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HYPEREMESIS 
GRAVIDARUM
WHAT THE OBSTETRICIAN 
SHOULD KNOW
A/Prof Tan Lay Kok
Senior Consultant, Department of Obstetrics and Gynaecology, Singapore General Hospital

Hyperemesis Gravidarum (HG) is a 
diagnosis of exclusion.

It is important to distinguish the 
terminology between nausea and 
vomiting in pregnancy (NVP) and HG.  
• NVP: Onset in the first trimester 

of pregnancy and other causes of 
nausea and vomiting have been 
excluded. 

• HG: Protracted NVP + triad of 
>5% pre-pregnancy weight loss + 
dehydration + electrolyte imbalance.

Pregnancies affected by HG are 
more likely to have Low Birth Weight 
(LBW) babies and premature birth. 
There is no increased risk of congenital 
abnormalities, poor Apgar scores or 
perinatal deaths. NVP and HG can 
adversely affect quality of life and the 
woman’s mental health status.
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5. 4. 

Total score is sum of replies to each of the three questions. 

PUQE-24 score

In the last 24 hours, for how 
long have you felt nauseated 
or sick to your stomach?

In the last 24 hours, have you 
vomited or thrown up?

In the last 24 hours, how many  
times have you had retching 
or dry heaves without 
bringing anything up? 

Motherisk PUQE-24 scoring system

1 2 3 4 5

Not at all 1 hour or less 2-3 hours 4-6 hours More than
6 hours

1 2 3 4 5

I did not 
throw up

1-2 times 3-4 times 5-6 times

 

7 or more 
times

1 2 3 4 5

No time 1-2 times 3-4 times 5-6 times

 

7 or more 
times

Mild: ≤6 Moderate: 7-12 Severe: 13-15

Taken from RCOG Greentop Guideline No. 69.

PREGNANCY-UNIQUE QUANTIFICATION OF EMESIS (PUQE)

It is important to classify and 
quantify the severity of NVP. 
Use the Pregnancy-Unique 
Quantification of Emesis (PUQE).

How many hours have you slept out of 24 hours? Why?

On a scale of 0 to 10, how would you rate your well-being?
0 (worst possible) — 10 (the best you felt before pregnancy)

Can you tell me what causes you to feel that way?

Correct patient siting is based on 
the clinical assessment.
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PUQE score 3-12 
and no complications:

Antiemetics in community.
Lifestyle and dietary 

changes.

Initial assessment:
• Exclude other causes.
• Record PUQE score.
• Assess for clinical complications (dehydration, electrolyte imbalance, weight loss).
• Offer advice and support.

PUQE score of 13 or above 
and no complications and 

not refractory to antiemetics:

Ambulatory daycare 
management until 

no ketonuria.

Any PUQE score 
with complications or 

unsuccessful ambulatory 
daycare management:

Inpatient management.

Ambulatory daycare 
management:

Fast intravenous hydration 
with normal saline 

and potassium (if no 
contraindications).

Antiemetics 
Thiamine.

Inpatient management:

As for ambulatory daycare      
management plus:

–   Thromboprophylaxis.
–   Multidisciplinary team 

approach.
–   Consider steroids.

TREATMENT ALGORITHM FOR NVP AND HG

First line:
• Cyclizine 50mg PO, IM or IV 8 

hourly.
• Prochlorperazine 5-10mg 6-8 

hourly PO; 12.5mg 8 hourly IM/IV; 
25mg PR daily.

• Promethazine 12.5-25mg 4-8 
hourly PO, IM, IV or PR.

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

Recommended antiemetic therapies and dosages

IM intramuscular; IV intravenous; PO by mouth; PR by rectum.     Taken from RCOG Greentop Guideline No. 69.

Second line:
• Metoclopramide 5-10mg 8 hourly 

PO, IV or IM (maximum 5 days 
duration).

• Domperidone 10mg 8 hourly PO; 
30-60mg 8 hourly PR.

• Ondansetron 4-8mg 6-8 hourly 
PO; 8mg over 15 minutes 12 hourly 
IV.

Third line:
• Corticosteroids: hydrocortisone 

100mg twice daily IV and once 
clinical improvement occurs, 
convert to prednisolone 40-
50mg daily PO, with the dose 
gradually tapered until the lowest 
maintenance dose that controls 
the symptoms is reached.  
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The use of antiemetics
• First line antiemetics of choice 

are antihistamines (H1 receptor 
antagonists) and phenothiazines for 
NVP and HG.

