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1. Introduction 
 

Recurrent miscarriage (RM) is pragmatically defined as the loss of three or more consecutive 
pregnancies before 24 weeks of gestation. It affects 1% of all women trying to conceive and is 
associated with significant psychological distress. The important risk factors for recurrent 
miscarriages are increasing maternal age (Table 1) and number of previous miscarriages. 
Evidence on the environmental risk factors is based mainly on sporadic miscarriages, however 
smoking (dose dependant), heavy alcohol consumption and obesity may increase the risk of 
miscarriage. Even moderate consumption of 5 units or more of alcohol increases spontaneous 
miscarriage. Although recent evidence is insufficient to confirm, caffeine intake has been 
associated with spontaneous miscarriage  in a dose dependant manner.  

Table 1: Age related risk of miscarriage (RCOG GT guideline 17, 2011) 

The risk of miscarriage is highest among couples with 

women 35 years and men 40 years of age.  

 

2. Purpose and Outcomes 
 

To provide guidance on management of women with recurrent miscarriages 

 
 
 
 
 
 

12-19 years 13% 

20-24 years 11% 

25-29 years 12% 

30-34 years 15% 

35-39 years 25% 

40-44 years 51% 

45 years 93% 

 
Recurrent Miscarriage - Full Clinical Guideline 
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3. Abbreviations / Definitions Used 
 

APS Antiphospholipid Syndrome or antiphospholipid antibody 
syndrome (APLS), is an autoimmune, hypercoagulable state 
caused by antibodies against cell-membrane phospholipids that 
provokes blood clots (thrombosis) in both arteries and veins as 
well as pregnancy-related complications such as miscarriage, 
stillbirth, preterm delivery, or severe pre-eclampsia. To diagnose 
antiphospholipid syndrome, two positive tests 12 weeks apart for 
either lupus anticoagulant or anticardiolipin antibodies IgG 
and/or IgM in a medium or high titre over 40 GPL or above 99th 
percentile are needed. 

  
SC Subcutaneous 

GAU Gynae assessment unit 

HBA1c HbA1c refers to glycated haemoglobin (A1c), which identifies 
average plasma glucose concentration. 

TFT Thyroid Funstion test 

TORCH The TORCH screen is a group of blood tests that check for 
several different infections in a newborn. TORCH stands 
for toxoplasmosis, rubella, cytomegalovirus, herpes 
simplex, and HIV 

LMW Low molecular weight 

VTE Venous Thromboembolism 

EPAU 

ASRM 

ESHRE 

Early pregnancy Assessment Unit 

Americal Society of Reproductive Medicine 

Eurpean Society of Human Reproduction and Embryology  

 

 
4. Process for the referral of patients to the recurrent miscarriage clinic 

 
Patients are usually referred by their GPs. Women attending GAU with three of more consecutive 
miscarriages are informed of the services of Recurrent Miscarriage clinic and their GPs asked to 
refer either via Choose & Book, or using routine referral pathways.  
 

4.1.  Investigations  

Lupus anticoagulant, anticardiolipin antibodies (and 2 glycoprotein antibody)   
Antiphospholipid Syndrome (APS) is the most important treatable cause of recurrent miscarriage. 
APS refers to the association between antiphospholipid antibodies and adverse pregnancy 
outcome or vascular thrombosis. Adverse pregnancy outcome includes three or more 
consecutive miscarriages before 10 weeks of gestation, one or more morphologically normal fetal 
loss after the 10th week of gestation or one or more preterm birth before the 34th week of 
gestation owing to placental disease. APS are present in 15% of women with recurrent 
miscarriage, by comparison prevalence in low risk obstetric population is <2%.  
Miscarriage rate for untreated APS may be as high as 90%. Treatment with heparin and aspirin 
reduces the miscarriage rate to around 30%. 

 

The detection of antiphospholipid antibodies is subject to considerable interlaboratory variation 
due to lack of standardisation of lab tests. Temporal fluctuation of antibody titre may be due to 
infection or sub-optimal sample collection and preparation. 

