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2020 surveillance of preterm labour and 
birth (2015) NICE guideline NG25 – 

summary of evidence 

Overview 

Studies identified in searches are summarised from the information presented 

in their abstracts.  

Feedback from topic experts was considered alongside the evidence to reach 

a view on the need to update each section of the guideline.   

Evidence from previous surveillance for this topic was also considered.  

1.1 Information and support 

Surveillance proposal 

No new information was identified at any surveillance review.  

This section of the guideline should not be updated. 

1.2 Prophylactic vaginal progesterone and prophylactic 
cervical cerclage 

Surveillance proposal 

This section of the guideline should not be updated.   

Prophylactic vaginal progesterone 

Previous surveillance 

An exceptional surveillance review was conducted in January 2017 

considering the OPPTIMUM study on vaginal progesterone prophylaxis 

compared with placebo for the delay of preterm labour and birth.  The results 

of this study suggested that progesterone had no significant effect on the 

primary obstetric outcome, neonatal outcome or the childhood outcome and it 

was recommended that the guideline should be updated.  A meta-analysis 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#information-and-support
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#prophylactic-vaginal-progesterone-and-prophylactic-cervical-cerclage
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#prophylactic-vaginal-progesterone-and-prophylactic-cervical-cerclage
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was conducted for the update and the combined evidence suggested that 

progesterone was effective in reducing the risk of preterm birth.  The guideline 

recommendations 1.2.1 and 1.2.2 were updated to amend the population 

groups who could benefit from progesterone.   

2020 surveillance summary 

Three randomised controlled trials (RCTs) were found during the surveillance 

review which were published after the update of the guideline and which 

considered the use of progesterone in women at risk of preterm labour. 

An RCT (1) of 95 women with singleton gestation and a short cervix <25mm 

were randomised to 3 groups to receive either dydrogesterone, 17-

hydroxyprogesterone or oral/vaginal micronised progesterone (VP) with 

cerclage for the prevention of preterm birth.  Women (15-24 weeks gestation) 

at risk of preterm delivery had a significantly decreased rate of preterm birth 

when they received combination therapy with VP, indomethacin and treatment 

of bacterial vaginosis with the subsequent use of VP until 36 weeks together 

with cervical length monitoring.     

Another RCT (2) comparing IM 17-hydroxyprogesterone with standard care in 

105 women (20-31 weeks gestation) with a short cervix and a history of 

preterm labour was halted early due to a lack of efficacy with 17-

hydroxyprogesterone. 

An RCT (3) compared vaginal progesterone suppository with no vaginal 

progesterone suppository in 200 pregnant women (24-34 gestational weeks) 

at risk of preterm labour who had already been treated with magnesium 

sulfate and corticosteroid.  There were no significant differences between the 

2 groups in terms of preventing preterm delivery.   

Intelligence gathering 

The National Screening Committee (NSC) currently state that “there is not 

enough evidence to be sure that vaginal progesterone is an effective 

treatment for preventing preterm labour or that it reduces the most severe 

outcomes for the baby”.  This information was published in 2015, prior to the 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#prophylactic-vaginal-progesterone-and-prophylactic-cervical-cerclage
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#prophylactic-vaginal-progesterone-and-prophylactic-cervical-cerclage
https://legacyscreening.phe.org.uk/pretermlabour
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update of NG25, and therefore does not consider the most recent evidence in 

this area.  The NSC report was due for review in 2017/18 and the update is 

anticipated Spring 2020.   

One ongoing study was found regarding the use of progesterone in women at 

risk of preterm labour.  A meta-analysis is evaluating the benefits and harms 

of progesterone in its different forms, doses, routes of administration and 

timing when used for the prevention of preterm birth.  This study is due to 

publish in April 2020.  It will be tracked by NICE and the results will be 

assessed for impact on publication when available.   

Impact statement 

This section of the guideline was updated in 2019.  New evidence published 

after the search cut-off date for the guideline was considered in this 

surveillance review.   

The current guideline recommends the use of progesterone, as consideration 

of the evidence found its use to be safe and effective.  Evidence and the 

committee’s discussion of the evidence is published in the August 2019: 

Evidence Review.  

Three RCTs were considered during the surveillance review.  One of these 

did not fully complete.  One RCT suggested that there was no difference 

between the 2 groups when using progesterone and the results of 1 RCT 

indicated that progesterone could decrease preterm birth when combined with 

other treatments such as indomethacin and treatment of bacterial vaginosis.   

The NSC report is not in alignment with NICE’s current recommendation, 

however their report is due to be updated and may consider more recent 

evidence.    

There is no new evidence identified through the surveillance review that 

conflicts with NICE’s recent decision to recommend the use of progesterone.  

None of the RCTs found noted any safety or efficacy concerns with the use of 

progesterone for this indication and 1 RCT supports the view that 

https://www.pcori.org/research-results/2017/evaluating-progestogen-prevention-preterm-birth-international-collaborative
https://www.nice.org.uk/guidance/ng25/evidence/august-2019-evidence-review-6847804766?tab=evidence
https://www.nice.org.uk/guidance/ng25/evidence/august-2019-evidence-review-6847804766?tab=evidence
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progesterone can help delay preterm labour.  As such the guideline will not be 

updated at this time.   

Prophylactic cervical cerclage 

2020 surveillance summary 

During the surveillance review 1 Cochrane review and 1 RCT were found 

which considered cervical cerclage. 

A Cochrane review (n = 15 RCTs) (4) considered the safety and efficacy of 

cervical cerclage in women at high risk of pregnancy loss.  Women, who were 

assessed at 37, 34 and 28 completed weeks of gestation and had received 

cerclage, were significantly less likely to have preterm births compared to 

control groups who had received either no treatment or an alternative 

intervention.  It was also stated in the study that cervical cerclage can reduce 

the risk of perinatal death, compared to no cervical cerclage, however the 

confidence interval for this result crossed the line of no effect.   

An RCT (5) compared transabdominal cervical cerclage, high vaginal cervical 

cerclage and low vaginal cervical cerclage in women (n = 111 at 14 weeks 

gestation or prior to conception) with a history of failed cerclage.  Rates of 

preterm birth were significantly lower in the transabdominal cerclage group 

compared to the low vaginal cerclage group.  There were no significant 

differences between the high and low vaginal cerclage groups in terms of 

preterm birth.   

During the consultation stakeholders highlighted a number of studies that 

were not initially considered in the surveillance review as, due to the large 

volume of evidence, NICE were only including RCTs and Cochrane reviews.   

One prospective study (6) considered women (n=101) at 26 weeks gestational 

age or less.  The women fell into 3 groups: 25 received elective cervical 

cerclage; 76 received vaginal progesterone; and 37 of this group went on to 

also receive cerclage to prevent preterm labour.  No confidence intervals were 

given in the abstract which reduces the usefulness of this study, however 

there was a significant difference in preterm prelabour rupture of membranes 
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in the cerclage group compared to the progesterone only and progesterone 

plus cerclage groups. 

One systematic review and adjusted indirect meta-analysis (7) of 9 RCTs 

considered vaginal progesterone compared to placebo (4 RCTs) and cerclage 

compared to no cerclage (5 RCTs) with the outcome of reduced risk of 

preterm labour in women under 32 weeks gestation.  Both interventions were 

considered to be effective at reducing preterm birth compared to the control 

groups.  No confidence intervals were given in the abstract which reduces the 

usefulness of the study.   

Intelligence gathering 

NICE guideline IPG639 Laparoscopic cerclage for cervical incompetence to 

prevent late miscarriage or preterm birth supports the use of this procedure 

with standard arrangements.  The scope of NG25 states that laparoscopic 

cerclage will not be covered by the guideline, however this procedure is linked 

to NG25 through the Preterm labour and birth pathway. 

Impact statement 

NICE considered new evidence that has published since the 

recommendations were updated in 2019.  The majority of the new evidence 

indicates that cervical cerclage is effective at preventing preterm delivery.  

One prospective study suggested that cerclage was significantly associated 

with higher rates of P-PROM, however this study had a small population.  One 

RCT states that transabdominal cerclage is the most successful form of 

cervical cerclage.  One NICE Interventional Procedures guideline 

recommends the use of laparoscopic cerclage for cervical incompetence to 

prevent preterm birth.   

NG25 recommends prophylactic cervical cerclage for women between 16-24 

weeks pregnant however the method of cervical cerclage is not specified.  

Transabdominal cerclage, high vaginal cerclage, low vaginal cerclage and 

laparoscopic cerclage were not considered during the development of NG25 

and laparoscopic cerclage was outside of the scope. 

https://www.nice.org.uk/guidance/ipg639
https://www.nice.org.uk/guidance/ng25/documents/preterm-labour-and-birth-final-scope2
https://pathways.nice.org.uk/pathways/preterm-labour-and-birth#content=view-node%3Anodes-preventing-preterm-labour
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There was little evidence found to contradict the current recommendations 

and not enough evidence regarding the use of transabdominal cerclage was 

discovered.  Therefore, due to a lack of evidence and intelligence foundno 

impact on this section of the guideline is expected at this time.  

