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Key recommendations
• The diagnosis of intrahepatic cholestasis of pregnancy (ICP) should be considered in pregnant 

women who have itching in skin of normal appearance and raised peak random total bile acid concentra-
tion of 19 micromol/L or more. [Grade D]

• Additional laboratory and/or imaging investigations are not recommended unless itch is associat-
ed with atypical clinical symptoms, the presence of relevant comorbidities, or in early onset severe ICP. 
Consider additional postnatal investigations in women in whom resolution of abnormal liver function 
tests is delayed or does not occur. [Grade C]

• Consider discussing the care of women with severe, very early or atypical presentation of what 
appears to be ICP with a hepatologist. [Grade D]
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of itching and liver function tests returning to normal (including bile acids). [Grade D]

• Advise women with isolated ICP and a singleton pregnancy that the risk of stillbirth only increases 
above population rate once their serum bile acid concentration is 100 micromol/L or more.
� In women with peak bile acids 19–39 micromol/L (mild ICP) and no other risk factors, advise them 
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gestation or ongoing antenatal care according to national guidance.
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� In women with peak bile acids 100 micromol/L or more (severe ICP), advise them that the risk of 
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• Advise women with ICP and a twin pregnancy that the risk of stillbirth is higher compared with a 

twin pregnancy without ICP. [Grade D]
• Clinicians should be aware that fetal ultrasound and/or cardiotocography (CTG) do not predict or 

prevent stillbirth in ICP. [Grade D]
• Advise women with ICP that the presence of risk factors or co-morbidities (such as gestational 

diabetes and/or pre-eclampsia and/or multifetal pregnancy) appear to increase the risk of stillbirth and 
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• Advise women that there are no treatments that improve pregnancy outcome (or raised bile acid 
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in women with ICP. [Grade A]

1. Purpose and scope

This guideline summarises the evidence regarding the diagnosis, and the maternal and fetal risks 
of intrahepatic cholestasis of pregnancy (ICP), previously called obstetric cholestasis. It provides 
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the wishes of the woman, as part of shared and informed decision-making.

While some high quality randomised controlled trials in ICP have now been completed, many 
publications do not have such a rigorous design, and this limits the ability to provide detailed evidence-
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tant to acknowledge that it is not only people who identify as women for whom it is necessary to access 
care. Obstetric and gynaecology services and delivery of care must therefore be appropriate, inclusive 
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were assigned at birth.

2. Introduction

The care of women and pregnant people with ICP is driven by concern from women and from health-
care professionals over the potential increased risk of stillbirth. Reduction of stillbirth is a priority in ma-
ternity care in the UK [1].
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Intrahepatic cholestasis of pregnancy is a multifactorial condition. It is characterised by pruritus in 
the absence of a primary skin condition, with abnormal maternal bile acid concentrations. The onset 
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to normal after birth.

Ideally, all women with ICP should have liver function tests (including bile acids) checked after birth, 
as a proportion may have persistent abnormalities suggestive of additional or alternative comorbidi-
ties (such as non-alcoholic fatty liver). Few studies have reported comprehensive postnatal follow-up 
of women to assess for additional diagnoses.

There are no clinical features or laboratory patterns that are unique to ICP, as other conditions 
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mise and that only maternal total bile acid concentrations results are associated with the risk of stillbirth.
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total bile acid concentration, especially over 100 micromol/L. In pregnancies with co-morbidities that 
themselves may impact on pregnancy outcome (such as multifetal, diabetic, pre-eclamptic pregnancies), 
these must be taken into account when considering risks and care options.

Bile acid concentrations are not associated with intensity of itching [8]. Other liver blood tests, such 
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light of this, the consensus is now that the diagnosis of ICP requires elevated maternal bile acid concen-
trations, and that women and pregnant people with itching and isolated raised transaminases alone (with 
normal bile acid concentrations) should not be given a diagnosis of ICP [9]. This is supported by the re-
cent systematic review described above, in which there was no association between abnormal maternal 
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2.1. What terminology should be used to describe the conditions?

Most published studies to date have included women with ICP diagnosed on the basis of itch and ele-
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rence range for non-fasting bile acids was calculated with an upper limit of normal of 18 micromol/L [10].
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In light of the meta-analysis and individual patient data analysis showing that stillbirth risk is not 
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2.2. What are the clinical issues for women with ICP?

The clinical issues for women and pregnant people with ICP may include coping with the itching, 
monitoring options during the pregnancy, options for controlling maternal symptoms, reducing fetal risk, 
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from focal to widespread, and for some women this can have an adverse impact on their mental wellbeing. 
Liver failure (impaired synthetic function such as prolonged prothrombin time, or metabolic dysfunction 
such as hypoglycaemia) is not a typical feature of ICP.
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as appropriate. The full literature search is available to view online as supporting information (Appendices 
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This Royal College of Obstetricians and Gyneacologists (RCOG) guideline was developed in 
accordance with the standard methodology for producing RCOG Green-top Guidelines [11].

4. How is icp diagnosed?

4.1. How should the diagnosis of ICP be made?

Table 1
Terminology for pregnant women with itching of normal skin

Note. Peak bile acid concentrations refer to the highest bile acid concentration recorded during a woman’s pregnancy. Thus a woman’s diagnosis may progress in 
severity during pregnancy; a — the upper limit of normal bile acid concentrations in pregnancy is 18 micromol/L [10].