 

ESHRE guideline suggests 2 glycoprotein antibody testing can be considered in women with 
recurrent miscarriage (good practice point). If positive, treatment is as for APS. 

http://en.wikipedia.org/wiki/Autoimmune
http://en.wikipedia.org/wiki/Coagulation
http://en.wikipedia.org/wiki/Antibody
http://en.wikipedia.org/wiki/Phospholipids
http://en.wikipedia.org/wiki/Thrombosis
http://en.wikipedia.org/wiki/Artery
http://en.wikipedia.org/wiki/Vein
http://en.wikipedia.org/wiki/Miscarriage
http://en.wikipedia.org/wiki/Stillbirth
http://en.wikipedia.org/wiki/Premature_birth
http://en.wikipedia.org/wiki/Preeclampsia
http://www.diabetes.co.uk/whole-blood-readings-to-plasma-converter.html
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Anatomical factors 
The reported prevalence of uterine anomalies (e.g.uterine septum etc) in recurrent miscarriage is 
1.8-37%. The prevalence is higher in second trimester miscarriage and may be related to the 
cervical weakness associated with uterine abnormality. Women should have a pelvic ultrasound 
to assess uterine anatomy. Suspected uterine anomalies on conventional 2D ultrasound should 
be referred for 3D ultrasound to confirm the diagnosis. Some may need MRI or hysteroscopy, 
and laparoscopy if diagnosis is in dilemma or for complex anomalies. If uterine anomaly is 
confirmed, they should have a renal imaging (ultrasound or MRI) to rule out urinary system 
anomalies. 
 

Hereditary thrombophilic defects 
Thrombophilias are established causes of systemic thrombosis and have been implicated as a 
possible cause of recurrent miscarriage. However prospective data on outcome of untreated 
pregnancies in women with hereditary thrombophilias are scarce and value of routine 
thrombophilia testing in first trimester miscarriage is not established. ESHRE (2017) recommends 
thrombophilia testing in women with additional risk factors (personal or family h/o VTE) or in the 
context of research. Women with second trimester miscarriage should be screened for inherited 
thrombophilias. 
 
Genetic analysis/ Karyotyping 
While karyotyping of pregnancy following 3rd or subsequent miscarriage is recommended by 
RCOG (Grade D recommendation), ESHRE (2017) guideline do not recommend to do it routinely 
unless for explanatory purpose (An abnormal fetal karyotype (trisomy/monosomy) is common and 
explains the reason for the miscarriage and usually not associated with recurrence. It is 
appropriate to follow the recent ESHRE guideline on this.  
Parental peripheral blood karyotyping of both partners should be performed where testing of 
products of conception (if done) reports an unbalanced structural chromosomal abnormality. 2-
5% of couples with recurrent miscarriage carry a balanced chromosomal abnormality, most 
commonly a balanced reciprocal or Robertsonian abnormality. Parental karyotype is considered 

for primary recurrent miscarriage (ie. no live birth, but had 3 miscarriages) and for secondary 
recurrent miscarriage with any risks (family h/o genetic problem; family h/o recurrent miscarriage, 
pregnancy tissue confirmed with chromosomal problem, previous h/o children with congenital 
abnormalities) 
 
TORCH’ screening is NOT recommended as these viral infections may cause sporadic 
miscarriage but not recurrent miscarriage.  However, Rubella immunity should be checked. 
 
Untreated diabetes and thyroid disease may be associated with recurrent miscarriage. It is 
appropriate to check HBA1C and TSH should be checked. If TSH is abnormal, full thyroid profile 
(T4, T3 and TPO antibodies) should be checked. If women having irregular cycles, tests for 
serum prolactin, testosterone and SHBG should be arranged. 