1.3 Diagnosing preterm prelabour rupture of membranes (P-
PROM) 

Surveillance proposal 

No new information was identified at any surveillance review. 

This section of the guideline should not be updated.   

1.4 Antenatal prophylactic antibiotics for women with P-
PROM 

Surveillance proposal 

This section of the guideline should not be updated.   

2020 surveillance summary 

No relevant evidence was identified.   

Intelligence gathering 

An ongoing study is looking at the safety of out-patient compared with in-

patient treatment in the form of intravenous antibiotics in women with P-

PROM prior to 34 weeks of gestation.  This study is due to publish in 

December 2020 and will be tracked by NICE and assessed for impact on 

publication.  

Impact statement 

No new evidence was identified that will have an impact on the 

recommendations at this time. 

Ongoing research has been identified in this area so NICE will track this study 

and consider any impact of the results on guideline recommendations when 

available. 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#diagnosing-preterm-prelabour-rupture-of-membranes-p-prom
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#diagnosing-preterm-prelabour-rupture-of-membranes-p-prom
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#antenatal-prophylactic-antibiotics-for-women-with-p-prom
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#antenatal-prophylactic-antibiotics-for-women-with-p-prom
http://www.isrctn.com/ISRCTN44316210
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1.5 Identifying infection in women with P-PROM 

Surveillance proposal 

No new information was identified at any surveillance review. 

This section of the guideline should not be updated.   

1.6 ‘Rescue’ cervical cerclage 

Surveillance proposal 

This section of the guideline should not be updated.  

2020 surveillance summary 

An RCT (8) compared emergency cervical cerclage combined with 

progesterone with progesterone alone in 100 women in early labour at 24-28 

weeks.  Pregnancy was significantly prolonged in the rescue cerclage plus 

progesterone group in addition to significant increases in fetal gestational age, 

heavier gestational weight and lower rates of caesarean deliveries compared 

to the progesterone alone group.   

Intelligence gathering 

An ongoing study is looking at rescue cervical stitching to prevent miscarriage 

and premature birth.  The study is due to publish in June 2025 and will be 

tracked by NICE and assessed for impact on publication.   

Impact statement 

NG25 currently recommends considering rescue cervical cerclage in women 

between 16 and 27 weeks of pregnancy if the cervix is dilated and the 

membranes are exposed but not unruptured.  At the time of guideline 

development, the committee did not consider the option of giving the 

combination of progesterone and cerclage and was aware that usual clinical 

practice is to use one or the other. One RCT identified through the 

surveillance review indicated that women who received rescue cerclage plus 

progesterone had significant pregnancy prolongation.   

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#identifying-infection-in-women-with-p-prom
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#rescue-cervical-cerclage
https://www.isrctn.com/ISRCTN12981869?q=&filters=conditionCategory:Pregnancy%20and%20Childbirth,recruitmentCountry:United%20Kingdom&sort=&offset=1&totalResults=338&page=1&pageSize=10&searchType=basic-search
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There is not enough evidence to confirm that rescue cerclage combined with 

progesterone significantly prolongs pregnancy and no evidence was identified 

through the surveillance review that conflicts with the current 

recommendations therefore there will be no impact to this section of the 

guideline at this time.   

1.7 Diagnosing preterm labour for women with intact 
membranes 

Surveillance proposal 

This section of the guideline should not be updated.  

2020 surveillance summary 

A Cochrane review (n = 13 RCTs) (9) considered the effectiveness of a home 

uterine activity monitor which aimed to detect increased contraction frequency 

and therefore potentially begin early intervention with tocolytic drugs to inhibit 

labour.  There were no significant differences between any groups when 

sensitivity analyses using only trials at low risk of bias were used, however 

when risk of bias was not considered, women using the home uterine 

monitoring were significantly less likely to experience preterm birth at less 

than 34 weeks.  

One Cochrane review (n = 6 RCTs) (10) considered the effectiveness of 

management based on knowledge of fetal fibronectin testing results.  No 

significant results were found for the outcome of preventing preterm birth.   

Intelligence gathering 

During consultation on the updated NG25 guideline in 2019, 1 stakeholder 

commented that clinicians should use preterm predictors under 30 weeks 

gestation.  Risk assessments are outside of the scope for this guideline.  

Another stakeholder also suggested that NICE should offer diagnostic tests 

such as fetal fibronectin to women under 30 weeks gestation instead of 

treating all women with suspected preterm labour.  The stakeholder believed 

that this ‘treat all’ approach leads to unnecessary hospital admissions, 

unnecessary interventions, in utero transfers and bed blocking. 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#diagnosing-preterm-labour-for-women-with-intact-membranes
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#diagnosing-preterm-labour-for-women-with-intact-membranes
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Treat all approach 

The UK Preterm Clinical Guidelines (2019) suggest that a treat all approach is 

not easy to implement and may not be cost effective and recommend that 

additional use of quantitative fetal fibronectin in asymptomatic women from 18 

weeks gestation can be considered where centres have this expertise.  This 

information was taken from a prospective study which considered the 

combined used of fetal fibronectin and transvaginal ultrasound measurement 

of cervical length in asymptomatic high risk women (n=147), however this 

study did not meet the inclusion criteria for this surveillance review which only 

considered RCTs.     

Fetal fibronectin testing   

During consultation on the updated guideline in 2019 a stakeholder made a 

comment that, in practice, transvaginal ultrasound scans (to determine 

cervical length) have limited availability and suggested that fetal fibronectin 

testing would be more useful in determining which women need to be 

transferred or need further clinical intervention. However, NICE guideline 

DG33 Biomarker tests to help diagnose preterm labour in women with intact 

membranes states that “there is currently insufficient evidence to recommend 

the routine adoption of the Rapid Fetal Fibronective (fFN) 10Q Cassette Kit to 

help diagnose preterm labour in women with intact membranes”.   

Transvaginal ultrasound scans 

Another stakeholder asked for clarification as to whether transvaginal 

ultrasound scans should be carried out to all women at high risk of preterm 

birth.  The stakeholder also queried what the best method of measuring 

cervical length was, whether it was a single measurement or an average of 3 

measurements.   

NICE’s implementation team contacted 8 midwives/obstetricians in September 

2017 and asked them about their use of transvaginal ultrasound scanning for 

cervical length.  All responded to say that the use of this within their units was 

rare however the reasons for this were not given. 

https://www.tommys.org/sites/default/files/Preterm%20birth%20guidelines.pdf
https://www.tandfonline.com/doi/full/10.3109/14767058.2010.535872?scroll=top&needAccess=true
https://www.nice.org.uk/guidance/dg33/chapter/1-Recommendations
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NHS England Saving Babies’ Lives gives information around when cervical 

length scans should be performed.  This guideline states that women with 

high risk factors should have a scan between 18 and 22 weeks.  High risk 

factors for considering when to scan are considered by the NICE NG25 

evidence review 2019 to be: history of preterm birth; short cervix; uterine 

malformations; previous cervical surgery; P-PROM; midtrimester bleeding; 

and positive fetal fibronectin test.   

Two ongoing studies were considered.  NICE will track the studies and will 

assess their impact on the guideline recommendations on publication:   

• An ongoing study is looking at the use of an application for clinicians to 

make more appropriate management decisions for women who arrive to 

hospital thinking they may be in preterm labour.  This study is due to 

publish in June 2021. 

• An ongoing study is looking at whether a test of preterm labour 

(quantitative fetal fibronectin) can help aid diagnosis and clinical decision 

making.  It is not known when the results of this study will publish. 

Impact statement 

NICE considered new evidence and intelligence regarding the ‘treat all’ 

approach for women at risk of preterm labour, diagnostic testing, and 

transvaginal ultrasound scanning for cervical length measurement. 

Treat all approach 

At the time of guideline development, it was noted that the additional costs of 

‘treat all’ are worth the reduction in adverse outcomes at lower gestational 

ages.  The committee felt that there was not a sufficiently large impact on the 

diagnostic accuracy threshold to justify using a diagnostic test at gestational 

age lower than 30 weeks.  NG25 therefore recommends not offering 

diagnostic testing to women under 30 weeks gestation and that tocolysis and 

maternal corticosteroids is the most cost effective option for all women at this 

point.   

https://www.england.nhs.uk/wp-content/uploads/2019/07/saving-babies-lives-care-bundle-version-two-v5.pdf
https://www.nice.org.uk/guidance/ng25/evidence/clinical-effectiveness-of-prophylactic-progesterone-in-preventing-preterm-labour-pdf-6847804765
http://www.isrctn.com/ISRCTN17846337
http://www.isrctn.com/ISRCTN41598423
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Due to a lack of evidence to state that diagnostic tests would be more cost 

effective than a treat all approach for women less than 30 weeks gestation, no 

impact on the recommendations within the guidelines anticipated at this time.   

Diagnostic testing 

There is conflicting information regarding diagnostic testing for preterm labour.  

One stakeholder believed that diagnostic testing should be considered for 

women under 30 weeks gestation and the UK Preterm Clinical Guidelines 

suggest that fetal fibronectin testing should be used from 18 weeks gestation.  