Diagnosis Clinical features
Gestational pruritus Itching and peak bile acid concentrations <19 micromol/La

Mild ICP Itching and raised peak bile acid concentrations 19–39 micromol/L
Moderate ICP Itching and raised peak bile acid concentrations 40–99 micromol/L
Severe ICP �������	
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Recommendation Evidence 
quality Strength Rationale 

for the recommendation
The diagnosis of ICP should be considered in pregnant 
women who have itching in skin of normal appearance 
and raised peak random total bile acid concentration 
of 19 micromol/L or more. The diagnosis is more likely 
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resolve after birth

4 D

There is no diagnostic test 
���	����	���	���
	���������	�
	
pragmatic, and is used in clinical 
research involving women 
with ICP

If a diagnosis of ICP is suspected, carry out a structured 
history and examination, so that other causes of itching 
and liver dysfunction can be excluded

4 D
There are other potential causes 
of itching and abnormalities of 
liver function tests in pregnant 
women
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ment (depending on gestation and clinical context) in 
women with normal blood results whose itch persists, and 
no other cause is apparent

4 D
Women and pregnant people 
with gestational pruritus may 
develop ICP up to 15 weeks after 
initial presentation

If resolution of itching is associated with normalisation of 
bile acids and liver function tests during pregnancy, the 
diagnosis of ICP is unlikely to be correct

4 D
In clinical practice, diagnoses 
should be reconsidered if the 
clinical presentation changes
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New onset pruritus in pregnant women, if associated with rash is unlikely to be ICP. If the itchy 
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If the itchy skin looks normal, or there is only skin trauma due to scratching, the diagnosis may include 
gestational pruritus, or ICP (see Table 1); measurement of bile acid concentrations and liver function tests 
should be undertaken. Raised bile acid concentration of 19 micromol/L or more in pregnancy supports a 
diagnosis of ICP. ���
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When clinically indicated, bile acid measurements should be taken at a convenient time, and do 
not need to be performed fasting. By taking a non-fasting upper limit of normal up to 19 micromol/L 
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diagnosis. Published data indicate that pregnant women with raised bile acids less than 19 micromol/L 
are not at increased risk of stillbirth [10]. In addition, as prandial readings are higher than fasting, this 
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for preventing adverse pregnancy outcome.
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In women and pregnant people with persistent itch of normal skin and normal blood results, an initial 
diagnosis of gestational pruritus should be considered. Women can go on to develop ICP up to 15 weeks 
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review with repeated liver function tests and bile acid measurement as clinically indicated. The frequency 
and duration of review and tests should be determined on an individual basis, but might be based around 
scheduled care. The gestational age is also relevant in determining test frequency, particularly later in the 
third trimester when a diagnosis of ICP may change care around the timing of birth (aiming to reduce 
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Pruritus and biochemical abnormalities usually persist throughout pregnancy in women with ICP, 
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abnormalities will resolve completely for the remainder of the pregnancy; clinicians may then need to 
reconsider the cause of the original symptoms and why resolution has occurred. There are many causes 
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viral illnesses. When resolution occurs during pregnancy, it is unlikely that the original diagnosis was 
correct. In discussion with the woman or pregnant person, ongoing care can usually return to normal, 
and decisions about timing of birth should be based on usual obstetric practice, although there should 
be greater caution if bile acid concentrations have been markedly raised (e.g. 100 micromol/L or more). 
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Recommendation Evidence 
quality Strength Rationale 

for the recommendation
Additional laboratory and/or imaging investigations 
are not recommended in every woman, but could be 
considered on an individual basis. Consider antenatal 
testing only if there are atypical clinical symptoms, 
presence of relevant comorbidities, or early onset severe 
ICP. Consider postnatal investigations in women in whom 
resolution of abnormal liver function tests is delayed or 
does not occur

2+ C

A cohort study showed that the 
likelihood that routine inves-
tigations would identify other 
causes of the clinical picture was 
extremely low
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sound. A recent retrospective review of over 500 pregnant women with raised bile acid concentrations 
suggests that the likelihood of identifying a viral, autoimmune, or structural cause for the itching and 
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ses were made following investigations [15]. Therefore, routine use of other investigations is no longer 
recommended. The UK National Screening Committee does not recommend routine screening for he- 
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women with ICP. Routine hepatitis C testing is therefore not currently recommended in women with 
suspected or proven ICP. Additional investigations (including for hepatitis C) should be considered in 
women and pregnant people with an atypical or uncertain picture of ICP. This may include women with 
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occur after birth. ���
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tine coagulation testing reported no cases of prolonged prothrombin time in women with uncomplicated 
clinical presentations. The small number of abnormal results were in women with alternative diagnoses 
(such as acute fatty liver of pregnancy). Coagulation testing is therefore not recommended routinely for 
women and pregnant people with uncomplicated ICP. It should be considered on an individual basis espe-
cially when failure of liver synthetic function or failure of fat absorption is suspected. ���
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or an alternative or additional diagnosis. Input from a hepatologist and/or a clinician with a special 
interest in cholestasis to discuss investigations and treatment options should be considered. A postnatal 
referral should also be considered for women and pregnant people who do not have resolution of itch and 
biochemical abnormalities after birth. ���
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4.4. What is the usual postnatal resolution?
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aspartate transaminase are found in smooth muscle, breast and red blood cells and may be elevated for 
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Women with ICP who have no other diagnoses are usually clinically well; liver function tests and bile 
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Recommendation Evidence 
quality Strength Rationale 

for the recommendation
Consider discussing the care of women with severe, very 
early or atypical presentation of what appears to be ICP 
with a hepatologist

4 D
It is good practice to discuss 
complex or unusual cases with 
relevant specialists

Recommendation Evidence 
quality Strength Rationale 

for the recommendation
������	���	��
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��
�
�	������	
�	
least 4 weeks after birth, with resolution of itching and liver 
function tests returning to normal (including bile acids)