 
Table 2: Investigation summary for recurrent miscarriage 
 

Investigations Recommended  Individually assessed No evidence to do 

Anatomical (uterus) 2D/ 3D pelvic scan    

Genetic (karyotyping)  Parental blood/ 
Pregnancy tissue 

 

Thrombophilia ACA/ LAC/ 2 
glycoprotein 

Hereditary 
thrombophilia 

 

Infection Rubella screening HVS/Chlamydia/ 
Endometrial culture 

TORCH 

Immunological  ANA NK cells/ HLA 

Endocrinology TSH T4, TPO, Prolactin, 
Testosterone, SHBG 

 

Diabetes HbA1C   
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4.2  Management 

The couple should ideally be seen together and given supportive care by the specialist team with 
a special interest in recurrent miscarriage. It is important to recognise that this is a significant life 
event for the couple. A detailed history taken using the specially designed history sheet. Relevant 
investigations are arranged. The couple/ women are given information on possible causes of 
miscarriage with up to 50-75% of the miscarriages are unexplained. They should be made aware 
from the start that unfortunately investigations rarely lead to treatment options, and some causes 
have little or no proven treatment. Over two-third of women have successful outcome with the 
next pregnancy, but this depends on age of women and number of previous miscarriages  
(Figure 1) 

 

Lifestyle advice:  
Couple should be advised on healthy life style – Maintain normal BMI, dietary advice if raised 
BMI, smoking cessation, if smoker, limit alcohol intake, preconception folic acid (increased dose 

of 5 mg folic acid if BMI 30, diabetic) and vitamin D. Antioxidants for men have not been shown 
to improve outcome. There is insufficient evidence on recommendation on other lifestyle factors 
such as exercise and caffeine intake, although there is suggestion of limit restricting to 3 cups of 
coffee a day (ASRM 2012).  
 
Parental chromosomal abnormality 
The finding of an abnormal parental karyotype should prompt referral to a clinical geneticist for 
genetic counselling, to offer a prognosis for risk of future pregnancies with an unbalanced 
chromosome complement and feasibility of pre-implantation genetic testing (PGT) and pre-natal 
testing. 

 
Antiphospholipid syndrome 
Pregnant women with APS should be considered for treatment with low dose Aspirin (75 mg daily 
if no contraindication to Aspirin, e.g. Asthma) and low molecular weight heparin (LMWH) from the 
day of a positive pregnancy test. ESHRE (2017) suggest starting low dose aspirin pre-
conceptionally. LMWH, Enoxaparin (40mg sc daily) or equivalent from 6 weeks or soon thereafter 
when feasible after confirmation of an intrauterine pregnancy has been obtained. Pregnancies 
associated with APS are at high risk of complications during all three trimesters, which 
necessitates careful antenatal surveillance. APS is also a risk factor for venous thromboembolism 
and should be considered in antenatal risk assessment for VTE. LMWH should be discontinued 
at start of labour and continuation in the post-natal period will be determined by the obstetric 
team using VTE risk scoring according to RCOG VTE Guideline 37a. 
It is advised to refer women diagnosed with APS for pre-pregnancy advice from the joint 
obstetric-haematology consultant team.  
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Structural uterine abnormalities 
Current evidence on efficacy and safety of uterine corrective surgery is inconsistent and variable 
success rate are reported. Appropriate patient selection and counselling is important. Any 
treatment for correction of uterine anomalies should be determined by a multidisciplinary team 
involving reproductive medicine consultant, radiologist and hysteroscopic surgeon (in line with 
NICE IPG 510 2015). Consideration should be given to ultrasound surveillance in early 
pregnancy for cervical length assessment. 

 
Inherited Thrombophilic defects 
There is insufficient evidence to evaluate the effect of heparin in pregnancy to prevent a 
miscarriage in women with recurrent first trimester miscarriage. Heparin therapy during 
pregnancy may improve the live birth rate of women with second trimester miscarriage 
associated with inherited thrombophilia. Treatment with Enoxaparin (40mg sc daily) starting in 
early pregnancy, at 6 weeks or soon thereafter when feasible after confirmation of an intrauterine 
pregnancy has been obtained, is suggested.  Inherited thrombophilia is a risk factor for VTE 
assessment and obstetric care of these women should be in combined haematology/antenatal 
clinic. Heparin therapy should stop at start of labour and continuation in the post-natal period will 
be determined by the obstetric team using VTE risk scoring according to RCOG VTE Guideline 
37a.  
It is advised to refer women diagnosed with APS for pre-pregnancy advice from the joint 
obstetric-haematology consultant team.  