However NICE guideline DG33 and 1 Cochrane review found insufficient 

evidence to support the use of fetal fibronectin for diagnosing preterm labour.   

NG25 recommends a speculum examination (followed by a digital vaginal 

examination if necessary) to diagnose preterm labour.  NG25 also 

recommends transvaginal ultrasound measurements of cervical length to 

confirm determined likelihood of birth within 48 hours for women over 30 

weeks who are in preterm labour.  NG25 recommends fetal fibronectin testing 

to determine likelihood of birth within 48 hours if transvaginal ultrasound 

measurement of cervical length is not available or acceptable in women over 

30 weeks who are in preterm labour.   

Due to a lack of evidence regarding the effectiveness of diagnostic testing for 

all women at any gestational age, and evidence within NG25 which confirms 

that a treat all approach without the need for diagnostic testing for women 

under 30 weeks pregnant is cost effective (see below), no impact on the 

recommendations within the guideline is anticipated at this time.   

Transvaginal ultrasound scans (TVUs) 

No new evidence was found but intelligence was given regarding the lack of 

availability and clinical use of TVUs.  At the time of guideline development, the 

committee noted that transvaginal ultrasound scanning is not available across 

the NHS because of limitations of equipment or expertise, and that investment 

in technology and training may be required for its universal implementation in 

the NHS.  Two years after the publication of NG25 it was noted that at 8 

obstetric units transvaginal ultrasound scanning was rarely being used, 
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however the reasons behind this were not given.  It is noted by stakeholders 

that the use of TVUs is uncommon in clinical practice. 

Topic experts requested further information in the guideline on when and how 

to use TVUs.  Further information on this may be provided by the NSC in their 

anticipated update in Spring 2020.  No evidence was found during the 

surveillance review regarding how best to measure cervical length when using 

TVUs, however NG25 acknowledges that training is necessary to be able to 

undertake these actions adequately.  No evidence was found regarding when 

to perform TVUs, and risk assessment interventions are outside of the scope 

for this guideline.   NG25 recommendation 1.7.4 recommends using TVUs in 

women over 30 weeks gestation for diagnosing preterm labour.   

The new evidence and intelligence found do not contradict the advice to use 

TVUs in clinical practice as a diagnostic tool for preterm birth and therefore no 

impact on the recommendations within the guideline is expected at this time.   

1.8 Tocolysis 

Surveillance proposal 

This section of the guideline should not be updated.  

2020 surveillance summary 

Nifedipine 

Seven RCTs were found evaluating nifedipine tocolysis for prevention of 

preterm labour.   

One RCT (11) compared oral nifedipine and IV atosiban in women (n=503 at 

25-34 weeks pregnant) at risk of preterm labour.  There were no significant 

differences between the groups in delaying delivery by 48 hours.  The 

economic analysis of this RCT (12) found there were lower costs associated 

with the use of nifedipine and there were no significant differences between 

the groups in terms of adverse perinatal outcomes.   

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#tocolysis
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In 1 RCT (13) women (n = 73, between 24-34 weeks) with symptoms of 

preterm labour, a shortened cervix but a negative fetal fibronectin test 

received either nifedipine (80 mg a day) or placebo.  The results did not show 

any significant differences between the 2 groups in terms of delivery within 7 

days.   

An RCT (14) compared nifedipine and ritodrine in 60 women between 24 and 

36 weeks at risk of preterm labour.  Maternal adverse effects were 

significantly higher in the ritodrine group however there were no significant 

differences in fetomaternal blood flow, fetal mortality, maternal morbidity or 

time to delivery between the groups.      

An RCT (15) compared intravenous magnesium sulfate and oral nifedipine in 

220 women between 32 and 34 weeks pregnant at risk of preterm labour.  

There were no significant differences regarding preventing preterm delivery or 

with neonatal outcomes.  There were significant differences in minor adverse 

effects with the magnesium group having more maternal side effects than the 

nifedipine group.   

One RCT (16) compared oral nifedipine combined with vaginally administered 

sildenafil citrate with nifedipine alone in 239 women (weeks’ gestation 

unknown) with threatened preterm labour.  Women who received nifedipine 

combined with sildenafil citrate were significantly more likely to have a 

delayed birth and fewer admissions to neonatal intensive care units as well as 

increased neonatal birthweight compared to the women who received 

nifedipine alone.    

An RCT (17) compared nifedipine with a placebo in 206 women (weeks 

gestation unknown) with threatened preterm labour.  Women delivered 

significantly sooner in the placebo group compared to the nifedipine group, 

confirming that the nifedipine group was more successful at reaching the 

outcome of prolonging pregnancy. 

An RCT (18) compared nifedipine plus placebo with indomethacin plus 

placebo and a combination of nifedipine plus indomethacin.  The outcome 

was prohibiting preterm uterine contractions in 147 pregnant women (26-34 
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weeks).  The combination group was significantly more successful at 

prohibiting preterm contraction compared to the other groups during 3 time 

stages: within the first 2 hours of receiving the intervention; 48 hours after the 

intervention; and 7 days after the intervention. 

Ethanol 

A Cochrane review (19) (RCT = 12) considered the efficacy of ethanol 

infusion in stopping preterm labour, preventing preterm birth and the impact 

on neonatal outcomes.  No evidence was found to indicate ethanol was an 

effective tocolytic compared to placebo or other tocolytic drugs.  

Competitive inhibitors of cyclooxygenase (COX) Inhibitors 

A Cochrane review (20) (RCT = 20) considered the effect of COX inhibitors 

administered as a tocolytic agent to women in preterm labour on maternal and 

neonatal outcomes compared with placebo, no intervention or other tocolytics.  

There was a significant reduction in preterm birth in the group that received 

indomethacin.  There were no significant differences in morbidity or mortality 

between the groups.  COX inhibitors were associated with significantly fewer 

maternal adverse effects compared with betamimetics and with magnesium 

sulfate.  However, due to the small numbers and limited quality of the data 

there was no clear benefit shown for COX inhibitors compared to the 

comparators. 

Atosiban 

In an RCT (21) women (n = 70) who had become pregnant through assisted 

reproductive technology and were at risk of preterm labour received either 

atosiban or ritodrine.  Atosiban was significantly more successful at extending 

gestational age by 48 hours compared with ritodrine however both groups 

were effective at extending gestational age by 7 days.  The perinatal mortality 

rate and prevalence of neonatal asyphxia was significantly lower in the 

atosiban group compared to ritodrine.  Maternal adverse effects were also 

significantly lower in the atosiban group compared to the ritodrine group.   
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Retosiban 

An RCT (22) compared IV retosiban with a placebo in 64 women with 

spontaneous preterm labour.  There was a significant delay to delivery in the 

intervention group compared to the control.  There were no differences in 

maternal or neonatal adverse effects between the groups. 

Magnesium sulfate 

A Cochrane review (23) (RCT = 3) considered the safety and efficacy of 

alternative magnesium sulfate regimens when used as single agent tocolytic 

therapy during pregnancy.  There was insufficient conclusive evidence to 

make any conclusion on the use of magnesium sulfate for this indication.   

Intelligence gathering 

One stakeholder wrote to NICE after the guideline was originally published 

and suggested that NICE reconsider the effectiveness of tocolysis and of 

nifedipine during preterm labour.  It was suggested that NICE consider 2 

studies (Roos 2015 and de Heus 2009) however these were not RCTs and 1 

was also outside the required date period for the surveillance review and 

therefore they were not included.  One topic expert suggested that the 

threshold of viability for giving treatments such as tocolytics and steroids may 

change post ongoing discussions that are arising from the publication of the 

Precept Trial.   

The UK Preterm Clinical Guidelines (2019) recommend not using tocolysis for 

women at risk of imminent preterm birth to improve neonatal outcomes and 

state that there is no evidence that maintenance tocolysis is beneficial. 

Impact statement 

NG25 recommends considering tocolysis in women between 24 and 25 weeks 

who have intact membranes and are in suspected preterm labour and offering 

tocolysis to women between 26 and 33 weeks who have intact membranes 

and are in suspected or diagnosed labour.  For both recommendations the 

drug suggested is nifedipine.     

https://www.tandfonline.com/doi/abs/10.3109/14767058.2015.1053863
https://www.ncbi.nlm.nih.gov/pubmed/19264820
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1002398
https://www.tommys.org/sites/default/files/Preterm%20birth%20guidelines.pdf
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NICE considered new evidence and intelligence regarding the use of tocolysis 

in women at risk of preterm labour.   

Nifedipine 

Seven RCTs were found which considered the use of nifedipine.  Four out of 

the 7 RCTs showed no significant differences regarding delaying preterm 

delivery or improvement on relevant health outcomes when nifedipine was 

compared with atosiban, ritodrine, magnesium sulfate or placebo.  One RCT 

showed that nifedipine on its own significantly prolonged pregnancy when 

compared with placebo.  Two RCTs showed that nifedipine in combination 

with another drug such as sildenafil citrate or indomethacin significantly 

delayed preterm birth compared to nifedipine alone or indomethacin alone.  

