7.-emesis-og-hyperemesis-gravidarum/
https://www.legeforeningen.no/contentassets/04d0b3c134ac4b12aa1a03c3a2666585/veileder-i-fodselshjelp-2008.pdf
https://www.legeforeningen.no/contentassets/04d0b3c134ac4b12aa1a03c3a2666585/veileder-i-fodselshjelp-2008.pdf
https://www.nb.no/nbsok/nb/2a69d2ca4258928a8e29f822ceee4487?index=1#0
https://www.nb.no/nbsok/nb/2a69d2ca4258928a8e29f822ceee4487?index=1#0
https://www.nb.no/nbsok/nb/2a69d2ca4258928a8e29f822ceee4487?index=1#0


Page 13 of 13Erdal et al. BMC Pregnancy and Childbirth          (2022) 22:464 	

•
 
fast, convenient online submission

 •
  

thorough peer review by experienced researchers in your field

• 
 
rapid publication on acceptance

• 
 
support for research data, including large and complex data types

•
  

gold Open Access which fosters wider collaboration and increased citations 

 
maximum visibility for your research: over 100M website views per year •

  At BMC, research is always in progress.

Learn more biomedcentral.com/submissions

Ready to submit your researchReady to submit your research  ?  Choose BMC and benefit from: ?  Choose BMC and benefit from: 

	14.	 Committee on Practice Bulletins-Obstetrics. ACOG practice bul-
letin no. 189: nausea and vomiting of pregnancy. Obstet Gynecol. 
2018;131(1):e15-e30.

	15.	 Campbell K, Rowe H, Azzam H, Lane CA. The Management of Nausea 
and Vomiting of Pregnancy. J Obstetrics Gynaecol Canada : JOGC. 
2016;38(12):1127–37.

	16.	 Huybrechts KF, Hernandez-Diaz S, Straub L, Gray KJ, Zhu Y, Patorno E, et al. 
Association of Maternal First-Trimester Ondansetron Use With Cardiac 
Malformations and Oral Clefts in Offspring. JAMA. 2018;320(23):2429–37.

	17.	 Picot C, Berard A, Grenet G, Ripoche E, Cucherat M, Cottin J. Risk of 
malformation after ondansetron in pregnancy: An updated systematic 
review and meta-analysis. Birth Defects Res. 2020;112(13):996–1013.

	18.	 The European Medicines Agency’s Committee on Medicinal Products for 
Human Use (CHMP). European Medicines Agency recommends changes 
to the use of metoclopramide. EMA/13239/2014 Corr. 1. https://​www.​
ema.​europa.​eu/​en/​medic​ines/​human/​refer​rals/​metoc​lopra​mide-​conta​
ining-​medic​ines Accessed 21. Feb 2022.

	19.	 The Norwegian Medicines Agency. Nye anbefalinger ved bruk av metok-
lopramid (Afipran) [New recommendations for the use of metoclopra-
mide (Afipran)]. In: The Norwegian Medicines Agency. 2013. https://​
legem​iddel​verket.​no/​nyhet​er/​nye-​anbef​aling​er-​ved-​bruk-​av-​metok​lopra​
mid-​afipr​an Accessed 21 Feb 2022.

	20.	 Sun L, Xi Y, Wen X, Zou W. Use of metoclopramide in the first trimester 
and risk of major congenital malformations: A systematic review and 
meta-analysis. PLoS ONE. 2021;16(9):e0257584.

	21.	 van Gelder M, Nordeng H. Antiemetic Prescription Fills in Pregnancy: 
A Drug Utilization Study Among 762,437 Pregnancies in Norway. Clin 
Epidemiol. 2021;13:161–74.

	22.	 Delivery statistics. In: Medical Birth Registry of Norway. http://​stati​stikk​
bank.​fhi.​no/​mfr/ Accessed 03. Oct 2021

	23.	 Linden A. Conducting interrupted time-series analysis for single- and 
multiple-group comparisons. Stata Journal. 2015;15(2):480–500.

	24.	 Fiaschi L, Nelson-Piercy C, Deb S, King R, Tata LJ. Clinical management 
of nausea and vomiting in pregnancy and hyperemesis gravidarum 
across primary and secondary care: a population-based study. BJOG. 
2019;126(10):1201–11.