4 D
It is good practice to ensure that 
women with ICP have appropri-
ate follow up
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Recommendation Evidence 
quality Strength Rationale 

for the recommendation

Advise women with ICP that the predominant symptom is 
�������$	%��
	�
�	��	
�#����	�
&	'����
��	
��	�
&	�
�* 
����&	
"���	
����

2+ C It is usual clinical practice to 
discuss symptoms with women

Women with ICP may have a higher chance of developing 
pre-eclampsia or gestational diabetes. They should have 
blood pressure and urine monitoring, and testing for ges-
tational diabetes according to national guidance

1+ B
It is important that women with 
ICP continue to have normal 
aspects of antenatal care
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severity of itch and level of bile acids [8], and regardless of the diagnosis, itch can be very severe for some 
women and may negatively impact their emotional wellbeing and mental health. The itching is often 
more pronounced at night, which can interfere with sleep. ���
�������������$�
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healthcare professionals should ensure that women and pregnant people with ICP receive ongoing blood 
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In a meta-analysis of more than 5000 women with ICP, rates of gestational diabetes were higher in 
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A large Swedish population-based study of 11 388 women with ICP and 113 893 controls found 
that women who have had ICP had an increased likelihood of later being diagnosed with hepatobiliary 
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gallstone disease predates ICP in such women.����
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screening for these conditions is not proven in women and pregnant people after ICP and is not currently 
recommended. ���
�������������(�

Women with ICP have a reported small increased chance of a subsequent diagnosis of other conditions, 
such as hepatitis C. The UK strategy for hepatitis C detection is based on additional investigations on high-
risk groups (e.g. those who have hepatitis B) and does not at present include women with current or previous 
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5. Maternal and perinatal risks

5.1. What is the maternal morbidity?
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practitioners. A large systematic review and individual patient data meta-analysis of women with ICP 
reported that, for singleton pregnancies, the risk of stillbirth only increased above population rate once 
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The pathophysiology of stillbirth in ICP is uncertain, but it is thought that bile acids may cause 
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In singleton pregnancies, stillbirth was associated with peak total bile acid concentration but not with 
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additional surveillance. ���
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The aetiology of adverse perinatal outcomes, including stillbirth, in multifetal pregnancies 
is multifactorial. The risk of stillbirth in multifetal pregnancies is higher than in singleton pregnancies 
[30]. ���
�������������(�
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Recommendation Evidence 
quality Strength Rationale 

for the recommendation
Advise women with isolated ICP and a singleton 
pregnancy that the risk of stillbirth only increases above 
population rate once their serum bile acid concentration 
is 100 micromol/L or more:
• In women with peak bile acids 19–39 micromol/L and 
no other risk factors, advise them that the risk of stillbirth is 
similar to the background risk.
• In women with peak bile acids 40–99 micromol/L and 
no other risk factors, advise them that the risk of stillbirth is 
similar to the background risk until 38–39 weeks' gestation.
• In women with peak bile acids 100 micromol/L or more, 
advise them that the risk of stillbirth is higher than the 
background risk

1+ A Demonstrated in the meta-
analysis of 23 studies.

Advise women with ICP that the presence of risk factors 
or co-morbidities (such as gestational diabetes and/
or pre-eclampsia and/or multifetal pregnancy) appear 
��	�����

�	���	��
�	��	
���������	
��	�
&	��'�����	����-
sion-making around timing of planned birth

2+ to 2- D Reported in retrospective cohort 
studies

Advise women with ICP and a twin pregnancy that the 
risk of stillbirth is higher compared with a twin pregnancy 
without ICP

2- D Reported in a retrospective 
cohort study from China

Table 2
Association between peak bile acid concentration and prevalence of stillbirth 

in singleton pregnancy (adapted from Ovadia et al.) [7]

Note. 
	7	=>?	���������	�����#
�
	���	��#��$

Peak bile acid 
concentrations

Prevalence 
of stillbirth 

(with 95% CI)

Absolute 
numbers 

of stillbirths
Hazard ratio 

(with 95% CI)

National UK stillbirth rate 
from 28 weeks (2015) – 0.29%a – –

Mild ICP Raised bile acids 
19–39 micromol/L

0.13% 
(0.02–0.38%) 3/2310 Referent

Moderate ICP 40–99 micromol/L 0.28% 
(0.08–0.72%) 4/1412 2.35 (0.52–10.50)

p=0.2642

Severe ICP ����	���������� 3.44% 
(2.05–5.37%) 18/524 30.50 (8.83–105.30)

p<0.0001

5.2. What is the risk of stillbirth?
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5.3. What is the risk of perinatal morbidity?
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In the same meta-analysis of more than 5000 women with ICP, there was an increased chance 
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6. How should women with ICP be monitored?

The frequency and content of monitoring for women and pregnant people with ICP should be de-
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This might incorporate review of diagnosis, discussion of maternal and fetal wellbeing, treatment of pru-
ritus, and need for further biochemical testing. ���
��������������

Recommendation Evidence quality Strength
Rationale 

for the recommen-
dation

Advise women with moderate or severe ICP that they 
have a higher chance of both spontaneous and iatro-
genic preterm birth

1+ A
Demonstrated in the 
meta-analysis 
of 23 studies

Advise women with moderate or severe ICP that 
they have an increased chance of having meconium 

�
����	
�������	'���	������	�
����	
��	�����

1+ A
Demonstrated in the 
meta-analysis 
of 23 studies

Advise women with moderate or severe ICP that their 
baby is more likely to receive neonatal care 1+ A