No studies were found that stated that nifedipine was ineffective and 

nifedipine was considered the safest drug when compared with ritodrine and 

magnesium sulfate.   

Two stakeholders did not consider tocolysis nor the drug nifedipine to be 

effective at improving neonatal outcomes in women in preterm labour.  The 

UK Preterm Clinical Guidelines also do not consider tocolysis to be effective.   

At the time of guideline development the committee noted that the evidence 

showed that calcium channel blockers had the highest probability of being the 

best medicine for reducing respiratory distress syndrome and were more 

effective for this outcome than the other tocolytics used in the network meta-

analysis.  It was noted that the majority of evidence on calcium blockers was 

derived from trials which included nifedipine. Given that nifedipine is the most 

widely used calcium blocker in clinical practice and nicardipine (the other 

calcium blocker included in the trials that were reviewed) is associated with 

significant side effects, the committee recommended the use of nifedipine for 

tocolysis.  The economic model also found that calcium channel blockers 

were the most cost effective treatment for women of all gestational ages. 

There was no evidence found regarding maintenance tocolysis in this group 

and little evidence regarding the importance of weeks gestation when using 

tocolysis.  At the time of guideline development, the committee felt that 

https://www.tommys.org/sites/default/files/Preterm%20birth%20guidelines.pdf
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although dosage, mode of administration and timing of treatment may 

influence the effectiveness of different tocolytics interventions, it was 

considered unlikely for this factor to change the direction of relative effect for 

the different interventions. 

Due to the lack of evidence to contradict the current recommendations and 

new evidence found that supports the current recommendation that tocolytics 

and nifedipine should be considered in women with suspected preterm labour, 

there will be no impact to this section of the guideline at this time.   

Evidence was also found regarding the use of ethanol, COX inhibitors, 

atosiban, retosiban and magnesium sulfate for tocolysis for women at risk of 

preterm labour.  The studies found stated there was no clear benefit shown for 

the use of ethanol, COX inhibitors, retosiban or magnesium sulfate.   

Ethanol 

At the time of guideline development, the committee stated that although 

ethanol was 1 of the first agents used as a tocolytic, it would no longer be 

considered a therapeutic option even if found to be effective for neonatal 

outcomes because of known maternal side effects.  No evidence was found 

during the surveillance review to contradict this opinion.   

COX Inhibitors 

At the time of guideline development, the committee stated that although 

prostaglandin inhibitors were found to be the most beneficial treatment in 

terms of delaying birth by more than 48 hours and for increasing estimated 

gestational age, and the second most effective treatment for reducing 

perinatal mortality, they were not found to improve other outcomes such as 

neonatal mortality, respiratory distress syndrome and neonatal sepsis in all of 

which they scored very low in the ranking of best treatments. The committee 

was also aware of other harms thought to be associated with prostaglandin 

inhibitors, such as premature closure of the ductus arteriosus. Therefore, the 

committee did not consider them as a tocolytic option for women in suspected 

or diagnosed preterm labour.  No evidence was found during the surveillance 

review to contradict this opinion.   



 

2020 surveillance of preterm labour and birth (NG25) – Appendix A 18 

Atosiban 

At the time of guideline development, the committee stated that the use of 

oxytocin receptor blockers for reduction of maternal side effects and for 

increasing gestational age had to be balanced against its poor efficacy in 

reducing intraventricular haemorrhage and respiratory distress syndrome and 

its modest effect on perinatal mortality. Therefore, the committee decided that 

this should not be the first option of tocolytic treatment.  No evidence was 

found during the surveillance review to contradict this opinion.   

Retosiban 

Retosiban was not considered during the development of NG25 and no further 

intelligence was found during the surveillance review to suggest it should be 

considered in the guideline.   

Magnesium sulfate 

There was little evidence in the full NICE guideline regarding magnesium 

sulfate being used for tocolysis and no further intelligence was found during 

the surveillance review.   

New evidence found during the surveillance review supports the current 

recommendation that tocolytics and nifedipine should be considered in women 

with suspected preterm labour and there will be no impact to this section of 

the guideline at this time.   

1.9 Maternal corticosteroids 

Surveillance proposal 

This section of the guideline should be updated. 

2020 surveillance summary 

During the surveillance review 2 Cochrane reviews were found which related 

to corticosteroids in preterm labour.  One review looked at single courses and 

1 looked at repeat doses.  Both of these reviews were updates of previous 

reviews which had been used in the development of NG25.  Their conclusions 

had not altered. 

https://www.nice.org.uk/guidance/ng25/evidence/full-guideline-pdf-2176838029
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#maternal-corticosteroids
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A Cochrane review (24) (RCT = 30) considered the effect of a single course of 

corticosteroids administered to the mother (gestational week unknown) prior 

to anticipated preterm birth on the outcomes of fetal, neonatal and maternal 

morbidity and mortality.  There was a significant reduction in perinatal death, 

neonatal death and respiratory distress syndrome in the group that were 

treated with corticosteroids compared with the group who received placebo or 

no treatment.   

A Cochrane review (25) (RCT = 10) considered the safety and efficacy of 

repeat doses of prenatal corticosteroids in women (gestational week 

unknown) who had received a single course 7 or more days previously but 

were still at risk of preterm birth.  There was a significant decrease in number 

of infants experiencing respiratory distress syndrome and serious infant 

outcome in the repeat corticosteroid group compared to those who did not 

receive a repeat corticosteroid treatment.  It was suggested that treatment 

with repeat dose of corticosteroid was associated with a reduction in mean 

birthweight however at early childhood follow up there were no significant 

differences between infants that had been exposed to prenatal corticosteroids 

compared with those not exposed.  There were no significant adverse effects 

reported.  The evidence found supported the use of repeat dose prenatal 

corticosteroids.   

One RCT (26) (n=2827) compared 2 groups of women at 34 and 35 weeks 

gestation at high risk of preterm delivery with the outcome of neonatal health.  

One group received corticosteroids and 1 group received a placebo.  Severe 

respiratory complications and bronchopulmonary dysplasia was significantly 

less in the corticosteroid group, however this group had a significantly raised 

rate of neonatal hypoglycemia compared to the control. 

During the consultation stakeholders highlighted a number of studies that 

were not initially included in the evidence summary as, due to the large 

volume of evidence, NICE were only including RCTs and Cochrane reviews.   

One systematic review with meta-analysis (27) considered RCTs (n=3) which 

compared antenatal corticosteroids in women between 34 and 36 weeks 
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gestation with placebo or no treatment and RCTs (3) which compared 

antenatal corticosteroids in women who were planning a caesarean delivery at 

37 weeks gestation or above.  The outcome was incidence of severe 

respiratory distress syndrome (RDS).  Women who received corticosteroids 

gave birth to babies who had a significantly lower risk of RDS compared to the 

control groups.   

One individual participant data meta-analysis (28) considered RCTs (n=11) 

compared repeat courses of corticosteroids with placebo or no treatment.  In 

the intervention group, women of a mean gestation age between 27 and 30 

weeks who had already received a single course of prenatal corticosteroid 7 

or more days previously were then prescribed another course of 

corticosteroid. The outcomes were neonatal mortality, respiratory support and 

birth weight scores.  There were no significant differences in mortality 

between the groups.  There was a significant reduction in the use of 

respiratory support in the group who received the repeat course compared to 

the ones that did not, however birth weight scores were also significantly 

lower in this group.  The study concluded that the number of repeat treatment 

courses should be limited to a maximum of 3 and the total dose to between 

24 mg and 48 mg.   

The original review protocol for NG25 considered the following outcomes: 

maternal mortality and adverse events as well as neonatal and child mortality; 

need for mechanical ventilation; bronchopulmonary dysplasia/chronic lung 

disease; intraventricular haemorrhage; neonatal sepsis and 

neurodevelopment disability.   

Intelligence gathering 

During consultation on the update of the guideline in 2019, 1 stakeholder 

suggested that NICE should consider the timing of administering fetal 

steroids.  The stakeholder stated that steroids provide benefit as early as 6 

hours after being given and are of minimal benefit after 7 days.   
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The UK Preterm Clinical Guidelines (2019) suggest that the timing and 

appropriate administration of steroid doses is important as steroid doses can 

be associated with a reduction in the birthweight of the infant.   

One topic expert suggested that the gestational age for giving corticosteroids 

had changed since the initial publication of the guideline following on from the 

Precept Trial.   

Impact statement 

NICE considered updated evidence on single and repeat courses of maternal 

corticosteroids.  Both Cochrane reviews showed significant differences in 

outcomes of neonatal and maternal health when single use corticosteroids or 

repeat courses of corticosteroids were used.   

NG25 recommends, for women who are in suspected or established preterm 

labour, discussing corticosteroids at 23 weeks pregnant, offering 

corticosteroids between 24 and 33 weeks pregnant and considering 

corticosteroids between 34 and 35 weeks pregnant.  One Cochrane review 

confirmed these current recommendations.  One systematic review with meta-

analysis suggested that corticosteroids up to 36 weeks was safe and effective, 

however 1 RCT within this analysis showed some adverse effects.  NG25 

does not recommend how long to continue giving corticosteroids.   