 
Endocrine problem/ Diabetes 

Treat overt hypothyroidism with thyroxine aiming to keep TSH level to 2.5mIU/L. Optimise 
diabetes control. Offer referral to seek advice from Obstetric-endocrine team. Advise 5 mg folic 
acid in diabetic women. 
PCOS – No treatment has been shown to improve outcome. Maintaining healthy BMI is 
recommended.  
Hyperprolactinemia – treat with dopamine agonists. Seek advice from endocrinologists. 
 
Unexplained RM 
Women with unexplained recurrent miscarriage have a good prognosis for future pregnancy 
outcome if offered supportive care in a dedicated early pregnancy unit. Successful pregnancy 
outcome can be achieved with supportive care alone in up to 75% of women with unexplained 
recurrent miscarriages; however success rate declines with increasing maternal age and number 
of previous miscarriages (Figure 1). We offer ultrasound scans every 2-3 weeks in early 
pregnancy starting at 6 weeks gestation via EPAU. 
Progesterone supplementation: The PROMISE trial (largest multicentre RCT published and UK 
based) reported that progesterone supplementation in the first trimester of pregnancy does not 
improve the outcome in women with history of unexplained RM. The live birth rate for women with 
3 or more previous miscarriages was 65.8% in the progesterone group, verses 63.3% in the 
control group; not statistically significant (RR; 95%CI: 1.04; 0.94-1.15). However, an updated 
Cochrane review (2018) has concluded a probable benefit in increasing live birth rate with 
progesterone supplementation (RR; 95%CI: 1.11; 1.00-1.24, 7 RCTs, 2086 women, moderate 
quality evidence). The PRISM trial evaluating the effect of progesterone in women with bleeding 
during early pregnancy has shown that women with RM presenting with bleeding during early 

pregnancy may benefit from progesterone supplementation in women with 3 miscarriages (RR; 
95%CI: 1.28; 1.08-1.51). All these evidences may indicate that progesterone supplementation 
could be offered in women with unexplained RM, as there may be a small benefit. The studies 
have used different progesterone preparations and doses. Micronised progesterone (uterogestan 
or cyclogest) of 200 mg twice a day vaginally from the time of positive pregnancy test to 12 
weeks of pregnancy can be prescribed. The data from from the PROMISE and PRISM trial have 
shown that there are no harmful effects of progesterone treatment in early pregnancy to women 
or to their babies born.    
 

There is no role for Immunotherapy or HCG supplementation in routine treatment of recurrent 
miscarriage. 
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 5. Monitoring Compliance and Effectiveness 
 

As per agreed audit forward programme 
 

6. References 
 

RCOG guideline no 17: The investigation and treatment of couples with recurrent miscarriage. 
RCOG May 2011. 
 
Reducing the risk of venous thromboembolism during pregnancy and puerperium, RCOG 
Guideline 37a. 
 
Hysteroscopic metroplasty of a uterine septum for recurrent miscarriage. NICE IPG 510 2015. 
 
Coomarasamy A et al. A Randomized Trial of Progesterone in Women with Recurrent 
Miscarriages.  N Eng J Med 2015 Nov 26;373(22):2141-8.  
 
Practice Committee of the American Society for Reproductive Medicine. Evaluation and treatment 
of recurrent pregnancy loss: a committee opinion. Fertil Steril 2012;98:1103-1111. 
 
ESHRE Early Pregnancy Guideline Development Group. Recurrent pregnancy loss: guideline of 
the European Society of Human Reproduction and Embryology. 
November 2017(https://www.eshre.eu/Guidelines-and-Legal/Guidelines/Recurrent-pregnancy-
loss). 
 
Haas DM, Hathaway TJ, Ramsey PS. Progestogen for preventing miscarriage in women with 
recurrent miscarriage of unclear etiology. Cochrane Database of Systematic Reviews 2018, Issue 
10. Art. No.: CD003511. DOI: 10.1002/14651858. CD003511.pub4. 
 