Demonstrated in the 
meta-analysis 
of 23 studies

Recommendation Evidence quality Strength Rationale for the 
recommendation

Review women with ICP within a consultant-led mater-
nity unit 4 GPP

Women with ICP may be 
at increased likelihood of 
pregnancy complications
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Maternal itch appears to be poorly correlated to the level of biochemical abnormality. For women with 
ICP, ongoing monitoring of symptoms and biochemical monitoring may show:

• rising bile acid concentrations, and if 100 micromol/L or more, the diagnosis of severe ICP;
• fall in bile acids concentrations into a more reassuring category, such that frequency of monitoring 

and/or care can be altered accordingly;
• spontaneous resolution of itch and biochemical abnormalities returning to normal levels, in which 
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diagnosis. ���
��������������
All women with itch and an initial raised bile acid level, should have a second bile acid measurement 

repeated around 1 week later before any diagnostic or care decisions are determined, as it is common 
���� ��	��� ��
�� ����� ���
� ��+���� �+��� J!!� 	����	��%&� ��
� �!–100 micromol/L to have subsequent 
bile acid concentrations that are much lower [8].

The subsequent frequency at which women and pregnant people have biochemical assessment will be 
determined on an individual basis and according to the impact that the result might have on further care 
(see Section 8.1):

• If the woman has mild ICP with peak bile acids 19–39 micromol/L, they could have weekly testing 
���
�������������24������"����
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���������
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�������	�
�	����������
��

�� ��� 
��� ��	��� ���� 	�
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�	����������
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�
if levels rise to 100 micromol/L or more.

• If the woman has severe ICP with peak bile acid 100 micromol/L or more, further routine testing of 
bile acids might not impact on decision making and therefore may not be routinely required. ���
������
��������
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predict stillbirth. Several studies describe fetal death despite close surveillance and previously normal 
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All pregnant women and pregnant people should be advised to monitor the quality and quantity of 
their fetal movements, and report any reduction or change to their local maternity unit immediately, 
as recommended in national guidance [1]. Maternal detection of movements is simple and not time 
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��
���#

Recommendation Evidence quality Strength Rationale for the 
recommendation

For women with ICP, consider repeating liver function 
tests and bile acids after 1 week, and then determine 
frequency on an individual basis

4 D
Due to the unpredict-
able nature of ICP, it is 
����	��
�����	��	�"��	
monitoring

Recommendation Evidence quality Strength Rationale for the 
recommendation

Clinicians should be aware that fetal ultrasound and/
or cardiotocography (CTG) do not predict or prevent 
stillbirth in ICP

3 D

Several case studies 
describe fetal death 
despite close CTG 
and/or ultrasound 
surveillance

Advise women with ICP to monitor fetal movements 
and present for immediate assessment at their local 
maternity unit if they have any concerns

4 D

Recommended in 
Saving Babies' Lives 
Care Bundles version 2 
(2019) for all pregnant 
women
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��������������������	�����
�
��������������
�
been assessed. ���
��������������

7. What is the role of drug treatment in the treatment of ICP?

7.1. What impact on maternal symptoms (itch), maternal biochemistry and fetal outcome can be 
expected?

The role of drug treatment in ICP is to try to reduce maternal itching (which may be of variable in-
tensity and is unrelated to bile acid concentrations). There is no evidence that routine medical treatment 
improves maternal raised bile acid concentrations or perinatal outcomes [39].����
������������'$�

Topical emollients

Although there is minimal high-quality evidence to endorse topical emollient treatment in women 
with ICP and it is not a disease-modifying drug, there is consensus that such treatment may relieve some 
���
���
����	���
��������
�
���
���
��������
�����������������	�����;��
���N�+�
�������+����Q

Antihistamines
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����+����
�����������
�
���
����
common antihistamine agents including loratadine and cetirizine are also used in pregnancy for other 
��
���
�������
�
����
���+����
�
�+����
�8�;��
���N�+�
�������+����Q

Ursodeoxycholic acid

Recommendation Evidence quality Strength Rationale for the 
recommendation

Advise women that there are no treatments that improve 
pregnancy outcome (or raised bile acid concentrations) 
and treatments to improve maternal itching are of 
�������	������

1+ A

Systematic review 
has shown no clear 
evidence of maternal 
��	�����
�
�	������	O���	
treatments to reduce 
itching or adverse peri-
natal outcomes

Recommendation Evidence quality Strength Rationale for the 
recommendation

Consider topical emollients such as aqueous cream 
(with or without menthol added) to ameliorate skin 
symptoms

4 D
Used in clinical practice, 
but not formally evaluat-
ed for evidence of bene-
��	��	��������	�������

Recommendation Evidence quality Strength Rationale for the 
recommendation

Consider antihistamine agents, such as 
chlorphenamine, particularly at night although the 
�"����#���

	��	���
	���
�����	�
	������
��	��	O����	
with ICP

4 GPP
Used in clinical practice, 
but not formally evaluat-
��	���	�#������	��	������	
in reducing itching

Recommendation Evidence quality Strength Rationale for the 
recommendation

Q�	���	��������&	�"��	��
����V&������	
���	���	���	
purpose of reducing adverse perinatal outcomes in 
women with ICP

1+ A

The largest rando- 
mized controlled trial 
of ursodeoxycholic acid 
showed no evidence 
��	
������
��	������
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Evidence from randomised controlled trials shows that there is no reduction in adverse perinatal out-
��	��������	������������
�����
��<�����������
����	����
�
����	������
�����������������N2$��!Q�����
sub-group (e.g. based on maternal bile acid concentrations, or gestational age at presentation) was iden-