At the time of guideline development the committee concluded that there was 

insufficient evidence of benefit to support a recommendation that courses of 

steroids should be repeated routinely, but that this should not rule out the 

judicious use of repeat courses of corticosteroids in circumstances where 

clinical judgement suggested that it might be beneficial given the lack of clear 

evidence that such practice would cause harm. As such the committee 

developed the following recommendation of: “do not routinely offer repeat 

courses of maternal corticosteroids but take into account: the interval since 

the end of the last course; gestational age; the likelihood of birth within 48 

hours”.   

Evidence was found regarding repeat courses of corticosteroids.  A Cochrane 

review concluded that repeat courses were safe and effective. During 

https://www.tommys.org/sites/default/files/Preterm%20birth%20guidelines.pdf
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1002398
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stakeholder consultation on the proposal to not update the guideline, a 

stakeholder highlighted evidence from an individual participant data meta-

analysis regarding the effectiveness of repeat courses of steroids that stated 

that prenatal corticosteroids given to women at ongoing risk of preterm birth 

after an initial course reduced the likelihood of their infant needing respiratory 

support after birth and led to neonatal benefits.  Therefore, in light of this new 

evidence this guideline will be updated to consider the safety and 

effectiveness of repeat courses of maternal corticosteroids.       

Intelligence was given regarding the importance of when fetal steroids should 

be administered.  One RCT suggested that while late administration of 

steroids show some benefits in regard to neonatal respiratory complications, 

there are also some harms regarding hypoglycemia. 

During the development of NG25 the guideline development committee noted 

the lack of available evidence on which to judge the optimal timing of 

administration of corticosteroids in relation to the time of birth and particularly 

the ‘latest point’ at which the drug could most effectively be given. The 

committee acknowledged that this had not been prioritised as an aim of the 

review but, taking account of the drug’s pharmacological mechanism of action, 

the committee suspected that any benefits would be likely to be transferred 

even if there was only a limited amount of time (such as less than 24–48 

hours) between administration and time of birth. However, the committee 

could not make any recommendations to this effect. 

Intelligence raised that there are no recommendations regarding the timing for 

when corticosteroids should be administered, the gestational age for taking 

corticosteroids or appropriate administration for corticosteroids however 

limited evidence was found regarding safety and effectiveness in these areas 

through the surveillance review, therefore no impact on those 

recommendations within the guideline is expected at this time. 
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1.10 Magnesium sulfate for neuroprotection 

Surveillance proposal 

This section of the guideline should not be updated. 

2020 surveillance summary 

The Precept Trial was suggested by a topic expert for consideration during 

this surveillance review.  This individual participant data meta-analysis aimed 

to assess the effects of antenatal magnesium sulfate on women at risk of 

preterm birth compared to not receiving magnesium sulfate.  The outcome 

was fetal neuroprotection.  There was a significant reduction in the risk of 

death and of cerebral palsy within the magnesium sulfate treatment group 

compared with the no treatment group.   

Intelligence gathering 

One topic expert suggested that the gestational age for giving magnesium 

currently recommended in the guideline should be reconsidered following on 

from the Precept Trial.  

Impact statement 

NICE considered new evidence and intelligence regarding the use of 

magnesium sulfate for neuroprotection.  Intelligence gathered suggested that 

the gestational age for giving magnesium sulfate should be reconsidered 

following publication of more recent evidence.  The Precept Trial noted that 

antenatal magnesium is effective at preventing cerebral palsy and has similar 

effects regardless of gestational age.   

NG25 recommends offering magnesium sulfate to women between 24 and 29 

weeks who are in established preterm labour or having a planned preterm 

birth within 24 hours.  It recommends considering magnesium sulfate for 

women between 30 and 33 weeks who are in established preterm labour or 

having a planned preterm birth within 24 hours. 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#magnesium-sulfate-for-neuroprotection
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1002398
https://journals.plos.org/plosmedicine/article?id=10.1371/journal.pmed.1002398
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Evidence found from the surveillance review does not contradict the current 

recommendations and therefore there will be no impact on this section of the 

guideline at this time.   

1.11 Intrapartum antibiotics 

Surveillance proposal 

This section of the guideline should not be updated. 

This section of the guideline is fully covered by CG149 Neonatal infection 

(early onset): antibiotics for prevention and treatment and no information 

regarding the recommendations in this guideline was identified at this 

surveillance review.  CG149 is currently being updated.   This update is 

expected to publish in March 2021 and NICE will consider any amendments 

that will affect NG25 and amend accordingly. 

1.12 Fetal monitoring 

Surveillance proposal 

This section of the guideline should not be updated.  An editorial amendment 

will be made to reference NICE guideline NG121 to ensure that NG25 

considers women with known or suspected immune thrombocytopenic pupura 

and sepsis or suspected sepsis.   

Monitoring options: cardiotocography (CTG) and intermittent 

auscultation (IA) 

2020 surveillance summary 

No relevant evidence was identified.   

Intelligence gathering 

The BAPM Perinatal Management of Extreme Preterm Birth Before 27 weeks 

of Gestation (2019) Guidelines do not recommend continuous fetal heart rate 

monitoring below 26 weeks of gestation.   

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#intrapartum-antibiotics
https://www.nice.org.uk/guidance/cg149/chapter/1-Guidance
https://www.nice.org.uk/guidance/indevelopment/gid-ng10111
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#mode-of-birth
https://www.bapm.org/resources/80-perinatal-management-of-extreme-preterm-birth-before-27-weeks-of-gestation-2019
https://www.bapm.org/resources/80-perinatal-management-of-extreme-preterm-birth-before-27-weeks-of-gestation-2019
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NICE guideline NG133 Hypertension in pregnancy: diagnosis and 

management recommendation 1.6.12 states that in women who need 

additional fetal monitoring, carry out CTG only if clinically indicated.  This 

population of women are not necessarily at risk of preterm labour, they are 

presenting with hypertensive disorders or pre-existing hypertension or are at 

risk of developing hypertensive disorders – therefore the recommendation is 

not necessarily applicable to NG25. 

Impact statement 

No evidence was found regarding CTG and IA during the surveillance review.   

Intelligence was gathered in the form of 1 guideline which suggests that fetal 

heart rate monitoring should not occur before 26 weeks.  Another guideline 

recommends that fetal heart rate monitoring should only be considered in 

special circumstances.  

NG25 recommendation 1.12.5 suggests clinicians offer women in established 

preterm labour but with no other risk factors a choice of fetal heart rate 

monitoring using either CTG using external ultrasound or IA.  NG25 also 

suggests that fetal monitoring should be used alongside NICE guideline 

CG190 Intrapartum care for healthy women and babies however these 

recommendations are not written for women in preterm labour or at risk of 

preterm labour.   

During guideline development the committee stated that despite the paucity of 

research evidence relating to the method of fetal heart monitoring in preterm 

labour, the committee felt it was nevertheless important to monitor fetal heart 

rate by some means during preterm labour.  The committee agreed that 

women should be fully consulted before performing continuous fetal heart rate 

monitoring and that it was important to inform women of the lack of evidence 

of benefit of CTG versus IA prior to offering monitoring.  As such 

recommendation 1.12.2 states that senior obstetrician should be involved in 

discussions regarding monitoring the fetal heart rate for women who are 

between 23 and 25 weeks pregnant and recommendation 1.12.4 recommends 

https://www.nice.org.uk/guidance/ng133
https://www.nice.org.uk/guidance/ng133/chapter/Recommendations#fetal-monitoring
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#fetal-monitoring
https://www.nice.org.uk/guidance/cg190
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#fetal-monitoring
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#fetal-monitoring
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explaining to the woman that there is an absence of evidence that using CTG 

improves the outcomes of preterm labour. 

The intelligence found through the surveillance review does not contradict 

NG25, which recommends the use of fetal monitoring, CTG and IA with 

caution.  No new evidence was found, therefore no impact on this section of 

the guideline is expected at this time. 

Fetal blood sampling  

2020 surveillance summary 

No relevant evidence was identified.   

Intelligence gathering 

NICE guideline NG121 Intrapartum care for women with existing medical 

conditions or obstetric complications and their babies makes 

recommendations around fetal blood sampling which are not included in 

NG25.  NG121 recommendation 1.6.5 states do not use fetal blood sampling 

for women with known or suspected immune thrombocytopenic pupura.  

Recommendations 1.13.20 and 1.13.21 also suggest considering sepsis or 

suspected sepsis before performing any fetal blood sampling.   

Impact statement 

No evidence was found during the surveillance review for this section of the 

guideline, however recommendations from another NICE guideline were 

considered and were found to be important to the recommendations in NG25.   

NG25 recommends reading NICE guideline CG190 Intrapartum care for 

healthy women and babies alongside this recommendation but does not 

include NG121 in this list.  The recommendations from NG121 are not 

considered in NG25 however they may be relevant for this population. 