Coomarasamy A et al. A Randomized Trial of Progesterone in Women with Bleeding in Early 
Pregnancy. New England Journal of Medicine, 2019; 380 (19): 1815-24. 
  

https://www.eshre.eu/Guidelines-and-Legal/Guidelines/Recurrent-pregnancy-loss
https://www.eshre.eu/Guidelines-and-Legal/Guidelines/Recurrent-pregnancy-loss


Suitable for printing to guide individual patient management but not for storage.  Review Due: November 2023 
Page 7 of 8 

 

Appendix A 

 
  

 Recurrent Pregnancy Loss 

 3 miscarriages (at least two 

consecutive)  

Referral from GP 

 APS screen: Lupus 

anticoagulant; 

anticardiolipin IgM & IgG 

& beta 2 glycoprotein. 

 TSH/ HbA1C 

 Rubella, if not done before 

 Assessment of uterine 

anatomy (2D scan) 

 Parental Karyotyping if 

primary recurrent 

miscarriage (ie. no live 

birth, but had 3 

miscarriages) and for 

secondary recurrent 

miscarriage with any risks 

(family h/o genetic problem; 

family h/o recurrent 

miscarriage, pregnancy 

tissue confirmed with 

chromosomal problem, 

previous h/o children with 

congenital abnormalities. 

 Thrombophilia Screen if risk 

factors 

 Prolactin, Testosterone, 

SHBG if oligi/amenorrhea 

 

 

All results available to 

review and completed in 

proforma  

Mgt plan formulated &  

f/u clinic appt made. 

 

F/U with consultant.  

Management plan 

discussed.  

If conceived before the 

consultation, then review 

in GAU for 6 weeks scan 

and to discuss further 

plan 

Stop smoking, normal BMI, 

reduce alcohol, exercise 

regularly. 

Folic acid/ Vitamin D advised 

Information leaflet (RM) given 

 

Arrange, if any further testing 

needed Eg: 3D scan to check 

uterine shape/ repeat blood 

tests 

 

Initial Referral 

Received- Check meets 

Criteria for clinic 

Invited to initial appt 

with specialist nurse 

(GAU)/clinician.   

Proforma completed and 

baseline investigations + 

specifically indicated 

requested and explained. 

Referral to include basic info to 

confirm eligibility 



Suitable for printing to guide individual patient management but not for storage.  Review Due: November 2023 
Page 8 of 8 

 

Documentation Control 
 

Reference Number: 
 
UHDB/Gynae/11:20/M4: 

Version: 
 
UHDB Version 1 
 

Status: Final 
 

 

Version / Amendment  Version Date  Author Reason 

1 10.11.2008 
 

Miss Scothern New guideline 

2 Dec 2011 
 

Miss Scothern Update & Review  

2.1 July 2012 Dr Kurni Minor amendments 

3 Nov 2015 Samina Tahseen, 
Consultant 
Gynaecologist 

Review 

4 July 2019 Mr K Jayaprakasan 
Consultant 
Gynaecologist 
Dr J Davies - StR 

Review 

UHDB 1 Oct 2020 Mr J Allsop – O&G 
Consultant 

Review / merge 

Intended Recipients: All staff within the Gynaecology Service 

Training and Dissemination:  
Cascaded through lead sisters/midwives/doctors: Published on KOHA 
NHS mail circulation list:   

To be read in conjunction with:  

Consultation with: Gynaecology Staff 

Business Unit sign off: 09/11/2020: Gynaecology Guidelines Group: Mr B Biswas – Chair  
 
18/11/2020: Gynaecology Development & Governance Committee:  
                                                                        Mr J Dasgupta – Chair 
 

 

Divisional sign off: 
 

 

 26/11/2020 

 

Implementation date: 
 

 

  03/ 12 /2020 
 

 

Review Date: 
 

 

November 2023 
 

 

Key Contact: 
 

 

Cindy Meijer 
 

 