���
�
��
�	���
������
�����
������������'$�

=����� ������	����'�����
�5�		������� �������!�
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and clinicians considered that a reduction of at least 30 mm on the itch scale would be clinically 
����+��
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�����������
������
���
�������������
���
-
	��
���
���	��������������
��
���	����	��"����
��������
�������"���
������	�����
������
������
��<�-
����������
����
��
������
������������������	���	���
�����
��
���
��?������
������
����������������
���
������
�
���������
���
��
��
�����������
�����
������������
�������
��
��������
�����������������
������
�
[8]. ���
������������'$�
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�
����������+���4!!���	���'������	�J42���
���������
�����!�	����	��%& 
or more) with a primary outcome of stillbirth and a composite secondary outcome of stillbirth and preterm 
���
��N�JQ��D���
��<�����������
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�����	���
����
������	������
����
��|���
����������
��	����
����-

���2�������"����
�
����������
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�'5%24F���	���
����������
��<�����������
�+������6%266���8 
	���
�������������������!�F5��$5H����!�M2–M�5J����!�65*��|���
����������
��	����
����
���2F������"�
���
�
�������� ��
���
� �����	���
����������
��<�����������
���	����
���
����������'J4%24F�+������
2M%266�����!��6��$5H����!�M5–!�46����!�!J5*�

�����	�����
����������
�������
��
������!�	����	��%&����	������������2�–26������"����
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���������N�MQ��
������
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��
���������
��������������
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���
baby. The optimal starting gestation and dosing regimen are unclear. Some women and pregnant people 
��
����������
�������
��
���������!�	����	��%&����	����	��������
��
��������
��<�����������
���
����
view to prolonging gestation, but as this does not prevent stillbirth, the advantage of doing so may be less 
clear, especially for those with bile acids over 100 micromol/L.

In the largest trial, maternal bile acid concentrations were found to be higher in the group treated 
��
������
��<�����������
�N2$Q���������������������
�����
��
��
�������
������������������������
��
��-

����������
�������
����������
��<�����������������D���
��<�����������
������
�
����������������	-
mended for the purpose of reducing this biochemical marker of disease. In the same trial, women treated 
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������
��<�����������
���
���������������
�����	��������+����
����
�����
�����������������
�
������8 
nical implications of this are uncertain, as alanine transaminase levels have no association with stillbirth 
NFQ�����
������������'$�
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���+����
���
�����������	�����
������N�5Q�������	�����
��������
��������
with early-onset severe disease, an opinion from a specialist in ICP should be sought before considering 
rifampicin treatment. ���
��������������

-�������	�����
���
��������
	
�
��/����#

Recommendation Evidence quality Strength Rationale for the 
recommendation

Q�	���	�"��	�����	
����
	���	���
�����	��	���	���
���	
of a research study or individualised 
specialist treatment

3 D
In the absence of evidence of 
�������	�������	�
�	��	�����	
treatments is not recommended

Recommendation Evidence quality Strength Rationale for the recom-
mendation

Consider maternal vitamin K treatment only if there 
appears to be reduced absorption of dietary fats 
(e.g. presence of steatorrhoea) and/or evidence of 
abnormal prothrombin time if coagulation studies are 
performed

4 D

Extrapolation from other clinical 
scenarios where dietary fat ab-
sorption is impaired, but routine 
use in all women with ICP is 
lacking an evidence base

Other agents
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=����<�������������<���
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� 
��� ������	�>���
�������	�����
�������������
���+���+�
��������
reduced fat absorption [9] and routine use of vitamin K treatment is not indicated. If women have 
��	�
�	�����������
��
��������NM!Q���������
����������	��
������
����������	�
���
��������+�
�	���E�
treatment considered (prescribed as a water-soluble formulation such as menadiol sodium phosphate at 
a dose of 10 mg daily).����
��������������

0��8����������������&��
��
�������	
�
���
�����������&
�	�#

8.1. Timing of birth
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which women with ICP might be at increased risk of adverse perinatal outcomes. Previous studies had 
reported on cohorts of women with ICP, often after introduction of active care, and speculated that low 
�
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��+����
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A large systematic review and individual patient data meta-analysis of women with ICP has reported 
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outweighed by the risk, therefore it is reasonable to discuss with the woman or pregnant person whether 
they wish to continue the pregnancy or have a planned birth. ���
������������'$�
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������������'$�

{��� ��	��� ��
�� ����� ����� ���
�� J!!� 	����	��%&� ��� 	����� 
��� ����� ��� �
������
�� ��� 2���H�� ������ ���
�������
�������������
�������
������
�����
�
����������������
��������������	�25#26������"����
�
�����
This information should be shared with the woman or pregnant person and planned birth considered, 
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Recommendation Evidence quality Strength Rationale for the 
recommendation

Consider options of planned birth by 40 weeks' 
gestation or ongoing antenatal care according to 
national guidance in women with mild ICP (peak bile 
acids 19–39 micromol/L) and no other risk factors; 
advise women that the risk of stillbirth is similar to the 
background risk

1+ A

Systematic review with 
individual patient data 
meta-analysis reporting 
��
�	��	
����������	
��
�����	
by peak maternal bile acid 
concentration

Consider planned birth at 38–39 weeks' gestation 
in women with moderate ICP with peak bile acids 
40–99 micromol/L and no other risk factors; advise 
them that the overall risk of stillbirth is similar to the 
background risk until 38–39 weeks' gestation

1+ A

Systematic review with 
individual patient data 
meta-analysis reporting 
��
�	��	
����������	
��
�����	
by peak maternal bile acid 
concentration

Consider planned birth at 35–36 weeks' gestation 
in women with severe ICP with peak bile acids 100 
micromol/L or more; advise them that the risk of 
stillbirth is higher than the background risk

1+ A

Systematic review with 
individual patient data 
meta-analysis reporting 
��
�	��	
����������	
��
�����	
by peak maternal bile acid 
concentration