It is therefore suggested that NG25 is editorially amended to ensure that it is 

used alongside NG121 in order to consider the recommendations around 

women with known or suspected immune thrombocytopenic pupura and 

sepsis or suspected sepsis.   

https://www.nice.org.uk/guidance/ng121
https://www.nice.org.uk/guidance/ng121
https://www.nice.org.uk/guidance/ng121/chapter/Recommendations#bleeding-disorders
https://www.nice.org.uk/guidance/ng121/chapter/Recommendations#sepsis
https://www.nice.org.uk/guidance/ng121/chapter/Recommendations#sepsis
https://www.nice.org.uk/guidance/cg190
https://www.nice.org.uk/guidance/ng121
https://www.nice.org.uk/guidance/ng121
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1.13 Mode of birth 

Surveillance proposal 

This section of the guideline should not be updated.  

2020 surveillance summary 

No evidence was found regarding the best mode of birth for preterm babies, 

however evidence was found regarding the timing of delivery for preterm 

babies with and without P-PROM. 

A Cochrane review (29) (RCT = 1) considered the effects of immediate versus 

deferred delivery of preterm babies with suspected fetal compromise on 

neonatal, maternal and long-term outcomes.  The median difference between 

immediate delivery and deferred delivery was 4 days.  There were no 

significant differences in perinatal mortality, or death and disability at or after 2 

years of age.  There was a significant difference in the immediate delivery 

group where more babies were ventilated for more than 24 hours compared to 

the deferred delivery group.  Women were significantly more likely to have 

caesarean deliveries in the immediate delivery group.   

During the surveillance review, 1 Cochrane review and 3 RCTs were found 

which considered timing of delivery in women with P-PROM. 

A Cochrane review (30) (RCTs = 12) considered the effects of planned early 

birth (immediate intervention within 24 hours) compared with expectant 

management (no immediate intervention within 24 hours) for women with P-

PROM between 24 and 37 weeks gestation.  There was a significant 

difference in levels of respiratory distress syndrome, prevalence of caesarean 

section, neonatal death, ventilation need and admission to neonatal intensive 

care with the early birth group having a higher rate of incidence compared to 

the expectant management.  The review concluded that expectant 

management with careful monitoring is associated with better outcomes for 

mother and baby.   

An RCT (31) compared intentional early delivery with expectant management 

in 360 women with P-PROM.  There were no significant differences between 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#mode-of-birth
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the 2 groups regarding the outcome of improved neonatal and maternal health 

however the study was underpowered to confirm any conclusions.   

An RCT (32) compared the costs to the healthcare system of immediate birth 

with expectant management in 1,835 women with P-PROM.  There were no 

significant differences in costs between the 2 groups.   

An RCT (33) compared immediate birth in 1839 women with P-PROM to 

expectant management with the outcome of reducing neonatal infection.  

Neonates born in the immediate delivery group had significantly increased 

rates of respiratory distress and spent more time in intensive care compared 

to the expectant management group.  Women in the immediate delivery group 

had significantly lower rates of haemorrhage, fever and use of antibiotics and 

were more likely to have caesarean deliveries.   

Intelligence gathering 

During consultation on the guideline update in 2019, 1 stakeholder suggested 

that NICE should consider vaginal delivery as well as caesarean section for 

women in diagnosed or established preterm labour whose baby is breech.   

NICE guideline CG132 Caesarean Section (CS) recommendation 1.2.3.1 

suggests that preterm birth is associated with higher neonatal morbidity and 

mortality, however the effect of planned CS in improving these outcomes 

remain uncertain and therefore CS should not routinely be offered outside a 

research context.   

Another stakeholder suggested that NICE should consider when women with 

P-PROM should deliver.   

NICE guideline CG70 Inducing labour recommendation 1.2.2.1 states that if a 

woman has preterm prelabour rupture of membranes induction of labour 

should not be carried out before 34 weeks unless there are additional 

obstetric indications (for example infection or fetal compromise).  CG70 

recommendation 1.2.2.2 states that if a woman has preterm prelabour rupture 

https://www.nice.org.uk/guidance/cg132
https://www.nice.org.uk/guidance/cg132/chapter/1-Guidance#planned-cs
https://www.nice.org.uk/guidance/cg70
https://www.nice.org.uk/guidance/cg70/chapter/1-Guidance#induction-of-labour-in-specific-circumstances
https://www.nice.org.uk/guidance/cg70/chapter/1-Guidance#induction-of-labour-in-specific-circumstances
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of membranes after 34 weeks, the maternity team should discuss certain 

factors with her before a decision is made about whether to induce labour.   

An ongoing study is looking at the feasibility and design of a trial to determine 

the optimal mode of delivery in women presenting in preterm labour or with 

planned preterm delivery.  It is due to publish in October 2022.   

Impact statement 

NICE considered new evidence and intelligence regarding the timing of birth 

and new intelligence regarding the mode of birth.   

No evidence was found regarding mode of birth for women in preterm labour.  

Intelligence was given from a stakeholder to suggest that caesarean section 

should not be considered first before vaginal breech delivery, however the 

reasons for this were not given.  NG25 only recommends considering 

caesarean section for women presenting in suspected, diagnosed or 

established preterm labour between 26 and 36 weeks of pregnancy with 

breech presentation.  NICE guideline CG132 Caesarean Section suggested 

that caesarean sections did not improve the outcomes for preterm birth, 

however this was not in breech delivery incidences.   

Evidence around the timing of preterm birth was considered and for women 

with fetal compromise, deferred delivery showed significant differences in 

neonatal health outcomes in 1 Cochrane review.  For women who had P-

PROM, 1 Cochrane review and 1 RCT stated that there were significant 

benefits with deferred expectant management, compared to immediate 

delivery.  Two RCTs showed no significant differences between immediate 

and expectant delivery and 1 RCT showed benefits to the neonate with 1 

method and to the mother in another method. 

There are no recommendations in NG25 regarding the timing of birth of 

preterm infants with suspected fetal compromise and with P-PROM.  The 

benefits of immediate or deferred birth were not considered in the review 

protocol for NG25.  There is only evidence from a limited number of studies 

regarding the impact on neonatal outcomes of expectant management of 

http://www.isrctn.com/ISRCTN12295730
https://www.nice.org.uk/guidance/cg132
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delivery and therefore it is suggested that this section of the guideline is not 

updated at this time.   

1.14 Timing of cord clamping for preterm babies (born 
vaginally or by caesarean section) 

Surveillance proposal 

This section of the guideline should not be updated.  

2020 surveillance summary 

Two Cochrane reviews and 13 RCTs were found that considered cord 

clamping and care in preterm babies. 

One Cochrane review (34) (RCT = 1) considered the efficacy and safety of 

respiratory support provided during delayed cord clamping (60 seconds after 

birth) compared with no respiratory support during placental transfusion 

(delayed cord clamping/milking or stripping).  There were no significant results 

reported for any of the outcomes. 

A Cochrane review (35) (RCT = 40) compared 4 scenarios:   

• Delayed cord clamping compared to early cord clamping both with 

immediate neonatal aftercare.   

• Delayed cord clamping with immediate neonatal aftercare with cord intact 

compared with early cord clamping with immediate neonatal aftercare after 

cord clamping.   

• Delayed cord clamping with immediate neonatal aftercare with cord intact 

compared with umbilical cord milking.   

• Umbilical cord milking with early cord clamping compared with immediate 

neonatal aftercare after cord clamping.   

Delayed cord clamping (which was usually 30-60 seconds after birth) 

significantly reduced the number of neonatal deaths compared to early cord 

clamping (under 30 seconds) and significantly reduced the rates of 

intraventricular haemorrhage.   Delayed cord clamping with immediate 

neonatal aftercare with the cord intact also significantly reduced the number of 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#timing-of-cord-clamping-for-preterm-babies-born-vaginally-or-by-caesarean-section
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations#timing-of-cord-clamping-for-preterm-babies-born-vaginally-or-by-caesarean-section
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neonatal deaths compared with early cord clamping.  There were no other 

statistically significant results.   

Cord milking 

An RCT (36) compared umbilical cord milking with immediate clamping in 73 

preterm infants with the outcome of improving systemic blood flow and 

neonatal outcomes.  Haemoglobin levels were significantly higher in the 

umbilical cord milking group compared with the immediate clamping group.   

An RCT (37) compared delayed umbilical cord clamping (60 seconds) and 

umbilical cord milking in 204 preterm infants.  There were no significant 

differences in terms of neonatal outcomes between the 2 groups. 

An RCT (38) compared intact umbilical cord milking with immediate cord 

clamping in 102 preterm infants who had P-PROM with the aim of reducing 

infection.  The neonates in the intact umbilical cord milking group had 

significantly higher haematocrit levels and received fewer blood transfusions 

compared with the immediate cord clamping group.  There were no significant 

differences between the 2 groups in terms of neonatal outcomes such as 

neonatal infection.    