• Use combinations of different drugs 
from different classes when not 
responding to a single antiemetic. 
Parenteral routes or rectal routes 
may be necessary.

• Do not forget to ask and document 
previous adverse reactions to 
antiemetic therapies 
e.g. oculogyric crisis.

• While metoclopramide is effective 
and generally safe, it is used as a 
second line therapy in view of its 
risk of  extrapyramidal effects.
• Use only for SHORT term use 

(maximum dose of 30mg in 24 
hours and maximum duration of 
5 days).

• If given via IV, give as SLOW 
bolus over 3 minutes.

• Ondansetron: limited data and 
hence used as second line therapy.

Consider stopping or avoiding iron 
containing preparations as they 
exacerbate symptoms of N&V.

Do not forget:
• Thiamine supplementation.
• Co-existing oesophagitis/gastritis/

gastro-oesophageal reflux which 
can be treated with H2 receptor 
antagonists or proton pump 
inhibitors.

• Thromboprophylaxis. Venous 
thromboprophylaxis has been 
reported in the first trimester.

• Do daily urea and serum electrolytes 

Useful references:

1. RCOG Greentop Guideline No. 69. The Management of Nausea and Vomiting of Pregnancy and Hyperemesis Gravidarum. June 2016.

2. Ondansetron in pregnancy and risk of adverse fetal outcomes in the United States. Fejzo M, MacGibbon KW, Mullin PM. Reproductive Toxi 

 cology 2016;62:87-91.

3. The effectiveness of discontinuing iron-containing prenatalmultivitamins on reducing the severity of nausea and vomiting of pregnancy. Gill  

 SK, Maltepe C, Koren G. J Obs Gyn 2009;29:13-16.

if the patient is requiring IV fluids. 
Use normal saline with additional 
potassium chloride in each bag, 
guided by the daily monitoring 
of electrolytes. Avoid dextrose 
infusions especially if thiamine has 
not been administered.

Other measures:
• Pyridoxine on its own is not 

recommended.
• Corticosteroids are only to 

be considered when standard 
treatments have failed.

• Diazepam is not recommended.
• Ginger is useful in mild to 

moderate NVP.
• Acustimulation may improve NVP 

(P6 acupuncture point over wrist).
• Total parenteral nutrition is rarely 

undertaken and is a last resort 
for refractory cases with no 
improvement with all of the afore 
mentioned treatments. It carries 
risks of metabolic, infectious, 
and thrombotic complications. 
Likewise, pregnancy termination is 
a last resort measure.

 
Future pregnancies
• There is an increased risk of 

recurrence.
• Pre-emptive use of dietary and 

lifestyle modifications and the 
antiemetics which were useful in 
the previous pregnancy affected 
by NVP and HG is advised in the 
next pregnancy to reduce the 
risk of recurrence. This can be 
started before or immediately 
at the start of symptoms in the 
subsequent pregnancy.
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UPDATES ON TREATMENT OF POSTPARTUM HAEMORRHAGE (PPH):

WORLD MATERNAL 
ANTIFIBRINOLYTIC 

(WOMAN) TRIAL
Dr Tan Eng Kien

Specialist in Obstetrics and Gynaecology, Mount Elizabeth Medical Centre

Aim
To study the effect of tranexamic acid in 
treating PPH

Study design
• Involvement of over 20000 women
• Women diagnosed with PPH randomized to 

receive either 1g of intravenous tranexamic 
acid or a placebo, in addition to usual 
care.  If bleeding continued after 30 mins, 
or stopped and restarted within 24 hours 
of the first dose, a second dose of 1g of 
tranexamic acid or placebo could be given.

Findings from trial
• Deaths from bleeding were significantly 

reduced by 19% with the use of tranexamic 
acid.

• Maternal mortality reduced by 31% if 
tranexamic acid was given within 3 hours 
of birth.

• Risk of hysterectomy was not reduced with 
tranexamic acid.  

• Adverse events (including thromboembolic 
events) did not differ significantly in the 
tranexamic acid versus placebo group.

• Results of study support inclusion of 
tranexamic acid in the WHO treatment 
guidelines for PPH.  

Implications for clinical practice
Tranexamic acid should be given as soon as 
possible after the onset of PPH, together 
with uterotonics.

References:

Effect of early tranexamic acid administration on mortality, hysterectomy, and other morbidities in women with post-partum haemorrhage (WOMAN): 

an international, randomised, double-blind, placebo-controlled trial. Shakur, Haleema et al. The Lancet, Volume 389, Issue 10084, 2105 - 2116

Tranexamic acid has been commonly used in bleeding 
trauma patients, and has been shown to reduce mortality 
in trauma patients without an increase in vascular 
occlusive events.