Advise women that the presence of co-morbidities 
(such as gestational diabetes, pre-eclampsia, multife-
tal pregnancy) appear to increase the risk of stillbirth 

��	�
&	��'�����	����
���*�
����	
�����	������	��	
planned birth

2+ C

Evidence from national sur-
veillance case control study 
supported by other case se-
ries demonstrating increased 
stillbirth risk with comorbidities
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������
��NM$Q��=�����������������
�����������
�
�
����8	����
�
���������
����
�����
into account when considering the timing of planned birth. ���
������������'$�

8.2. Mode of birth

Women and pregnant people with ICP do not have increased rates of assisted or operative birth 
compared with women without ICP [50]. Mode of birth should therefore be based on usual obstetric or 
medical indications. If planned early birth is indicated, induction of labour should be considered unless 
other reasons for caesarean birth are present. ���
�������������$�

8.3. Monitoring in labour

��� 
��� ��	��� ��� �������
� ������� ���� �<��
���� ���
�
���� ��� 	�
����� ���
�
����� 
��
� ��7������
decision-making around fetal monitoring in labour, these should be taken into account when planning 
intrapartum care. In women with mild ICP (peak bile acids 19–39 micromol/L) and no other risk factors, 
intrapartum care can follow national guidelines [33]. In women with moderate ICP (peak bile acids 
�!#$$�	����	��%&*��
���
�������������
����	�
����������
�+�
������
���������<���������
��
�
��������
����
continuous electronic fetal monitoring is uncertain; the presence of any other risk factors should be taken 
into account. In women with severe ICP (peak bile acids 100 micromol/L or more), in light of evidence that 
there is a risk of adverse perinatal outcomes in these women, continuous electronic fetal monitoring should 
����;���
��@�	�����
��	�
���
����
���+������������	�����������
����+��	������	8�
����
�����������
�
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�������7������
������
��������
�����������
������	���
��������������������
��������������

8.4. Analgesia in labour
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����������
��������������
�;����
�
options for analgesia and anaesthesia for birth and national guidance should be followed [33]. Three 
�����
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�
�������MM2���	���NJFQ��52J���	���NJ5Q���
�F�5���	���NJ4Q���
������
�������
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���������
�
���������������������
����
���	����
�	�����

Recommendation Evidence quality Strength Rationale for the 
recommendation

Advise women that ICP in itself does not impact their 
choice around mode of birth and that these decisions 
should be based on usual obstetric practice for that 
woman

2+ D
Choices around mode of birth 
should follow routine obstetric 
practice

Recommendation Evidence quality Strength Rationale for the 
recommendation

�	!"��	���������
	����������	���
�	����������	Y�Z\^_	
to women with peak bile acids 100 micromol/L or 
more.
�	%����	�
	��
�`�����	�#������	���	��	
�
��
�	�Z\^	��	
women with peak bile acids below 100 micromol/L. 
A shared decision can be made based on co-
morbidities and preferences.
Advise women that the presence of risk factors (such 
as gestational diabetes, pre-eclampsia, multifetal 
pregnancy) appear to increase the risk of adverse 
perinatal outcomes and that these conditions 
themselves may necessitate monitoring during birth 
��	��	���j�������	O���	���	�
&	��'�����	����
���*
making around monitoring in labour.
Advise women that meconium-stained liquor is more 
common in moderate and severe ICP, and that this will 
��'�����	����
���*�
����	
�����	�Z\^

4 D

Recommendation based on 
extrapolation from assessment 
of fetal risk associated with 
stillbirth and other adverse 
perinatal outcomes, highlight-
ed by systematic review

Recommendation Evidence quality Strength Rationale for the 
recommendation

!"��	O����	O���	���������
���	���	
�
��
��	
analgesia and anaesthesia options for birth 4 D

Choice of analgesia should 
be based on routine clinical 
practice
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women with uncomplicated clinical presentations. The small number of abnormal results occurred in 
women with alternative diagnoses (such as acute fatty liver of pregnancy).����
��������������

8.5. Third stage of birth

?�����8���
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��'6�������*�N5!Q���
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�
risk of postpartum haemorrhage in women with ICP. Standard care using national guidance for the third 
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function tests and bile acid concentrations should return to normal within a few weeks. At postnatal 
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maternal bile acid concentrations and liver function tests have normalised. If itching or biochemical 
abnormalities persist beyond 6 weeks postpartum, consider other diagnoses depending upon the history 
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As with all women and pregnant people, discussion about methods of contraception should begin 
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bearing intra-uterine devices, levonorgestrel-releasing intra-uterine systems, progestogen-only implant, 
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history of ICP (UKMEC category 1) [53].
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not also have a history of contraception related cholestasis. It was previously thought that women with 
a history of ICP may have an increased risk of developing cholestasis when using oestrogen-containing 
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Recommendation Evidence quality Strength Rationale for the recom-
mendation

Advise women that there is no evidence of an 
increased risk of postpartum haemorrhage if they 
have uncomplicated ICP

2- D Care of third stage should fol-
low routine clinical practice

Recommendation Evidence quality Strength Rationale for the 
recommendation

For women who have uncomplicated ICP, follow-
up should be arranged at least 4 weeks after birth 
��	������	��
�������	��	���$	{�#�
�	����	��
�	���&	
should anticipate itching and raised maternal bile 
acid concentrations to resolve after birth

4 D Good practice 
 to arrange follow up

Recommendation Evidence quality Strength Rationale for the  
recommendation

{�#�
�	O����	��
�	���	��
���	���
	���	��'�����	�����	
choice of contraception or hormone replacement 
therapy