	25.	 Nana M, Morgan H, Ahmed H, Williamson C. Hyperemesis gravidarum in 
the primary care setting: Cross-sectional study of general practitioners. 
BJGP Open. 2021. https://​doi.​org/​10.​3399/​BJGPO.​2021.​0119.

	26.	 Heitmann K, Svendsen HC, Sporsheim IH, Holst L. Nausea in pregnancy: 
attitudes among pregnant women and general practitioners on treat-
ment and pregnancy care. Scand J Prim Health Care. 2016;34(1):13–20.

	27.	 Svendsen K, Wood M, Olsson E, Nordeng H. Reported time to onset of 
neurological adverse drug reactions among different age and gender 
groups using metoclopramide: an analysis of the global database Vig-
ibase®. Eur J Clin Pharmacol. 2018;74(5):627–36.

	28.	 Beirne M, Fenton J. Acute dystonic reaction secondary to prochlorp-
erazine use in the treatment of hyperemesis gravidarum. Ir J Med Sci. 
2007;176(1):53–4.

	29.	 Kirkpatrick L, Sogawa Y, Cleves C. Acute Dystonic Reactions in Children 
Treated for Headache With Prochlorperazine or Metoclopramide. Pediatr 
Neurol. 2020;106:63–4.

	30.	 Løkeland-Stai M. Induced abortion in Norway – fact sheet. In: Norwegian 
Registry of Pregnancy Termination 2020. https://​www.​fhi.​no/​en/​hn/​
health-​regis​tries/​regis​try-​of-​pregn​ancy-​termi​nation/​induc​ed-​abort​ion-​in-​
norway/ Accessed 21 Feb 2022.

	31.	 Poursharif B, Korst LM, Macgibbon KW, Fejzo MS, Romero R, Goodwin 
TM. Elective pregnancy termination in a large cohort of women with 
hyperemesis gravidarum. Contraception. 2007;76(6):451–5.

	32.	 Kim H, Suh HS. Effects of a Safety Letter on Metoclopramide Use in 
Korea: An Interrupted Time-Series Analysis. Risk Manag Healthc Policy. 
2020;13:1335–41.

	33.	 Ehrenpreis ED, Deepak P, Sifuentes H, Devi R, Du H, Leikin JB. The meto-
clopramide black box warning for tardive dyskinesia: effect on clinical 
practice, adverse event reporting, and prescription drug lawsuits. Am J 
Gastroenterol. 2013;108(6):866–72.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub-
lished maps and institutional affiliations.

https://www.ema.europa.eu/en/medicines/human/referrals/metoclopramide-containing-medicines
https://www.ema.europa.eu/en/medicines/human/referrals/metoclopramide-containing-medicines
https://www.ema.europa.eu/en/medicines/human/referrals/metoclopramide-containing-medicines
https://legemiddelverket.no/nyheter/nye-anbefalinger-ved-bruk-av-metoklopramid-afipran
https://legemiddelverket.no/nyheter/nye-anbefalinger-ved-bruk-av-metoklopramid-afipran
https://legemiddelverket.no/nyheter/nye-anbefalinger-ved-bruk-av-metoklopramid-afipran
http://statistikkbank.fhi.no/mfr/
http://statistikkbank.fhi.no/mfr/
https://doi.org/10.3399/BJGPO.2021.0119
https://www.fhi.no/en/hn/health-registries/registry-of-pregnancy-termination/induced-abortion-in-norway/
https://www.fhi.no/en/hn/health-registries/registry-of-pregnancy-termination/induced-abortion-in-norway/
https://www.fhi.no/en/hn/health-registries/registry-of-pregnancy-termination/induced-abortion-in-norway/

	Antiemetic treatment of hyperemesis gravidarum in 1,064 Norwegian women and the impact of European warning on metoclopramide: a retrospective cohort study 2002–2019
	Abstract 
	Background: 
	Methods: 
	Results: 
	Conclusion: 

	Background
	Methods
	Setting & design
	Participants
	Measurements
	Statistical analyses

	Results
	Discussion
	Use of antiemetic medication 2002–2019
	Impact of the EMA warning on use of metoclopramide
	Changes in clinical characteristics and outcomes
	Strengths and limitations
	Conclusion and future research

	Acknowledgements
	References