LNG-EC or Postinor® is licensed 
up to 72 hours.
• 1.5mg single oral dose (not divided).

• Higher weight/BMI could reduce the 
effectiveness of oral ECs, especially LNG-EC.

• Enzyme-Inducing Drugs (EIDs) can reduce 
the effectiveness of oral ECs.

• Women who are breast-feeding have a 
higher relative risk of uterine perforation at 
IUD insertion within 36 weeks of delivery and 
should express/discard milk for a week after 
UPA-EC. There are no issues with LNG-EC.

• Oral ECs can be used more than once per 
cycle.

• Give all women requesting or needing 
EC information regarding all methods of 
contraception. Consider immediate/quick 
starting hormonal contraception except if 
UPA-EC used.

IF YOU ARE IN A HURRY

• Offer EC after unprotected sexual 
intercourse (UPSI) if conception is unwanted 
(including sexual assault) and the episode is:

• Any day of a natural cycle.
• From day 21 of childbirth with no 

lactational amenorrhoea.
• From day 5 after abortion, miscarriage 

(including molar pregnancy) and 
ectopic pregnancy.

• If usual contraception has been 
compromised.

THREE METHODS ARE AVAILABLE 
IN SINGAPORE

The Copper Intrauterine Device 
(Cu-IUD) is the most effective method 
of EC and should be offered to all 
women.
• If the Cu-IUD cannot be immediately 

inserted, give oral EC.
• Insert up to 5 days after UPSI or up 

to 5 days after earliest likely date of 
ovulation (e.g. up to D19 in a 28 D 
cycle), whichever is later.

• The use of Mirena® - IUS for EC is not 
recommended.

Ulipristal Acetate EC (UPA-EC) or 
ellaOne® is effective up to 120 hours 
after UPSI.
• UPA-EC is more effective than 

Levonorgestral EC (LNG-EC) and 
should be considered 1st line for oral 
treatment.

1.

2.

3.
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Dr Susan Logan
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IF YOU HAVE TIME TO UNPACK

Pregnancy is theoretically possible on any day 
of the cycle. Risk is highest during the 6 days 
leading up to and including ovulation. Cycle 
and LMP reporting is often imprecise. Potential 
failure of contraceptive methods includes UPSI 
and the following situations:
• Patch/ring - UPSI detachment/removal > 

48 hours in week 1 or extension of hormone 
free interval (HFI) for >48 hours.

• Combined pill - 2 or more missed pills in 
week 1 or if the HFI is extended.

• Progestogen only pill-late/missed (>27 
hours) pill.

• Progestogen only implant - expired.
• Progestogen injection - >14 weeks after the 

last injection.
• Intrauterine - UPSI in the 7 days prior to 

removal, perforation, partial/complete 
expulsion and missing threads.

• Use of EIDs or in the 28 days after EID use.

The Cu-IUD is toxic to egg and sperm. It is the 
most effective EC and the only post-ovulatory 
method. Contraindications are the same as 
for routine insertion and do not include young 
age, nulliparity, previous ectopic or STIs.
Insertion between 48 hours and 28 days 
post childbirth is a relative contraindication. 
It is immediately effective for ongoing 
contraception.

Viable sperm are present for only 5 days after 
UPSI. As the primary mode of action of oral 
ECs is to delay ovulation until sperm are non 
viable, oral EC is unlikely to be effective if > 
120 hours after UPSI. They should be taken as 
soon as possible after UPSI to maximise effect. 
They are not teratogenic or abortifactant and 
do not increase the risk of miscarriage or 
abnormalities. A repeat dose should be given 
if vomiting occurs within 3 hours of taking. 



Most women will have their next LMP within 
7 days of the expected time.

UPA-EC, a selective progesterone 
modulator, is more effective and cost-
saving than LNG-EC from 1-120 hours after 
UPSI. Its effectiveness may be reduced by 
all products containing progestogen or 
progesterone taken in the prior 7 days or in 
the following 5 days. It should not be used 
by women with severe asthma controlled by 
oral steroids.

LNG-EC is ineffective beyond 96 hours. 
There are no contraindications to use.

RCTs comparing LNG-EC and UPA-EC report 
increased failure in women taking LNG-EC 
with a BMI > 26kg/m2 or weight > 70kg. In 
such women, recommend the Cu-IUD and/or 
offer UPA-EC. If neither is acceptable, give 
double dose (3mg) LNG-EC.