4 D
Choice of contraception should 
follow UK Medical Eligibility 
Criteria (UKMEC) guidance

For women with ICP and previous cholestasis 
secondary to combined hormonal (oestrogen-con-
taining) contraception, advise them to use progesto-
gen-only or non-hormonal methods

4 D This is in line with UKMEC 
guidance

In women with previous ICP requesting HRT, consid-
��	�"�����	��	�����	
��	��	�����	�����
�����
����
	��	
use

4 D
Extrapolated from UKMEC 
guidance on exogenous 
oestrogen use
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in women who have had ICP the advantages of using these oestrogen-containing methods outweigh this 
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��N�+�
�������+����Q Advise women to attend for review if recurrence of 
itch and abnormal liver function tests occur while using combined hormonal contraception, this would 
give a diagnosis of contraceptive-related cholestasis (UKMEC 3) and alternative contraception options 
should be discussed. ���
��������������

For women with an atypical presentation of ICP, atypical postnatal clinical course, where other 
diagnoses are suspected, or where itching and liver function tests have not resolved, a personalised 
approach to contraceptive choice should be undertaken, with provision of information about avoidance 
of pregnancy with active liver disease.
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9.2. How should women be cared for in future pregnancies?

Women and people of reproductive age who have had a pregnancy complicated by ICP have an in-
creased chance of ICP in a subsequent pregnancy compared to the general pregnancy population, but 
the precise magnitude of this is unclear, as quoted rates of recurrence are based on small studies (e.g. of 
18 women [55] and 69 women [56]) and the results may not be generalizable to a wider UK population 
with ICP. At booking in subsequent pregnancies, baseline measurement of liver function tests and bile 
acid concentrations should be performed in order to establish that these are normal. They should only be 
repeated if clinically indicated. [Evidence level 3]

10. Recommendations for future research

• In women with ICP:
� Which maternal or fetal prognostic tools and/or monitoring modalities predict adverse perinatal 

outcome (including preterm birth and stillbirth)?
� Should women with ICP be tested for gestational diabetes (and by what method)?
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��������;��
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• In pregnant women with raised bile acids, what is the natural history of bile acid concentrations 

without treatment?
• What is the ongoing risk of adverse pregnancy outcome in women whose bile acid concentrations 

normalise?
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for their itching?

11. Auditable topics
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• Proportion of women with uncomplicated raised bile acid concentrations having additional 
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��'�J!H*

Recommendation Evidence quality Strength Rationale for the 
recommendation

Advise women with a history of ICP that they have 
an increased chance of recurrence of ICP in 
subsequent pregnancies

3 D
Good practice to inform 
women of likelihood of 
recurrence

Perform a baseline liver function test and bile acid 
concentration with booking blood investigations 3 D Good practice to establish 

baseline values
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These targets have been set in recognition of the need for individualised care particularly in women 
with comorbidities and atypical ICP.

12. Useful links and support groups

• Information for healthcare professionals
� Maternal use of medication in pregnancy (UK Teratology Information Service) 
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• Information for women and families
� Research based charity and support group ICP Support (http://www.icpsu pport.org/)
� RCOG. Intrahepatic Cholestasis of Pregnancy. Information for you 

(https://www.rcog.org.uk/for-the-public/)
• Information for women and their families on use of medicines in pregnancy
� http://www.medic inesi npreg nancy.org/

!��=
�	����
�	����	�

�����&E���
�&����+��
������
�������7��
�������
����
�

Funding information

All those involved in the development of the Green-top Guidelines, including the Guidelines Com-
mittee, Guidelines Committee co-chairs, guideline developers, peer reviewers and other reviewers, are 
�����
�+����
�������
������+�����
����
����
��������
����������������
������
������
�������=����<���
����

��
��������
���������
�;���+��+�
����������������
��	�����������
�������������
����
���������		�

���
	�	��������������+�����	�����	��
������<������������

��
�������
���������		�

���	��
�������������
����	���������	�
�������
��+����<���������������
�������������
��



h t t p s : / / m e d - e x p e r t . c o m . u a �������	��
�����
��
����������


�������	����







ISSN 2786-6009 UKRAINIAN JOURNAL HEALTH OF WOMAN 1(164)/2023 61

Appendix 1
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Clinical guidelines are: ‘systematically developed statements which assist clinicians and patients in 
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Governance Advice No. 1 Development of RCOG Green-top Guidelines (available on the RCOG website at 
http://www.rcog.org.uk/green -top-development). These recommendations are not intended to dictate 
����<�����+������������	�����	��
����
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patient needs, resources and limitations unique to the institution and variations in local populations. It is 
hoped that this process of local ownership will help to incorporate these guidelines into routine practice. 
Attention is drawn to areas of clinical uncertainty where further research may be indicated. The evidence 
used in this guideline was graded using the scheme below and the recommendations formulated in a 
similar fashion with a standardised grading scheme.
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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- �

�	7	�������	��	������	
�����
	O���	
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relationship is not causal

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

Grade of Recommendation: A
At least one meta-analysis, systematic reviews or RCT rated as 1++, and directly 
applicable to the target population; or a systematic review of RCTs or a body of evidence 
consisting principally of studies rated as 1+, directly applicable to the target population 
and demonstrating overall consistency of results

Grade of Recommendation: B
A body of evidence including studies rated as 2++ directly applicable to the target 
population, and demonstrating overall consistency of results; or Extrapolated evidence 
from studies rated as 1++ or 1+

Grade of Recommendation: C
A body of evidence including studies rated as 2+ directly applicable to the target 
population, and demonstrating overall consistency of results; or Extrapolated evidence 
from studies rated as 2++

Grade of Recommendation: D Evidence level 3 or 4; or Extrapolated evidence from studies rated as 2+

Grade of Recommendation: � Recommended best practice based on the clinical experience of the 
guideline development group
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Appendix 2
Flowchart for the care of pregnant women with itching

Pregnant woman with itching

Skin abnormalSkin normal / 
scratch marks only

Bile acid concentrations
≥40 micromol/l

Bile acid concentrations
19–39 micromol/l

Bile acid concentrations 
<19 micromol/l

NOT ICP

Consider other diagnoses 
according to clinical context

GESTATIONAL PRURITUS

Retest if ongoing itch; bile acids 
may increase and the woman 

develop ICP.