During the consultation stakeholders highlighted a relevant study that had 

published a month after the surveillance review search was completed.  This 

RCT (39) compared preterm infants (n=474) born between 23 and 31 weeks 

gestation who either received umbilical cord milking or delayed umbilical cord 

clamping.  The outcomes were mortality or severe intraventricular 

haemorrhage.  There was no statistically significant difference in mortality, 

however severe intraventricular haemorrhage was statistically higher in the 

umbilical cord milking group compared to the clamping group.  The study was 

terminated early due to safety reasons.   

Early and delayed cord clamping 

An RCT (40) (n=1497) compared outcomes of fetuses who were born preterm 

and either received immediate cord clamping <10 seconds after birth or 
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delayed cord clamping >60 seconds.  There were no significant differences 

between the 2 groups in terms of neonatal health outcomes. 

An RCT (41) (n=266) compared delayed cord clamping (>60 seconds) with 

immediate cord clamping (<60 seconds) in very preterm infants.  There were 

no significant differences between the 2 groups in terms of superior vena cava 

flow.     

An RCT (42) (n=276) compared delayed cord clamping (after 120 seconds) 

and immediate neonatal care with the cord intact to early cord clamping 

(within 20 seconds) and immediate neonatal care after clamping in preterm 

babies.  There were no significant differences between the 2 groups in terms 

of neonatal health outcomes.    

Two RCTs (43 and 44) (n=86 and n=100) considered the effectiveness of 

delayed cord clamping (120 seconds after birth) compared to immediate cord 

clamping in preterm neonates on the level of haematocrit.  Neonates in the 

delayed cord clamping group had significantly higher haematocrit levels in 

both studies than those in the immediate cord clamping group.  In 1 RCT the 

levels of serum ferritin were also higher in the delayed cord clamping group  

An RCT (45) (n=67) compared delayed cord clamping (30 seconds) with cord 

stripping, with delayed cord clamping without cord stripping in preterm 

neonates.  Infants with gestational ages of 28 weeks or more had significantly 

higher haematocrit levels in the without cord stripping group than they did in 

with cord stripping group.  There were no other significant differences 

between the 2 groups in terms of the primary outcome of initial fetal 

haematocrit.   

An RCT (46) (n=100) compared delayed cord clamping (by 120 seconds) with 

early cord clamping (less than 30 seconds) in infants born before 34 weeks 

with the outcome of rates of hyperbilirubinemia and polycythaemia.  Levels of 

haematocrit were significantly higher in the delayed cord clamping compared 

to the early cord clamping group.  There were no significant adverse effects.    
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An RCT (47) (n=120) compared delayed cord clamping (between 30 and 60 

seconds) and immediate cord clamping (within 20 seconds) in preterm 

neonates.  There were significant benefits to delayed cord clamping on 

neurobehavioural outcomes compared with the immediate cord clamping.   

An RCT (48) (n=218) compared deferred cord clamping (>=120 seconds) and 

immediate neonatal care with cord intact with immediate cord clamping (<=20 

seconds) and immediate neonatal care in preterm infants with the aim of 

improved neurodevelopmental outcomes at the age of 2.  There were 

significantly higher rates of death and adverse neurodevelopment outcomes in 

the immediate cord clamping group compared to the deferred cord clamping 

group.   

An RCT (49) (n=208) compared delayed cord clamping (30-45 seconds) with 

immediate cord clamping (<10 seconds) in preterm infants.  There were no 

significant differences in rates of intraventricular haemorrhage (IVH) or late 

onset sepsis between the groups.  The risk of IVH was significantly doubled in 

women who had P-PROM.   

Intelligence gathering 

During the consultation on the updated guideline in 2019, 1 stakeholder 

suggested that delayed clamping should be enforced in all deliveries 

irrespective of other prerogatives due to the publication of the Mercer study 

(summarised above).   

An ongoing study is looking at early compared to delayed umbilical cord 

clamping in very small prematurely born babies to determine the impact on 

infant health.   It is due to publish in October 2021 and NICE will track the 

study and assess it for impact on publication.   

Impact statement 

NICE considered new evidence regarding timing of cord clamping.   

Four RCTs considered the effects of cord milking compared to immediate or 

delayed cord clamping.  When cord milking was compared to delayed cord 

https://www.ncbi.nlm.nih.gov/pubmed/26547399
http://www.isrctn.com/ISRCTN12219110
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clamping there were no significant differences in terms of neonatal outcomes 

in 3 RCTs however in 1 there were raised rates of severe intraventricular 

haemorrhage in the neonate.  When cord milking was compared to immediate 

clamping there were significantly higher levels of haemoglobin in the infants in 

the cord milking group.   

One Cochrane review stated that delayed cord clamping (30-60 seconds) had 

significant benefits to neonatal outcomes compared to early cord clamping.  

Ten RCTs compared delayed cord clamping to immediate cord clamping.   Six 

indicated significant benefits of delayed cord clamping with 4 of these 

recommending waiting for 2 minutes, and the others suggesting between 30-

60 seconds.  The other 4 RCTs showed no differences between the 2 groups 

with 1 study showing a difference only in the subgroup of women who had P-

PROM.   

Intelligence was given which suggested that delayed cord clamping should 

have a firmer recommendation within the guideline.   

During the development of NG25 the committee suggested that there was 

limited evidence available in this area and therefore they did not feel confident 

about making strong recommendations for practice regarding the timing of 

cord clamping. They noted there was some evidence in favour of delayed cord 

clamping and no evidence of harm was associated with it. As such the 

committee recommended clamping the cord as soon as possible or consider 

milking the cord if the baby needs to be moved away from the mother for 

resuscitation or there is significant maternal bleeding.  If mother and baby are 

stable then clinicians should wait at least 30 seconds but no longer than 3 

minutes before clamping the cord.   

There is now a much larger amount of evidence regarding this intervention to 

support the recommendations that delayed cord clamping is more beneficial to 

the preterm child than immediate cord clamping.  No studies were found that 

confirmed a specific time frame for delayed clamping that would be most 

beneficial for the health of the newborn.  Therefore it is suggested that the 
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current recommendations do not require any amendments and therefore there 

will be no impact on this section of the guideline at this time.   

Areas not currently covered in the guideline 

In surveillance, evidence was identified for areas not covered by the guideline. 

This new evidence has been considered for possible addition as a new 

section of the guideline. 

Surveillance proposal 

Sealant post P-PROM 

This section should not be added. 

2020 surveillance summary 

A Cochrane review (50) (RCT = 2) considered the effectiveness of different 

forms of sealing techniques following P-PROM compared to standard care 

(including no sealant), on maternal and neonatal outcomes.  In 1 study 

cervical adapter (mechanical sealing) was compared with standard care and 

there were no significant differences between the 2 groups.  In the other 

study, oral immunological membrane sealant was compared to standard care 

and there was a significant reduction in preterm birth and neonatal death in 

the intervention group, however the evidence was considered low quality.  No 

specific information regarding gestational age was given. 

Intelligence gathering 

No relevant intelligence was identified. 

Impact statement 

NICE considered new evidence regarding sealing techniques following P-

PROM.  There was limited and low quality evidence to suggest that sealing 

techniques following P-PROM can be effective.   

NG25 makes no recommendations for sealing techniques for this population 

group. 
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Due to the limited evidence in this area there is no expected impact on the 

guideline at this time.   

Cervical pessaries 

This section should not be added. 

2020 surveillance summary 

During the surveillance review 2 RCTs were found that considered the use of 

Arabin pessaries for preterm labour.   

An RCT (51) considered the effectiveness of cervical pessaries in women at 

risk of preterm labour.  Women (n=130) 24-34 weeks pregnant with a short or 

intermediate cervical length and a positive fetal fibronectin test received either 

a pessary or no treatment.  There were no significant differences between the 

2 groups in terms of reducing the rate of preterm birth, however this trial was 

ceased early.   

An RCT (52) compared cervical pessaries with standard care in 357 pregnant 

women with threatened preterm labour and a short cervix. Spontaneous 

preterm birth under 37 weeks and preterm rupture of membranes were 

significantly less frequent in the cervical pessary group compared to standard 

care.  There was no difference in the rate of spontaneous preterm birth under 

34 weeks. 

Intelligence gathering 

One stakeholder suggested that NICE should consider the use of Arabin 

pessaries or create research recommendations around their use.   

Two ongoing studies were considered:   

An ongoing study is looking at prevention of preterm birth and comparing the 

Arabin pessary, cervical cerclage or vaginal progesterone pessary to see 

which is the most effective.  It is not known when this study is due to publish. 

An ongoing study is looking at the effectiveness of cervical stitching, vaginal 

progesterone or Arabin pessary in preventing preterm birth in women with 1 

http://www.isrctn.com/ISRCTN11186205
http://www.isrctn.com/ISRCTN13364447
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baby and a short cervix.  The study is due to publish in July 2022.  NICE will 

track this study and will assess its impact on the guideline recommendations 

on publication.   

Impact statement 

Arabin pessaries are recommended in the UK Preterm Clinical Guidelines 

(2019) as an alternative to prophylactic cervical cerclage or progesterone in 

women who have had a history of spontaneous preterm birth or midtrimester 

loss between 16+0 and 34+0 weeks of pregnancy and in whom a transvaginal 

scan reveals a cervix of less than 25 mm.   