For those on EIDs offer Cu-IUD 1st line. 
Otherwise give double dose (3mg) LNG-EC. 
Do not use UPA-EC.

As women can still ovulate later in the cycle, 
oral ECs can be used more than once in the 
same cycle.

Advice should be given regarding 
contraception. Hormonal contraception 
(pills, injection, and implant) can be started 
immediately after LNG-EC but delayed for 
5 days after UPA-EC. Assess risk of STIs and 
offer appropriate testing and/or antibiotic 
cover. Arrange follow-up pregnancy testing in 
3 weeks.

If a woman presents more than 5 days after 
UPSI and declines or is unsuitable for Cu-
IUD, offer quick start of suitable hormonal 
contraception with follow-up pregnancy test 
in 3 weeks.
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A QUICK UPDATE ON 

ENDOMETRIOSIS
Dr Ng Ying Woo

Specialist in Obstetrics and Gynaecology, SBCC Women’s Clinic (Clementi)

Endometriosis is a common problem 
faced by many women during their 
reproductive years. The condition 
occurs with ectopic implants of 

endometrial tissue. Although some may 
be asymptomatic, many present with 
menorrhagia, dysmenorrhea, dyspareunia or 
chronic pelvic pain. Up to 40% of them may 
be subfertile.

Management revolves around a tailored 
synergy of surgical intervention and medical 
therapy as there is no known cure, hoping 
to relieve symptoms and improve fertility. 
However, a general lack of awareness often 
results in significant delay in diagnosis.

Surgery employing laparoscopy can be 
effective to remove endometriosis lesions 
and scar tissue, but success rates are 
dependent on the extent of disease and the 
surgeon’s skills. Medical therapy includes oral 
contraceptive pills, GnRH, Visanne, etc. Trial of 

medical treatment for an extended period of 
time without a concrete diagnosis should not 
be encouraged.

Below are the results of latest clinical trials and 
a quick update on ESHRE guideline:

HOW TO BEAT ENDOMETRIOSIS? 
WHAT’S THE LATEST?
WCE2017: Elagolix (Oral GnRH antagonist) 
phase III trial shows promising results 
in relieving endometriosis-related 
dysmenorrhea. In addition, it allows 
customized partial suppression of oetrogen 
and its adverse effects.

WCE2017: H2Oil study confirms more women 
will have successful pregnancy outcome from 
use of Lipiodol® Ultra-Fluid for HSG to test 
their tubal patency.

*WCE-13th World Congress on Endometriosis, May 2017.
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ESHRE 2013 GUIDELINES ON MANAGEMENT 
OF ENDOMETRIOSIS

Selection of key recommendations

Diagnosis of Endometriosis
Do consider the diagnosis of endometriosis in 
the presence of gynecological symptoms such 
as: dysmenorrhea, non-cyclical pelvic pain, 
deep dyspareunia, and infertility.

Always perform transvaginal sonography 
to diagnose or to exclude an ovarian 
endometrioma (Moore et al., 2002).

Treatment of endometriosis-associated pain
Counsel women with symptoms presumed 
to be due to endometriosis thoroughly, 
and empirically treat them with adequate 
analgesia, combined hormonal contraceptives 
or progestagens.

One can prescribe hormonal treatment 
[hormonal contraceptives (Level B), 
progestagens (Level A), antiprogestagens 
(Level A) A-B 2 or GnRH agonists (Level 
A)] as one of the options, as it reduces 
endometriosis-associated pain (Vercellini et 
al., 1993; Brown et al., 2010, 2012).

Surgically treat endometriosis when identified 
at laparoscopy, i.e. ‘see and treat’, as this 
is effective for reducing endometriosis-
associated pain (Jacobson et al., 2009).

Treatment of endometriosis-associated 
infertility
Perform operative laparoscopy (excision 
or ablation of the endometriosis lesions) 
including adhesiolysis, rather than performing 
diagnostic laparoscopy only in infertile women 
with AFS/ASRM stage I/II endometriosis, to 
increase ongoing pregnancy rates (Nowroozi 
et al., 1987; Jacobson et al., 2010).

Always perform excision of the endometrioma 
capsule, instead of drainage and electro 
coagulation of the endometrioma wall in 
infertile women with ovarian endometrioma 
undergoing surgery, to increase spontaneous 
pregnancy rates (Hart et al., 2008).

It is good clinical practice to counsel women 
with endometrioma regarding the risks of 
reduced ovarian function after surgery and 
the possible loss of the ovary. The decision to 
proceed with surgery should be considered 
carefully if the woman has had previous 
ovarian surgery.
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