No effect on stillbirth. 
No impact on preterm birth.
No impact on birth timing.

MILD ICP  

Retest as clinically indicated if 
ongoing itch; bile acids may increase 
and the woman develop moderate / 

severe  ICP.

No effect on stillbirth.
16% preterm birth rate.

Consider birth by 40 weeks.

ICP (moderate / severe) most 
likely diagnosis

Review as clinically indicated, 
with repeat bile acid 

concentrations  to assess 
trajectory

Bile acid concentrations
40–99 micromol/l

Bile acid concentrations
≥100 micromol/l

MODERATE ICP 

Stillbirth risk similar to general 
population until 38–39 weeks.

19% preterm birth rate.
Consider birth by 38–39 weeks.

SEVERE ICP

Stillbirth risk higher than 
general population at 35-36 

weeks.
30% preterm birth rate.

Consider birth by 35-36 weeks.

Check bile acids and 
liver function tests

Structured history and examination: consider other causes / diagnoses.
Additional liver investigations not routinely indicated; 

consider if atypical features.

Figures above relate to singleton pregnancy with no other risk factors.
Comorbidities (particularly pre-eclampsia and diabetes) or other obstetric risk factors (such as mul-

tifetal pregnancy), are associated with increased risk of stillbirth and should be taken into consideration 
when planning management.

Additional liver investigations may be considered in women with atypical features (e.g. early onset, 
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gations may include liver ultrasound, viral hepatitis screen, liver autoimmune tests, and/or coagulation 
screen.
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Appendix 3
Summary of care for pregnant women with itching and normal skin

Otherwise uncomplicated low risk singleton pregnancya

Itching with normal skin/excoriations Peak total BA concentration, micromol/L

<19 micromol/L 19–39 micro-
mol/L

40–99
micromol/L ��������	
�
��


Initial diagnosis Pruritus gravidarum Mild ICP Moderate Severe ICP
}���������	��
���&	
��	�V
���
�����	��	
�������
�	��	
�����
��#�	�
�
�
	���������

If itch persists, frequency of BA 1–2 weekly 1–2 weekly 1–2 weekly Only if will impact 
care plans

Risk of stillbirth compared 
with general obstetric popu-
lation (0.18–0.75)

Unchanged Unchanged 0.13% Unchanged until 39 
weeks, 0.28% Raised, 3.44%

Timing of mode of birth No impact Consider planned 
birth by 40 weeks

Consider planned birth 
at 38–39 weeks

Consider planned 
birth at 35–36 weeks

Preterm birth rate, sponta-
neous and iatrogenic Unchanged 16% 19% 30%

Role for routine use of UDCA No No No impact on stillbirth No impact on stillbirth

Additional liver investigationsb Not indicated routinely. Consider for women with atypical features (e.g. early onset, marked 
tranaminitis, jaundice, fever, or in whom postpartum resolution does not occur)

Notes: a — for pregnancies with other obstetric or medical conditions, these should be taken into consideration when deciding management options; b — such as 
liver ultrasound, viral hepatitis screen, liver autoimmune tests. ICP, intrahepatic cholestasis of pregnancy; UDCA, ursodeoxyxholic acid.
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Supporting information
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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 consideration by obstetricians and gynaecologists and other relevant health 
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be made by the doctor or other attendant in the light of clinical data presented by the patient and the 
diagnostic and treatment options available.

This means that RCOG Guidelines are unlike protocols or guidelines issued by employers, as they 
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at the time the relevant decision is taken.

The guideline will be considered for update 3 years after publication, with an intermediate assessment 
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Ми прагнемо підвищити обізнаність про тромбоз, включаючи його причини,
фактори ризику, симптоми та доказову профілактику і лікування. Зрештою, ми
прагнемо зменшити смертність та інвалідність, спричинену цим станом.

Наша місія підтримує глобальну ціль Всесвітньої Асамблеї охорони здоров'я
щодо скорочення передчасної смертності від неінфекційних захворювань на 25
відсотків до 2025 року.
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V МІЖНАРОДНИЙ КОНГРЕС

 листопада 202  onZline

Antibiotic resistance STOP!

Стійкість до антибіотиків зростає до загрозливо високих
рівнів у всьому світі. Нові механізми стійкості з'являються
і поширюються всюди, створюючи перешкоди для лікування
розповсюджених інфекційних захворювань

Z World Health Organization

Розвиток нових антибіотиків має надзвичайне значення, оскільки
еволюція мікробів продовжуватиметься безперервно, а резистентність до
лікарських засобів зростає.

Проблема антибіотикорезистентності стала глобальним викликом
сьогодення. Головною його причиною вважають нераціональне
застосування антибактеріальної терапії.

Тож під час Всесвітнього тижня поінформованості про антибіотики,
в Українї традиційно буде проведено

V міжнародний конгрес «Antibiotic resistance STOP!»,
який об'єднає провідних спеціалістів медичної галузі для розробки

стратегії контролю розвитку антибіотикорезистентності

antibiotic�congress.com