NICE guideline NG137 on Twin and Triplet pregnancies recommendation 

1.5.2 states do not offer Arabin pessaries routinely to prevent spontaneous 

preterm birth in women with a twin or triplet pregnancy.  There are no 

recommendations for its use in singleton pregnancy, however.   

NICE considered new evidence and intelligence regarding cervical pessaries.  

Two RCTs were considered with 1 suggesting that cervical pessaries 

significantly reduced preterm birth under 37 weeks.  Intelligence was gathered 

that suggested Arabin pessaries should be considered for use in women at 

risk of preterm labour.   

Cervical pessaries were not considered during the development of NG25. 

As only 1 RCT is showing evidence of efficacy it is suggested that there is not 

enough high-quality evidence at this time and therefore there will be no impact 

on the guideline. 

In utero transfer 

This section should not be added.  NICE will include an editorial amendment 

to cross refer to the relevant NHS England guidance. 

2020 surveillance summary 

No relevant evidence was identified in the surveillance review, however a 

number of studies were referenced by stakeholders.  These studies were not 

https://www.tommys.org/sites/default/files/Preterm%20birth%20guidelines.pdf
https://www.nice.org.uk/guidance/ng137/chapter/Recommendations
https://www.nice.org.uk/guidance/ng137/chapter/Recommendations#preventing-preterm-birth
https://www.england.nhs.uk/wp-content/uploads/2019/07/saving-babies-lives-care-bundle-version-two-v5.pdf
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initially included in the evidence summary as, due to the large volume of 

evidence, NICE were only including RCTs and Cochrane reviews.   

One observational study (53) considered babies (n=17577) who were born at 

less than 28 gestational weeks in either a tertiary hospital, a non-tertiary 

hospital, or were born in a tertiary hospital and then transferred.  The 

outcomes considered were neonatal brain injury and survival.  The infants 

born in the non-tertiary care group had significantly lower odds of survival 

compared with those born in the tertiary hospital.   

One prospective cohort study (54) considered babies (n=2460) who were born 

between 22 and 26 weeks gestation in either level 1, level 2 or level 3 

services (with a neonatal unit).  The outcome was neonatal survival.  Infants 

born in level 3 services were significantly more likely to survive than those that 

were born in level 1 or 2 services.   

Intelligence gathering 

UK Preterm Clinical Guidelines (2019) recommend in utero transfer to settings 

with level 3 neonatal intensive care units.  In utero transfer is when a mother 

is moved to another hospital before the baby is born.  It is noted that “it is now 

a priority NHS England recommendation for local maternity services to take 

action to ensure that all women <27 weeks are delivered in centres with a 

neonatal intensive care unit (NICU)”.   

The BAPM Perinatal Management of Extreme Preterm Birth Before 27 weeks 

of Gestation (2019) Guidelines state that “In utero transfer to a maternity 

facility co-located with a NICU should be considered at the earliest opportunity 

when active management is planned”.  

The National Neonatal Audit Programme also suggests that outcomes are 

improved if premature babies are cared for in a NICU from birth.   

Impact statement 

No evidence was found regarding in utero transfer during the surveillance 

review however during consultation evidence was highlighted that confirmed 

https://www.tommys.org/sites/default/files/Preterm%20birth%20guidelines.pdf
https://www.bapm.org/resources/80-perinatal-management-of-extreme-preterm-birth-before-27-weeks-of-gestation-2019
https://www.bapm.org/resources/80-perinatal-management-of-extreme-preterm-birth-before-27-weeks-of-gestation-2019
https://www.rcpch.ac.uk/work-we-do/quality-improvement-patient-safety/national-neonatal-audit-programme
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that neonates born in services with neonatal units gave a better outcome for 

the neonate.  Intelligence was gathered from guidelines and audit 

programmes which specify the importance of in utero transfer to settings with 

NICU for the improved outcome of the baby.  It is stated that this is an NHS 

England prioritised recommendation.   

NG25 mentions transferring to another unit for the benefit of neonatal care in 

recommendation 1.8.1 when it suggests that clinicians consider the availability 

of neonatal care (need to transfer to another unit) when making their decision 

around the use of tocolysis.     

The full NICE guideline states that it is possible that some units would not be 

able to treat all the women recommended for treatment, particularly if ‘treat all’ 

was considered optimal, and this would necessitate the transfer of a 

proportion of women to alternative units.   

The full NICE guideline also states that optimal diagnosis can facilitate 

transfer to a place where appropriate neonatal intensive care can be provided, 

a strategy known to improve rates of survival for the baby. 

The scope for NG25 states that in current practice optimising outcomes for 

babies likely to deliver preterm includes transfer to a centre with appropriate 

neonatal facilities. Although it is noted in the scope that there is variation in 

both the use of this approach in the UK and the diagnostic criteria applied to 

determine transfer there is very little in the guideline to clarify this situation. 

NG25 mentions that clinicians should assess for transfer to another 

unithowever it is suggested that there should be an editorial amendment in 

order to strengthen this recommendation by cross referring to NHS England 

guidance in this area and ensuring that clinicians consider in utero transfer 

and place of birth when caring for women at risk of preterm labour.   

Research recommendations 

1. Prophylactic vaginal progesterone 

https://www.nice.org.uk/guidance/ng25/evidence/full-guideline-pdf-2176838029
https://www.nice.org.uk/guidance/ng25/evidence/full-guideline-pdf-2176838029
https://www.nice.org.uk/guidance/ng25/documents/preterm-labour-and-birth-final-scope2
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
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Does progesterone reduce the risk of preterm birth in women who have risk 

factors for preterm birth, but do not have a short cervix (cervical length of 

more than 25 mm)?  

Summary of findings 

No studies were found which specifically stated that the population group they 

considered had a cervical length measurement that was greater than 25mm.  

Evidence regarding the use of progesterone in women at risk of preterm 

labour was found however the characteristics of the population in the studies 

were not fully confirmed and no evidence was found to suggest an update 

would be needed within this section.   

2. Prophylactic vaginal progesterone 

Does progesterone reduce the risk of preterm birth in women who have a 

short cervix (cervical length of 25 mm or less), but do not have other risk 

factors for preterm birth?  

Summary of findings 

No studies were found which specifically stated that the population group they 

considered had a cervical length measurement that was less than 25mm but 

had no other risk factors for preterm birth.  Evidence regarding the use of 

progesterone in women at risk of preterm labour was found however the 

characteristics of the population in the studies were not fully confirmed and no 

evidence was found to suggest an update would be needed within this 

section.    

3. Prophylactic vaginal progesterone 

At what gestation should treatment with prophylactic vaginal progesterone 

for the prevention of preterm birth be started and stopped?  

Summary of findings 

No new evidence relevant to the research recommendation was found and no 

ongoing studies were identified. 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
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4. Prophylactic vaginal progesterone and prophylactic cervical cerclage 

What is the clinical effectiveness of prophylactic cervical cerclage alone 

compared with prophylactic vaginal progesterone alone and with both 

strategies together for preventing preterm birth in women with a short 

cervix and a history of spontaneous preterm birth?  

Summary of findings 

No new evidence relevant to the research recommendation was found and no 

ongoing studies were identified. 

5. Identifying infection in women with preterm prelabour rupture of 

membranes (P‑PROM) 

What is the diagnostic accuracy of serial C‑reactive protein testing to 

identify chorioamnionitis in women with P‑PROM?  

Summary of findings 

No new evidence relevant to the research recommendation was found and no 

ongoing studies were identified.  

6. 'Rescue' cervical cerclage 

What is the clinical effectiveness of 'rescue' cerclage in improving 

outcomes for women at risk of preterm birth?  

Summary of findings 

The new evidence shows emergency cervical cerclage combined with 

progesterone in early labour at 24-28 weeks was more effective than 

progesterone alone in prolonging pregnancy.  There were significant 

increases in fetal gestational age, heavier gestational weight and lower rates 

of caesarean deliveries compared to the progesterone alone group, however 

the evidence to confirm that rescue cerclage combined with progesterone 

significantly prolongs pregnancy is currently insufficient in volume and 

therefore no update is recommended.   

7. Magnesium sulfate for neuroprotection 

https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
https://www.nice.org.uk/guidance/ng25/chapter/Recommendations-for-research
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What is the clinical effectiveness of a bolus plus infusion of magnesium 

sulfate compared with a bolus alone for preventing neurodevelopmental 

injury in babies born preterm?  

Summary of findings 

No new evidence relevant to the research recommendation was found and no 

ongoing studies were identified.  

8. Is intermittent auscultation or electronic fetal monitoring effective in the 

preterm fetus? 

Summary of findings 

No new evidence relevant to the research recommendation was found and no 

ongoing studies were identified.  

9. Is there any advantage to preterm babies from delayed versus early cord 

clamping, or cord milking? 

Summary of findings 

The new evidence shows that delayed clamping is more beneficial to preterm 

babies than early cord clamping, however there is no further information on 

what time frame would be most beneficial when delaying.  Therefore no 

updated is recommended.  
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